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Tpureiic [Inroc 5 mg / 25 mg Tabnerku
Tritace Plus 5 mg/ 25 mg tablets

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Bcesika rabnerka chABPKa S mg paMulpdn B 25 mg Xxuapoxnopotiazny (S mg ramipril / 25 mg
hydrochlorothiazide)

3a I'BJIHUA CIHCEK HA IIOMOIUHHUTES BELICCTBA, BHXKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®0OPMA

Tabnetky 5 mg/25 mg
Benmn a0 mo4tH Geny npoAsiroBatd TabaeTkH ¢ paszMepH 10 X 5,6 mm ¢ genuTe/Ha 4epTa, CPaBUpPaHU

oT ageTe cTpaHd ¢ HNW M nororo Ha komnanpgaTa, TabneTkaTa Moke Na Oblie paziefieHa Ha PaBHY
J03M.

4. KJIHHHUYHU JAHHH

4.1 TepaneBTHYHH MOKA3ZAHUS

JleyeHne Ha XUIEPTOHUA

Kombunanuara ¢ GUKCHpaHy AO3U € IToKa3zaHa NpH NalUeATH, YHeTO KPRBHO HAIAraHe He e
DOCTATRYHO J00pe KOHTPOIUPaHO NPH CAMOCTOSTENHOTO [PUNaraHe Ha paMUIIpus Wix
XHIPOXIOPOTHAZU.

4.2 0o3MpoBKA H HAYHH HA [IPHIOKEHHE

Jo3upoBka

Hpenoprusa ce Tputeiic [lintoc 1a 6be NpreMaH BeJHbXK JHEBHO, 10 ¢/IHO W CBLIO BPEMe BCEKH JIEH,
OOMKHOBEHO CYTPHH.

TBH KaTo IprEMa Ha XpaHa He NpoMeHd OHoHanuuHOoCcTTa My, Tputelic ITntoc Moxe na 6bJie npHeMaH
Ipeay, IO BpeMe Ha WIIH cle/ XpaHeHe (BXK. TouKa 5.2).

Tpurelic Imoc Tpsabdea na ce normswa ¢ TeyHoCcT. He Tpabpa f1a ce ABBYe WM pa3TpoLIaRa.

Bvapacmuu

Jozata 1padBa Aa ObAe HHAVBUAY ATM3HpaHA cTIope] NMpodina Ha nayedTa (Bx. Touka 4.4) 1
KOHTPONA Ha KPBBHOTO Hasisrane, Ilpunaranero na gukcupanara KoOMOUHALHA OT PAMHIPHN U
XUApoXnopoTHaszuy 0OKKHOBEHO Ce NPenopbuBa clel THTPHpaHe Ha 03aTa ¢ eAUH OT OT/Ie/IHHuTe
KOMITOHEHTH,

Tputeiic [Inroc Tpabra na 0B4¢ 3a11049BaY ¢ Hall-HUCKATA BL3IMOXKHa 403a. AKO € HeoOX0auMo, Jo3ara
MOKe Ja ObAe MPOrpecUBHO YBEMMYABAHA A0 AOCTUIAHE Ha KENAHOTO KPHBHO HAIATAHE; MAKCUMATHO
aoryctuMHuTe g103M ¢a 10 mg paMunpun u 25 mg XuApoOXIopoTHAINA JHEBHO.

Crieyuantiit NORVaauuid

Hayuenmu, nexysanu ¢ ouypemuyu




ITpu maiueHTH, € JHOBPEMEHHO JIEKYBAHH C TUYPETHIH, C€ IPEIOPhYBA [TOBUIIEHO BHUMAHUE, Thil
KaTo MOXKeE J1a BE3HHKHE XMIIOTOHHA CJIe[ 3al04YBaHe Ha JIeueHneTo. 1pa0Ba Aa ce HMa NpeaBUI
HaMaJIARAHE Ha 103aTa Ha MUYPeTHKA Wik CTIMpaneTo My, Ipe/ii 3ano9Bane Ha JieueHue ¢ Tpureiic
[Intoc.

AKO CTIMpaHeTO He € Bh3MO)KHO, Ce MPENophyBa IEUSHUETO A3 OB/IC 3aN0YHATO ¢ HAl-HUCKATA
BB3MOXKHA 1033 pamMunpuin (1,25 mg gaeBHo) 6e3 aa e B kxomOuHanug. [pemopnusa ce B OCHEACTBHE
Aa e npeMuHe KbM MsPBOHAYAIHA THEBHA A03a OT HE rtoBeye oT 2,5 mg pamunpun /12,5 mg
XHIPOXIOPOTHAZH.

Hayuenmu c 6vbpeuno yapexcoane

Tpuretic I1nroc e mpoTHRONIOKA3aH IpH TekKo DBOpeYHO YRpeXKaaHe, Iopall XHIPOXIOpOTHAMIHATA
KOMIIOHEHTA (KpeaTUHHHOB KIHpBHC < 30ml/min) (Bk. To4Ka 4.3)

ITauueHTH ¢ Hapylenue Ha Ob0peyHaTta ¢yHKIMA MOTaT Ja H3UCKBAT HamaneHy ao3u Tpureiic [Tntoc.
[TanueHTH ¢ HIBA Ha KpEaTHHHHOB KIHPBHC Mexay 30 1 60 ml/min morat fa 0baT JeKyBaHHM CaMo ¢
Hall-HUCKUTES 1031 Ha dHKcHpanaTa KOMOWHAIMA PaMUNIPUI ¥ XUAPOXIOPOTHAZUA, CIe]
CaMOCTONTENHO IpUIaraie Ha paMunpun. MakCUManHuTe AOMYCTHMHE 034 ¢a 5 mg paMUNpHI 1

25 mg XUAPOXITOpOTHASH THEBHO.

Hayuenmu ¢ yeprodpobro yepescoare

TlpH naiueHTn © 1Ko 10 YMEpEeRo Yeproapodno yBpexaade, neueHueto ¢ Tpuateiic ILmoc Tpabpa ga
OBJIe 3aM0THATO CaMO O] CTPHUKTHO MEAUUHMHCKO HaOMIOAEHHE H MAKCHMATHITE THEBHH JO3H ca

2,5 mg paMunpun 4 12,5 mg XMAPOXIOPOTHAZH.

Tputetic [Inroc € NTPOTURONOKAZAH NPH TEXRKO YepHOAPOOHO yBpeXaAane (BX. Touka 4.3).

Bvapacmnu nayuenmu

Hauanuure n03u TpAdRa Aa 64T MO-HUCKH M NOCHE/(BAILIOTO THTPHPate HA 103aTa TPAGRA fa Onje
n1o-6aBHO, NOPAAH MO-rOIAMATA BE3IMOKHOCT OT HEXENAaHU peakuuu, 0COOEHO MPH MHOTO BB3PaCTHU
U HEMOIHU NauKMeHTH.

Heduampuyna nonyarayus
Tpureiic [1110c He ce NipenoppuBa 3a YIoTpelda MPU fena U WwHomU fo 18 ropuns, nopaau
HEIOCTATHYHU JAHHU 33 0e30MacHOCT H eUKACHOCT.

Hauyud Ha OpHIiokeHHe

[lepopamHo IPATKERHE.

4.3 IlpoTHBONMOKA3AHUA

- CBPBX4yBCTBUTENHOCT KbM aKTHBHOTO BellecTBO Wi KbM Apyr ACE HHXUBHTOD (HHXUOHTOP HA
AHIMOTEH3HMH KOHBEPTUPAINUA €H3UM), XHAPOXAOPOTHAZUL, APYT THASHACH INYPETUK, CyADOHAMUIN
WY HAKOQE OT IIOMOIUHHTE ReIUECTRE NOCOYESHM B TOUKa O.1).

- AHaMHe3a 3a aHrnoeaeM (HACe ACTREH, UAUONATHYCH UK BCnencTRHe Nedenue ¢ ACE unxuduTopu
nin aHruoTedsdH (1 penentopuu aHTaroHucTH (AIIRAS))

- EnnoBpeMenHa Tepanus cuC cakyOUTpu / BancapTaH (BxK. TOUkH 4.4 1 4.5).

- ExcTpakopriopanso neueHne, BOAELO 0 KOHTAKT HA KPBBTa C OTPRUATENHO 3ape/IeHU TORBPXHOCTH
(BK. TOUKa 4.5)

- 3HayKMa ABYCTpadHa cTeno3a Ha fpbpeynata apTepus WK CTeH03a Ha OBDpeuHa apTepUs Ha

e AMHCTBeH PyHKUHOHHpal] OBOpek

- BTOpH WK TpETH TPUMECTHP Ha OpeMeHHOCTTA {BXK. To4kH 4.4 U 4.6)
- KppMene (Bx. Touka 4.6)

- Texxxo yBpexxaaHe Ha ObOpeunaTa ¢GyHKIMS ¢ KpeaTHHHHOB KIUpBHC og 30 ml/mi
HeAuan3upany NaieHT!




- KNWHWYHO 3HaYWMH eJIeKTPONNTHY HapyLiCHNUs, KOWTO MOTAT fia Ce BJIOINAT CJief JICYEHHE C
Tpureiic Ilmoc (BX. Touka 4.4)

- Texxo yBpexxnaHe Ha ygpHoApoOHATA )YHKIHA

- Yepnoapobna entiedanonarus

- EnHoBpeMeHHata ynotpeda Ha TpuTtelic IIIOC ¢ AMTACKHPEH-ChIBPKAIIH IPOAYKTH €
NPOTHBOIIOKA3aHA IPU MALHEHTH ChC 3axapeH auaber unmu 0v6peuto yepexaane (GFR < 60
ml/min/1,73 m2) (Bk. ToukH 4.5 u 5.1).

4.4 CoeyuanHy NpeAynpexaeHUs U NpeanazHi MepKH ApH YNOTpeda
. Crneyuannu nonyaayuu

Bpemennocm: Jeuenue ¢ ACE nHXubUTOPH KaTo paMUIpHN Wi adrdoTeH3nd Il penentopHun
aHTaroHncTH {AlIRAS) He TpabBa Ja ce 3ano4YBa N0 BpeMe OpeMeHHOCT. [Ipi mauneHTkure,
ILTaHUpaTH J1a 3a0peMenedt, Tepanuata ¢ ACE nmxudutopu /AIIRAs 1paOBa pa ce 2aMenu ¢
aJITepPHATMBHO aHTUXHIEPTEHIUBHO JIEUEHHE, KOETO HMA YCTAaHOBEH NPodHII Ha Oe30IacCHOCT IIPH
ynotpeba no BpeMe Ha OpEMEHHOCT, OCBEH aKO He Ce CUHTa 3a KpailHo HeoOxonuma. [Tpn
yCTaHOBARAHE Ha OpeMenHocT, nevenueto ¢ ACE unxubwropw/ AIIRAs 1psifra na 6bae cnpaHo

He3aGaBHO U, ako € YMECTHO, Tpsa6Ba fa OpJe 3amouHaTa aITEpHaTUBHA Tepanus (BXK. TOUKH 4.3
4.6).

