KPATKA XAPAKTEPHCTHKA HA IPOJYKTA

1, HBME HA JEKAPCTBEHWS IPOOYKT [mRﬁbﬂHMTEﬂHﬂ ATEHLWR 10 NEKAPCTRATA

Kparmka xapaxmepucioms Ha npogyrma

TAHWJIOH HCT 80 mg/12,5 mg tabnerkn Ko Pea peel O /2003 9 }szue f
TAHWJIOH HOT 80 me/25 mg rabmenn R et R A AR A
Paspaiuetiue M

TANYDON HCT 80 mg/12.5 mg tablets BG/MAMP - 63‘735—'7 /U t-03- 13
TANYDON HCT 80 mg/25 mg tablets Ogosoenue he ...

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Tanupon HCT 80 mg/12.5 mg Tabaerku

Beska tabnietka cbaspia 80 mg TenMucapran (felmisartan) v 12,5 mg XUAPOXJIOPOTHA3HA
(hydrochlorothiazide).

Tanunon HCT 80 mg/25 mg tabnerku

Beaxa tabnerka cuabpaka 80 mg renmucapTan (telmisartan) u 25 mg XuapoxnopoTHa3ia
(hydrochlorothiazide).

3a MBIHHA CAMCHK Ha MOMOIHHATE BEILECTBA, BHATE TOuKa 6,1,

3. JEKAPCTBEHA ©OPMA
Tabtnetka. .

Taunnos HCT 80 mg/12.5 mg Tabnetku

Tabnerkure ca 6eu win nouru 6enu, ¢ pazmep 9,0 x 17,0 mm, ¢ hopma Ha xancyna u Haamuc “TH
12.5” ot mBeTe CTpaHHu.

Tanunon HCT 80 mg/25 mg tabnerkn

Tabnetkure ca Henu wnv nouTH Gen, ¢ pasmep 9,0 x 17,0 mm, ¢ oBajHa H JROAHO-HITEKHANA
dopma, ¢ vagnuc “TH ot egHata crpada U “25” ot Apyrata cTpaHa.

4.1 TepaneBTHYHH NOKAa3AHNS
JleyeHune Ha eceHUMAHA XHIIEPTOHMA,

Tauunos HCT 80 mg/12,5 mg Tabnerkn
Kombunupanust nexapersed nponykT Tanunon HCT e ¢ dukcupany nozu (80 mg
TenMucapTad/ 12,5 mg XuapoxnopoTHasya) H € NOKasaH 3a JIeUeHHe Ha BL3PACTHH, YHETO KPbEBHO
HANATaHE HE € KOHTPONHPAHO aACKBATHO CaMO ¢ TelIMHCAPTAH.

Tamunor HCT 80 mg/25 mg Tabnerku

KombunupanusT sexaperBed npodykt TanwgoH HCT e ¢ pukcupann no3u (80 mg
TEAMHCAPTAH/25 mg XMAPOXIOPOTHA3HI) H € TOKa3aH 3a ACTESHHE HA BB3PACTHH, YHETO KPBBHO
HANIATaHE He e KOHTPOIHPaHO anexBatHo ¢ Tanugon HCT 80 mg/12.5 mg (80 mg
TeIMHCapTas/ 12,5 mg XUApoXTOPOTHAIHA) HITH Ha MAIMEHTH, KOUTO ¢a CTabHIH3HY,
TEIMHUCAPTAH W XHAPOXJIOPOTHAINIL, NPHEMaHH OTACIHO.

-

4.2 [lo3npoBKAa R HAYAH H3a NPAIOKEHHE

HOBHQOBKE



Tanwnon HCT Tpa6Ba Ia ce npueMa OT NauHeHTH, YHETO KPBBHO HAJTAHE HE € AASKBATHO
KOHTPOJIMPAaHO TIpH TIpHEM ¢caMo Ha TenMucapran. Ilpenu a ce npemMuHe KuM TO3M KOMOHHKpaH
NeKapCTBeH NPOJYKT ¢ PUKCHPaHK 1031 € Heo0X0AUMO TTOOTAEIHO 1 Ce TUTPUPAT AO3HTE Ha BCEKH
OT ABaTa KoMIoHeHTa. [Tpy noaxonAmu KIKHIIHH NOKA3AHUS MOKe JHPEKTHO [ ce PpeMEHE OT
MOHOTEpanuATa KbM NPUeM Ha KOMOWHHPaHUA TEKApCTBEH IPORYKT ¢ GUKCHPaHH JO3H.

Tanugou HCT 80 mg/12.5 mg vabneTkn

- Tannnon HCT 80 mg/12.5 mg Moxe 1a ce MPHUNOKH €A4H BT AHEBHO NPH NAIKMEHTH, YHETO
KPBBHO HAILATAHE HE ¢ a]eKBaTHO KOHTPOJIHPAaHO ¢ TenMucapTak 80 mg

Tanunon HCT 80 mg/25 mg TabneTku

- Taminon HCT 80 mg/25 mg MOXKeE [a ¢ NPUIOKH eWH BT JHEBHO [PH NalHeHTH, YHETO
KPBBHO HAMArAHE HE € afekBaTHO KoHTpoanpaHo ¢ Tannaod HCT 80 mg/12,5 mg unn npu
MAUKHEHTH, KOHTO ¢a CTACHIH3HpaHH NpeRH TOBa C TeJIMHUCaPTaH H XHIPOXIIOpOTHA3HA,
IIPHEMAHH OT/EIHO,

CrelyaHe OOITYIALKMH

Bubpeuno yepencoane
TIpenopryka ce repuoAHHHO MpocneiaraHe Ha 6p0peunara ¢byHKUHA (BK. TOUKa 4.3 u Tovka 4.4).

Yepuoopobuo yepeoicoome

Tlpy nauneHTH ¢ iexo JIo CpellHO TeKKO YePHONPOOHO YBpeXkIaHe N03MPOBKATa HE TpAOBa fa
raasumara Tannaon HCT 40 mg/12,5 mg Beawsk aueeno. Jozn Tarupon HCT 40 mg/12,5 mg ot
TO3H JIEKAPCTREH NPOAYKT He ca HanmuuHH. 3a fa ce noctrrye 40 mg/12,5 mg nosa Tpabea na ce
H3MO/I3BA ATTEPHATHECH MPOAYKT CHC CHUIMTE AKTHBHH BELIESCTRE.

Tawuaon HCT ue e nokasal 3a feueHHe HA TAUKEHTH C TEKKY 9epHOAPOOHH HapyilieHHA. THasHAHTe
TpaGea na ce M3MON3BAT MPEINa3/HBO PH MAUHESHTH ¢ HapymeHa YepHoapoOHa pyHKIMA (BK. TOYKa
4.4).

Cmapuecka ev3pacm
He e HeoOx0a1uMO KOpUripase Ha Ao3aTa.

Heouampuuna nonyaayus
He e ycranopena GesonacHocTTa 1 epukachoctTa Ha Tanwungod HCT npy neua ¥ 10HOWM Ha BB3pacT
oA 18 roauay. Hiama HanHytu JaHHY.

HaunH Ha NpUaoKeHHe

3a nepopalHo NPHIIMKeHHE.

Tabnetkure Tanumon HCT ca npesHa3zHaueHH 3a NEPOPASTHO NPHIOKEHHE BEAHEK AHEBHO H TpabBa
ha Ce MpUEeMAT ¢ TEHHOCT, ChC Wik 6e3 Xpana.

4.3 IlpoTHBONOKAIAREA

- CBpPBXYYBCTBHTENHOCT KBM JICKAPCTBCHUTE BEHICCTRA UM KbM HAKOE OT OMOIIHHTE
BelmecTsa, H30poeHH B Touka 6.1.

- CBpBXUYBCTBUTENHOCT KbM NPOM3BOHUTE Ha cyNdonaMAadHTe cyOcTannns (Tei KaTo
XHAPOXTOPOTHAINA € CYNhOHAMHIHO IPOU3BOJIHO).

- BTtopo u Tpeto TpuMecedne Ha OpeMeHHOCTTA (BK. ToUkY 4.4 1 4.6).

- Xounecrasa # o6CTpyKTHRHY 3a00MABAHHA HA HUTBYHHTE NMbTHILE.

- Texko 1epHOAPOGHO YBPEXKIaH®.

- Texxo 6p0pevHO YEpexaane (KpeaTHHUHOB KIMpBHE < 30 ml/min),

- PedpakTepHa xUnokaiMeMus, XHISPKANLIHEMHS.

- Ennospemennara ynoTpeba Ha Tasnpox HCT ¢ anMckuMpen-ChIBpKauiy mpo,
MPOTHBEONOKA3aHA IPH MALMEHTH CbC 3axapeH auaber unu 6ubpeuno yspexna
ml/min/1,73 m?) (Bxk. Touku 4.5 u 5.1).

4.4 Cnenuangs apegyapexAeHHn i OpeANasHn MepKn IpH ynoTpeba
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BpemeHHOCT
He Tpa6pa na ce 3anousa npueM Ha anrHoTeH3uH Il penenTopHH aHTRrOHKCTH MO BpEME HA

6pemenHocT. [lauueHTKHTE, KOWTO TUTAaHMPAT OpeMEHHOCT, TpAGBA lla MPpeMHHAT KbM AITEPHATHBHO
AHTHXHIIEPTEHIHBHO JIEUEHHE C YCTAHOBEH MPodH Ha GE30MacHOCT TIPH yToTpeba Mo BpeMe Ha
OpeMEeHHOCT, OCBEH aKO Ce CYMTa, J€ € 0T 0co0eHa BAXKHOCT A C& MPORAB/DKH ACIECHHETO C
atruoTensut Il peuenTOpHH aHTATOHUCTH. AKO € THArHOCTHUMPAH GpeMeHHOCT, TEYCHHETO C©
aHrHOoTeH3HH II peLierTTopHM aHTaroHHCTH TPAGBA He3abarHO Ja OB MPEYCTAHOBEHO H KO ©
TIOAXOAKIIC 1a OBJe 3aN0UHATO ANTEPHATHBHO JedeHHe (BK. ToukH 4.3 u 4.6).

YepHoapobHO VBpexaaHe

Tamuaon HCT ue Tpa6Ba aa ce ApHiara NpH MalHeHTH ¢ X0IeCTasa, ¢ #TBYHM 06CTPYKTHBRH
HapYLIEHHs WK TeXKKA 4epHoRpobGHa HenocTaThMHOCT{BXK, TouKa 4.3), Thil KaTo NMO-roNAMaTa 4acT oT
TEeJIMHCAPTaH ce eTHMHHHPA 4pes #uIbyKaTa. [IpH Te3n nmanueHTH MoXe Ja ce O4aKBa HaMaJeH
4epHOAPOOSH KITHPHHC Ha TEIMHCAPTaH.

Oceen ToBa, Taruaor HCT Tpa6sa 1a ce npriiara BHHMATETHO IIPH NAlHEHTH ¢ HAPYIICHHA B
yepHoapoOHaTa QYHKIMA HIH NPOrpecHpaulo uepHoapobHo 3abonspane, THi KaTO B TE3M CITyYaH
MAJIKH TIPOMEHH BEB BOJHO-ENEKTPOIHTHHA Ganane Morart Aa ACBeJaT A0 qepﬂogpoﬁﬂa xoma. Hama
KJTHHHYHM 1aHHH 3a U3non3sanetTo Ha TanuaoH HCT npu nativeHTH ¢ 4eproapobHO YBpEKIAHE,

PCHOB&CK!J’I&QH& XHNEPTOHHA
Koraro nauvenTn ¢uC CTEHO3a Ha IBETE G'BGPC‘IHH ApPTECPHA WIIH CTCHO3a HA ApTCpUATA KbM CHHHYCH

dyHKIHOHHpaL OuOpek ca TpETHPaHH C IeKapCTBEHH MPOAYKTH, MOBIHABAILH CHCTEMAaTa peHHH-
AHTHOTEH3HH-ALIOCTEPOH CHILECTBYBA IMOBHILISH PHUCK OT TeXKKa XHITOTOHHA H OE0OpeuHa
HEAOCTATRYHOCT.  ~™ ™

Bu0peuno yepexknane 1 On0peyHa TpaHCIIaHTAIHA

Tauuzon HCT ue TpsaBa na ce npuiara opy NaudeHTH ¢ Texko 610pedHo yBpexknane (KpeaTHHHHOB
kaHpbHE <30 mL/min) (8. Touka 4.3). HaMa gocTaTh4HO ZaHHH M0 OTHOLIEHHS HAa OPHIIONKEHHETO
Ha TEJIMHCAPTAH /XUAPOXIOPOTHA3H/ NIPH NMALIMEHTH, IIPETHPIIH Hackopo 6ubpeyHa
TpaHcIUIaHTalMa. Hamnie e orpaHHYeH oNHUT oT ynoTpefaTta Ha TeJIMHCApPTaH/ XHAPOXIOPOTHAZHI
NP DALMEHTH ¢ AEKO AO CPeIHO TeKKo OBOpeUHO yBpeEKAaHe, IOPal KOETO CE MPEeropsYBa
HEPHOJMYHO NIPOC/IEAABAHE HA HUBATA HA KANHH, KPeaTHHHH M IIMKOYHA KHcenHHa B cepyMa. [1pu
MalHeHTH ¢ Hapyena 6s6peyHa GyHKIMA MOXKe fa ¢ce MOABH A30TEMHA, CBBLP3aHa ¢ THA3HIHHTE
JOHYPETHLH.

B"bTDeC'bIlOBa XHIIOBOJIEMIA

CHMITOMAaTHYHA XHIIOTOHHA, 0c00€HO cnel MhpBaTa 034, MOXe Aa ce HabmoAaBa PH NALIMEHTH ¢
TEXBK HATPHER AeHLIHT KM HaMaleH obeM Ha LMPKY/UPaAIlaTa Kpbs NP MOUIHA AWYPeTHYHA
TEpAIHA, IUETA ¢ OTPaHHYEHO NPHEMaHe Ha COJ, IHapHA WIH NoBpbilaHe. TakWea ChCTOAHKS TpiOBa
Ia 6baar Kopurupask npean npunoxenve Ha Tanuaon HCT,

IpolHo GA0KHpaHe Ha PEHIH-HTHOTEH3UH-an10cTepoHoBara cuctema (PAAC)

Hma nannu, ye eqHoBpemerHaTta yrnoTpeda Ha ACE uHxuburtopH, aHruotensuH I[-peuenropsu
GIOKepH WIH aTHCKHPEH NOBHINABA PHCKA OT XMIIOTOHHSA, XHIIEPKATHEMHA H HAMAJISRAHE HA
On0peunHara QYyHKIHA-(BKAIOUMTEIHO OCTpa OE0peUHa HeaocTaThuHOCT). ITopany Tosa He ce
npenope4ea ABOHHO Gra0kupane Ha PAAC 4pes komOunupanara ynotpeSa Ha ACE uHXHOHTODH,
anrdotensuH [I-peuentopHu GnokepH WM anuckHpeH (Bx. ToukH 4.5 u 5.1).