. Hayuenmu c ocoben puck om XunomoHus

- Hayuenmu ¢ ROGUUIEHQ AKMUBHOCIN HA PEeHUH-QHZUOMEHIUH-ANOOCINEPOH CUCMEMamd
IlanueHTH ¢ MOBMIIIEHA aKTURHOCT HA pEHUH-aHTHOTEH3UH-AJIOCTEPOH CHCTEMATA Ca H3NOKEHH Ha
PHUCK OT CHJIHO H3pa3¢HO NOHIDKARaHEe Ha KPBBHOTO HA/IraHe M BIOLIaBaHe Ha Ob0OpedHaTa QyHKIHA,
nopanu ACE unxubupane, ocobeno korato ACE HHXHOHTOP HIIH CBITBTCTBALL AUYPETHK CE€ NpHeMa
3a OpBB IBT WIH NMPU HAYANMHO [TOBUIIABAHE HA J103aTa. 3HAYMMA aKTHBHOCT HA PeHMH-AHTHOTEH3HH-
aTJIOCTEPOH CHCTEMATA MOXKe J]a ¢€ OUaKBa U € HeoOX0IMMO METHIIMHCKO HabmoieHNe, BKITFOYRAIIO
mpoclesBaHe Ha KPBBHOTO HANATaHe, TIPH:

- AUEHTH ¢ T€XKa XUTIePTOHUA

- NALMEHTH ¢ JIeKOMIICHCHPAHA 3acTOHHA ChpAeYHA HEJOCTAThYHOCT

- MALKMEHTH ¢ XeMOJUHAMUYHO BIOLIECH NAROKAMEPSH U3XOAAML MITH BXOAA KPLBOTOK (HaNp. CTEHO3a
Ha aopTaTa WIH MATpanHaTa Kiana)

- MTAUHEHTH ¢ €MHOCTPAHHA CTeHO3a Ha OBOpeYHaTa apTepus ¢ BTopd ¢yHKIHOHUpal 6B0pek

- TTAITHSHTH, IPH KOWTO MMA UIW MOXE Ja HACTHIIM HaMaleH 00eM Ha TeleCHNTE TeUHOCTH WU COJIK
{BKIIFOYUTE/THO MAMEeHTU, IPHEMAILN AUy PETHIHN)

- MTALIHEHTH ¢ Y€PHOAPOOHA HHPO3A W/ UM ACIIUT

- TIAIUEHTH, IOOKEHN HA FOIAMA XUPYPriU4Ha WATEPBeHIUA W AHSCTE3UA CBC CPeCTBA, KOHUTO
NPEIU3BHKBAT XHIIOTOHS

OOHKHOBEHO ce Ipernopbyta KopUrkpaHe Ha JA¢XHAPATAIMATA, XHIIOBOASMHATA HIIH COJIEBHA
AeULMT NTPeAH HAYATOTO Ha JICUHeHHETO (TP NAIlAEHTH ChC ChpAeYHA HEAOCTATHYHOCT o0ade
KOpeKUMATa Tps0Ba Aa Ob/I€ BHUMATENHO MPELeHeHAa CIIpAMO PHCKA OT 00eMHO HAaTOBapBaHe).

- [Iayuenmu, UINONCEHU HO PUCK O COPOCUNA UAYU MO3BYIA UCXEMUA 6 CHYYUAU HA ocmpd
XURIOTOH U
Havanoro Ha TepanufTa U3UCKBa CTPOr MEJULIMHCKH KOHTPOII.

. [Ivpeuten xunepandoCmepoHU3bM
KoMOuHAUUATA paMUNpUAn + XUAPOXIOPOTHAZU], He € H200p 33 NeyeHue NPy TbPBUIeH

XUINEPANIOCTEPOHHIBEM. AKO PAMUIIDHIT + XHAPOXJIOPOTHA3H/ ¢ H3MION3BA IIPU [ALHEHTH C
II'BPBUYEH XUNIEPALIOCTEPOHAIBM C€ U3HCKBA BHUMATEIHO [TPOCeJsIBaHe HA NINa3MEHUTE Hil
Kaius.

Bw3pacmuu nayuenmu
Brxre Touka 4.2.

------

------



. Hayuenmu ¢ veproopobro zabonssarne
ENEeKTpONUTHH HApYIIEHHA, MOpai AUYPETHTHA TEPAIIHA, BKITIOURTEIHO XHAPOXIOPOTHAZH MOTaT
Ida IPUYMHAT YepHOAPOoOHA eHIledanonaTha MpH NALHEHTH ¢ YepHOApoOHO 3aboBaHe.

XHUPYPruyHU MHTEPBEHIINHU
[IpeniopbuBa ce, KOTaTo € Bb3MOXHO, JIEYEHHETO ¢ HHXUOUTOPH HA AHTHOTEH3UH KOHREPTHpAIIUS
SH3UM KaTO paMHUOpUI, A4 ObJe IPEeKbCHATO €JUH JISH NpeId XUPYpriyHa Ipoueaypa.

Ilipocnenspane Ha OLOpeyHATA QVHKIMA

Brbpeunara ¢yHkuMa TpgOea na OnJe OLleHeHA MPEAH H TI0 BpEMe Ha TEPalliATa H jlo3aTa TpA0Ba 1a
OBl KOpUrHpaHa 0COOEHO Mpe3 NBPBUTE CEAMUUIM OT edeHneTo. Oco0€HO BHUMATEIHO
NpPOCIEAsBaHe C€ H3HCKBA NIPY NalUeHTH ¢ 0x0pedHo yBpexaane (Bx. To4ka 4.2). FiMa puck ot
BJIOIaBaHEe Ha OBEOpeuraTa ¢PyHKIMA, 0COOSHO MPH NAIMeHTH CHC 3aCTONHA CHpAcYHA
HEJOCTATRYHOCT UK cief 0p0peyHa TpaHCIIaHTAllMA UK ¢ PEHOBACKYJIAPHO 3300 IABaHe,
BK/IIOYHTEITHO NMALIMEHTH ¢ XeMOJHHaMUYHO 3HaYHMa YHIIaTe¢palida CTeHO3a Ha Ox0pednarta apTepus.

brOpeuno yepexnane

[Tpn nauuenTy ¢ Ob0peuHo 3afonaBaHe, THASUAUTE MOTaT da MpeTU3BHKAT ypeMmud. KyMynaTusHH
e(peKTU Ha aKTUBHMUTE BENIECTRA MOraT Aa ce MposABAT NPH NALMEHTH ¢ HapyueHa 6p0pevyna dyHKIuA.
AKO HacTBIIM Iporpecus Ha OBOpeYHOTO YBpexkAaHe, YCTAHOBEHO Upe3 NOBUIICH HeDEeNnTeUeH a30T €

HeoOXonMa BHUMAaTeNHa NIPeONeHKa Ha TepannsTa ¢ Orien Ha IPeyCTAHOBIBAHE HA ANYPETHUHATE
Tepanud (BXk. To4ka 4.3).

EJNCKTpOnHTEH IHCOATIAHC

Heo0xo0a1umo € A2 ¢ U3RBbPLIBa HEPHUOANYHO U3C/IEABAHE Ha CEPYMHUTE SNEKTPOIHTH T(pe3
NOAXOAALM HHTEPBANH, KAKTO [IPH BCEKH NALUEHT, IpUeMalll JHypeTHYHA Tepanus. THasuanTe,
BKTIOUUTENHO XUAPOXTIOPOTHAZK, MOTAT Ja NpHIUHAT JUCOANAHC HA TeJECHHTE TEYHOCTH HIIH
eNEKTPONIUTEH AUCOANaHC (XHITOKANMEMUA, XHITOHATPUEMHA H XUITOXJIOpEMHYHA anKano3a). Buupeku
4e XUNMoKanueMus MOXe Ja ce pa3sue npy ynotpedaTta Ha THASUAHM JANYPETHLIM, ChITbTCTBAINATA
TEpaIud ¢ paMHUIIPUI MOXE /1a HAMAIIN JUY pETHK-HHAYLHpaHaTa XUIMoKkaIueMus. PUCKBT 0T
XHIIOKAUTHEMHA € Hal-ToAM IpH MalMeHTH ¢ YepHOoApoOHa LMpo3a, IIpH MAlNeHTH ¢ fopcupaHa
auypesa, IpH MalHeHTH, [IPHEMAIlH HENOAXOIAIIN eNeKTPOJIUTH U IIPH MAITHEHTH, HPAeMAaIy
CHILICTBAIlA Tepanus ¢ kopTukocTeponan um AKTX (ak. touka 4.5). Ilvpeoro onpenensane Ha
IJIA3MEHUTE HIBA Ha Kaliys TpabBa a4 ce H3BLPINN Ipe3 NEPBATA CEAMHLA CIIE] 3al0YBaHe Ha
nedeHuero. [Ipenopreyga ¢ce KOPHUTHpaHE, ako ¢e YCTAHOBH HUCKO HHBO Ha Kamusd, MOXe Ja HaCThITH
NIy TAUKOHHA XHIIOHATPHEMU. B Ha4amoTo MOHWKEHOTO HUBO HAa HATpUA MoXe aa Oble
ACUMIITOMHO U NOpAny TORA € BAKHO PeAOBHOTO My m3cneneane. Macneasanero 1pabra Aa e no-yecto
[IpH MALACHTH B CTAP4E€CKA BB3PAacT H HMPOTHYHH TAUMEHTH. THA3HANTE ROAST N0 [IOBHINSHA
eKCKpelHs Ha MarHe3uit B ypHHaTa, KOSTO MOXe J1a IOBe/Ie 10 XMITOMArHe3HEeMHS.

[lpocnenspaHe HA ENEKTPONUTHTE: XALEPKANUEMUR
[1pn Hakou mauueHTH, neKyBaHu ¢ ACE waxuduropu, BkmounTtensoe ¢ Tpureiic Ilnoc, ce Habmogasa

xulepkanuemus. PUCK OT XunepkanueMust HIMa 0pY NalHeHTH ¢ O0p0pedHa HEAOCTATHIHOCT, Ha
BB3pacT > 70 rOOMHH, ¢ HEKOHTPOJIKpaH 3aXapeH AuadeT Wi TakuBa npueMally KalTueBU COJIH,
KaTHA ChbXPaHABALIM JUYPETHIH U APYTH AKTURHHE BEIUESCTRA, TOBULIARAIUM INIA3MCHUTES HUBA Ha
KAHs HITN ChCTOAHMA KaTo AeXuApaTauus, ocTpa CbpAevyHa JeKOMNeHcauys, MeTaboIUuTHA allia03a.
AKO eJHOBpeMEHHATA yIIOTpeba Ha [IOCOYEHUTE CPEACTBA ¢e CYMTa 3a MTOAXOAIUIA, NPENophiBa ce
peAOBHO TIpoCclie/IBaHe HA CPYMHHU KU (BXK. TOYka 4.5).

Ilpocredasane na enexmponumume . Xunonampuemus
[TpH HAKOM MALMEHTH, JeKyBaHU ¢ paMUnNpun ¢ Habmoaasan CHHAPOM Ha Hea,uelcaa'r REIB
aHTHAnypeTH4eH XopMoH (SIADH) u nocneagaina xunoHatpueMns. [Ipy nanueHTH XA sexs 0‘%

CePYMHHUTE HUBA Ha HaTpPHIL.



Yepnodpobra enyedaronamus

ENexTpONUTHH HapylIeHUs IOPAay JUYPETHYHA TEpanus, BKIIOYUTEIHO XHAPOXIOPOTHAZHI MOTAT
RA PUYHHAT 4epHOoApoOHa eHIeATOMATHA MTPH NAUUECHTH ¢ dePHOAPoORO 3abonasane. B ¢1yvail Ha
4epHOAPOOHA eHlleanonaTha AcUeHueTo TpabBa 1a ce NpekpaTh HezabasHo.

Xunepraayuemius
XunpoxnopoTHasyj cTMyaupa 650pevHaTa peabcopOIs Ha KA 0 MOXE Aa NPHYHHY
XHIepKanuueMus. ToBa Moxe Ja NONPEYH NIpU K3CIEBAHE HA MapaTHpeornJHATA (DYHKIIH.

Ancuoedem

Anrnoeznem e Cho0OIUIABAH NPy AlHESHTH, JeKyBaHH ¢ ACE MHXUOUTOPH, BKIMIOYUTENHO PAMUTIPHIT
(BX. Touka 4.8). PUcKkbT oT aHrnoeeM (Hamp. NOAYBaHe HA JHXATETHUTE MBTHINA UITH €3HK4, ¢ HITY
6e3 MUXaTe/HH HApyLIeHU) MOxKe Ra 6bA¢ yYBeTuueH npu NaHEHTH, IpReMAIIY ¢ JTHOBPEMEHHO
NeKapCcTBa, KOUTO Morat Jla npeau3BnkaT aHrunoeaeM kato mTOR {TapreTHd Ha panaMuiliH, IIpH
0032l HUIN )} UHXKOKWTOPH (HAIp. TEMCHPOIUMYC, EBEPOTTUMYC, CHPOJIMMYC), BUIIJIATTTMITTHH MK
MHXUOUTOpU Ha Henpuiu3ue (NEP) (Takupa xato pauekagorpun). KoMOHHaUHATA paMUEITPHI H

caKkyOUTpuI/BATICAPTaH € IPOTMBOIIOKA3aHA, TOPAIH NOBAIICHUA PUCK 3a aHrHoeaeM (BK. TOUKH 4.3 u
4.5).

B cayy4ait Ha aHruoeemM , npuemsT Ha Tpurelic IToc TpgbBa na ce npexpaty.
Tpabsa He3abaBHO J1a c& HA3HAYY CICIUHA Tepanua. [laiueHTsT Tpadpa Aa 6bae oCcTaBeH 1o
HaOmoeHe [10He 3a 12 10 24 yaca ¥ M3NWCaH cjie/l HAITBJIHO OTIHYMSBAHE Ha CUMITTOMHTE,

HMutecTuHaneHd auruoeseM € ¢br0o0IaBaH TPH NaUKMeHTH, nekyBand ¢ ACE unxuburopy,
BKIAtCUHTENHO Tputeiic [lmoc (8k. Todka 4.8). Ilpu Te3u naleHTy ce HabmoNaBa adqOMIHANIHA

doinka (c unu Oe3 rageHe u NoRpbluaHe). CHMOTOMHTE Ha MHTECTHHANEH aHTHOEHEM NTPEMUHABAT
cnen cnupane Ha ACE ynxuburopa.

AHgduraxmuyuny peaKyuu no epeme Ha 0eCenCUOUTUIUDANE
BepoaTHOCTTA OT OABA H TEXKECTTA Ha aHAPNIAKTHYHH M aHA(PHIAKTOMIHY PEakiiMi KBM OTpOBaTa

Ha HAaCCKOMH U Jpyru aneprenu ca nosnmeHn npu ACE nnxubupane. TpaOBa na ce uma npeaBux
BPEeMEHHO IIpeKkbCeBade Ha Tpurteiic 11moc npeau qeceHCHOMTU3ALMA.

Ocmpa pecnupamopra moKCUHHOCH

Crnen npueM Ha XUAPOXNOPOTHAZUS C& ChOOIARAT MHOTO PEIKY TEKKH CIYHaH Ha 0CTpa
PECTIMPATOPHA TOKCHYHOCT, BKIIOYMTENHO OCThD pecnuparoped guctpec cuuapoMm (OPC).

Crepm npHeM Ha XHIAPOXAOPOTHA3U OOMKHOBEHO ce pasBuBa OenoApodeH 0TOK B paMKUTE Ha
MUHYTH 70 Yacore. B Havanoro CHMITOMHTE BKIIKOYRAT OUCTIHEY, IOBHIICHA TEMIISPATYPA,
BIolaBaHe Ha benoapobHaTa dyHxnma n xunoronus. Ipy ceMmHeHue 3a OPC tpabea 1a 6bae
cnpsH npueMbT HA Tpureldc [lmoc u ga ce Npunokd DOAXOAAIID JieyeHUe, XHAPOXJIOPOTHAIK]L HE

TpaOBa Ja ce NpUnara pu NalieHTH, KONTO Npeau ToBa ¢a nonyvasanrn OPJIC cnen npreM Ha
XHAPOXIOPOTHAZHA.

Heymponenus/azpanynoymumosa
Psako ca HabnogaBaHyu HEYTPONCHMS/AarpaHy I0MUTO34, CHOOIIdBAHE € ChIO U KOCTHO-MOIBYHA
cynpecus. [IpenoppyBa ce npocneisrane Ha Opos Gemu KpbBHY KJIETKH, 33 Ja C& YCTaHOBU
eBeHTyallHa JeBkoneHud. Tlo-uecTo npocieaseane ce IpenoprYBa B HAYATIOTO Ha NEYSHHETO H MpH
MaUeHTH ¢ HapyllieHa ObOpeyHa GyHKINA, TpY TAKUBA CHC CHIOBTCTRALIA KOJareHo3a {Harp., JIymyc
epHTEMATOREC WIH CKAEPOAEPMHA), B FIPH NeKyBaHU ¢ APYTH JTEKAPCTBEHHU NPOYKTH, KOUT
IPUIHHAT IPOMEHH B KPBBHATA KapTUHA (BXK. ToUYKa 4.5 1 4.8).

Xopuoudaner u3nus, OCIIPA MUOHUA U 3AKPUMOBSBARA SAAVKOMA




XuapoxJIopOTHA3HA, CYR(POHAMIT, MOXKE Ja MPAYMHA HAMOCHHKPATHIHA peaksi, Boaeila Ao
XOpHOKTANECH H3IMB ¢ Je(eKT Ha 3pUTENHOTO TQJIe, OCTPa MPEeX0AHA MHOIHS H OCTPa 3aKPUTORIBIIHA
rinayxoma. CUMITOMHTE BKITFOYBAT OCTPO HAYAJIO HA HaMalieHa 3pUTeNHa OCTPOTA WM OYHA O0NKa U
OOMKHORBEHO HACTBLIBAT R PAMKHTE HA YaCOBE A0 CeAMHLH OT HAYAIOTO Ha eueHneTo. HenekypaHara
OCTpa 3aKpUTOBIBIHA TTIayKoMa MOXKE a JOBEE /10 TIOCTOSHHA 3aryda Ha 3peHHeTo. OCHOBHOTO
NeYeHUE e CIUpPaHe Ha XMAPOXI0pOTHa3HAA KOJIKOTO € Bh3MOXHO Mo-0bp30. HaBpeMeHHO
NIeKapCTBEHO WM XUPYPrudHO JIEYeHHE MOXKe Ja ce 00OMICITH, aKO BETPEOUHOTO HAJAIaHe OCTAHE
HeKOHTponypaHo. Puckorute ¢$akTopH 3a pa3sBUTHE Ha 0CTpa 3aKPHTOBIBIIHA IIAYKOMa MOXKE 1a
BKJIKOURA AHAMHE34 33 Aeprisl KbM CyIMOHAMUIN WY NEHANITHH.

Emnusecxu paznuyus
ACE uHxuOuTOpHUTE NPUUMHABAT aHTHOSAEM ¢ MTO-BHCOKA YECTOTA HIPH YCPHOKOXKH ITAllUeHTH,

OTKOJIKOTOQ YIPU OCTaHAJIUTE.

Kakto 1 npyrute ACE nEXu0UTOpY, paMUnpHI MoxKe Aa Obae Ho-manko epeKTUBEH IpH TOHIDKABaHe
Ha KPBBHOTO HAJACAHE MPH YEPHOKOXKY NAIMEHTH, OTKOJIKOTO TIPH OCTaHANMUTE, TIOPATH ITO-4ECTOTO
HaJIMYHe Ha XUIEPTOHHUA ¢ HUCKU PEHHHORH HUBA NPU YePHOKOKATA MONYJIaLHs.

Cropmucmu
XHUOPOXITOPOTHAZU MOXKE 1A JaJe MONOXKUTENEH aHATHTHYEH Pe3yIITAT IPH aHTUAOIHHD TECTOBETE.

Memabonumuu u endoxpunni edexmu

TwasyHaTa Tepanys MOXe 1a Hapynld TIFOKOHUSA ToNepadc. 1Ipy manmenTy ¢ quabet Moxe 1a ce
HAJIOKY KOPUTMpaHe Ha 103aTa Ha HHCYIIHHA WM [IepopalduTe aHTHnHaﬁeTHH cpenctea. JlatenTeH
3axapeH AuadeT MOKE Ja ce NMPOABH 0 BpeMe Ha THA3HHATA Teparnysl.

[ToBuileHN HHBA Ha XONECTEPOIA H TPUITIMLEPHIHTE C€ CBBP3BAT ¢ THA3HAHA JUYPETHYHA TEparus.
Moxe na HacThIN XUNEpYPUKEMUS HIY Ja c¢ YCKOPU BB3HUKBAHETO Ha OJAarpa NpH HIKOH
TALMEeHTH, IpHeMaliy THA3HIHA Tepamis.

Kauwinuya
[Tpu ymorpebata na ACE unxuburopu e ¢pobllaBaHa Kawnuna. XapakTepHo €, Ue T4 €
HEIPOAYKTHBHA, IPOABKUTENIHA M OT3BYYABA CIEA IIpeKpaTaBaHe Ha TepanusTa. Mugyuupauara ot

ACE uHxubutop xauumna, Tpadea aa ce pasriexaa KaTo yacT oT AudepeHIHATHATA JHArHO3a Ha
KaLLTULA.

Hpyeu
Peakuuu Ha ceHcHOMNIM3alMA MOraT Aa ¢ MpOABAT MPH NaUueHTU ¢ Uiy 6e3 aHaMHesa 3a aneprus
1win OpoHxuaiHa actMa. CholllaBa ce 3a BB3MOMKHOCT OT O00CTpAHE MITH AKTHBHUPAHE Ha CHCTEMEH

EPUTEMATO3CH NYIIYC,

Heoitno broxupane Ha pentn-anuomen3yn-andocmeponoeama cucmema (PAAC)

Mma fanHy, de enHorpeMeHHara ynotpeda Ha ACE unxuburopy, anruoteH3uH [l-penentopuu
QIOKEPU KW ANMMCKHUPEH NIOBUIIABA PHCKa OT XUIIOTOHUS, XHIIEPKAIUEMHA U HAMansABaHe Ha
ObOpeuHaTa QyHKI#A (BKIOYUTETHO ocTpa 6B0peyHa HelocTaThunocT). [Topaau Tosa He ce
NpenopbuBa ABoHHO Onokupane Ha PAAC ypes xomOuHUpanata yiiotpeda Ha ACE unxubutopn,
aHruotensuH li-penentopun 6nokepu niu anrckHped (BX. ToYkH 4.5 1 5.1),

AKO ce TIpelieHy, ye TeparuaTa ¢ JBoHHOo OnokHpaHe € abcomoTHo Heobxoauma, ToBa TPsAOBa 1a
CTaB4a CaMo I10J HAOMOACHUETO Ha CIEUHUATUCT M MPH Y€CTO BHUMATEIHO MOHUTOPHPAHE HA
OBOpeyHaTa QyHKUWS, SISKTPONMTUTE U KPBBHOTO HAIATAHE.

ACE nrxuburopy u aniryoredsuH [I-peentopuu 6ioxepn He TpabBa fa ce H3MON3BAT € AHOBPeMEHHO
IpH MAUUEHTH ¢ TUadeTHA HedponaTus.

HemenadoMeH pak Ha Koxara P&EHWH , P
B 1Be enuaeMAONOTHYHK TPOYYBAHUA, OCHOBABAIM Ce Ha JIaTCKUA HAllHOHANEH pays cHe, © "%, :
HabaIo1aBaH MOBHILEH PUCK OT HEMeNaHOMEH pak Ha koxata (HMPK) [6azanHokng . epolt -:!:- SV O (—3
L ,_.-, .{’{”f =y
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(BKK) 1 ckBamo3sokteTsaeH kapiuudoM (CKK)] npu HapacTBaima eKCIosuIMa Ha KYMyIaTuBHa [103a
XHAapoxnopoTuasup (XXT3). ©orocencudbunmiupamure edekta Ha XX T3 Morar j1a JeicTear kaTo
BEPOATEH MEXaHU3EBM 3a paseuTe Ha HMPK.

[NanuenTre, npuemainyd X XT3, Tpadra A2 6baar MHpopMupary 3a pucka o1 HMPK u ¢breTBaHH
peIoBHO Aa MPOBEPSIBAT KOXAaTa CH 34 HOBM I€3MH H He3abaBHO fa choOllaBaT NpH IIOARA Ha
MOJO3PUTENTHH KOXKHH NiesuH. Ha nanuedture TpAOBa na ce Mpemopbyar BH3MOXKHU NPEeBAHTHBHY
MEpKH, KaT0 OrpaHUY€HO W3/laraHe Ha CTbHYCRA CBETIIMHA U YNITPaBUONCTORH JIHYH, 4 B CITydak Ha
eKCIIO3HINA, IOAXOAAINA 3alHTA, 33 Aa Ce CREJie 10 MUHAMYM PHCKET OT paK Ha Koxara.
IlopospHTenHuTE KOXKHYA Ne3uu TpAOBa A3 OBAAT NOTONKEHH Ha He3a0aBHO U3CIeBaHe,
NOTEHLIMANHO BKIIOYBAINO XHCTONOTMYHH H3CNeIBaHUA Ha OnoncHunn Marepuamu. [lpepasriexane
Ha yIrioTpedarta

Ha X XT3 MoXke 112 ce HATTOXKH H TIPH NaLWeHTH, KOUTO ¢a HMaTH npeaxoneH HMPK (Bxk. CBIo To4yka
4.8).