AKO ce npelieHy, ue TepanusTa ¢ ABoHHO 610kupaHe e abconoTHO HeobXxoauMa, Toka TpabBa na
CTaBa caMo MoJ HaOMIOICHHETO HA CHELHAIUCT H [IPY 4ECTO BHUMATETHO MOHHTOPH
Ob0peuHaTa $yHKLMS, CAEKTPOIHTHTE i KPEBHOTO HAILATAHE.

ACE unxubutopy u aHrHoteH3HH [I-penentopHu 61okepH He TpAGea fa ce U3n
P NALKEHTH ¢ fHabeTHa HeponaTHa.

LpYTH CBCTOSHHA CBC CTHMYJIaUNA Ha CHCTEMATA PEHUH-AHTHOTEHIHH-AJINOCTE




Ilpn naienTy, yniTo BacKyaapeH ToHyc H 6s6pedra GYHKLMA 3aBHCAT OCHOBHO OT 8KTHBHOCTTA HA
CHCTEMATA PEHHH-8HTHOTEH3HH-aNN0CTEPOH (Hanp, NalHeHTH ¢ TEXKKA 3aCTOMHA ChpaedHa
HEJOCTATEYHOCT WK Nonexamo 656pevHo 3a6onssate, BKIIOYHTENHO H CTEHO34 Ha GuOpeunaTa
apTepHA), Je4SHHETO € JIEKAPCTBEHM NPOIYKTH, KOWTO NIOBIKABAT Ta3H CHCTEMA NPEIH3BHKBA OCTpa
XHITOTOHHS, XHITEPa30TEMKA, OJIHTYPHA WIIH pANiko ocTpa GEOpeyHa HenoCTaThIHOCT (BXK. TouKa 4.8).

IInpBHYEH AATOCTEPOHMIEM
[TaumeHTH ¢ MBpBHYEH ANAOCTEPOHUIEM M0 MPHHIIMIT HAMA Ja pearHpar Ha aHTHXHIEPTSHIUBHI
JIEKApCTBEHN MTPOAYKTH, AeHCTBALNY upes HHXMOMpaHe Ha CHCTEMATa peHHH-aHruoTensuH. [Topaau

e s

ToBa, ynotpebara Ha Tamunon HCT ke ce npenopbusa.

CTeHo3a Ha aopTHATA ¥ MUTpaiHa knang, o0cTpYKTHEHA XHIepTpohHYHa KapIMOMHONIATHS
KakTo np# 1pyruTe BasoqWIaTaTOPH, CIEHATHO BHHMAaHHE € HeoOX0IMMO MPH NTAUHMEHTH, CTpajallH
OT aOpTHA HITH MHTPATHA CTEHO3a WIH O0CTPYKTHBHA XHNepTpodHIHa KApIHOMBOTATHA.

MetabonuTHH U eHAOKpHHHM eheKTH

JleueHreTO ¢ THA3MAN MO2XKE 14 HAPYLIH TIIOKOIHHA TONEPAHC, TOPajH TOBA, IPH HALHEHTH ¢ Zuaber,
NeKYBaHH ¢ HHCY/THH HITH aHTHAHAGeTHH JIEKapCTBEHH MTPOMYKTH H Teparmd ¢ TeIMyCApTaH, MOKe 1
HACTBITH XHTIOTIIMKEMHEA. 3aTOBA, NIPH TE3K MALIMEHTH TpAGRa Na ce 0OMHCIIH CHOTBETHO
MpocyIeifsBaHe Ha KPHBHATA 3aXap M MOXE /1a C& HaJIOJKH KOpHTHpaHe Ha 103aTa Ha HHCYJIMHA HITH
aHTHANAa0ETHUTE NEKApCTBa, KOTaTo e nokazaHo. [1To BpeMe Ha TepanmuiaTa ¢ THazHIH MOXKe 1a ce
MpOABH JIATEHTEH 3axapeH nuaber.

JledeHHeTo ¢ THARHAHHM JHYPETHLH ce CBBp3Ba ¢ MOBHIUABAHE HA HUBATa Ha XONecTepon H
TpHrHLEepuaH. Brrpekn ToBa, npH go3a 12,5 mg, ceabpkama ce B Taniaon HCT, teau edrextn ca
MHHHMMAITHH WITH JIHIICBAT. HpPI HAKOH MAItMEeHTH Ha THa3KaHA TepatlHd MOKe a4 € pa:mue
XHIOEPYPHKeMHs HITH pa3repHaTa 1Tofjarpa.

EnexrponureH aucbanamc
Kakro npH BCHIKH NAlMEHTH Ha THYpeTHYHA Tepanid € HeoOX0IHMO Ha OnpeJencH HHTEPBATH fa

¢e TIPOBEXX/Aa NEPUOANYAU TIPOCNESBaHe Ha HHBATA HA SNEKTPOIHTHTE B CEpyMa.

THa3uAxTe, BKIHOYHTENIHO XHAPOXIOPOTHA3HUL, MOTAT A4 JAOBENAT J0 BOXHO-eIEKTPONUTEH THCOanaHe
(BKTIOYHTENTHO XMITOKAMHEMHA, XHIIOHATPHEMHA H XHIIOXJIOpeMH™HA ankanos3a). Hauanuure
TIPH3HALM 32 BOAHO-EEKTPOIMTEH AUcOaNaHe ca: CyXOTa B YCTATa, KAKId, ACTEHHs, CHHIHBOCT,
3amMaitBaHe, Ge3nokoficTro, 6ONKA B MYCKYJIMTE MIIH MyCKYJIHH KpaMiH, MyCKyJiHa ¢1abocT,
XHIOTOHUA, QJIHTYPHSA, TAXHKAPHA U CTOMALIHO-YPERHH CMYHIEHHA KaTO rajieHe WiH NOoBPhIIaHe (BK.
Touka 4.8).

- XunokanaeMHs

Borpeks ue, npH ynorpefara Ha THASHOHH AHYPETHIM MOXKE 13 CE PA3BHE XHIIOKATHEMHS,
eHOBPEMEHHOTO JIeYEHHE ¢ TEIMHCAPTAH MOXXE /1a peAylHpa NpeAU3BHKAHATa OT TUYPETHLIHTE
XHIMOKaTHemus, PHCKET OT pa3sBHTHE HA XHTIIOKATHEMUR € NO-rolIAM MU NAlMeHTH ¢ TepHOApoOHa
LHpo3a, [IPH TaUHCHTH CBC 3aCHIEHA QHYPE3a, NPH NalHEHTH, KOUTO NOEMAT HEAIEKBATHO
KOJTHYECTBO EJIEKTPOIMTH NPE3 YCTATa H NPH NMAlHeHTH, KOMTO e\HOBPEMEHHO C€ IeKyBaT C
KOPTHKOCTEpOKIM WIH aapeHokoprukorponeH xopMor (ACTH) (sx. Touka 4.5).

- Xnunepkannemus

B npoTHBOMOMOMXKHUA ciyydali MOXKe 1a ce CTHIHe JI0 XHITEPKAIHeMHA, JhJDKallla C€ Ha aHTarOHHIMa
Ha TeamucapTaH, koMnoHeHT Ha TanugoH HCT xeM aurnorenzun Il (AT1) penenrropure. Makap ue,
Aocera He € 0TOENA3aHO HANHIHE Ha KIIMHUYHO 3HAYHMA XUIEPKA/IHEMHUS [T0 BPEME Ha JIEHEHIE ¢

OWYPETHIH, KaJIHeBHUTe A00aRKH IUIH 3aMECTHTEIHTE Ha CONTA, ChIABPXKALIY Kaj
BHHMATEJTHO MpHJIarany no Bpeme Ha nedenue ¢ Tanunon HCT (8. Touka 4.

- XHHOH&T‘pHeMI-BI H XHIIOXTOpeMHHa aJTKaJlo3a



Hsma naunu, ye Taunaon HCT modxke Aa penyimpa wiM IpeAoTBpaT# NPeAU3BHKAHATA OT WY PETHIIH
XHOOHATPHEMHA, XIOPHUAT AehuiyT OOHKHOBEHO € JIEK M He Hanara JOMBJIHHTENHO JeueHHE,

- XunepkaaipeMns

TuasunuTe MOraT 1a HAMAIAT W3TLYBAHETO HA KAIMH ¢ ypHHATa M a J0BENAT A0 NIPEXOIHU H JICKH
YBEJIWUCHHS HA CepyMHHA KasTiuil NPH JTHIICA HA YCTAHOBEHH HapyIUeHHA B KaJIHUEBHA MeTaGOIHIBM.
JHauuTeNHATA XUTIepKANILIHEMHA MOXKE A € JOKA3aTelICTBO 38 CKPUT XHTiepTiapaTupeonn3bM. [Ipenn
Jia ce IIpoBe/le W3C/eABaHE Ha NapaTHPOUIHHTe QYHKIMK TpAGBa Aa & MPEeKpaTH NpHeMa Ha
THa3HIOH.

- XHIIOMarHeaneMun
THasHIHTE YBENYABAT OTAENAHETO HAa MATHE3HM ¢ YPHHATA, KOETO MOJKE N1a IOBEAE 4O

XHIIOMArHe3neMus (Bx. Touka 4.5).

ETHHYeCcKH pa3THIHA
KakTo mpH BcHukH adrdoTedsuH I pelenTToplu aHTAroHHCTH, Te/IMHCAPTaH € 04eBHIHO MO~MAJIKO

e(eKTHBEH B MIOHIKABaHETO Ha KPBBHOTO HalIAraHe NPH XOpa OT YepHaTa paca, OTKOKOTO MpH
APYTHTE PACH, BEPOATHO MOPAM NO-4ECTOTO CPELaHe B YEPHATA AOMYNIAMA HA HHCKO PEHHHOBO
HHBO C NPOABH Ha XWMEPTOHMS.

Hpyru

Kakro npu Apyrd aHTHXHMNEPTEH3MBHH areHTH, eKCLIECHBHATA PenyKUHA Ha KpbBHOTO HAJIATAHE MPH
TMALHEHTH ¢ HCXeMHYHA KapAHOTIATHA HITH HCXeMHTHO ChPASYHO-CEAOBO 3a00MqBaHe MOKE fa IoBEAE
A0 MHOKap/eH HHGAPKT HIH HHCYAT.

Obmu

TpH nauueHTH ¢5¢ WM 663 aHamMHe3a 3a aleprus Wiv OpoHXuaiHa acTMa MOoXe Ja ce Habmoasar
peakLHK Ha CBPBEXYYBCTBUTE/IHOCT KbM XHIPOXIOPOTHAZH/, HO Ca N0-BEPOATHH [IPH MNALHEHTH C
TaKapa aHaMHe3a. HMa cpo0menns 3a 060CTpAHE WK aKTHBHpaHe Ha CHCTEMEH JIyITyC epHTeMaTonee
NpH NALHEHTH, JIEKYBaHH ¢ THA3HAHH IHYPETHIIH, BIJIOUYHTETHO XHAPOXIOPOTHA3H.

HMa cpolieHun 3a peaklHi Ha POTOTYBCTBHTEIHOCT FIpH ynoTpebara Ha THMA3HAHH THYPETHIH (BK.
touka 4.8). [Ipenopbuba ce npekparaBaHe Ha TEpaNUATa, KO Ce NOABH PEaKya HA
(OTOYYBCTRHTENHOCT B NIEPHO/IA HA IEYSHHE. AKO ¢e CYHTa 33 HeODXOJHMO OTHORO BKJIIOYBAHE HA
AMYPEeTHK, C€ TperopBiBa Npena3BaHe Ha 30HUTE, KOUTO € WYI1araT Ha CILHLE HIH Ha H3KYCTBEHH
UVA npun.

Octpa pecnupaTopHa TOKCHYHOCT

Cnen npHeM Ha XUAPOXJIOPOTHA3H C& ChOOLAaBAT MHOTO PEJIKH TEXKKH CITy4aH Ha OCTpa
peCIHpaTOpHA TOKCHYMHOCT, BKIIIOUHTETHO OCTLD pecmipaTopeH auctpec curapom (OPJIC). Cnen
NpHEM Ha XHIPOXTOPOTHA3 00MKHOBEHO ce pa3pHBa OenoapobeH 0TOK B PaMKHTE HA MHHYTH 10
YacoBE. B HA4anoTo CHMITOMMKTE BK/TIOYBAT QUCTIHES, IOBHILEHA TEMIEpATypa, BIOMIABAHE Ha
Genonpobuara pyHkums ¥ Xunotonus. Ilpu cemuerue 3a ARDS TpabBa aa Ob/ie CIPAH NPHEMET Ha
Tanngon HCT 1 fa ce npunoxu Noaxoqqawo nedeHne. XHIPOXIopoTHA3HI, He TpAORa Na ce MpHIara
TIpH MALMEHTH, KOWTO NpedH ToBa ca nomydasany OPJIC cnen npuem Ha XHAPOXIOPOTHA3H]L

XOpoHIaTeH HITHB, 0CTPA MHOTIHA M BTOPHYHA 38KPHTOBIBIHA [IAYKOMA
Cyn¢)oHaMHIHTE WIH JT€KAPCTBATA, MPOU3IBOIHH HA CyA(QOHAMUHAWTE MOTAT Ja [IPCAH3BHKAT
HOHOCHHKPATHYHA PEaKLMA, BOJEIa 10 XOPOHAAJIEH H3NKB C JAC(EKT HA 3PHTETHOTO NOAS, OCTpa
TIPEX0/HA MHONATHA H OCTPa 3aKPUTOBIBIIHA I1aykoMa. CHMIITOMHTE BKIIOYBAT B HAYATIOTO OCTPO
TIOHHXKCHHE HAa 3pHTEIHATA OCTpOTa MITH OYHAa 601'!1(&, 1 0OMKHOBEHO Ce MOABIBAT B PEIRITLE

HEKOHTpOAHpaHO. PHCKOBHTE hakTOPH 3a pa3BHBaHE Ha OCTPA 3aKpUTODL
BKJIIOMBAT AHAMHE32 33 ATIEPTUA KbM CYIPOHAMUM HIH IICHHLIATHHH.
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HemenaHOMEH pak Ha KOXAaTa
B nBe emuoeMHONIOHYHH TIPOYMBAHMA, OCHOBABAILIH ¢& Ha JATCKHA HALIHOHAIICH PakOB PErHCTHD, €

HaGmoAaBaH MOBUINEH PHCK OT HeMellaHOMeH pak Ha koxkara (HMPK) {6azanHokieTh4eH KapuuMHoM
(BKK) u ckramosHowreTsueH KapinaoM (CKK)] npu HapacTeama excro3uiyis Ha KyMyJTaTHBHA 1038
xuapoxyopotuazug (XXT3). Qotocencubmnusurpamure edext Ha XXT3 morar na meficTear Kkato
BCPOATEH MEXAHM3BM 3a pa3eHTHe Ha HMPK,

IManwenture, mpuemaiu X XT3, Tpabea 1a 6paat wngopmupany 3a pucka or HMPK u ctBeTBaHH
PEIOBHO IJa NPOBEPABAT KOXKATA CH 32 HOBH JIE3HH W He3abaBHO Na cpo0lIABAT NpH NOABA HA
NOXO3PHTEAHY KOXKHHM ne3un. Ha naumentHre Tpadea 1a ce npenopryaT BE3MOMHH NIPEBAHTHBHH
MEPKHU, KATO OrPAHMYEHO M3araHe Ha CIbHYEBa CBETIIMHA W YNTPaBHONETOBH JIBYH, 4 B CTyvall Ha
eKCro3uLd, TOAXOMAINA 3aIlHTa, 32 Ja ce CBeAe A0 MUHEMYM PHCKBT OT PaK Ha KOxKaTa.
[TopospureHUTe KOXKHH JIE3HH TpabBa na 6BIaT NOATIOKEHN Ha He3abaBHO U3C/Iel[BAHE,
NOTEHIHAIHO BKTIOYBAINO XHCTOJIOTHYHH M3cieiBaHnd Ha Owoncuuny Matepuany. [Ipepasrnexaane
Ha ynotpebata Ha XXT3 MoKe 1a ce HANIOXKH H IIPH NALMEHTH, KOMTO ca UMaH npeaxoaes HMPK
(B, cBmIO TOUKA 4.8).

[ToMOILHO BEIIECTED
Tosa nekapcTBo chaBpxa-no-Manko ot | mmol natpuii (23 mg) Ha TabneTxa, T.e. MOXKe Ia ce Kaxe,
Y€ IIPAKTHYECKH He CBHIBPXKA HATPHH,

4.5 BiamamojelicTBHe ¢ APYTH JeKaPCTBSHR NPOAYKTH B ApYrE $OpMHA Ha B3aHMOAcHCTBHE

JIuTid

INo BpeMe Ha eAHOBPEMEHHO NIPWIOKEHHE HA TUTHH ¢ MHXMOHTOPH HA @HTHOTEHIUH KOHBEPTHPALLHSA
eH3uM ca Ha0monapani 0OpaTHMH MOBHMIIEHHS HA CEPYMHHTE THTHEBH KOHLEHTPAlIMH H NPOSBH Ha
TokcHqHocT. Cro01aBaHy ca peKy ciiydaH H ¢ aHrHoTeHs3uH 1l peuenTopHE aHTaroHHCTH
(BKTIOYHTENHO TeJIMHCAPTAH/XHAPOXIOPOTHA3HA), EqHOBPEMEHHOTO NpMIaraHe Ha THTHI B TaHHAOH
HCT ne ce npenoppusa (XK. Touka 4.4). Ako Ta3d KOMOHHALMA € OT CHHISCTBEHO 3HAUEHHE, Ce
NpenopbYBa BHHMATENHO NMpociieIBaHe HA CEpPYMHHTE JINTHEBH HHBA N0 BpeMe Ha ¢THOBPEMEHHO
NPHIOKECHHE.

JlekapcTBEHH OPOAVKTH, KOHTO Ca CRBP3aHH che 3aryda Ha kKajuuil ¥ XWNOKATHEMHS (Hanp. JpyTrH
KaJIHYpETHYHH MY PETHIIH, NaKcaTBu, kopTukocteponan, ACTH, amboTepunus, kapOeHOKCONOH,

NeHWIITHH G HATPHHA, CATHIWIOBA KHCEITHHA H IPOM3BOTHHTE i).

Axo Te3u BellecTBa TPAOBA Aa ce MPHEMAT CIHOBPEMEHHO ¢ KOMOHHALMATA
XMAPOXJTIOPOTHARHA-TEIMHCAPTAH, C¢ MPENOPLYBA NPOCICAABAHS HA KATHEBHTE HHBA B IUIa3MAara.
Tesn nexkapcTBeHH NPOXYKTH MOXke a MOTEHUHPAT SPEKTHTe HA XHIPOXIIOPOTHA3H], BBPXY CepyYMHES
kanuii (Bx. Touka 4.4)_. . .

JlexapcTBEHH NPOAYKTH, KOHTO MOTAT Ja NOBUINAT KATHEBUTE HHBA HITH WPAT XUIESPKATHEMHA
(Hanp. ACE uuxXu6HTOpH, Kankii-cEXpaHABAIH OWYPETHLM, KaTHeBH No6aBKy, CONEBH 3aMECTHTEIH,
CBILPAKAIIH KAJTHH, THKIOCIOPHH WIH APYTH NeKapCTBEHH NMPOAYKTH KaTo XeNapHH HaTPHIA).

AKoO Te3H JIEKaPCTREHH NPOMYKTH ¢a PeANUCAHH 33 YNOTpe(a eAHOBPEMEHHO ¢ KOMOHHALMATA
XHAPOXIOPOTHAIKI-TEAIMHICAPTAH, NPENOPBUBA C€ MOHHTOPHpPAHE Ha KaTHEBHTE [1a3MEHU HUBa. B3
OCHOB& Ha OIHTA ¢ M3MION3BAHETO HA JIPYTH JIEKAPCTBEHH TIPOIYKTH, HAMANABAIHN ACHCTRHETO HA
cHcTEMATA PEHHH-aHTHOTEH3HH, CBITETCTBAILOTO ITPHIOKEHHE HA FOPECTIOMEHATHTE JICKAPCTECHH
MpOXYKTH MOXKE [Ia JOBE/E 0 MOBHILABAHE Ha CEPYMHUA KayiMi W IO Ta3H IPHUMHA HE Ce
npenopw4Ba (Bx. Touka 4.4).

JlexapcTBEHH IPOXYKTH, KOWTO ¢ MOBIUABAT OT Hap
IMpenopbyBa ce MePHOAHYHO NPOCIEAABAHE HA HHBATA HA CEPYMHHA Ka
HCT ce npunara efHOBPEMEHHO ¢ JIEKAPCTBEHH MPOLYKTH, KOHTO CE MO
CepyMHUS KAk (Hanp. AUrHTATHCOBH TIIMKO3HIH, AHTHAPHTMUSHH) H CliCR



NPONYKTH, Ipenu3BHKBauTH torsades de pointes (BRTIOYBAINHM HAKOH AHTHAPHTMHYHHE), KaTO

XHIIOKATHEMHATA € Tipeapasnonaran Gaxrop 3a torsades de pointes.

- Kiac la aHTHApHTMHYHY (Hamp. XMHMAWH, XHAPOXHHAAMH, JH30IHPaMuI),

- 1ac [II aHTHapHTMHYHH (Hallp. aMHOAApOH, COTaNoN, AodeTrwnia, HOYTHIH ),

- HAKOH aHTHIICHXOTHLM (Hanp. THOPHIA3HH, XJIOPIIPOMAazHH, JIEBOMENPOMAa3HH,
TpudIyonepazvy, UHaMeMAaINy, CYNTIHPHA, CYIATONPU, AMUCYRIIPHY, THATNPH, THMO3KA,
XaIonepHAOIL, APONePUACH),

- npyrH (Hanp. Senpuani, Uusanpu, TubeMaHl, epUTPoMHIMH IV, xarodaHTpHH,
MH30NIACTHH, IEHTAMHAKH, Criap(IokcaHH, TepheHanuH, BHHKaMuH [V).

EHI‘HTH.TIHCOBH TJTHKO3HIH
[TpennsBHkanaTa OT THA3HAH XMMOKATHEMHA HIH XHNOMaTrHE3HeMHs GaronpHATCTBa BE3HHKBAHETO
HA TIpeH3BUKaHa OT JHTHTAJIHC apTMua (BXK. TOUKa 4.4).

ﬂHFOKCHH

[Tpu enHoBpeMeHHa ynioTpeda Ha TENMMCApPTaH C JMIOKCHH ¢ HAGMIOAARA YMEPEHO NOBHILARAHE Ha
nukoata (49%) u Ha Haji-HHcKkaTa (20%) miasMena koHneHTauus Ha Aurokcud. Ilpu 3anousase,
KOPHMIHpaHe Ha J03aTa MM CITHpaHe Ha Ie4eHHEeTO C TeIMHcapTaH, Tpa0Ba Ja ce Habmo/iaBaT HHUBaTa
Ha JHroKCHH, 32 Ja ¢ NOANLPIKAT B TCPANCBTHYHIA m—rrepsan.

ﬂ,pyrn AHTHXHUNCPTCHIHBHY CPCACTRA

TCJ'[MPICﬁpTaH MOJKE J1a MMOBHIIH XHITOTCHIWBHUA ecbex'r Ha NpyTH aHTHXHIICPTEH3HBHIT CPENCTRA.

JaHHH OT KTHHHYHH [IPOYy4BaHuUs MOKA3BAT, Ye ABOHHOTO OM0KMpaHe Ha peHHH-aHTHOTeH3HH-
anpocrepoHosara cicteMa (PAAC) upes komGuHupaHata ynotpeGa Ha ACE mHxubutops,
aHrHoTeH3uH [I-penenTopry GNnoKepH WM ATHCKHPEH ce CBBP3Ba ¢ MO-BHCOKA YECTOTA HA HEKETTaHH
¢BOHTHS, KATO HAIPHMEp XHIIOTOHHSA, XHTIEPKATHEMHS | HaMalaBaHe Ha 6nOpevHaTa QyHKIMA
(exTrounTENHO OcTpa 6EGpeUHa HeXOCTATEYHOCT), B CpaBHEHHME ¢ yrioTpebara caMo Ha eHO CPEACTBO,
aekicreaiio Bupxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Hp_o*maoguaﬁe'mn JIeKApCTREHH NPOAYKTH (ITEPOPaTHH CPEACTBA H HHCYITHH)

Mooke Jia ce HaOXH KOPHTHpPaHe Ha J03UTE HA IIPOTHBOAHAOETHHTE IEKapCTBEHH NIPOXYKTH (BXK.
Touka 4.4).

Merdopmun

Met¢dopMuH TpaGea ia ce M3MO3BA NTPENazTHBO MOPaaH PHCK OT AKTaTHA allHI03a HHAYIMPAHA OT
BB3MOXHA HYHKUHOHATHA GE6pevHa HEJOCTATBUHOCT, CRBP3AHA ¢ XHAPOXIIOPOTUAZNA,

KonectupaMiH H KOJIECTHNIONOBH CMOTIH
[Ipy HanH4YMe Ha AHHOHHO-0OMEHHH ¢MOIH, abcopOLMATa Ha XHAPOXIOPOTHASHI Ce HapyllaBa,

HecTepouaHH NTPOTHBOBB3NAIHTETHH IeKAPCTBEHH ITPOIYKTH
HCIIBC (T.€. aueTHICaIMIHIOBA KACENTHHA B NPOTHBOBB3MANHTENHM 1031, COX-2 HHXHOUTOPH M
HecenekTHBHH HCIIBC) Morat ga HaManaT JUypeTHHHWA, HATPHY POTHIHNL ¥ AHTUXHICPTCHINBHHA
e(heKT HA THAZUIHHTE IHYPETHLH U aHTHXUNEpTeH3HBHIA edeKT Ha aHrHoTeH3uH I penenropanTe
AHTArOHHCTH. T

ITpn uaxon nampenTH ¢ HapyiueHa 6s0pedHa GyHKIUA (Hanp. JeXHAPATHPAHH MALKESHTH HIH
MAllMeHTH B CTapuYeCKa Bb3pacT ¢ HapyneHa GrOpeuHa QyHKIHA) 6 AHOBPEMEHHOTO MPUWIOKEHHE Ha
aHrHoTeH3HH I peLlenTopHH AHTArOHKCTH H IEKAPCTBEHH TIPOJIYKTH, KOMTO MHXHOHpAT
LHKJIOOKCHI€HA3aTa MOXe 13 IOBEAE 0 TIO-HaTaTHUIHO BIOIIABaHE Ha Ob
BKJTIOUMTEITHO € BH3MONKHA 0CTpa 6BOpedHa HelOCTATEIHOCT, KoATo 001Kk
Ta3u npu4KHa, kKoMOHHauHaTa Tpsbea Aa Oble pHIaTaHa C MOBUINICHO i

TORA.



B eano npoy4saxe eAHOBPEeMEHHOTO NIPHIATaHe Ha TEIMHCAPTAH M PAMMIIPHI € JOBENO JO NMOKaYBAHE
Ha AUCo.24 H Ciax Ha PAMHITPWI H paMHNIpHAAT A0 2,5 nbTH. KNIHHMIHATA 3HAYHMOCT Ha TOBA
Ha0IMOZIERHE HE € HIBECTHA.

IpecopHu aMunu (Hanp. HY eHARHH
EdexTa Ha npecopHHTe aMHHH MOXKE Ja C& HaMaJIH.

Henenongpuzupamu JIAKCAHTH (Hanp. TYGoKypapHH
XWApoXopoTHa3K MOXKE 1a NOTEHLUHpa edeKTa Ha HEeNONAPHIUPAIIUTe MHOPETIAKCAHTH,

JlekapcTReHW NPONYKTH HIMOA3BAHH 34 JICUEHHE Ha nojarpa (Hanp. npoSeHHLu, Cy/I(pHHNHPa3oH 1
aJTOIYPHHOIN)

Moske na ce HamOXKW KOpHUIHPaHe Ha J03aTa Ha YPHKO3YPHIHHTC TEKAPCTEEHH NPOIyKTH, TEH KaTo
XHAPOXJIOPOTHA3HA MOKE 1a YBEJIHYH CEPYMHUTE HHBA Ha NMKOMHATA KUCeNHHA, MoXe [a ¢€ HAIOXH
NOBHILABAHE Ha J03UTe Ha MPpobeHUIMA Wwin cyahHHTHPa3oH. ETHOBpeMeHHOTO npiematne Ha
THAa3WAHW MOIKE a NOBHIIH JeCTOTATa Ha PCAKIHHTE HA CBPBXYYBCTBHTEIHOCT KBM AJTOTTY PHHOI.

Kannuesy comn

THasHIHUTe JHypeTHIM MOKe A3 NOBHLIAT CepyMHHTe HHBA Ha KaJlMi, KOETO e JB/DKH Ha
TIOHMKEHATA My eKCKpels. Axko Tpa0Ba Ja ce npeMHUIAT Kannuesd foOaBKH WM KatHit-
CBXPaHABALIH JIEKAPCTBEHH NPOAYKTH (HanpumMep JiedeH#de ¢ BuraMuH D), e HeoGxoaumo 1a ce
npocaenasat cepyMHHTC HHBA HA Kanud H CEOTBETHO Oa C€ KOpHTHpa Ao3aTa.

bera-610kepy ¥ THA3OKCH
Tuasunwre Moxe Ja NOBHIIAT XHITEPrIMKeMuMHHTE e(peKTH Ha HeTa-GIOKEPHTS B JHA3OKCHA,

AHTHXOIWHEPIHYHHTE JIEKADCTBEHH MPOIYKTH (HAIP. aTPOMHH, OUIlepHACH) MOJKE /1a TOBHINAT
fHOHANMYHOCTTA HA THA3HIHHTE JHYPETHLH Ype3 NOHIDKABAHE Ha CTOMAITHO-YPEBHUA MOTHIIHTET H

YECTOTATa Ha M3MPA3BaHe Ha CTOMaxa.