Crabpxange Ha HATpUi

To3u nexapcTBeH NpoLyKT ChABPKA No-Manko o 1 mmol Hatpwif (23 mg) 1a TabneTka, T.€. MOXe Ja
CE mpHueMe, Ue He ChAbpiKa HaTpHH.

4.5 BzaumogelicTRHe ¢ APYTH TeKapCTBEHH HPOAYKTH H APYT'H QOpMH Ha B3IaHMOJeHCTBHE

JlaHHM OT KIIHHHYHY (IPOYIBAHH [T0KA3BAT, 4e ABOHHOTO 6I0KHpAHE HA PEHIH -aHTHOTECHSUH -
anpoctepoHoBata cucTeMa (PAAC) upes komOuHNpaHata ynotpeda Ha ACE nHxubHuTOpH,
aHrHOTeH3UH [[-pelleNTopHU ONOKEPH HIIH ANKUCKUPEH C¢ CEBP3BA ¢ NI0-BHCOKA YeCTOTA HA HEXETaHH
CBEOUTHA, KATO HANPUMEP XMIIOTOHNS, XMIepKaIueMusa M HaManseaHe Ha OrOpeunaTa GyHkums
(BKIIIOUHTENHO OCTpa ObOpeYna HEQOCTATEYHOCT), B CpaBHEHHE ¢ yrioTpeaTa ¢aMo Ha eqHO
CpencTBo, AciicTBamo Bhpxy PAAC (Bk. Toukan 4.3, 4.4 u 5.1).

IIpoTHBONOKA3aHU KOMOUHAIIHH

EnnoBpementata ynotpeta Ha ACE yHXubuTop u cakyOuTpun/BajicapTad € IPpOTHBOIIOKA3aHA
OpaJY MOBMIIEH PUCK 3a aHrdoeHeM (Bx. ToYkH 4.3 ¢ 4.4). JieueHunero ¢ paMUmpuI He TpsSOBa 1a
OBbJ€ 3an0YBAHO NPEAH Ja ca U3MUHATH 36 4aca OT MpHeMaHeTo Ha IocaAeJHATa JO3d OT
cakyOutTpui/Bancaptal. CakyOUTpMI /BaiicapTaH He Tpa0Ba Ja 6bAe 3amoysaH npen Aa ca N3MAHAY
36 gaca oT npueMa Ha mocneaHaTa go3a Tputeiic Ilmoc.

Excrpakopnopaiiio Jedende, BOAEINO 10 KOHTAKT Ha KPBBTa C OTPULIATENHO 3apeIcHH TOBLPXHOCTH
KaTO HampuMep AUAIH3d WIH XeMOUATpalHd ¢ onpeleiIeHd BUCOKONPONYCKINBY MeMOpaHH (Harp.
HONHAKPHIIOHUTPUARN MeMOPanu) 1 adepesa Ha THUNIONPOTEMHY ¢ HACKA IBTHOCT € JeKCTPaH
cyndat, Mopaju NOBUIIEH PUCK OT Texkka aHa(HIAKTOUAHA peaKis (BK. Touka 4.3). AKO ce UIHCKBA
MogeGHe NedeHue, HeoOXOIUMO € Ja c€ OOMMCIH H3MON3BAaHE HA pa3ifnied THI qHanu3Ha MeMOpaHa
MM pa3iIMieH KIac aHTHXUNEPTeH3MBHO CPECTRO.

[IpeAna3Hu Mepku IpH ynetpeda

Kanuesu conu, xenapuu, Kanuil-CoXpanasaugi Suypemuyy u Opy2u aKmuehi 6eecmaq, HOGUULABALU
NAA3MEHUME HUBA HA KANUA (6KIOHUMENHO an2uomeH3ur 1l anmazonucmu, mpumemonpum u
PUKCUPGHA DO308a KOMOUHAYUA CBC CYIPAMEMOKCAZON, MAKPORUMYC, YUKIOCHOPUH ). BhAMOXHO € Ja
Ce IIPOABH XUMEPKAINCMU, NIopaan KOETO ¢¢ H3UCKBA CTPUKHO NMPOC/IEAsIBAHE HA CEPYMHI

Anmuxunepmen3uanu cpedcmea (Hanp. duypemuyu) 1 Opyau 8eujecmea, Koumo Mo2a
KPBEHOMO HARAZANE (HANp.AUmpamu, MPUyUKIuiHy AHmMuOenpecanmy, anecmemuy



RPUEM HA QIKOXO0R, DAKROPEH, andy303uH, DOKCAB03LH, NPA303UH, MAMCYIO3UH, MePA303UH); MOXE 1a
Ce OYAKBa yBeNUUABAHE HA PHCKA OT XHIOTOHMA (BXK. TouKa 4.2 3a QUypeTULIN)

Baszonpecopru cumnamuxomumemuyu u Opy2u 8eujecmea (enunepur), Koumo mozam 0d Ramanim
AHMUXUREPMEH3UGHUA ehexm na pamunpun. TIPENIOPLYBRA CE€ CTPUKTHO MPOC/eAsBaHe HA KPBBHOTO
Hayrane. OcseH TOBA, €(PEKTHT HA Ba30NpPECOPHUTE CHMNATHKOMUMETHIINA MOXe J1a Obae orcnaben
OT XUJPOXJIOPOTHAZH.

Anonypunon, UMyHOCYNPECOPY, KOPMUKOCMEPOUOU, NPOKAUHAMUD, YUMOCMAMUYL 1 Opyeu
GEUYECMBA, KOUMO MO2AM O NPOMEHAM OPOS HA KpbeHUME KiemKy: TIOBHIIEHA BEPOATHOCT OT MOABA
Ha XeMATOMOMHYHH peakuuH (BxK. To4yka 4.4).

Jlumuesu conu: €KCKpeNMATA Ha TUTHA MoXe Aa Obae noHmwkeHa oT ACE WHXHOHTOpHTE H OpaiH
TOBA TOKCHYHOCTTA Ha JINTHA MOXe 71a ¢e YBennuH, Hupata Ha nuTiA tpsadBa Ia ce mpocneasaBar.
EnHorpeMennata ynotpeda Ha THa3WAHM AUY PETUITH MOXKE A TTOBHIIM PHCKA OT IUTHEBA TOKCHYHOCT
1 712 youny Beye nosumenns oT ACE uaxubutopa puck oT uTHERa TokcH4YHOCT. ITopaay Tosa
KOMOHHALMATA OT PaMHIIPUI U XMAPOXJIOPOTHA3H] ¢ INTHH He ce npenophysa.

Aumuduabemnu cpedcmea, SKUICHUMERHO UHCY MK MOTAT 1a BB3HHKHAT XHIOTTIHKEMHYHH PeaKiiy,
XHApoxXIopoTHa3HABT MOXKe fa oTcadbu edekra Ha anTuanabeTHUTE NekapeTBa. Ilopanyu Tosa ce

npenoppUBa ocobeHo CTPUKTHO IPOCJICAABAHC Ha HABATA Ha KPEBHATA 3aXap IIpe3 HadallHuA [IePpHo/
Ha €AHOBPEMCHHOTO [IpHIIaTraHe.

Hecmepouonu npomugosb3niumenni cpedcmea u ayemuicaluyilosa Kuceauna: Moxe a ce 04aKkpa
HaMallABaHe Ha aHTUXUnepTeH3uBHUA edekrt ga Tpureiic [1nroc, OcBeH ToBa, CRITBTCTBALIOTO
neqenue ¢ ACE naxubnropu u HCIIBC Moxe Aa gopege 20 nopuMIIen PUCK OT BIOIIABAHE HA
ObOpevHaTa PyHKUHA K A4 YREJIMUN KATHEMUATA.

lepopannu anmuxoazynanmu. aHTAKOATYIaHTHUAT epeKT Moxe fa &be HaMalleH nopaju
¢{HOBPEMEHHATA yIIOTpeda Ha XUAPOXIOpOTHA3H]L.

Kopmuxocmepouou, AKTX, ampomepuyun B, kapbenoKCOROH, 201eMU KOAUYECMEA CAAObX KOpeH,
raxcamusy (B CJiydall Ha IpOIBIXKUTEHA YIoTpeda), ¥ IPYTH CPeACTBa, KOMTO YBENHUABAT YPHHHATA
EKCKPELIMS Ha KAIUl Wik HAMAIABAM NIASMEHUA Kanuli: TIORULUEH PUCK OT XHITOKATHEMHES.

Hueumanucosu npenapamu, QKMusHY ewyecmed, 3a KOUMO ¢ uzsecmno, ve yovixcam QT- unmepsana
U aHmUapurMUYY. TAXHATA IIPOAPUTMHYHA TOKCHYHOCT MOXe Ja Ce MOBUIIH W aHTHAPUTMUYHUAT

MM e(eKT Ja HaMalee IPU HANHYHe Ha eNeKTPONIMTHU HApYUIeHH (Hamp. XUIOKAIMEMUA,
XUNOMarue3ueMus).

Memunoona: BE3MOXKHA € XEMOJIH3A.

XORCCMUPAMUN Wik OPYSU REPOPATHO NPURG2aiid HOHOOOMEHHYU 8eujecmaa: HaManeHa abcopOuus Ha
Xuapoxnopornasii. CynpoHaMuaHUTE ANYPETULH TpAOBa ga ObJAT B3eMaHH [TOHE €HH YaC Hpe/i
ATH YETHPH 10 IIECT yaca cllel Te3H JIEKapCeTaa.

Kypape-nodobnu muopenaxcanmu: Bb3MOXKEH € YCUIIEH U YABIKEH MUOPENAKCHPAI eeKT.
Kanyueau conu u noguuLasauii NIA3MERUA KATYuii IeKapcmeeny npooykmu: B CIydaii Ha

€AHOBPEMCHHO NIPUNArane ¢ XUHApOXJICPOTHAZHI MOXKE 4 ¢€ 04aKBa [IQBRHINEHA CEpyMHA
KOHLOCHTpa{ Ha KAN(dA, [MopaAgl KOCTO €€ HIHCKBA CTPHKTHO NpoCACAIBaAHe Ha CePpYMH

Kapbamazenur: pUCK OT XUIIOHATPUEMHES MOPAIH aAUTUBHUS edeKT ¢ XUAPOXIOPOTH



Hoo-cvdvposcauto xonmpacmno eewecmso: B CIyYall Ha NEXIUIPATALS, IPEAU3BHKAHA OT
AUYPETHLM, BKIIOIUTEIHO XUAPOXIOPOTHAIHA, KMA NOBUIIEH PHCK OT OCTpo 6BOpeuHo YBpexaane,
0c0beHo mpu yroTpeda Ha 3HAYMMH [03H HOA-CBABPKAINDO KOHTPACTHO BEIECTBO.

Henuyunun: XAAPOXIOPOTHAZH C& eKCKPETUPa B AUCTAIHATE TyOYTH M HAMAIABa eKCKpeLysiTa Ha
NEeHWLMINHA.

Xunun: XUIPOXNOPOTHA3K] HAMATARA EKCKPEIIATA HA XMHHUH.
Xenapun: BB3MOXKHO € MMOBUIIABAHE Ha CEPYMHHTE HUBA Ha KAIHA.

mTOR unxubumopu wiu guroaznunmyy © MOBHILEH PUCK OT PA3BUTHE HA aHTHOEIEM € BB3MOXKHO ITpH
DaHeHTH, IpACMaLR €THOBPEMEHHO TeKapeTBa, kaTto mMTOR MHxudHTopH (Hanp. TEMCUPOTUMYC,

eBEPOINMYC, CHPOIMMYC) UM BIIAArIUNTHH, C ITOBUIIEHO BHUMaHKe TpAOBA A4 ¢ H3M0M3Ba, KOraTo
Ce 3a1104Ba JjeueHHe (BK. Touka 4.4).