AMaHTaTHH
TwasumuTe Moxe Aa YBeIHYAT PUCKA OT HEXKENaHH eeKTH, IPHYHHEHH OT aMAHTAHH.

LIMTOTOKCHYHH NeKapCTBREHH MPOAVKTH (HAIpUMep HHKI0(hocd aMH, METOTPEKCaT)
Tuasuaure Moxke fa HAMAAT OEOpeHHATa EKCKPELIMA HAa IMTOTOKCHYHHTE IEKaPCTBEHH NPOAYKTH H
Zia IOTCHLIUPAT MUENOCYTIPECHPAILIHA HM edeKT.

B®3 ocHoBa Ha dapMakonOrHUHHTE MM CBOMCTBA € BB3MOXKHO J1a CE 0MAKBA, Y€ CIeOHHTE
N€KapCcTBEHH NPOIYKTH MOraT 1a IIOBHINAT XHIIOTEH3HBHNA €(ieKT Ha BCHUKH AHTHXUIEPTEH3UBHH
CpencTBa, BKMOYMTEHO TenMicapTan: 6aknodien, aMuocTHH.

Criuo Taka, OpTOCTaTHYHATA XHIIOTOHMA MOsKe 1a Obae 3acHileHa oT ankoxon, GapOurypar,
HAPKOTHYHH BELIECTBA WK aHTHIETIPECAHTH.

4.6 DeprHianTer, HpeMEHHOCT H KbPMEHe

bpementocT

He ce npenopwuBa ynotpebara Ha aHrHOTEH3HH 1] peLieITOPHH AaHTarOHHCTH Mpe3 [I6PBHA TPHMECTBP
Ha OpeMerHOCTTA (BK. TOUKa 4.4). YnoTpebara Ha aHrHoTeH3uH I peuenTopHN aHTaroHHCTH €
MPOTHBOMNOKA3aHa Npe3 BTOPHs H TPETHA TPHMECTEP Ha GpeMentoctTa (BkK. TOUKH 4,3
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ynotpe6a Ha aHPHOTEH3UH I pelielTTopHH aHTarOHHUCTH, CXOHH PHCKOBE MOTAT 1A CHIIECTBYBAT H
MpH TO3U Khac nexaperea. [aiHeNTKHTe, XOUTO MTaHHpaT GpeMeHHOCT, TpA6Ba Aa IPEMUHAT KEM
aJITePHATHBHO AHTHXHITEPTEH3IHBHO JIeYeHHE ¢ YCTAHOBEH Mpodw Ha GezonacHoCT npu ynotpeba mo
Bpeme Ha GpeMEHHOCT, OCBEH aK0 C€ CUHTA, 4e € OT ocofeHa BAXHOCT Jd C€ NPOABIDKH JICIEHHETO C
aHrHoteHsuH Il penenrropam aHTaroHACTH. AKO € JHATHOCTHLIHpaHa GpeMeHHOCT, IEYeHHETo ¢
anrHoTeH3uH II penentopHu aHTaroHucTH TpsOBa He3abaBHO Aa GbIe NPEYCTAHOBEHO H aKO €
noaxoaamo Aa 0bAe 3aMOUHATO ATTEPHATHEHO JIeUeHHe.

VCTAHOBEHO €, Y€ EKCIO3HIMATa Ha aHTHOTeH3HH 11 pelienTOpHH aHTATOHHCTH IIPe3 BTOPHS H TPETHA
TPHUMECTBP Ha OpeMeHHOCTTa MpeNH3BHKBA HEeTOTOKCHYHOCT ITPpH Xopa (NoHIKeHa Obp0peuna
GYHKUMA, OHIOXHAPAMHHOH, 3a0aBeHa YEPETTHA OCHGUKALMA) ¥ HeOHATANTHA TOKCHUHOCT (OpOpeuna
HeOCTATBUHOCT, XHIIOTOHHA, XunepKatHemua ) (Bx. Touka 5.3). Ipenopbusa ce ynTpa3ByKoB
nperaex Ha GeOpevHaTa QyHKIMA U 9epena, ako HACTHITH CKCTIO3HIMA Ha aHrHoTeH3HH Il petiernrropau
AHTArOHKCTH [Ipe2 BTOPHA TPUMECTHP Ha GPEMEHHOCTTA H CNIE TORA,

HoropoaeHHTe, YHHTO Maliki ca npHeMand anruoTeHsuH II pelientopHyu aHTaroHHCTH, Tpabea na
O'baT BHHMATETHO HAONIOAARAHY 34 HATHYHS HA XHIIOTOHHA (BXK, TOUKK 4.3 1 4.4},

OnuTsT ¢ XMAPOXIOPOTHAZNA 110 BpeMe Ha GPeMEHHOCT ¢ OrpaHH4eH, 0COOEHO Npe3 ITbPBHA
TpuMecThp. [IpoyuBanisTa Py KUBOTHH Ca HEAOCTATEYHH. XWIPOXIOPOTHAZH] IIPEMHHABA TIPE3
nnateHTara, basupaiiki ce Ha GapMaKoMOrHIHHA MEXAHHIBM Ha JAeHCTBHE Ha XHIPOXIIOPOTHA3H,
ynorpebara My nipe3 BTOpHs H TPETHA TPHMECTBP MOKE [Ja KOMIIpOMeTHpa ¢eTo — NyaleHTapHaTa
NPONYCKIHBOCT, H A2 NPUYUHH (ETATHH M HEOHATAJTHH €(DEKTH, KAaTO XKBITCHHIA, HAPYIICHHE Ha
eJIEKTPONMTHIA DanaHe B TPOMGOLHTONCHHA.

XHAPOXAOPOTHAZHA He TPAOBa Ja Ce U3NON3BA IPH FeCTALHOHEH OTOK, FeCTALMOHHA XHMIIEPTOHMA HITH
IIPECKIIAMIICHS, IOpaJH PHCK OT MOHIbKaBaHe Ha IU1a3MeHHs 00eM H TUIalieHTapHa XUIonephy3ud,
6e3 nmoneseH epeKT BEPXY X044 Ha 3a00aBaHeTO.

XHAPOXNOPOTHA3H He TPAGBA Ja ce W3MON3BA NIPH €CEHIIHAIHA XHITEPTOHHS NIPH SpeMeHHH JKeHH,
OCBEH B PEJIKH CITy4aH, KOTATO HE MOXKE J1a C€ NPHII0XKH APYTo NE4YEHHE.

KnpMene

Toif kaTo HAMa JauHK oTHOCHO yrnotpebarta va Tanunon HCT B nepuosa Ha kbpMere, Tanuaon HCT
He ¢ NPENOPbYBa, & ¢¢ NPEINOTHTAT ATTEPHATHBHH JIEHEHHA C no-ao6pe ycTaHOBEH podun Ha
Be3omacHOCT B MepHOoja Ha KbpMeHe, 0cOOEHO TIPH KbpMEHE Ha HOBOPOEHO HITH MPEXKIEBPEMEHHO
POACHO JeTe.

XHIpOXTOpOTHA3ZH] Ce eKCKPeTHpa B MAIKH KOJHYeCTBa B MaHYHMHOTO MIIAKO. THa3HIH BbB BHCOKH
AO3H, MpeTH3BUKBAIIIH HHTEH3HBHA JHYPE3a MOXKe Ja MHXHOUpAT MpoIyKIHATA HA MITAKO.
Vnotpe6ara Ha Tanugon HCT no BpeMe Ha KbpMeHe He ce npenopbysa. Ako Tanupon HCT ce
H3IN0JI3Ba B NEPHOAa Ha KbBPMEHES, TpﬂﬁBa Ha ce MMOJARP¥KAT HaW-HUCKWTE Bb3MOKHH JAO3H.

QepTHIHTET
B npeaknHHHYMHM MpoyYBaHHA He ca HabmoaaBaHy eeKTH HA TEIMHCATPAH H XHAPOXJIOPOTHA3K

BBPXY GepTHIHTETa HA MBAKKH H )KEHCKH HHIAKBHIH.
4.7 Edexrtu Bbpxy cnocoduocrra 3a modupane u padora ¢ MaIHHH

Tanuzor HCT Moxe 1a MOBHsSe BBPXY CMOcOGHOCTTA 3a modupane W paboTa ¢ MallH
Ha Tanunod HCT noHAkora MoraT [1a Ce NMposBAT 3aMaiBaHe WJIH CBHTHBOCT.

4.8 HexeaHH JIeKapCTBeHH peakUHH

Kpamxo uznooicenue Ha npoguna Ha besonacrkocm

Haii-wecTo crOGIABAHATA HeXKeaHa IEKAPCTBEHA PeaKLud e 3aMaiBane. Cepﬁ
AHrHOHEBPOTHYEH OTOK MOKeE Ja HACTBIH paako (=1/10 000 oo <1/1 000).
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Tanugos HCT 80 mg/12.5 mg Tabnerku

OOfLara uecToTa Ha HEXENAHHTE JISKApPCTBEHH peakKLHH, ChoOLICHH pH ynorpeba Ha
TEIMHCAPTAH/XHAPOXIOPOTHASH/L € CPABHHMA ¢ Ta3H HA HEXEJIAHUTE TeKAPCTBEHH PEaKLIHY,
crobieHu npH ynotpeGa caMo Ha TEAMHUCAPTaH B PAHNOMH3HPAHH KOHTPOIMPAHH MPOYYBaHHA,
BKIIOYRaHM 1 471 naumerTH, pasnpeeseHH Ha CTy4aeH MPHHLMI 3a TeYeHHe ¢ TeJIMHCAPTaH ILIoC
xHApoxnoporHasua (835) wid caMo ¢ TeiMucaptaH (636). He e ycranoBeHa 3aBHCHMOCT MEATY
A03aTa ¥ HeXKeJIaHHUTE JIEKapCTBEHH PeakLMy M THIICBA BPb3Ka ¢ 110114, Bb3pacTTa Wil PACOBaTa
NPHHATIEKHOCT HA NALMEHTHTE.

Tanngon HCT 80 mg/25 mg Tabnerky

Ob1mara gecToTa HA HEXKeNaHHTe ¢EOHTHA, ChOGIEHH NPH YrioTpebaTa Ha
TeNMHCcApTaH/XHuApPoxJopoTHa3ua 80 mg/25 mg e cpaBHWMA ¢ Task Npy ynorpeda Ha
TeJIMHcapTal/XHapoxnopotuasin 80 mg/12,5 mg. He e ycTaHOBeHa 3aBHCHMOCT MEXXAY A03aTa H
HesKENTaHWTE JIEKAPCTBEHH PEaKIMK M JIMTICBA BPb3Ka ¢ I10JIa, BH3PACTTa HilH pacoBaTa
NPHHALIEAKHOCT Ha TTALIHEHTUTE.

Cnucex na neoceranume nexapc meeny peaxyuy ¢ mabauven gopmam

Hexenanute nexkaperTBeHH peakuyH, ¢boOIeHH BB BCHYKH KIIHHHYHH NPOYYBAHHA H HaCTHITHIH 110~
HECTO IIPH H3NOM3BAHETO HA TEIMHCAPTAH INTIOC XUAPOXNOPOTHA3H, OTKOJKOTO NpH mane6o
(p<0,05), ca onMcaHK NO-IOy B CHOTBETCTBHE CBC CHCTEMO-OpraHHaTa Kiacupukamus. [Ipn nedenne
¢ Tanumon HCT Morat fa ce 1I0ABAT U HEXENIAHH TeKApCTBEHH peaKliMH, KOMTO ¢4 XapaKTepHH 34
CaMOCTOATEHOTO NPUJIaraHe Ha OTAC/IHHTE My CbCTAaBKH, HO KOKTO He ca HaOMoJaraHu B
KIMHHYHHTE NPOYYBAHHA.

HexxenauuTe JieKapcTBEHH peakLHM ¢4 KATerOPH3HPAHH CIIOpPe] YeCTOTaTa, KaTo € H3MI0JI3BaHa
cneaHaTa knacudHkanua: MHoro vectH (>1/10); wectu (>1/100 ao <1/10); neuectu (=1/1 000 o
<1/100); penxu (=1/10 000 no <1/1 000); MHOrO peaxu (<1/10 000), ¢ HensBecTHa YecTOTA (OT
HATHYHHUTE JaHHH He Moxke /1a Ob/Ie HampaBeHa OLeHKA).

HpH BCAKO TpyNHpaHe B 3aBHCHMOCT OT YCCTOTATa, HEKCTAHHTE NCKAPCTBEHH PCAKIHH CC nszoxna’r
B HHU3XOAAI pel MO OTHOICHUS HA TEHKECTTA.

Buamoxnu Hexeaand peaknun 53 Taunaoa HCT (Buxre H0-101Y 100BIBHTETHATA
audopmalHd 32 OTICTHATE KOMIIOHEHTH),

Wudexunu ¥ HHDECTAIMH
peaxu: wome . OpOHXWT, PapUHIUT, CHHY3HT

HapymeHua Ha HMyHHAaTa CHCTEMA
PEAKH: 050CTpPAHE WM AKTHBHPaHE Ha CHCTEMEH JTYITYC EPHTEMATOAEC!

Hapymenns Ha MeTabonH3Ma H XpaHEHEeTo
HEeYCCTH! XHITOK&THEMHS
peaKH: XHIIEPYPHKEMHS, XHIIOHATPHSMHA

TcrxyuyHy HapyLIeHHs
HEYeCTH, GesnoKoiCcTRO
pemm: nerlpecm[

Hapymenus Ha HepBHATA CHCTEMA

YECTH! 3aMaliBaHe
HedecTy: CHHKOII, [1apecTe3us
peOKH: GezcbHME, HAPYWIEHKA Ha CHHA
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Hapyiuenus Ha oumnre
PEIKH: TTT HapyIIeHHA HA 3peHHETO, 3AMBITIEHO BHKIAHE

Hapyinenus Ha yXoTo u naGupusxTa

HEUYCCTH: CBETOBBPTERK
Cobpaeqnn HapymeHHs
HEIECTH: TAXUKAPIHI, APHTMHAA

CpA0BH HapyWEHHS
HEYECTH! XHMIIOTOHHA, OPTOCTATHYHA XMIIOTOHHA

PecriMpaTopHy, rPBAHE H MEJHACTHHAIIHH HAPYIICHHUS

HCYCCTH: JHCIHEA
peaKu: pecIUpaTOpeH AUCTPEC (BKIIOUHTEAHO MHEBMOHHTH H
Genonpoben oToK)

CrOMamHo-upeBHEH HapYIHEHHA
HE4eCcTH: JMapHs, CyXOTa B yCTaTa, (MaTyIeHIHS
peaKH: abnomuHanHa Gomnka, 3alleK, JHCTIEIICHA, IOBPBILAHE, MACTPHT

Xenaro-6unuapHy HapymeHHs
PEAKH: mmveme aOHOPMHA YEPHOAPOGHE QYHKIMA/MepHOAPOGHO HApYIICHHE?