Henpunuzun (NEP) unxubumopu: T10OTEHUAATHO NOBULIEH PUCK OT PA3BUTHE HA AHTMOSAEM €
DOKIAnBad MpH NMAUKMEHTH, npreMaly engospemedHo ACE unxnburopn u NEP uaxuburopu karo
patlexagotpun (BX. Touka 4.4)

Caxybumpun /eancapman

EnnospemerHoro npuiokenye Ha ACE MHXUGHTOPH Che cakyOUTPHI/BANICAPTAH €
[IPOTHBOIIOKA3AHO, THI KATO TOBA YBEIHYARA PUCKA OT aHTUOESAEM.

4.6 DepTrianter, 6peMeHHOCT H KbPMEHE

bpeMennoct

Tpurteiic [Imoc He ce npenopbyBa N0 BpeMe Ha MMbPBHA TPUMECTHP HAa OpeMeHHOCTTA (BXK. TouKa 4.4)
¥ € NPOTUBOITOKA3aH 10 BPEME Ha BTOPUA U TPETHS TPUMECTRD Ha OpeMeHHOCTTA (BXK. TOukKa 4.3).

EnuaeMuooruyHi JaHHH OTHOCHO PHCKA OT TePaTOTeHHOCT cney exkcno3uuus Ha ACE uuxuburopn
110 BpeMe Ha IIBPBHA TPUMECTh OT OpeMeHHOCTTA He ca yOeaUTenHY, HO KO TIOBUINIABaHe Ha pHCKa
HE MOXKe 1a 651 u3KmoueHo. [Ipy marmueHTRUTE MNaHKpamy OpeMerHoCT, TepanuaTta ¢ ACE
UHXHOHTOPH TPsOBA Na Ce 3aMEHU C ANTePHATUBHO aHTUXUIIEPTCH3IUBHO JIe9eHKE, KOSTO MMa
yCTaHOBEH npodun Ha Ge3onacHocT mpu ynotpeda o BpeMe Ha GPeMEHHOCT, OCBEH aKO He ce CYKTA
3a KpaiiHo Heobxonuma. J1pu ycTaHoBABaHe Ha OpeMerHOCT, nedeHueTo ¢ ACE guxubutopu Tpabaa
Aa ObJe cnpsHo He3ahaBHO U, AK0 € YMECTHO, TpAOBa 1a 6b/1e 3amoyHara afTepEaTHBHA TepanA.
H3secTHo €, ue Tepanuiara ¢ ACE nHxubutop /anrdoteHsud 11 peuentopen adtaronuct (AIIRA) o
BpPEME HA BTOPUS W TPETUS TPUMECThp IpHYHHARE QETOTOKCHYHOCT IIPH Xopa (HamaileHa OR0peyHa
GYHKUHA, OUTOXUAPAMHHOH, 3a0aBeHa ocUKAIIHA HA Hepena) ¥ HEOHATAIHA TOKCHYHOCT
(01n0peyna HeOCTaTHYROCT, XHIIOTOHMA, XHIEpKaIneMus) {BX. cblo 5.3 | IIpenxIMEUYaY AaHHK 32
Oesontacnoct”). B cayvai Ha exenoszunug Ha ACE MHXUOGHTOp Nnipe3 BTOpUA TPUMECTBD Ha
OpeMeHHOCTT], Ce NPeNophyBa NpoBepka Ha 6x0peyHara hyHKUMA U Hepena Ype3 yIIpasByK.
Hogopofneny, yuuto Makiky ca nprueManit ACE naxuburtopy, Tpadsa 1a 6p4aT ¢CTPUKTHO
Ha0IOMABAHHM 33 XUIIOTOHMNA, OAWTYPUS U XUIepKaideMus {BxK. CHINO TOUYKHU 4.3 1 4.4).

XHIPOXIIOPOTHA3HILT, B CIy4ail Ha IIPOABIKUTE/HA eKCIIOMLUS TI0 BpEMe Ha TPETUS TPHUMECTRD Ha
OpeMEeHHOCTTa, MOXe J1a IPUYHHY (eTOomnaneHTapHa HCXeMUA i PUCK OT M30CTABAHE B pacTeka.

OCBEH TOBRA, PEIKHU CIyYau HA XUNOTIUKEMHS U TPOMOOLIMTONEHHA PH HOBOPOASHN €a CHOOILABAHK
B CITy4al HA €KCIIO3UIUA HENOCPSACTBEHO TIpe N TepMKHA. XHAPOXIOPOTHAZHIBT MOMXKE
obeMa Ha MnasMara KakTo U BbTIperialeHTApHUS KPbBeH TOK.

Kvpmene AT D \
Tpureiic [Imoc e npoTHBONOKA3aH 110 BPEME HA KbPMEHE., G ARl
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[Tpu npunaradeTe Ha TEPANEBRTHYHH 03U PAMUNIPHI # XUAPOXIOPOTHAZH] HA KbPMEIIH KEHH €
BB3IMOXHO PAMHIIPHN ¥ XMIAPOXTIOPOTHAZM J1a ce eKCKPETUPAT B KBPMAaTa B TAKOBA KOJIWYECTBO,
KOETO 12 oka3Ba e(pexT Bepxy kKbpMauero, [Topann HegocTaTbuHa HHGOpMAIHA OTHOCHO yioTpedara
HA paMUIIpHII 110 BpEME HA KBPMeHE 33 IPeANOYNTaHE € ANTePHATUBHO JIeYeHne ¢ no-nodpe
YCTAHOBEH IPOPHI Ha 0e30MacHOCT IO BpeMe Ha KbpMeHe, 0co0eHO IIpu KbpMeHe Ha HOBOPOASHO
MY HEAOHOCEHO KbpMaye. XUAPOXIOPOTUASH] C& eKCKpeTHPa B KbpMara. THAZHAMTE IPHEMaHy OT
MaiKi KbpMAauYKU C€ CBbP3BAT ¢ HaMalNgBaHe WNH JOPH IOATHCKAHE HA TakTauuara. Moxe fa ce
TIPOSIBH CBPBXYYRCTBUTEIIHOCT KbM aKTHRHNTE BEIIECTRA - AePUBATH Ha cyidoHaMuanTe,
xunokanueMus 1 ukrep. [lopaau BR3MOXHOCTTA 33 CepHO3HU peakMM [IpH KBbPMAUETaTa U 0T ABETE
aKTHBHH BEILECTBa, TPAOBa Ja Ob¢ B3eTO peiieHHe Aanu Aa Obae NpekpaTeHo KbPMEHETOo Wild 13
OB ae npexkparTeHa TepanuATa, KaTo ce B3eMe IpeaBH 3HAYSHUETO Ha TePANMaTa 3a MalkaTa.

4.7 E¢exkTnH BLpXy crnocobHocTTa 32 10dHpaHe U padoTa ¢ MAMIHHAN

Hsixou cTpaunyHu edektd (Hanp. CAMATOMH Ha MOHHXABAHE HA KPBBHOTO HATATAHE KATO 3aMaiiBaHe)
MOraT A4 HapyIIaT cnocoBGHOCTTa Ha NallMenTa 3a KOHUEHTpalMA ¥ peakiya, eT0 3ao NpeACTaBNABa

PHCK B CHTYalNH, IMPH KOKTO TE3H CMOCOOHOCTH Ca OT 0c00eHo 3HayeHne (Hatlp. modupane u pabora
C MAIIWHA).

Tora Moxke aa ce ciy4un ocofeHo [IPH HaYano Ha TeHeHHETo HTH [PH NpeMHHABaHe OT JApYTH
npenapaty, Cnefl NbpBaTa 4034 MIH NOCASABANIO MOBHIIABAHE HA 03aTa HE € NPENOPLUHTENHO

wodupane Wi padoTa ¢ MAIIHHA 338 HAKOIKO Yaca.

4.8 HexenaHu JeKapCTBCHH Peakiini

Qbobuen npoguna na 6e3oRaACHOCH

IpodunsT Ha He30nacHOCT Ha PAMUTIPHIT T XMPOXNOPOTHAZHI BKIIFOYBA HEXETAHY JIeKAPCTBEHH
peakuuH, NPosIBABALIH C€ BBB BPB3KaA ¢ XUTIOTOHNA W/WITU ¢ HaMaJlsiBake Ha TeJleCHUTE TeYHOCTH,
[Iopaay NOBUIIEHA JUype3a. AKTHBHOTO BEIIECTBO PAMUINPIIT MOXKe Ja DIPUYUHM YIIOPUTA CYXa
KalUMia, A0KATO aKTHBHOTO BEUIECTBO XUAPOXJIOPOTHAZN]L MOXKE Aa J0Be/e A0 BIOLIABAHE
MeTaboTH3Ma Ha IIIOK03aTa, TUNHANTE U MUKOYHATA KHceanHa, JIBeTe aKTHBHH BeUIeCTBA MMar
NDPOTHBOMOIONKHH ehexTH BbpXY IulasMeHns Kanuil. Cepuo3HNTE HexXeladn JEKapCTBEHH PeaKliu
BKIIOYBAT aHTHOSIEM UK aHaQUAAKTHYHA peakLs, ObOPEUHO MK YepHOAPOOHO YRpEKIaHE,
MaHKPEaTHT, TEXKH KOXKHU PeakliHy U Hey TPONeHUs/arpaHy 101uTo3a.

Tabnuven cHUCYK HQ HEeJICENaHUME TeKAPCIMBEHY PeAKYU

HecToTaTa HA HEXKEIAHUTE Peakuyy ¢e OIpeasns, Upe3 U3oN3Bale Ba cle/iHaTa KOHBEHINA:

Mmuoro gectit (= 1/10); vectit (> 1/100 no < 1/10); meuectu & 1/1 000 go < 1/100Y; pemxu > 1/10 000
oo < 1/1 000); Maoro penxu (< 1/10 000), ¢ genzpecTHA YecTOTA (OT HATHYHATE JaHHU HE MOXKE JIa
ObAe HalpaBeHa OLEHKA).

Tpy BeaKo rpynupane B 3aBUCHMOCT OT Y€CTOTATE, HEXKENAHUTE JISKAPCTBEHH PeaKUMHU ce H30poABarT
B HU3XOIAIL pel 11O OTHOMISHE HA TAXHATA CEPHO3HOCT.

YecTu Heuectn Mmnoro C HEH3BECTHA
PEJKH qecToTa
Heonngzmu HeumenanoMen pak
Qobpoxayecmeeni, Ha Koxkara*
3N0KAYECMBEHL U {(Ga3zanHoKneThYEH
HeonpeogeneHu {(8KA. KapUHHOM H

KUCHIU U ROAUNY)
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OCHOBA Ha
HaJIWYHUTE JTAaHHU OT
e ACMHOTOTHIHI
fpoy4YBaHUA, €
HabM:0/JaBaHa
KyMYJIaTHBHA N030-
3aBHCUMA BPB3Ka
MeXay
XHAPOXIOPOTHASHT
(XXT3)wu
HeMEJTAHOMEH paK Ha
xokata (HMPK)
(Bx. Toukn 4.4 u 5.1)

Hapyvwenus na

[Tonwxen 6poii Ha

KocTHO~ MO3BbYHA

KpbEMA U OelmiTe KPBBHHU CYIPECHA,
AUMPHAMA KJIETKH, DOHIEKeH HeyTPONneHu4,
cucmema Opoil ueprenH RIIFOUUTEIHO
KPBBHU KIIETKH, arpa”y/JIoLnTO3a,
HaMalleH NaHIUTOTICHUS,
XEMOITIOOUH, €03UHODUANA,
XeMOIUTHYHA XeMOKOHLUCHTPALIMS,
aAHEeMMA, HamaneH CBBP3aHa C
Opoii TpoMboruTH HaMmalsBaHe Ha
TEJIECHN TEUHOCTH
Hapyuienus Ha AHaPUITAKTUYHA WU
UMYHHamAa aHAPMIAKTOHAHI
cucmema peakiy, KakTo KBM
PaMUIIpUI TaKa v
KBM
XUJPOXAOPTUAZUL,
aHTHHYKJECapHH
AHTHTENA €a C&
YBENUYNIH
Hapywenus na CuuapoM Ha
eHOOKPUHHAMA HeaJeKBaTHA
cucmema CeKpenus Ha
AHTHIUYPETHYEH
xopmoH (SIADH)
Hapvwenus na HeanexsaTHo AHOpekcus Iopumero TToHMXKERO
MeEMAboRUIMG U KOHTPONNpaH HaMaNsABaKe Ha CBABPKAHUE | CHABLPKAHUE Ha
XPaHenemo 3axaped aualerT, | aneTHTa, HA KAl HATpUH B KPBBTA,
HaMaleH TIOHHIKEHO ABJDKALIO €& | TIOKO3YpUs,
rIIOKO3eH ChAbPKAHUE HA HA MeTa0ONTUTHA
TOJIEPAHC, KATHH B KPBBTA, paMunpua aNnKano3a,
YREIHYEHA KK, THIKAIO XANOXAOPeMns,
KpBBHA 3aXap, ce Ha XUNOMarHe3neMus,
YBEIUIEHO XUAPOXJIOPOTHAZHT XUNOKAIIHEMH,
ChABPKAHUE HA AeXUIpaTalus,
MUKOTHA ABIKANA ce Ha
KHCEJTHHA B XHJPOXIIOPOTHA3H]Y
KPBBTA,
oboCcTpAHE Ha
nojarpara,
YBEHHYCSHO

CBIBPXKAHUE HA
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XOJIeCTepon u /
WK
TPUTIIHLEPUIN B

KPBBHO HAJIATAHE,
CHHKOT,
3aYEePRABAHE

KpBBTA,
JBIKANIO CE HA
XuApOXTIOPOTHA
347
Hcwxuyny Ilotucraro CheTOsAHKHE HA
HADYULEH S HACTPOEHHE, 00LPKAHOCT,
aIlaTHA, 0e3n0KOICTBO,
TPEBOIKHOCT, HapyLIeHO BHHMaHUE
HEPBHOCT,
HAPYUICHHS Ha
CHHS,
RKTFOYHATENHO
CBHIIMBOCT,
Hapywenus na I'masobonie, CeeToBBpTEK, Mo3buHa HexXeMu,
HepsHama 3amaifBane napecTesnd, BKIIHOYHTENHO
cucmema TPEMOpP, HapyIIeHo HCXEMHYEeH UHCYIT
PAaBHOBECHE, TPAH3UTOpPHA
yCeliaHe 3a UCXEMUYHA aTaka,
napere, JACTEY3US, ACUXOMOTOPHH
areysmns HApYIIeHH,
napocMus
Hapyuenua na 3JpuTenHN Kcanroncns,
guume CMYLIeHHA4, HaManeHa
BRKMIOYATENHO NIAKPHEMalMA nopagu
3aMBITIEHO XHJPOXJIOPOTHAZK A,
BIDK/IaHE, XOPHOHJIANIEH H3JIUB,
KOHIOKTURHT BTOpUMHA 0CTP2
3AKPUTOBIBITHA
rilaykoMa {/ i
OCTPa MUOTTHA
TIOpasu
XUAPOXITOPOTHAZUA
Hapywenus na Tuautyc YBpexiaHe Ha cnyxa
yXomo u
Rabupurma
Copleunu Muokapana Mpuokapien uHdapkT
HAPVIHEHUA HCXeMud,
BKJTFOYHTEITHO
aHTHHA NIEKTOPHC,
TAXHKapAUA,
APUTMIA,
DANOUTALIHH,
nepudepen eaem
Cvoosu XUNMOTOHUS, ' TpomBo3a cebp3ana
HapVuie st NOHMXKARAHE Ha CHbC CHITHG HAMAJCH
OPTOCTATUYHOTO 00eM Ha TEIIECHHTE

TEYHOCTH,

CTECHA BT
e PSEHWH s
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Pecnupamopnuy, Henponyxtuesa | CuHy3ut, aucnses, | OcTep bporXocnasem,
EbOHY U ApazHela Ha3a1HA KOHTECTUS | PecTMparope | BKIFOUUTETHO
MEQUACIT UHAANY Kalnuuya, {(3anyiueH HOC) H JUcTpec 000CTpeHa acTMa
HAPYVIULZH S OpoHXHT CUHAPOM
(ARDS) (k. | AnepruteH
TO4YKa 4.4) AlBEOIIHT,
HeKapUOreHeH
6enoapoben oTox
nopagy
XHIAPOXIOPOTHAZHA
Cmomautno- Cromamrso-upepyo | Ilosprimane, | Ilanxpearut (cyyan
UPEgHU HADYVIMEHUA BBb3[AJICHHE, AdTO3CH ¢ datajieH U3X0x ca
XpaHOCMRUJIATENHN | CTOMATHT, ChOOILIaBaHH
CMYIIECHUSA, CIIOCHT, H3KITKOYHTENHO
KOpeMeH AMapus, PAAKO IPH JIeYeHUE ¢
mucKoMbopr, 0oIIKa B ACE uuxabutopu),
JANCHETicus, rOpHaTa yacT | MOBULIARAHE HA
racTpHT, rajicHe, HA KOpeMa, IIAHKPEACHUTE
3arex CYyXOTa B €H3UMH, aHrHOeieM
ycTata Ha TBHKOTO YEPRO

I'MHTHBUT CBBpP3aH

c CuanoageHHT
XMAPOXIIOPOTUAZU L CBBpP3aH C
XUPOXTOPOTHATHT

Xenato-~ouuapriu XonecTaruueH Unu OcTpa YepHoApoOHaA
HADVIUEH YA UNATONUTHYEH HEIOCTATHYHOCT,

XEHATHT XONeCTaTUYHA

(M3KJIFOUNTEITHO KBATECHHUIIA,

PAAKO ¢ paranen XEIATORNYJIAPHO

H3X0X), HOBHINEHH YBPEXIaHE

HUBA HA

4YepHOAPOOHUTE

EH3NMH 1/ HIIH

KOHIOTHPAHHUS

ounupyOuH

Kankynozen

XONEIUCTUT

opaau

XUIPOXIOPOTHAZN]
Hapvuwenus na ARrnoenem; TokcH4Ha
KOMCama iy M3KJHOUUTETHO €NU/IEPMATHA
ROOKOMCHOMA PAOKO OOCTPYKIUA HCKPOJIU3a, CUHAPOM
MBKQH Ha Ha Stevens-Johnson,

BB3/IYXOHOCHUTE
HTHLLE B Pe3yJITar
OT aHTMoeIeM
MOsKe 14 HMa
daTaneH u3Xom;
IICOpHATHYEH
JIepMATHT,
XUIEPXUAPO3a,
OBpUB B HACTHOCT
MaKyJI0-1aiy 103¢H,

epuTema
MYITH(ROPME,
nemburyc, odboctpen
COPUA3HC,
exchonuaTHBeH
OCPMaTUT, PLa
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chpbek, anonenms

JTHXCHOHICH
CK3aHTCM UITHN
CHAHTEM, YPTHKapHA

CHucteMen
ePUTEMATO3eH JNYITYC
opaaH

XHAPOXNOPOTHASH]
Hapyuwenus na Muanrus ApTpanris,
MYCKVAHO- MYCKYJTHH CIa3MH
cKenemHama
CUCTIEMQ U Myckynna cnadocr,
CHEOUHUMENHAM CKEJICTHO-MYCKYAHA
IOKAH CKOBAHOCT, TETAHU
IOpaIn
XAOPOXIJIOPOTHAZH]T
Hapvuenus na brOpeuno Brioniasane Ha
HrOpeyume u YBpPEXIAHe, CBIECTBYRAIIA
RUKOYHUME BKTKOYUTETHO NPOTEHHYPUSA
HbMULLA octpa 666pequa
HEeJOCTAThYHOCT, HIHTepCcTHIIMANICH
NONUYpHs, HEQPHUT CBBP38H C
[IOBUILIEHA Ypes B XHAPOXIOPOTHAZMU

KPBBTa, IHOBHILICH

KPEaTHHUH B
KpbHBTA
Hapyutenus na Ipexonna [NonmxerHo nudHzO,
6b3INPUIEOOUINENHA EpEKTHIIHA THHEKOMACTHS
ma CUCEMA U HMOOTCHLHA
2upoama
Obwgu Hapywenua | YMopa, actedud | I'ppada 6omka,
U echexmu Ha HpeKcHs

MACHOMO HA
BPUILONCEHNE

CpobLianane Ha 10X03UPAHN HEKENAHH peaky N

CrobmaradeTo Ha MOAO3UPAHY HeXeNaHd peakUuu cel paspelapade 3a ynorpeba Ha 1eKapcTBeHus
MPONYKT e BaxkHO. ToBa Mo3BoNABa Ja NPOSbIKH HaGMOACHHETO Ha ChbOTHOLISHHETO MOJI3a/PHCK 32
MEKApCTBeHUA NPOAYKT. OT MeAMIUHCKHUTE CHIEHUATHCTH €€ U3UCKBA Ja ChOOIaBAT BCAKA

MoAO3HPAaHA HEXKCIIaHa peakilua Hpes:

H3nbnHUTENHA areriind [0 AeKapCTRaTa,

yi. , Jlamsas I'pyeB” Ne 8
1303 Codms,
Ten.: + 3592 890 34 17,
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yebcaiiT: www.bda.bg.
4.9 Ilpeao3upane

CuMITTOMH

CuMIITOMHTE, CRBP3aHM ¢ Npego3upae Ha ACE nHXubutopy Morar Ja BK/IHOYBAT NPeKOMEPHA
nepudgiepHa Bazoaunatalud (¢ noguepTaHa XUIMOTOHM, [I0K), OpaJnkapaus, eJeKTPOITHTHA
HapyueHus, Op0peuHa HeIOCTATHLYHOCT, ChPeYHA ApUTMUA, HApYIIeHHE HA CH3HAHKETO,
BKIIOYATEIHO KOMAa, NepeOpanHy KOHBYICUM, NApe3n H NapanuTHIeH HIeyC.

IIpu npenpasnonoxeHd NaUeHTH (HAMp. NIPOCTATHA XUNEePILIA3UA) NPEAOMPAHETO Ha
XUAPOXAOPOTUAZHL MOXKeE [la PEAU3BUKA OCTPa PETEHIIHA Ha YPHHA.

MepkH TIpy nipenosupase

IlauyeHTsT TpAdBA Aa ObAE CTPUKTHO HAOMONABAH, ICHEHHETO TPAOBA J1a OB/le CUMOTOMATUYHO H
noxnbspxkaio. [IpeanaranaTe MEpKH, BKITIOUBAT DBPBOHAYANIHA JETOKCUKALMA {CTOMAalTHA NPOMHUBKA,
OPUIATAHE Ha aJICOPOEHTH) U MEPKHU 3a RL3CTAHORARAHE HA XeMOAHHAMHUUHATA CTAOWIHOCT,
BKJIFOUMTENIHO [TpUnarade Ha anda l-a/jpeHepruyHi aroHUCTU WM aHTHOTEH3UH 11
(asruoTeH3uHaAMUL). PaMunprnar, ak TUBHUAT META00NUT HA PAMHUIIPUIL, C€ OTCTPAHABA
HE3AJOBONUTENTHO Upe3 XeMOIHANIU3A OT 00IIOTO KPhBOOOpaleHHe.

5. ®APMAKOJIOTTYHM CBOHMCTBA

5.1 DapMakoIHHAMIYHE CBOHCTBA

Dapmaxorepaneprnyna rpyna: ACE- unxubutopu u anypetuuy, pamunpiut 4 auypetuun, ATC kox :
COSBADS

MexaHuussM Ha aeiicTRie

Pamunpun

PaMunpunart, akTHBBRAT MeTabOJIWT Ha NPeIIEKapCTBOTO PAMUIIPIUL, MHXHOHpa eH3uMa
AunenTHRuakapboxcunenTyaza I (CHHOHNME; aHTHOTEH3HH-KOHBEPTHPALL eH3uM; KuHuHasa [1). B
[I1a3Mara # ThKaHHTE TO3H EH3HM KaTAIH3Upa KOHBEPTHPAHETO HA aHrHOTEH3KH | 10 akTHBHUA
BA3OKOHCTPHKTOp aHruoTeHsud 1l, kakTo ¥ HHXUbUpa pasrpakiaHeTo Ha aKTHBHMS RA30AUNATATOD
OpaguxunuE. [ToRIKeHOTO 06pa3yBane Ha auruoTe3nuH 11 1 uuXuGHUpaHe Ha pasrpaXJaHeTo Ha
OpafUKUEUH, BOJAT A0 Ba3OAIIATALS.