Hapyinenus Ha koxaTa H MOJKOAKHATA ThKAH
penKH: anroezeM {CBHUIO H ¢ (aTaleH H3IXOA), EpPHTEMa, IPYPHT, oOpHB,
XHIEPXUIPO3a, yPTHKAPUS

Hapymienns Ha MycKy/THO-CKeJIETHATa CHCTEMA M CheAMHHTENIHATA ThKaH
HEYECTH: Gonka B repba, MyCKY/IHH CTIa3MH, MHAJITHS

peaKs: apTpaliTha, MyCKYJTHH KpaMITH, 60/IKa B KpaiHuk

Hapywenus Ha Bb3NpOM3BOAMTENHATA CHCTEMA H IbpHATa
HEYECTH: ePeKTHITHA AHChYHKITHA

O61uy HapylIeHHs B EKTH Ha MACTOTO HA [IPHITOKEHUE

HEYECTH: $onKa B TPBAHMA KOII
penxu: rpunonoo0Ho 3abonseane, Gonka
H3cneneanus
HEYECTH: NOBHIIICHA THKOYHA KHCENHHA B KPBBTa
peaxH: MOBHIIEH KPEaTHHHH B KPBRTA, MOBUIIEHA KpeaTHH Qocthokunasa B

KPLETA, NOBHIIEHH Y€PHOAPOGHH eH3UMH
! Ha 6a3a Ha OCTMAPKETHHIOBHS OIHT
%: 33 JOIMBIIHUTENHO OITMCAHME, MOJIA BIDKTE ToiTouka "Ommicanre Ha n3Gpanu HexenaHu peakuuu”

Jonvauumenna unopmayus 3a scexu oM KOMNOHEHRRUME
Hexenanute peakuun, cbo0maBaHy MPeaH TOBA [IPH CAMOCTOATETHOTO H3NOM3BAHE HA HAKOH OT
KOMITOHEHTHTE, MOraT JIa BE3HMKHAT M IIpH W3noa3easeTo Ha Tauunon HCT, nopu na
HaOMonaBaHy IPH KITHHAHHHUTE TPOYYBaHNA Ha TO3H MPOIYKT.

Tenmucapran
YecToTaTa Ha HEXKENAHHTE JIEKAPCTBEHH PEAKUHH [IPH H3NOM3BAHETO HA TENM

NMOYTH €aHAKBa.
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Obuiara yecToTa Ha HEXKENAHHTE IEKAPCTBEHH PeaKLUH, CLoOLIeHH Tipy yNoTpe6a Ha TeIMHcapTaH
(41,4%) e cpaBnuMma ¢ ruate6o (43,9%) npu nnane6o-KoHTponvpaHi npoy4eanud. [pencrasenvre
N0-RAOJTY HEXXEIAHH JICKAPCTBEHH PEeakLHy, OTPa3sBaT PE3yNTATHTE OT BCHUKY KITHHHYHH IIPOy4BaHIA
TpH NALHEHTH, JIEKYBaHH ¢ TEJIMHCAPTaH 32 XHIICPTOHMA MK NPH NAUHeHTH Ha 50 rogHHH, WIH 1o~
BBL3PACTHH ¢ NMOBUILIEH PUCK OT CHPACYHO-CHAOBH HHIMICHTH.

Hnudeximn 1 wHecTAITHA
HEUGCTH: HH(pEKUKA Ha TOpHITE IHXATENIHH ITETHLIA, MHDEKIHA Ha MHKOYHHTE
THTHLIA, BIJIFOYMTETHO LIMCTHT
peaKH: CerncHe, BKITKOYHTENHO ¢ (ataiel U3X0I

Hapyinesus Ha KpBRTa2 H JIHMPHATA CHCTEMA
HEeYECTH: aHeMHusA
peaKu: e03uHOQHINS, TPOMGOUMTONCHHA

Hapyinenns Ha uMyHHaTa CHCTeMa
PEeAKH: CEPBLXHYBCTBUTETHOCT, AHA(QWIAKTHYHH PEaKLMH

Hapyimenus Ha merabonn3sMa H XpaHEHETO
HEYECTH: XHMEPKATHEMHS
peaKu: XHNOTTHKEMHA (TIPH MALMEHTH ¢ nHabeT)

HapyureHHs Ha HEPBHATA CHCTEMA
penku: COMHOIEHTHOCT

Crpoeunu Hapyesus
HEYEeCTH: Opaguxaprus
PecnipaTopHM, IrpbaHH U MEIHACTHHAIHU HAPYIISHHA
HEYECTH: Kamimuia
MHOTO PEIKH: WHTepcTHIMAHA GenoapobHa Gomnecr

CTOMAaIIHO-YPEBHH HapyIIeHHs
penKu: cToMatieH JHCKOMGopT

Hapymenusa Ha KokaTa H NOJKOKHATA TEKAH
pPenKH: eK3eMa, JiekapcTseH OOpHEB, TOKCHYEH KOJKEH OGpHE

Hapyuienus Ha MyCKy/IHO-CKeJIETHATa CHCTEMA H CheIHHHTENHATA ThKaH
peaKu: apTpo3a, GONIKH B CYXOKHIHATA

Hapyuienus Ha 630peurTe H MHKOYHNUTE TETHLIA
HEVECTH! 6B0peuno yepexaane (BKITFOUHTENHO 0cTpa OROpedHa

HEJIOCTATBEYHOCT)

O61KM HapyeHHs ¥ e)eKTH Ha MACTOTO HA [PHI0KEHHE

HEYeCTH: ACTEHHA
H3cnenpanus o e——
peaKH: OOHKXKeH XeMOornobuH

3; 33 noMBAHKTENHO ONMCaHKe, MOJIA BIDKTE NoATOYKA "Orkcanne Ha H30paH

XHOpoxJOpOTHAZHI MOXKE 13 TIPUIHHH HIH 000CTPH CHCTOSHHE HA XHITOBO,

XUIpoxnopoTHATHI /
{(e
cTpaHa MOXKe Ja JIOBEAE 0 enexTponuTeH aucbanaHc (Bxk. Touka 4.4),
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HexenanuTe nexapcrseHH peaklMH ¢ HEH3BECTHA 4eCTOTa, ChOOLIABAHY IPH CAMOCTOATEHATA
ynoTpefa Ha XHIPOXIOPOTHAZHA, BKIIOYBAT:

Hudexunn u undecrainum
C HEH2BEeCTHA YECTOTA: CHAJIOAIEHUT

HeonnasMmu — nobpokadecTBeHH, 3I0Ka4eCTBEHH H HEONPEAeNeHH {BKJ1, KHCTH H NOJKITH)
C HEM3BECTHA YeCTOTa: HeMeTaHOMEH pak Ha KoxkaTa (6a3aiHOKIeTUCH KapLMHOM H
CKBAMO3HOKJIETHYEH KapLHHOM)

Hapymenus na KpbBTa H TUMtHATA CHCTEMA
pPenKH: I TpoMOOHMTOTIEHHA (IOHAKOTa © TIYPIYpa)
C HEH3BECTHA YeCTOTA: annacTHYHA aHeMHs, XeMOJTHTHYHA AaHEMUA, MOTHCKAHE Ha
KOCTHMS MO3BK, JICRKONEHHA, HeyTpPOneHHs, arpaHy JIOUMTOo3a,
Hapymenus Ha UMyHHATA CHCTEMA

¢ HeH3BECTHA vecToTa! anadmna!c'mqﬁﬁ peakiuM, CBpbXYYBCTBHTE/IHOCT

Hapyenus Ha ennokpuHAaTa cHCTEMA
¢ HEHM3BECTHA YECTOTA, HENOCTAaTEYHO KOHTPOJIMpaH 3axapeH nuaber

Hapyienns na MeTaboIM3Ma U XpaHeHeTO

9ECTH: XHNOMATrHE3HEMHA

PEIKH: XHMEePKATLHHEMHSA

MHOFO penKu: XHIOXOPeMUYHA aNKan03a

C HEH3BECTHA YECTOTA, AHOPEKCHSA, TIOHIDKEH alleTHT, eNeKTPOIHTEH AMcOanaHnc,

XH'HerOJTeC'I’E]JOJIEMPIH, xunepmmcemm, XUAOBOASMHA
[MeuxuyuHn HapymeHus
¢ HEeHM3BECTHA YeCTOTA! GesnokolicTeo

Hapyiuenus Ha HepBHATA CHCTEMA
pelKH: riagobonue
C HEM3BECTHA YeCTOTA: 3aMaHBaHe
Hapyienna na ourte
€ HEM3BECTHA 4eCTOTa; KCAaHTOICHS, OCTPa MHOMHSA, 0CTPa 3aKPUTOBIBIIHA THayKoMa,
XOpOHAAIEeH H3JIHB

ChIoBH HapyIIEHH:
¢ Heu3BeCTHA YECTOTa: HEKPOTH3HPAILL BACKYJIHT

PecniupaToOpHH, TPEAHE H MEIWACTHHAIIHH HAPYLUEHHA

MHOTO pefKH: Octop pecriHpaTopeH aucTpec cHHapom (ARDS) (8. Touka
4.4)
CroMaHo-4peBHH HapYIUCHHA
YeCTH: rajeHe
C HeMRBECTHA YECTOTA: MaHKpPeaTHT, CTOMalleH ANCKoMPOpPT

Xenaro-6unuapHy HapylmeHus
¢ HEM3IBECTHA YECTOTa! XenaroueTyapHa KoITeHHUA, XONeCTaTHIHA

HapyuteHus Ha koykaTa W N01KOKHATA TEKAH
C HEH3BeCTHA YeCTOTa: nyrryc-ncmoﬁeﬂ CHHAPOM, PCAKIINH Ha (1)
KOXeH BACKYJTUT, TOKCHYHE enuacpMan

MyITHDOpME

for]

Hapymenml Ha MYCKYJTHO-CKE/IeTHATA CHCTEMA H CBEIMHUTETHATE ThKAH
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¢ HEH3BCCTHA 4E€CTOTA: cnaboct

Hapyiienus Ha 6u6penute H riKouHWTE MBTHINA
C HEH3BECTHA 4eCTOTA! UHTEepCcTHUMAEH Hedprr, 650pedHa nucdyHKIM, NTIOKO3YpHA

OGuM HapyIeHus ¥ eexTH Ha MACTOTO Ha TIPHIOKESHHE

C HEH3BeCTHA YeCTOTa. HHPGKCPUI
Hscnenpanms
C HEH3BRECTHA 4YeCTOTa.: NMOBHUHIEHW HHBA HAa TpHI‘J'lHI.[CpHIlH

OunwcaHue Ha M30paHK HOKEIIAHH peaKLUH

AGHOpMHa uepHoapobua dyHKkMa/ 1epHOApofHO HapyIleH e

IMopewero cnyyan Ha abHOpMHa HepHOAPOOHA QyHKUMA/depHOAPOOHO HAPYILIeHHE OT
NOCTMAPKETHHIOBUA OMHT ¢ TEIMHCAPTAH HACTBIIBAT MpH NalHeHTH 0T SMOoHCKM npousxo]. [Tpu
MaIMEeHTH OT ANOHCKH MPUASXO] CHIIECTBYBA [I0-TONAMA BEPOSTHOCT 32 Pa3BHTHE HA TE3H HEXETAHH
peaKLuH.

Cencuc

B npoyusanero PRoFESS ¢ nabmosaBana NOBHIISHA Y€CTOTA HA CETICHC [IPH TEMMHCapPTaH B
cpaBHeHHe ¢ TaneGo. CrbuTHeTo MOXKE Ja € cifywaiiHa HaXOJIKa WK [Ia © CEBP3AHO C HEMO3HAT 10
MOMEHTa MEXaHH3BM (B3K. TOUKa 5.1).

Hurepctuimanua 6enoapobHa GoecT
Cryvau Ha uHTepcTHIMAanHa SenoapobHa GoNlecT ca TOKNAABaHK OT IOCTMAPKETHHIOBHS OITHT, BBE
BPB3Ka ¢ TIPHEMa Ha TenmMucapTas. [IpHIHHHO-CIeACTBEHA Bpb3ka 00ade He € YCTaHOREHA.

Hemenanomen pak na xogcama
B%3 ocHOBa Ha HATWYHUTE AAHHH OT eMMAESMHUOIOTHYHH NPOYYBAHHA ¢ HabnronaBaHa 3aBHCHMA OT

KyMynaTHBHATA j103a Bpb3Ka Mexay XXT3 1 HMPK (ex. cbinto Touxs 4.4 w 5.1).

CrofuiaBane Ha [IONO3HPAHH HEXENaHH peaKiiu

Cro0ImaBaseTo Ha MOAO3HPAHH HEKEJIAHH Peakliy cliell pa3pellasaHe 3a yrnorpeba Ha TeKapcTBEHHA
NpOIYKT € BaKHo. TOBA MO3BOMNABA Ja MPONBIDKH HaOMIOAEHHETO HA ChOTHOLIEHHETO NOJI3a/PHCK 32
NeKapcTBeHHS NPOAyKT. OT MEAHLIHHCKHTE CTIEIIMATHCTH C€ H3HCKBA Jia ChoOIaBaT BCAKA
MOJ03UPAHA HEXeNaHa peaKitis ypes 3mbaH{TeNHA areHIMs Mo JiekapeTeaTa yil. ,.,Jlamsan ['pyer” Ne
8, 1303 Codus, ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Tlpegosupane

CoinecTBYBa OrpaHHYeHa HHGOPMAIIMA 10 OTHOIIEHHE HA IPEA03HPaHe Ha TeNMHCAPTaH NPH Xopa.
He € ycTaHOBEHO /10 KAKBA CTETICH XHAPOXJIOPOTHA3M ce OTAe/s [IPH XEMOHAIH3a.