T®i kato anruorensud I ctiMynpa ocsoboxaaBageTo Ha alnjoCcTepOH, PAMUIPHIAT BOAU 10
HaMANABAHE HA anOCTepOHOBaTa ceKpeuus. CpeqHocTaTuCTHYECKH NOBIIHABAHETO OT MOHOTEPANHA ¢
ACE uaxubutop ¢ no-cnabdo apu epHokox (adpo-kapnbdeka paca) XUNEPTOHWUHY TIALTHEHTH
(OOHKHOBEHO NONY/AUMA C XUNEPTOHUA ¢ HHCBHK PEHMH), OTKONKOTO NIPH HEUYEPHOKOXKH HAlHeHTH,

XAIPOXNOPOTHASHI

XUApoXNOpOTHA3HA ¢ THAZHACH AHYPETHK. MeXaHH3MbT Ha aHTUXHIEePTEH3HBHIS e(heKT Ha
TUAHIHUTE THYPETHLM He ¢ HANhiHO H3ACHEH. Te HHXubHpar peabeopbumdta Ha HATPU U XIIOPUIH
B Aucranuure TyOyau. [Topdiienata 6a6pedna exckpeuus Ha Te3d HoHHN ce ChIIBTCTRA OT MOBUILIEHO
OTAENsAHE Ha YpHHA (ITopajd OCMOTHYHOTO CBBP3BAHE Ha BOJa). KanepaTta n MarHe3ueRa eKCKpeIus
ce TOBHINABAT, HAMAIARA CE€ eKCKPellATa Ha MHKOYHA KUCeIHHa. BR3MOXKeH MeXann3bM Ha
AHTUXUIIEPTEH3URHO AeHCTBYE HA XHAPOXIIGPOTHA3H Aa MOXE Ja Obhe: NpoMeHeH HAaTpueB bananc,

II.

dapMaKOIMHAMHYHY eerTy
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Pamunpun

TIpunarageTo Ha paMUnpUI BOJM /10 3HAYUTENHO NOHWKABaHe Ha NepudepHaTa apTepHaiHa
PE3UCTEHTHOCT. B NoBeUeTO CyYad HAMA 3HAYHMH IPOMEHH B OB0peuHNns KPRBOTOK ¥ CKOPOCTTA Ha
rIOMepyIHata ¢unrpanms. [IpynaraHeTo Ha paMuNpUI NPy DALMEHTH C XUIIEPTOHKS BOAH JI0
NOHIKABAHE HA KPHBHOTO HANATAHE B M3MPAREHO U JIETHAMO [IQI0KEeHUe, 683 KOMIIEHCATOPHO
NMOBHLIIABAHE HA CHPACYHATA YSCTOTA.

ITpy moBeYeTO NALMEHTH HAYAIOTO HA aHTUXUIIEPTeHINBHUA edeKT Ha eJHOKpaTHATA 034 Ce
npossaBa 1 10 2 uaca cnef rnepopanto npuioxerue. [ INkoBUAT edekT Ha egHOKpaTHATa 034,
OOHMKHOBEHO ¢e OCTHTa 3 Ao 6 waca ciefl mepopanHo NpUiokKeHHe. AUTUXANICPTEHUBHHAT edeKT Ha
¢IHOKpaTHa 71033 ODMKHOBEHO NMPOAB/KARA 24 yaca.

MakcUMaNHUAT aHTHXUIIEPTEN3NBEH dekT HA NPOTBLIDKUTENHO NEUeHHE ¢ PAMUITPHII OORKHOBEHO
HAcThIIBA el 3 A0 4 ceaMuULM. JJoka3aHo e, 4¢ aHTUXUNIEPTEHIUBHUAT eEKT € MOCTORHEH ITPH
ABNTOTPaliHa Tepanud IpoAbiiKaBalia 2 FOJAUHY.

PA3x0oTO MpeKnCRaHe TIpHeMa Ha paMHIIPIIT He ROAK O OBP3 U NpekoMepeH pubaynj edekT Ha
IIOBUIIABAHE HA KPBBHOTO HANATAHE.

XUIPOXNOPOTHAZ AL

C XuIpOoXN0poTHA3H HAYAIOTO HA MYPEe3aTa HACTBITRA 0 2 Uaca ¥ IMKOBUAT eekT HacThiBa o 4
yaca, KaTo JeHCTBHETO NMpONRIKaBa NpUOIK3UTENHO 6 fo 12 gaca.

Hadanoro Ha aHTMXUNEPTEH3UBHUA ¢deKT HACTRIBA cliel 3 10 4 JHU K MOXKE Ja IPOALIDKH 10 eAHa
CeAMUIIA clel IpeKpaTaBaHe Ha TepanyaTa.

E(pexThT Ha NOHIKaBaHe Ha KPHBHOTO HANAraKe ce MpUAPY’KaBa OT JeKO IOBHILABAHE Ha (pakuaTa
Ha dunrpupane, OrOpeyHaTa ¢bA0BA PE3UCTEHTHOCT M AKTHBHOCTTA Ha IUTasMeHUS PeHuH.

Knunwuna echuxacnocm u bezonaciocm

EaH0BpEeMEHHO IPUNATAHE HA PAMITIPHI-XUIPOXIIOPOTHAZY

HpH kNuHEYHY N3TTUTBAHMS, KOMOWHALIMATA BOAK O MO-TOMAMO HaMANABaHe Ha KPBBHOTO HAJMTAHe,
OTKOJIKOTO NPy CAMOCTOSTENIHOTO NpUJiarale Ha NpoyKTuTe. BeposTHo upes 6GnokupaHe Ha peHUH-
AHI'HOTEH3AH-AJIOCTEPOH CUCTEMATA, eJHOBPEMEHHOTO NPUIIATaHe Ha PAMUTIPUIL H
XHAPOXJIOPOTHAZH BOIM 10 0OpaTHMa 3ary0a Ha Kanuii, CREP3aHa ¢ TO3HM KJIac JHYyPeTHIIH.
Kombrnanuara or ACE —nExpOuTop ¢ THa3nAes AUYPETHK JaRa CHHepriyeH eeKT H HaMallgBaHe Ha
pUCKa OT XUNIOKAIUEMES, NPOBOKNPAaHA IIPU CAMOCTOATENHA YIIOTPpeba Ha Uy PeTHKA.

ABofina Gitokafia Ha peHUH-aHTHOTECH3MH- anjJocTepoHoRaTa cucTemara (PAAC)

Hpe rogemu pagnoMusnapayn xonTpenupanu npoy4deanua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnofanno u3ndTease 3a
KpaifHd TOYKH Ha TeAMHCAPTaH, CAaMOCTOSTENHO ¥ B KoMOKHanme ¢ pamunpnn) 1 VA NEPHRON-D
(KmHHUYHO npoyHBaHEe CBBP3aHO ¢ pa3BUTHE Ha HeponaTHa nNpy auabeT, IPOBEJCHO OT
MUHKHCTEPCTBO 110 BBIPOCHTE Ha BETEPAHNTE) — NPOYUBAT yrioTpedara Ha koMOuHanmnsta ot ACE
MHXUOUTOp U aHryoTeH3uN I-peuentopen Gaokep.

ONTARGET e npoyusaHe, IpoBEACHO HPH HAMEHTH C aHAMHE3A 33 ChPASYHO-CHIORA HIIH
MO3BIHOCHA0BA OONIECT, HIH 3aXaped nuabeT THI 2, DPHAPYXEHH ¢ HAHHY 33 YBPESK/IaHe HA TapreTHH
opravu. VA NEPHRON-D e nipoyuBaHe fipH NaHEATH ChC 3axapeH auaber Tin 2 1 quabeTsa
Hedponarus.

Te3u npoy4BaHUd He TOKA3BAT 3HAYUM OIarONpUATCH eeKT BLpXY OpOpeurHnTe WY ChpaeyHO-
CBAOBUTE MOCAEAUIH H CMBPTHOCT, KaTO CHIIEBPEMEHHO ca Habm0AaBaHy TTOBHILIEH PHCK OT
XMNEPKATMEMUA, OCTPO YBpExKIaHe HA OsOpeluTe H/HIH XHIOTOHHA B CPABHEHNE ¢ MOHOTEPATTHITA.
Kato ¢e uMat npeiBU CXOAHKTE MM GapMakoaAHAMHYHE CBOICTRA, TE3H Pe3yNTATH Ca
" 3a Apyra ACE nHxuOHTOpY U aHrifoTeHsuH [I-petuentopau 6rokepH.

ACE mHXuOUTOpU U aHTHOTEH3MH [I-peuenTopHH B10KepH clTeI0BATENHO HEe TpaOBa
eIHOBPEMEHHO NPU NAUMEHTH ¢ AnadeTHA He(pOMaTHSI.
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ALTITUDE (KimMHnvHO npoy4pase NPOREACHO ¢ aMUCKUPEH IPH NANHEHTH ChC 3aXapeH qHabeT THN
2 ¢ M3M0OJI3BaHe Ha CHPACYHO-CBAOBY N OBOpeuny 3aboNsaBaHmsA XKaTo KpafiHu TOUKH) & POydIBAaHe,
IIpeaHa3HAYeHo Ja H3CAeABa ToN3aTa 0T [oOaBRAKETO HA ATHCKUPEH KBM cTaHJapTHa Tepatnima ¢ ACE
WHXHOUTOP UMK aHrHoTeH3uH l[-penentopen 6j1okep NpH MAUNEHTH CBC 3aXapeH Juader Tun 2 u
XpoHMYHO OBOpeuro 3abongBane, CHPASYHO-CBAOBO 3ab0oNaBane KiIH H JBeTe. [IpoyIBaHeTo €
IIPEKPATEHO TPERKICBPEMEHHO TTOpaH IIOBHUISH PHCK OT HeOaronpuaTHy nociaesuny. Kaxro
CHPACUHO-CHROBATA CMBPT, TAKA M MHCYIITHT Ca NO-YeCTH B rpynaTa Ha anMCKHPEH, OTKOJIKOTO B
I'pylaTa Ha miauedo, a npeacTaBagsBaluTe HHTEPEC HEXEJaH CHOUTHA ¥ CEPHO3HN HEXETaHn
chOMTHA (XunepkandeMus, XMOOTOHUS ¥ Ob0Opedna qucyHKIUA) e ChoOIaBaT ne-4ecTo B rpynara
Ha alMCKUPEH, OTKONKOTO B TPYTIATA Ha mnanefo.

HeMmenanoMen pak Ha KoxXxara.

B13 0CHOBA HA HANMYHUTE JaHHU OT eMIUASMHOMOTHYHE NPOYYBAHUA € HaONI0JaBaHA 3aBHCUMA OT
KyMmynaTaBHarta go3a ppb3ka Mexay X XT3 u HMPK. Eano npoyusane BKIIOYBA Oy JIALU,
cheTosAnla ce oT 71 533 cny4au na BKK u § 629 cnyvan na CKK, u nomynanus ot ¢voteetHo 1 430
833 n 172 462 nopxonaiin KoaTpoaH. Bucokara ynotpeda na XXT3 (xymynarusao > 50 000 mg) e
cBbp3ana ¢ kopurupad OR 1,29 (95% JIY: 1,23-1,35) 3a GKK u 3,98 (95% JIH: 3,68-

4,31} 3a CKK. Habmronagana e sicHa Bpb3Ka KyMyMaTHRHA J03a-0TroBop kakTto 3a BKK, Taka # 3a
CKK.