CumMmroMu

Haii-ussBeHHTE nposiBy Ha MPeAO3HpPaHE ¢ TEJIMHCAPTAH Ca XWITOTOHHA M TAXMKAPAWA, 4 CBLIO ¢&
cpoOuIaBar u Gpagukapaua, 3aMasHOCT, [TOBPhINaHe, MOBHLIABAHE HAa CEPYMHAR KPEaTHHHH W 0CTpa
6u6peuna HepocTaTEuHOCT. [Ipego3upaHeTo ¢ XHAPOXIOPOTHA3H]L CE CBBP3BA ¢ HAMAIABAHE Ha

nnypeaa. Haii-uecTHTe CHMI'IT()MH Ha NPpeao3HpaHe ca rajcHe H COMHOJ'IBHTHOCT.
MOKE 1a JIOBEE 10 MYCKYJIHH ClIa3MM M/WIH aKUCHTYHPAHA apATMHA, CBbp3aH
yrnotpe6a Ha IHrHTATHCOBH FNHKO3KHIH HWIH OTIpeAeNneHH aHTHAPHTMUYHY JleKa

Jleyeune
Tenmucapran He ce oraens Npu xemopuanusa. [TalmeHTsT Tpsibea 1a Obae BHUM
H JIe4eHHeTo TpadBa Ja GBOe CUMITTOMATHYHO H MOAObpIKALNe. OBIafABaHeTo 3
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npHeMaHe Ha MPOIYKTa H TEKECTTa Ha CHMITOMHTE, [IpenopruHTenHITE MEPKH BKIIIOMBAT
NpEeqH3BHKBAHE Ha NOBPBLIAHE W/HITH CTOMAIIHA IPOMMBKa. [TpuiaraHeTo Ha AKTHBEH BBITIEH MOXE
Ia GbIe NoNe3Ho NpH edeHHe Ha npenosipaHero. HeoGXoauMo € 9ecTo MpocieasBaHe Ha CepyMHHTE
€JTEKTPONHTH ¥ KpeaTHHHH. [IpH moABa Ha XHIOTOHHSA, NALMEHTET TpAOBA fa O'b/ie MOCTaBeH B
NerHato no rped nonokeHue U 6P30 ka ce NPHIIOKAT COJEBH H O0EMHH 3aMECTHTEITH.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 <PapmakoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTddHa rpyna: CpeacTsa, eHCTBAINH BEPXY PEHHH-8HTHOTSHIMHOBATAE CHCTEMA,
AnruoTensuH Il anrarorncrn u guyperamm, ATC koa: COSDAO7

Tanunon HCT e komGunarma ot anrHoTeHzuH Il penenTopeH aHTaroHHUCT TRIMHCAPTAH H THa3UAEH
AMYPETHK XUApOXaopoTHaiug. IIpu koMOHHHpaHEeTO HM Te3H CHCTABKH HMAT aIHTHBEH
aHTHXHUNEPTEH3NBEH e(eKT, KOeTo BOAH A0 MO-TONAMO HAMAIABAHE HA KPLBHOTO HANATAHE OTKONIKOTO,
aKo ca NpuIokeHH nootaeTHo. TamaoH HCT, npuemaH BeAHEX AHSBHO B TePaneBTHUHH 03H, BOIK
10 SEKTHBHO H IABHO MOHIDKAaBaHE Ha KPBBHOTO HANIATAHE,

MexaHW3EM Ha AcHcTaHe

TenMucapTaH € nepopanso edeKTHBEH U clelHGHYeH aHTHOTEH3HH 1] pelienTopeH aHTArOHHUCT,
noaran 1 (AT). Toit HaMecTBa ¢ MHOTO BHCOK aMHHTET aHTHOTeH3HH 11 OT HEroBOTO MACTO Ha
cBEp3Bane B AT peLienmopHus TOATHII, KOHTO € OTrOBOPEH 3a U3BECTHHTE ACHCTBHA Ha AHTHOTEH3UH
II. TenMHcapTaH HAMA ACPH U YaCTHYHA arOHHCTHYHA aKTHBHOCT cnipaMo AT, penenropa.
TenmucapraH ce cBbp3Ba ceneKTHEHO ¢ AT penerrropa. CBBp3BaHeTo € NPOXBDKHTEIHO.
TenMucapTaH He NOKa3Ba aQMHUTET KBM APYTH PeLENTOPH, BKTOYHTENHO AT, u Apyru no-cnaGo
xapakrepusipadd AT penentop. DyHKIHOHATHATA PO HA TE3M PELIEIITOPH HE € H3BECTHA, HE €
H3BeCTEH H epeKTHT Ha TAXHATA BE3MOKHA CBPBXCTHMYJIALHA OT aHTHOTeH3HH Il, umiiTo HHUBa ca
TIOBHINEHH OT TenMucapTad. HuBara Ha miasMEHHA aliOCTEPOH Ca MOHIKEHH OT TEIMHCApTaH.
TenmucapraH He HHXUGHPA YOBEUIKKA TLNa3MEH PEHUH K He Gnokupa HoBHUTe kaHaTH. Tenmucaprad
He HHXHGHpa AHTHOTEHIUH KOHBEPTHPALIHA eH3UM (KHHHHa3a II), eH3suMeT, KOHTO CHIIO pasrpaxia
OpamuxvanHa. [Topaas ToBa He ce ovaKBa Ja MOTEHUMpa OpanuKMHHH-MEIHHPAHHTE HEKETIaHH
JIEKapCTBEHH PCaKUHM,

Hosata ot 80 mg TenMucapraH, NPUI0KEHA TIPH 3APaBH N0OPOBOILM, MOYTH M3LAI0 HHXKOHpa
MpeaH3BUKAHOTO OT aHrHOTeH3MH 11 MOBHINaRaHe HA KPEBHOTO HaaraHe, MHXxubHTopHuaT edekT ce
noIbpKa Haj 24 vaca, KaTo Bee oule Moxe aa 6bae ycTaHOBeH o 48 vaca,

XHAPOXAOPOTHA3IHA € THAZHICH THYPETHK. MeXaHH3MBT, [T0 KOHTO THA3HAHWTE AHYPETHLM IIOCTHIAT
AHTHXHIICPTEH3HBHHA CH e()eKT, 3acera He € HAITBJIHO H3ACHEH. THa3HUTE OKA3BAT BL3ACHCTBHE
BLpXY GB0pedHHTe TYGYIApHH MEXaHH3MH HA ENeKTPOIHTHA peabcopliMsa, KaTo AUPEKTHO
MOBHIIARAT CEKPEIHATA HA HATPHH H XJIOPH B TPHOJIH3HTEIHO €KBHBAJICHTHH KOJTHIECTBA.
JIMypeTHHHOTO AeHCTEHE HAa XMAPOXIOPOTHA3H/ HAMAIABA TN1a3MeHHA o6eM, yBelTHYaBa aKTHBHOCTTA
HA IUTa3MEHHA PEHHH, YBETHYaBA SKCKPELMATA HA ANLFOCTEPON € TIOC/IEABALIO YBETHUEHHE Ha KU B
ypHHaTa M 3aryba ua GukapboHaTH, H HAMATABAa HABATA Ha Kanuuii B cepyma. CuMra ce, ue

e AHOBPEMEHHOTO MPHIMKEHHE HA TEJIMUCAPTaH 4pe3 6I0KHPaHe Ha CHCTEMATa PEHHH-aHTHOTEHIHH-
aNJocTePOH BOAYW J0 HEYTpalH3nupaHe 3arybaTa Ha Kajvii, KOATO ¢ Ib/KH Ha Te3M AHypeTHUM. [IpH
TIPUIATAHE HA XMAPOXJIOPOTHA3H HAYAJIOTO HA IUype3ata € cnea 2-Hi qac, KaTo BbpXQ ethexr ce

Knunnvna ehHKacHOCT H 0e30TIacHOCT

Jleuernue na ECEHYUAMHA XUNEDMOHUA

Cren npunaraHe Ha bpBara 03a TeIMHCapTaH ce Habmoaasa MOCTENeHHO
AHTHXHIIEPTEHIMBHA AKTHBHOCT B paMKHTe Ha 3 daca. MakcumanHara pey
HaJIraHe ¢e JOCTHra HAITRIHO B pAMKHTE Ha 4-8 CeJIMHIIH ¢l HAYanoTo Ha net

{m}. HBHOTO N&\}f'
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TIOAXBPKa 9pe3 MPOARDKHTETHA Tepanid. Cren npueMaHe Ha 403aTa, AHTHXMIIEPTEHIUBHUAT e(eKT
NePCHCTHPa NoBeYe oT 24 4aca, KaTo BKIIOYBA W MOCISAHHTS 4 Maca NpeaM CACABAIIOTO IPHIOKEHHE,
KaKTO noka3saT aMOylaTOPHHTE H3MEPBaHNA HA KPBBHOTO HandraHe. ToBa € NOTBLPACHO H OT
H3MEPBAHUATA B MOMEHTA HA MAKCHMATHHA €(eKT H HETIOCPEICTBEHO NMpeaH MpHeMa Ha ClIeIBamaTa
no3a {CLOTHOLIEHHETO MHHMMATHHM KbM MAKCHMAITHH KOHLIEHTPALMH, KOETO € IoCTosAHHO Haa 80%
c¢nen rpveM Ha Ao3u ot 40 1 80 mg TenmMucapTaH npd mianeGo KOHTPOTMPAHH ITHHHYHK
npoy4BaHHA).

IIpH naumenTH ¢ XMIEpPTOHHA TENMHCAPTaH PEAYLMPA M CHCTONHOTO H AHACTONHOTO KPBBHO
Hansaraxe 6e3 fa NOBMMABA My/ICOBATA 4eCTOTa. AHTHXHIICPTeH3MBHATA eQHKACHOCT Ha TeIMHCApTaH
€ CPaBHMMA ¢ Ta3H Ha NPOAYKTH, NMPeICTABKTENH HA APYTH KIIACOBE AHTHXHIEPTEHINBHH
JEXAPCTEEHH OPOAYKTH (YCTAHOBEHA NP KMHHHYIHHA H3IHTBaHKA, CPABHABALIY TEIIMHCAPTAH ©
AMITOIUIHH, aTeHOJION, eHANANIPHIT, XHAPOXIOPOTHAZH H NTH3HHOIIPHIT).

Tanugon HCT 80 mg/25 mg TaGnerku

B ABOHHO-CIIANO KOHTPOIMPAHO KIHHHYHO H3NUTRaHe (=687 mauHeHTH, oueHeHH 3a eHKaCHOCT)
[IpH NAIHEHTH, KOUTO He ce MOB/IHABAT OT Nevdenuero ¢ koMOuHamaTa 80 mg/12,5 mg e
HabIMOAaBaHO NIOCTENCHHO YBENHYABaHE Ha edieKTa Ha MOHIKaBaHe Ha KPBBHOTO HAJIATAHE C
2,7/1,6 mm Hg (CKH/[IKH) mpi koMGuranmsaTa 80 mg/25 mg crpaMO [IPOABDKHTEIHO JIEYEHHE ©
koMOuHanmaTa 80 mg/12,5 mg (pasnuka B cpeqHuTe MPOMEHH, KOPHIHPAHH CHPAMO H3XOJHOTO
HUBO). B nocenpao KITHHHYHO W3NUTBaHe ¢ koMOuHalmaTa 80 mg/25 mg ce Habmonaga
HDOIBJTHHUTEITHO MOHIKABAHE HA KPBBHOTO HAIraHe (M3pa3fgramo ce B 0010 NOHIDKABAHE ©
11,5/9,9 mm Hg (CKH/IKH).

B o6061ueH aHAIH? OT ABE CXOAHH 8—CEIMUMHM IBOHHO-CIIOTIH IU1aef0 KOHTPOIHPAHH KITHHHYHH
H3NUTBaHMA cripaMo 160 mg/25 mg sancapran/xuapoxiioporiasus (n=2 121 nauneHTH, oLlieHEHH 3a
edHkacHoCcT) € HabnionaBaH 3HAYHMO NIO-TOJIAM €(eKT Ha NOHIKABAHE Ha KPBBHOTO HANATaHe ¢
2,2/1,2 mm Hg (CKH/TKH) (pa3nuka B cpeIHUTE NPOMEHH, KOPHTHPAHH CIPAMO H3XOAHOTO HHBO) B
non3a Ha KoMOuHawuATa 80 mg/25 mg TenMHCcapTaR/XHAPOXIOPOTHAIH]L.

TIpy BHE3aIIHO NpeKLCBaHE Ha JICUCHHETO ¢ TEIMHCAPTAH KPRRHOTO HAJIATAHE MOCTENEHHO Ce BPBIa
aO CTOMHOCTHTE MPEaH JEHYEHHUETO, 3a MIEPHOL OT HAKQIKO JHH bes JAaHHH 34 peﬁayﬁn XHIOEPTOHWNCH
etexr.

CryyaWTe Ha CyXa KAlUTHLA Ca 3HAYUTEIHO [T0-MAIKO TIPH NaluMeHTH, TPETAPAHH ¢ TeIMHCAPTaH,
OTKOJIKOTO MPH TaKHBA, HA KOHTO Ca JaBaHH HHXHOHTOPH HA AHTHOTEH3WH KOHBEPTHPALIWA €H3HM B
KIHHHYHH ITpOYYBAaHHA, JHPCKTHO CPB,BHSIBRL[[H JABCTC aHTHXHUNEPTCHIHBHH JICYCHH,

Hpoghunaxmura va copoeyHO-CLOOBU UHYUOEHMY

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
cparHsiBa ePEeKTHTE OT IPWICKEHHETO Ha TEIMHCAPTAH, PAMHIIPHI H KOMOHHALIHATA OT TEAMMCApPTaH
¥ PAMUIPWI BBPXY pe3ylTaTHTE Mo OTHOUICHHe Ha ChPIETHO-CH0BATA CHCTEMa, mpu 25 620
MALMEHTH Ha BB3PAcT =55 roMHy, © aHaMHe3a 338 KOpOHapHa apTepHaiia 6omecT, MOIBYEH HHCYIIT,
NPeXOaHO HapyIleHHe Ha MO3BYHOTO KphBOOGpallieHke, yBpexaaHe Ha NepHEpHH apTepHH HIH
3axapeH quaber THM 2, CBIIBTCTBAH C JAHHH 33 YBpEXKAaHe Ha MPUNETHWTE opraHH (KaTo
PETHHOTIATHS, JICBOKAMEPHA XHIIEPTPOodHA, MaKpO- HITH MHKPOATOYMHHYPHS), KOHTO €a NOTyJalHs ¢
PHCK OT HACTBIIBaHe Ha ChPAEYHO-ChAOBH HHIIWIECHTH.

TauneHTHTE ¢a paHIOMM3HPaHH B ¢AHA OT CIEAHUTE TPH [PYIH 3a JiedeHHe: Teamucapran 80 mg
(n=8 542); pamunpun-10 mg (n=8 576) win komOuHauma ot TenmmucapTan 80 mg u pamunpua 10 mg
(n=8 502), nocienBaHo OT NPOCnenABaHe ChC CPEeIHA IPOIBIKUTENHOCT OT 4,5 FOHHH.

ChCTABHA KpalHa TOYKA OT ChPASUHO-CHAOBA CMBPT, HedaTaneH KHPAPKT HA M oK
MO3BYCH WHCYIIT HITH XOCTIHTATH3aLHA TIOPaIH 3aCTOHHA ChpIeYHA HEAOCTaThYA
MBEPBUYHATA KpaifHa TouKa e CXOJHA B TPYNMTe Ha TemMucapTaH (16,7%) u pay
KoeuiumneHTET Ha pHCK NpH TenMEcapTaH cripamo pamunpun e 1,01 (97,5% ERG
manka eukackoct) = 0,0019 npu Mapsx ot 1,13). TIponeHTsT Ha cTyanTe Ha c:}x: f
NMpHYKHHA ¢ choTBeTHO 11,6% 1 11,8% npH nauueHTHTE, JIEKYBaHH C TENMHCA

% - ‘ 65\ : / |
) L4



YCTanOBEHO €, U6 (PEKTHBHOCTTA HA TEMHCAPTAH € CXOJHA C Ta3H Ha PAMHIIPHII TIPH NPEIBAPHTEITHO
Olpe/eNieHaTa BTOPHYHA KpaiiHa LeJ 0T ChpIeYHO-ChI0BAa CMBPT, HeaTaneH HH(papKT Ha MHOKapAaa
H HedaTaneH Mo3bieH uueyar [0,99 (97,5% CI 0,90 —1,08; p (re no-manka epuxacuoct) = 0,0004)],
TEPBHYHA KpakiHa uen & pedeperrHoro npoyusade HOPE (The Heart Outcomes Prevention
Evaluation Study), koeto uscneasa edpexra Ha paMHTIpus cripamo rutaue6o.

B mpoyusaneTo TRANSCEND ca paHioMH3HpaHH MALTHEHTH ¢ HEMOHOCHMOCT KbM ACE-I
MHXHOHTOpH, HO MHAYE CHC CXOJHH KPUTEPHH 3a BIUTIOUBaHE KakTo B nmpoyusaneTo ONTARGET B
rpymna, npueMaa teaMucaptad 80 mg (n=2 954) umu mnane6o (n=2 972), xkaTo 1 ABaTa NPOIAYKTA Ce
MPHJIATAT B HOMBIHCHHE KBM CTAHAAPTHOTO NevderHe. Cpednata NPods/DKHTENHOCT Ha NPOCIIEnaBaHe
e 4 ronuny ¥ § Mecena. He ce ycTaHOBABA CTATHCTHYECKH 3HAYMMA PA3IMKA B MECTOTATA HA
MEPBHYHATA ChCTABHA KpaiiHa To4Ka (ChpAeYHO-ChIOBA CMBPT, HedaTaneH HHPAPKT Ha MHOKapaa,
HedaTaneH MO3EYEH HHCYNT HIH XOCTIHTANH3ALMA TOPAIH 3aCTOHA CHPACYHA HEAOCTATHYHOCT)
[15,7% & rpynaTa Ha TestMucapTal ¥ 17,0% B rpynara Ha nnane6o, ¢ koebuueHT Ha puck 0,92

(95 % CI 0,81 -1,05; p = 0,22)]. Mima faHHH 33 OJI3aTa OT TEIMMCAPTAH B CPABHEHHE ¢ IUIaie0o 1o
OTHOLIEHHE Ha [IPEABAPHTETHO OTIPE/IC/IEHATa RTOPHYHA ChCTaRHA KpalHa TOYKa OT ChpAeUHO-ChIORE
CMBPT, HedaTaeH HR(papKT Ha MHOKapIa H HedaTanen Mo3bueH HCYIT [0,87 (95% CI 0,76-1,00;
p=0,048). Hama naHHH 33 O34 1O OTHOIIEHHE HA HAMANIABAHE HA CHPACYHO-CHIOBATA CMBPTHOCT
(xoedumment Ha puck 1,03, 95% aosepurenen unrepsan 0,85-1,24),

Kamnmua w aHruoeneM ce cro0LIaBaT Mo-paako TpH NALUeHTH, IeKyBaHH ¢ TeIMHCAPTAH, OTKOMKOTO
IIPH MALKEHTH, JIeKYBaHH C PAMHIIPUIL, JOKATO IPH TEPANHA ¢ TEIMHCAPTAH MO-1ECTO ¢& ChoblnaBa 3a
CITyqaH Ha XMIIOTOHHA.

Komﬁunnpaﬂe'ro Ha TEJIMHCApPTAH C pAMHUIIPHN HE KaBa ACIIBIIHHTETHA 01348 CIIPAMO
CAMOCTOSTETHATA TEPAIIUA ¢ PAMHIIPHII KITH TeIMHcapTaH. ChpaeuHo-ChI0BaTa CMBEPTHOCT H
CMBPTHOCTTA [0 BCAKA MPHYHHA, KA&TO YHCICHO U2pAKeHHE, €4 MO-BHCOKH MMPH KOMﬁHHHpaHOTO
neyenve. OcBeH TOBA, HMa 3HAYHMO [IO-BHCOKA 4ECTOTa Ha XHNepkanueMmus, 616peuna
HEAOCTATEYHOCT, XUIOTOHHA H CHHKOII B PAMOTO C NAITHEHTH Ha KoMOHHHPaHO NedeHHe. [Topanu
Ta3H MpHYHHA, eIHOBPEMEHHATA YrioTpeda Ha TeNMHCapTaH H PaMHIIPHI HE C€ TPENOpLUBa MPH TasH
nomTynauHs. T

B npoyusarero “TIpodunakTHueH pexuyM 2a edeKTHBHO NIPEANasBaHe OT MOETOPEH MO3bYeH HKHCYNIT”
"Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS) npu naunenti Ha

50 roauHM WK NO-BB3PACTHH, KOUTO HACKOPO ca MOMTYyH4WIM MO3BUSH HHCYNIT C¢ 3abena3ea noBHIIEHa
4eCTOTa Ha BE3HHKBAHE Ha CENICHC MPH TEIMHCAPTAH B cpaBHeHHe ¢ mnanebo, 0,70% cnpamo 0,49%
[RR 1,43 (95% noeepurenen uarepsan 1,00-2,06)]; vectoTara Ha Bb3HHKBAHE Ha CETICHC ¢ aTaneH
H3XO/ € NOBUIIIEHA TIPH MALHeHTHTE, MpHeMatiu TeiiMucaptan (0,33%) cipaMo nanueHTHTe HA
ane6o (0,16%) [RR 2,07 (95% posepurenen unreppan 1,14-3,76)]. Habmroaapanara nosHuIeHa
YeCTOTA HA RE3HMKBAHE Ha CEliCHC, CBBP3aHa ¢ ynoTpelara Ha TeiMHCapTaH MOXKE J1a € ClTyvaiiHo
OTKPHTA WIH [ € CBBP3aHa C MEXaHU3IBM, KOKTO € HEeTo3HaT 334 MOMEHTA.

JlBe ronieMu paHAOMH3HpPaHH KOHTpomupanH npoyusanus — ONTARGET (Ongoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Texymo rmobanso u3nuTeane 3a
KpalfHi TOYKH Ha TeMMHCAPTaH, CAMOCTOATENTHO M B KoMOHHalus ¢ pamMunipun) 1 VA NEPHRON-D
{K1HHHYHO MPOYYBaHe CEBLP3AHO ¢ Pa3BHTHe Ha HedponaTii npu qHabeT, MPOBEAEHO OT
MununctepeTBo MO BBNPOCHTE Ha BeTepaHHTe) — NpoyyBaT ynorpebata Ha komGnHarmara ot ACE
uHxHOHTOp ¥ aHrHOTeH3uH 11-petenropen Grokep.

ONTARGET e npoyusane, IpoBeIeHO NPH HANMEHTH ¢ aHAMHe3a 3a ChPAEYHO-CHAOB
MO3BYHOCHI0BA BONTeCT, Wi 3axapeH AuabeT THN 2, TIPHAPYKEHH C JAHHH 34 YBDE,
edexropHH oprani. 3a no-noapodbHa HHGOPMALNS BHXK MO-TOPE MO/ 23aTIaBHETO
CBpPASYHO-CHA0OBH HHUMICHTH .

VA NEPHRON-D ¢ npoyusaHe ApH NalHeHTH ¢hC 3aXapeH quabeT TH 2 1 OH
Tean npoyuBaHHa He Moka3BaT 3HAYHM OJlaronpusaTeH edext BrpXy 6b0pedn
CHIOBHTE MOCIEIHLIH U CMBPTHOCT, KATO CHUIEBPEMEHHO Ca HabIIIoNaBaHH NTOB
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XHNEPKaTMeMUs, OCTPO YBpesKAaHe Ha OGrOpeLiMTe WIUTH XUIIOTOHHA B CPABHEHME ¢ MOHOTEPAITHATA,

Kato ce umaT npeaBuz cXOqHHTE HM (apMakoAHHAMHYHH CBOWCTBA, TE3H PE3YITTATH Ca NPHICKHMH
H 3a Apyru ACE uuxuGuropn H anrHoTen3uH II-penenTophu Griokepu crienoBaTenHo He Tpafpa a ce
H3TIOJI3BAT €AHOBPEMEHHO IPH MALMEHTH ¢ AuabetHa HedponaTys.

ALTITUDE (Knuniraso npoydsane MpoBeIeHO © AMCKHPEH TIPH [AlMEeHTH Che 3axapeH quabeT Tun
2 ¢ W3NMoN3BaKe Ha CHPACYHO-CHAOBYH 1 GBOpeuHH 3a60ABaHKA KATO KpaiiHu TOYKH) € NPOyYBaHe,
npeAHa3sHaueHO Ja H3CICABA No3aTa ot 100aBAHETO HAa ANWCKHPEH KbM cTaHaapTHA Tepanusit ¢ ACE
HHXHOMTOP WK aHrHoTeH3HH []-penienToper Gnokep NpH NaUMEHTH Che 3axaped aAMabet THN 2 H
xpoHuuHO 616peqHo 3a00MgBaHe, ChpAEHHO-CBA0BO 3a60NABaHe WK u aBeTe. ITIpoyuBaHeTo e
NPeKPaTeHO MPEKACBPEMEHHO NIOPATH TIOBHIIEH PHCK OT HeGnaronpuaTHH nocneauuM. Kakro
CBPAECIHO-CHAOBATA CMBPT, TaKa H HHCYJITET CA NO-YECTH B IPYNATA Ha aTHCKUPEH, OTKONKOTO B
rpynara Ha maueo, a NpeACTABTABALIWTE HHTEPEC HEXKENAaHU CHONTHA H CEPHOSHH HEXKETAHH
cBOMTIA (XHNEpKaTHeMHs, XUITOTOHM: M 6b0peuna nucdyHkipa) ce cholIuaBar (o-4ecTo B rpynata
Ha ATHCKHPEH, OTKOJIK6Te-B-IpyNaTa Ha ruiauefo.

EmiaemuonoruinmTe Npoy4YBaHNA TOKA3BAT, Y€ AbITOCPOYHOTO JICHSHHE C XMAPOXJIOPOTHAZHL
HaMalBa PHCKA OT ChPASYHO-CHA0BA 3a00/1€BaEMOCT ¥ OT CMBPTHOCT B PE3yNTaT Ha ChPAeYHO-
CBAOBH GOJIECTH.

K®M MoMeHTa edexTHTe Ha pHKCHpaHaTa 1030Ba KOMOMHALMA HA TeJIMHCAPTAH/XUAPOXIOPOTHAINL
BBEPXY CMBPTHOCTTA H Chp/Ie4HO-CHJ0BATA 3a00/IeBaeMOCT He ¢a M3BECTHH.

Hemenanomen pax na xodxcama

B33 ocHOBa Ha HATHYHHTE JaHHH OT NHASMHONOFMIHH NPOYYBaHHA € HabNIOAaBaHa 3aBHCHMA OT
KyMYJIaTHBHATA A03a Bpb3ka Mexy XX T3 u HMPK. Eqxo npoydpane BKIIOURAE MOy JIallHA,
cecroAma ce o7 71 533 cayyau va BKK 1 8 629 cayyam Ha CKK, v nomynanma ot csoTtBeTHO 1 430
833 u 172 462 nogxonauIH kOHTPOAH. Bucokata yrnorpeba na XX T3 (xymynatusno >50 000 mg) e
cBBp3aHa ¢ kopurapad OR 1,29 (95% JIH: 1,23-1,35) 3a BKK 1 3,98 (95% JAM: 3,68-4,31) 3a CKK.
Habmonasana € scHa Bpb3ka KyMy/IaTHBHA 403a-0TroBop kakto 3a BKK, taka v 3a CKK. Iipyro
Npoy4BaHe NIOKA3Ba BB3MOXKHA Bph3Ka Mexy paka Ha yerHure (CKK) 1 excnosuuusata Ha XXT3: 2a
633 ciyvad Ha pak Ha ycTHuTe e noadpaHa nonynauus oT 63 067 NOXXOAAIH KOHTPOJTH, KaTo ce
M3IIOJI2BA CTpATeris 3a B3eéMaHe Ha npobM, onpeneneHa OT pucka. JieMOHCTpUpaHa e Bpb3Ka
KyMYJaTHBHA 103a-0TToBOp ¢ kopuripad OR 2,1 (95% JH: 1,7-2,6), napacteam go OR 3,9 (3,0-4,9)
3a BHcoka ynorpeba (~25 000 mg) u OR 7,7 (5,7-10,5) 3a Haji-BucoKkaTa KyMyNaTHBHA 1034

(~100 000 mg) (Bxk. CHIIO Touka 4.4).

IlenHarpuvHa nomynanus
Epporeiickara areHUHs 110 TeKapcTBaTa OCBOOOKIARA OT 3aABJDKSHHETO 32 NPeA0CTaBAHE Ha

pesyATaTHTe OT NPOoYYBaHHMATA MPH XHUIIEPTOHHS ¢ pehepeHTHHS TEKAPCTREH NPOAYKT, ChIbpKalll
TCHMHC&pT&H/XHI{pOXHOpOTH&BM, BBB BCUYKH NOArpYIH HA MEAHATPpHYHATA ITOMYTaL{HA (B}K. TOYKA
4.2 3a uHdpopManms oTHOCHO yroTpeBa B neauaTpuATa).

52 @®apmMaxkokMHETHYHE CBOHCTBA

ENHOBpeMEHHOTO MPUIOKEHHE HAa XHPOXIOPOTHA3HL M TENTMHCAPTAH [P 3paBH HHAHBHIH HE
TIPOMEHA (PapMaKOKHHETHKATA Ha KOATO U [a € OT ChCTaBKHUTE.