JApyro npoy4saHe MOKa3Ra Bb3MOXKHA Bpb3ka Mexay paka Ha yetHUTe (CKK) 1 exco3pnusTa Ha
XXT3: 3a 633 ciydau Ha pak Ha YCTHHTE ¢ moglpana nonynaums ot 63 067 Dooxoaaud KOHTPOIH,
KaTo ¢& M31013Ra CTpATErus 3a B3eMaHe Ha npobu, onpenenena ot pucka. JleMoHcTprpaHa ¢ Bph3ka
KYMYJTATHBHA 038-0TrOROP ¢ Kopurupad OR 2,1 (95% JIW: 1,7-2,6), vapactraiy go OR 3,9 (3,0-4,9)
3a Bucoka ynotpeda (~ 25 000 mg) u GR 7,7 (5,7-10,5) 3a Hail-BHCOKATa KYMYyJIATHBHA 1034

(~ 100 000 mg) (Bx. cbo TOUKa 4.4).

5.2 DapMAKOKMHETHYHU CBOIICTBA

DaApMAKOKUHEPTUKG U MEMAOORUI DM

Pamunpun

Abcopbims

Cren nepopaliHo MPHUICKEHNE paMUIIpUn ce abcopbipa 65p30 B CTOMAIIHO-IPEBHNS TPAKT: ITHKOBA
IIA3MEHA KOHIEHTPALMS Ha pAMUIIPHIT C& IOCTUTA B PaMKUTE HA eIMH 9ac. BB3 ocHoBa Ha
BBL3CTaHOBABAHETO B yPHHATA, CTEIICHTA HA a0copOHs e TIoHe 56% U He ce MOBNUABA 3HAYKUMO OT
NPHCHCTBHETO HA XPaHa B CTOMAIZHO-IPEBHUA TPAKT. BHOHAINYHOCTTA Ha aKTHBHEI MeTadonuT
paMuIIpUiaT Clej Nepopanio Npuaokene Ha 2,5 mg u 5 mg pamunpua € 45 %. Tlukoa nmazMeHa
KOHIIEHTPAUHSA Ha paMUIIPHIIAT, €THHCTBEHIA aKkTUBEH MeTabOINT Ha pAMMITPUIT ¢ce JocTura 2-4 daca
crnen npueMa Ha pamMunpull. CTandoOHApHUTE MNA3MeHU KOHIIGHTPaUHi Ha paMHIIpUIAT ¢S
OpuTaraHe Be{HRK AHEBHO Ha o0WYaiHH 1034 PAMUIIPII C€ JOCTHUTAT Clieh OKOMO YeTUPH JAHU
neyenue.

Pasnpenieneuue

CRBP3BAHETO ¢ MIA3MEHHTE IPOTEHHU Ha PaMHIIPHI e 0kos0 73 %, a TOBA Ha PAMMITPHIIAT OKOMO
36 %.

buotpancdopmanys
PaMunpuiT TOYTH HAIIBITHO €€ METAOOIH3UPA B0 PAMUTIPUJIAT, B 10 JUKeTOMUNIePa3UH
JUKETOINNESPA3NHOBA KICENWHA, U IIIOKYPOHRANTE HAa paMUIIPHI K paMATIpHAAT.

Eanmugupane
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Exckpenusara Ha MeTabonutuTe e npeauMHo 0n0peuna. TlinazMenaTa KOHIEHTPALKA Ha PaAMHUIIPHIIAT
HaMajsBa o monngazon HavuH. [Topaau HeroBOTO cHITHO, Racumiamo cespaBase ¢ ACE u 6asHoTo
pazaeiifHe OT €H3UMa, PAMHIIPHUNAT NOKa3Ba YABKeHA TEPMUHATHA eTHMUHAIHOHHAA (a3a FIpu MHOTO
HYCKY NJIA3MEHH KOHUEeHTPAI[HH.

Cnex MHOTOKPAaTHO IpANAraHe Ha JO3H PaMMIIPUN, BEOHEXK JHEBHO, SDEKTUBHUAT MIONYKHUBOT Ha
pamMunpunar € 13-17 yaca 3a no3u o1 5-10 mg ¥ Ho-ABABT 3a No-HUCKHTe 1031 1,25-2,5 mg. Tazu
pa3snuKa € CRbpP3aHa ¢ KanaluTeTa 3a HaCHINaHe Ha eH3UMa Ype3 CBhP3BaHe ¢ paMHIIpUAaT.
Exnokparya nepopaiya [03a PaMUIIPUI JaBa HEOTKPHURAEMO HURO HA PaMUITPUIL K HETOBUTE
mMeTabonuth B kbpMarta. Obaue epeKTeT NPH MHOTOKPATHO NpUNaraHe € HEU3BECTEH.

Hayuenmu ¢ 6v6peuno yepesicoane (BXK. Touka 4.2)

brOpeudara ekckperysa Ha paMUNpUIaT € HaMaleHa Py NauueHTu ¢ Hapyiuena 6n6peyna GyHkius,
1 OLOPEYHHAT KIMPBHC Ha PaMHOPHAAT € DPONOPIHOHATHO CRBP3aH ¢ KPEATAHUHOBUS KIUPHHC.
Topa poaH o HOBUIIEHA IUIA3MeHA KOHUSHTPALHA HA pAMUIIPHIAT, KOSTO HaMAaIIBa no-0aBHoO
OTKONKOTO [IPU HHAMBHIAY ¢ HOpManHa OkOpeuHa HyHKIIHA.

[Tayuenmu c 4eprodpobra yepexcoaneé (BX. ToUka 4.2)

Ipy nanuenTy ¢ HapylileHa 4epHoapodHa Gy HKUHA, MeTabOMH3HpaHEeTO Ha PAMHIIPII JI0
paMUIpRiaT ¢ 3a0aBeHO, OPATH HaMaleHaTa aKTHBHOCT Ha 4ePHOAPOOHNTE eCTEPA3d H IRAMEHHTS
HUBA Ha paMUTIPHI TIPY Te3M TIAMEHTH ca IIOBAINEHH. [TnkoBATe KOHLEHTpallMl Ha PAMUIIPUIAT TIpH
TE3H MalueHTH, o0ade He ¢¢ pasnuiasaT oT T€3H Hab/noJaBaHi IPH YHAVBHY ¢ HOPMaTHA
yepHoApobHa PyHKUNA.

XUAPOXJIQPOTHAZNA

Abcopbuus

Crnexn nepopanno npunoxedue okono 70 % oT xuapoxnopoTHasuaa ce abcopdupar oT ¢TOMaNIHO-
YpeBHHUS TPakT. I IHKkoBa iasMeHa KOHLEHTPAIN HA XHAAPOXIIOPOTHAZHA Ce OCTHTA B PAMKUTE Ha
1,5 o 5 yaca.

Pasnpenenenne
CREP3BAHETO C (Ta3MEHUTE NPOTEHHHI Ha XIpoxiopoTHazuy € 40 %,

buorpaHchopManys
XHApOXAOPOTHA3HL TIPETHPIIARA HEZHAYNTENCH YepHOApoOeH METabOU3EM.

EnuMunupane

XupoxnopoTHa3U ¢¢ eNMMUHKAPA NOYTH HANKIHO (> 95 %) B Henpomenena dopma npe3 Gnopeure;
50 o 70 % or epHOKpaTHA HepOPanHa f03a ¢e eTUMUHNPAT B pAMKKTe Ha 24 Jaca.
EnvMHHaAlMOHHUAT TONYXUBOT € 5 A0 6 vaca.

ITayuenmu ¢ bvbpewnto vepexcoane (BK. Touka 4.2)

brOpednara eKCKpelHa Ha XuApoXJiopoTHA3K]] € NIOHMKEHA TIPY NAKEHTH ¢ HapyieHa 6u0pedna
dbynkus 1 Ob0peUHNAs KITNPEHC HA XHAPOXAOPOTUAIUA € CBBP3AH HPONOPLMOHATHO ¢
KpeaTUHWHOBYSA KJIUPBHHC. TOBA BOAM [0 [IOBHILIEHA IUTA3MEHA KOHIEHTPaUMA Ha XUAPOXIOPOTHA3NA,
KOATO HaMansBa 110-0aBHO, OTKONIKOTO NPH WHIAMBWIY ¢ HOpMAaTHa 610peyna §y K.

Ilayuenmu ¢ yepnodpobro yepescoane (BK. T049Ka 4.2)
Ipu maumeHTH ¢ YepHOIPOOHA MPO3a PAPMAKOKMHETHKATA Ha XUAPOXIOPOTHAIHA HE C€ TPOMEHS

sHayuMo. PapMakOKHHeTHKATA Ha XUAPOXICPOTHA3U] HE € IPOYyUBaHa [IpU NalMeHTH ¢hC ChPASYHA
HENOCTATHYHOCT.

Pamayipuli 1 XUAPOXIOPOTHASHLL
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EnnoBpeMeBHOTO nipHiaraie Ha paMUIPHI U XUAPOXIOPOTHAZKHA He 3acara TIXHATa ONOHATMYHOCT.
KoMOMBMpanuaT IpoAyKT MOKe J1a ce CYMTA KaTO GHOSKBUBATICHTEH Ha IPOAYKTHTE, ChAbPKalH
OTAECIHATE KOMIIOHEHTH.

5.3 [peakIUMHHYHM JAHHH 32 0€30I1aCHOCT

Hpyu mrexose ¥ MULIKY KOMOUHAUHATA OT PaMUIIPHI U XBAPOXIOPOTHA3K HAMA OCTPa TOKCHYHOCT
no 10 000 mg/kg. [IpoyusanuaTa Ipy MHOTOKPATHO MpHAarale, MPOBEASHM pH TBX0BE W MaliMyHu,
ITOKA3BAT CaMO HAPYLIEHHA B €JIEKTPONNTHIA fanauc.

He ca npoBexaaHy IpoyIsaHus 3a MYTAreHHOCT ¥ KapIIMHOrEHHOCT ¢ koMOUHanusiTa, KaTo
NPOYYBAHUATA ¢ OTACNIHUTE KOMIOHEHTH HE MOKA3BaT PHCK.

PenpoQyKTHRHHM NIPOYYBaHUA 1IpK NITHXOBE U 33l NTOKA3BAT, e KOMOHHALUATA € JOHAKDAE NO-
TOKCHYHA 0T CAMOCTOSTE)IHATE KOMIIOHEHTH, HO HUTO €HO OT TIPOYUBIHUATA HE IIOKA3Ba
TEPATOreHEH €peKT Ha KOMOHHALHATA.

6. POCAPMAHEBTHYHH JAHHUA
6.1 CrycbK Ha TOMOUTHUTE BElieCTBA
TabneTku 5 mg/25 mg

XHIIPOMENO3a

HPEXKENAaTUHU3NPAHO NAPEBHYHO HULIECTE
MHAKPOKPHCTAIHA HeAYJII03a

HaATpHAEB cTeapungyMmapar

6.2 HechLBMeCTHMOCTH

Henpunoxnmo.

6.3 Cpok Ha roaHocT

3 TOAWHH.

6.4 Croequaduy yCIoBHA HA CHLXpaHeHHe
To3M nexapcTReH MPOAYKT HE MIUCKBA CHCIMATIHN YCIORHA 34 ChXpaHeHue,

6.5 J1aHHH 32 OIIAKOBKATA

5 mg/25 mg: onakosky o1 10, 14, 18, 20, 28, 30, 45, 50, 56, 98, 99, 100, 300, 320 tabaeTKy B
PVC/Alu Onmcreps

He BCHYKN BAJIOBE ONIAKOBKY MOTAT Aa ObJAT IyCHATH B TIpoAaxoa.
6.6 Cnoenuansu npeana3IHy MEPKH NPH H3XBEPAAHE

Henzon3panuaT JeKapcTBes NPOAYKT WIHM OTHATBYHUTE MaTepraliv OT Hero Tpabtea a ce
H3XBBPIAT B CBOTBETCTRUE ¢ MECTHHTE H3HCKBAHHA.

7 HPUTEKATEJ HA PASPENLIEHHETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail
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94250 Gentilly
Dpanis

8. HOMEPA BHA PAZPENIEHUATA 3A YIIOTPEEA

20030628

9. AATA HA TBPBO PASPEINABAHE/ TOAHOBSIBAHE HA PAIPEIHIEHHETO 3A
YIIOTPEBA

Hata Ha nepro pazpeuraBane: 07.10. 2003r.

IloaxoBsapade Ha paspenierneTo 3a ynotpeta:.05.10.2016 1.

10. HATA HA AKTYAJIM3HPAHE HA TEKCTA

16/03/2023
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