AGcopbuus
Te.TIMHcapTﬂHZ HHKOBHTe KOHHCHTP&LIHP] HAa TEJTMPICﬂpTaH ce TIOCTHIaT B paMKHT e H

nepopateH npreM. AGcomoTHaTa OHOHATHYHOCT Ha Te/IMHcapTaH B 1031 40 m
cbOTBeTHO 42% 1 58%. XpaHaTta nexko cHibkaBa (HOHATMYHOCTTA HA TEIMHCA
Ha 06racTTa noj KpHBarta rnaasMeHa koHueHTpauus-epeme (AUC) Ha TenMuc
npu 40 mg Tabnerka v okono 19% cnen 160 mg ao3a. 3 Yaca cnell NpuiIoKe
KOHUOCHTPAaLHH Ca l'IOJIO6HH HE3aBHCHMQ MaTH TCIMHCAPTAH € MPHIOXKEH Ha -’ !

ce odaksa ciabara pegykums B AUC na npenu3Bika pemyKiusa B Teparlenmqﬁa\-lﬁf, i

TenMucapTan He KyMYIUPa 3HAMUTENHO B IUIA3MATA NPH TIOBTOPHO NPHIIOKEHHE), - P g;o“;\\
W
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Xunpoxnoporuasu: IITHKOBHTe KOHLEHTPALMK Ha XMAPOXTOPOTHAINA ¢ TIOCTHIAT B PAMKHTE Ha
npubnuzurento 1,0-3,0 vaca cnen nepopaneH mpueM Ha TEIMHCAPTAH/XMAPOXIOPOTHAZHA.
A6comoTHaTa GHOHATHYHOCT, 6a3Hpana Ha KyMY/aTHBHATA PEHa/THA EKCKPEelHs Ha
XHAPOXIJIOPOTHAZMUS, € 0K00 60%.

Pasnpegnenenue
TenmucapTan ce CREp3Ba B roJIAMa CTETICH ¢ ITa3MeHHTe npoTerHu (>99,5%), rnasHo ¢ anbyMHH 1

anda 1-kucen riokonpoTenH. CpeAHUAT NPUBHAEH 00eM Ha pa3npeleeHHe Ha TeIMHCAPTaH € OKOJIO
500 nuTpa , KOeTo NoKa3Ba AOITBIHHTEITHO ThbKAHHO CBBP3BaHe.

XMapoxnopoTHalK ce CBBp3Ba B 68% ¢ MiasMeHuTe MPOTEHHK H IPHBHAHHAT My 00eM Ha
pasnpeaenenue ¢ 0,83-1,14 L/kg.

Bbuorpanchopmanma

Teamucapran ce MeTabonH3upa 9pe3 KOHIOTAlHA KaTo 0OpasyBa GapMakoIOrHdHO HEaKTHBEH
AUMTIIOKOPYHAL. I OKOPYHHAET Ha OCHOBHOTO BELIECTBO € ENWHCTBEHHAT MeTaboNHT,
uaeHTHHIHpan npH Hoseka. Crefl eIHOKpaTHa f03a OeNs3aH ¢ paJHOAKTHBEH BhInepoa “C
TeJIMHCApTaH [IIOKOPYHUART NpecTapiasa npubmmsnTtendo 11% oT H3MepeHaTa pagHoOaKTHBHOCT B
nnazmata. H3oensumure Ha uMToxpoM P450 Hamar ygactie B MeTaboH3Ma Ha TelIMHCAPTAH.
XunpoxsiopoTnasuy Bece MeTabonH3npa Npu xopa,

EnuMHHUpaHe
Tenmucapran: KakTo cnej HHTPABEHO3HO, TAKA M CJAE NepOpATHO Npuioxenus Ha “C Gendasan

TEIMHCAPTaH, N0-rojIAMaTa YacT OT npueTara ao3a (>97%) ce enuMHHHpA ¢ UBIPAKHSHUATA Ypes3
6uitiapHa eKCKpellnd. B ypHHATa Ce OTKPHBAT CaMO HE3HAYHTE/IHH KONu4ecTa, TOTAMHI (LTa3MeH
KJTMPBHC Ha T€JIMMCAPTaH CJle/ nepopalHo npuioxenue ¢ >1500 ml/min, TepMHHATHHAT NOMYXXHBOT
Ha eTHMHHHApaHe e >20 yaca.

XHapoxIopoTHa3H ce eKCKPETHpa W3LIAI0 HempoMeHeH ¢ ypuHara. Oxono 60% oT nepopanHaTa o3a
ce eNIMMHHHpPa HenpoMeHeHa 1o 48 yaca, brOpeunuar KmpeHe e oxono 250-300 mL/min.
TepMHHATHUAT eNHMHHALIOHEH TIOTYXUBOT Ha XHAPOXA0opoTHa3ua e 10-15 uaca

JlunelnocT/HemMHeHOCT

Teamucapran: DapMakoKHHETHKATA HA TEIMHCAPTAH IIPH NEPOPAITHO NPWIMKEHHE e HEJIMHEHA TpH
no3u o1 20-160 mg ¢ no-ronaMo oOT MPONOPUMOHATHOTO NOBHINEHHE Ha IUIA3MEHUTE KOHLUEHTPaHH
(Cimax 1 AUC) nipH ro-BHCOKHTE KO3H.

PapmakOKHHETHKATA Ha XWIPOXIOPOTHA3H] e MHeliHa.

Creyuanuu nonyrayuu

Crapyecka Bp3pactT -— -
DapmaKkoOKHHETHKATA Ha TE/IMHCAPTaH HE ce pa3HyvaEa MeXXIy MAUMEHTH B CTApYecKa Bh3PacT H Te3H
No-mMJaaH oT 65 roguHH.

Ton
ITpu >xeHy nnasMeHNTe KOHUCHTPALWH Ha TeIMHUCcapTaH o0u4aliHo ca 2-3 NBTH M0-BUCOKH, OTKOIKOTO
npu Mbxke. B xnuuxyHITE Npoyusanus, obade, IIpH sxeHH He Ce HabMIOAABAT 3HAYHMO YBeTHYEeH
OTrOBOP Ha KPBBHOTO HaJIATAHE WM FeCTOTaTa Ha OpTOCcTaTHYHa XunoTonns. He ce Hamzara
KOpHTHpaHe Ha f03aT4. [Ipy JxeHH HMa TeHSHIHA KbM NMO-BHCOKY IUIa3MEHH HHBA HA
XHIPOXJIOPOTHA3N]L, OTKONKOTO NPH MEKE. ToBa obaue HAMA KIHHHYHA 3HAYHMOC

Biu6peutio yBpexnane
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THIHYHO NPOYYBaHe, BITIOYBALIO NAUHMEHTH CBC cpefeH KpeaTHHWHOB KINPBHC 90 mL/min,
MOMY>KHBOTET Ha €/THMEHHPAHE HA XHAPOXJIOPOTHASHA ¢€ yBeH4aBa, [1py QyHKUHORATHO
anedpHIHH MALHEHTH eNHMHBALMOHHHAT MOTY>KHBOT € OK0JI0 34 vaca.

“——— ——

HepsonpobHo yBpeknane

(DapMaKOKHHETHYHHTE TIPOYYBAHHKS NPH NALIKEHTH C YePHOOPOOHO YBpeXKIaHe MOKA3BAT MOBHIIARAHE
Ha abcomoTHata SnoHamisHocT o okosto 100%. IIpu narmeHTH ¢ 4epHOQPOGHO YBpPEkKIaHe
ETHMUHAIHOHHHAT MOTYXHBOT HE © IPOMEHEH,

5.3 IlpeakJHRAYHH JaHHH 32 Ge3omacHoCT

Tanupon HCT 80 mg/12.5 mg Tabnerkn

IlpH NpeAKTHHAYHY TPOyYBaHNHA 338 6630HaCHOCT ¢ 6HOBPEMEHHO NPHIOKEHHE Ha TEIMHCAPTAH H
XUAPOXIIOPOTHAZMA [1PH HOPMOTEH3IUBHH ILTHXOBE M Ky4eTa, I03H, CPABHHMH C TE3M B KITWHHYHMA
TepaneBTHYCH AHANA30H HE NPSAM3BHKBAT €hEKTH, pasiTiIH OT HaOolaBaHuTe NPH
CaMOCTOATENTHOTO MPIIOKEHHE Ha ABeTe BellecTsa, HabnogaBaHuTe TOKCHKOJOTHIHH [TPOMEHH
HAMAT OTHOLIEHHEe KbM H3MOI3BAHETO 3a TEPalleBTHYHH LieH [IPH Y0BeKa.

Tanprzon HCT 80 mg/25 mg TabneTkn

He ca npopeneHH JOMBIHWTENHH POyYBaHKA ¢ koMOuHalms ¢ buxcHpaku ao3u 80 mg/25 mg. [pu
MpeIKTHHUYHH MPoy9IBaHus 3a 6e30MacHOCT ¢ 6IHOBPEMEHHO NPHT0KEHHE HA TENTMHCAPTAH H
XHIPOXJIOPOTHA3KMA NPU HOPMOTEH3UBHH [UIBX0BE U Ky4eTa, Ji03H, CPABHHMH € Te3H B K-TUHHIHHA
TepaneBTHYEH AHANA30H He NMpeJn3BHKBAT e)eKTH, pasuyHH OT HaONoIaBaHKWTe NIPH
CaMOCTONTEIHOTO NPWIOKEHHE Ha NBeTe BemecTra, HabnronapaHuTe TOKCHKOIOHYHH POMEHH
HAMAT OTHOUIEHHE KbM H3TION3BAHETO 3 TCPaneRTHYHH LI/ [IpH YOBEKA.

TOKCUKONMOrHYHHTE HAXOAKH, 406pe O3HaTH OT APEAKTHHHIHNHTE NPOYIBAHHS Ha HHXHOHTODH Ha
AHMMOTEH3HH KOHBEPTHPAIIHA SH3UM W AaHTAarOHMCTH HA aHrwoTeHsuH 1l penentopure ca:
HaMaNiABaHe Ha MapaMETPUTE HA YSPBEHHTE KPBBHH KISTKH {(€PHTPOLMTH, XEMOTIIOOHH, XeMATOKPHKT),
npomeHH B GB0peuHaTa XeMOIHHaMHKa (IIOBHIIEHO HHBO Ha a30T B KPBBTA H KPEaTHHKH), MOBHIlICHA
AKTHBHOCT Ha INIa3MEHHUA PEHHH, XHTIEPTpodHA/XHTEPILIAIHS HA FOKCTAITIOMEPY/IaPHHTE KIETKH H
yBpeXaane Ha cToMaluHara nurasuna. CroMallinuTe je3ud Morar aa 6enar

NpelOTBPAaTEHI/ OrpaHHYEeHH Ype3 epopanHo Jo0aBAHE Ha QUHONOTHYEH Pa3TBOP M [PYNOBH
KIIHIIA 32 :kuABoTHHTE. [IpH KyueTa ca nabmronaBanu 6B6peuHa TyGyaapHa Aunartaiia H atpodus.
CumrTa ce, e TE3H HAXOAKH C& IB/DKAT HA (hapMaKkoJIOrHYHATA AKTHBHOCT HA TENMHCAPTaH.

HsaMa 9cuu naHHH 3a TepatoreHeH edeKT, BBIIPEKH TOBa NPH TOKCHYHH JO30BH HHBA Ha TEIMHCApTaH
e HabnronaBaH eheKT BbPXY NOCTHATATHOTO PA3BUTHE HA IOTOMCTBOTO, KATO MO-HUCKO TEIECHO TENIO0
1 3a0aBeHO OTBapsAHE HA O4MTe.

Hsama nokasarenicTsa 3a MyTar¢HHOCT W CHOTBETHA KJIACTOTEHHA aKTHBHOCT Ha TEIMHCApPTaH TIPH
M3MUTBAHUA i Vitro H KAPLUHHOTEHHOCT NPH IUThXOBE H MULIKH. [IpoyuBaHnATa ¢ XHIPOXIOPOTHASHI
JaBaT HECHTYPHH aHHH 33 FCHOTOKCHYHOCT W/IM KAPUMHOTCHHH €(eKTH TP HAKOH SKCNEPUMEHTATHH
MOZIeNH.

3a deTOTOKCHYHMA TIOTEHIMAT Ha KOMOHHALMATA TEAMUCAPTAH/XHAPOXIOPOTHAIN BXK. Touka 4.6.

6. PAPMAHNEBTHYHH JAHHH
6.1 Coucnbk H3 TOMOIHATE BEIMECTBA

Marnesnes creapar (E470b)

KanueB xHaOpokeHI

MermymMuH

[Mosraon

Hatpwres HuecTeH rUKomaT (THn A)
MHKpOKpPHCTATHA UETyI03a
Manuron (E421)
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6.2 HechrBMecTEMOCTH
Henpunoxnmo.
6.3 Cpox ma rogroct

3a Gnuctepu ot AV/AL
3 roguuu.

3a 6nucrepu ot Al//PVDC/PVC w HDPE Tabneten koHTeliHep:
2 roaumm.

6.4 Cnennaini yC/IOBHA HA ChXpaHeHHe

3a 6nucrepH ot Al//Al n HDPE Ta6neteH kourtelnep:
To3M nexkapeTBeH NPOAYKT He H3KCKBA CIISHMATTHH TEMNePaTyPHH YCIOBHS 32 ChXpaHeHue.

3a 6mucrepu ot Al//PVDC/PVC:
Ha ue ce cvxpanaea Hag 30°C.

6.5 Bnra m cuABLPKARAE B2 ONAKOBKATA
QunmupanuTe TabneTk ca onakopanu B OPA/A1/PVC//AY Gaucrep win B npo3paved, Ge3useTeH
PVC/PVAC//Al 6nuctep, nu B 6an, xperen HDPE Tabneren konretinep ¢ HDPE cymuren,

CHIBPIKAL CHIIHUMER AUOKCHA, 3aTBOpeH ¢ Osna, orBapsema, LDPE kana4ka ¢bC 3a1MTEH MPLCTEH.

Bmucrep: 28, 30 u 90 Tabnerxu.
TaGneten xouTelinep: 3 0 1 90 Tabnetxy.

He Bcu4KH BHOOBE ONAKOBKH MOTAT [2 ObAaT ITyCHAaTH B mpojaxkba.
6.6 CrenRanHH BPeINaiHH MePKR HPH H3XBbLpJIfHe A pafoTa

HaMa cnietmanHyu U3HCKBAHMSA.

7.  TIPHTEXATEJ HA PAJPEINEHHETO 3A YIIOTPERA

Gedeon Richter Pic.
Gy6mrdi at 19-21
1103 Budapest
Varapus

8. HOMEP(A) HA PAPEIIEHHETO 3A YIIOTPEBA

80 mg/12,5 mg: 20130339
80 mg/25 mg: 20130340

9. JATA HA ITHPBO PA3ZPEHIABAHETIOAHOBSABAHE HA
YIIOTPEBA K

Jata Ha mepBo paspemanane:15.10.2013
HaTta Ha nocnendo nogHoeseane: 09.08.2018
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HJATA HA AKTYAJIHIHPAHE HA TEKCTA

10,

31/01/2023
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