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1. HME HA JEKAPCTBEHHA ITIPOAYKT ; KpamKa xapaKmepucmuka #a npogyxma - [puaoxeHue

20450044 . .
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Ko-Tencapr 80 mg/ 25 mg Tabnetku
Co-Telsart 80 mg/ 25 mg tablets

PaspewaHue N Lowrees /l] P

| OgoBpeHUE Ne v vcrreers e,

2. KAYECTBEH H KOJIMUECTBEH CHCTAB

Beska tabnerka cbaepxka 80 mg TenMucapTan (telmisartan) 1 25 mg XuAPOXJIOPOTHA3U,
(hvdrochiorothiazide).
HOMOIJJ,HH BELIECTBA C H3BECTHO JeHCTBHE: BCAKA TadneTKA CBABPAKA JIAKTO34.

3a ITBITHHA CMACEK Ha IOMOLIHKUTE BELIECTBA, BHKTE Touka 6.1,

3. JEKAPCTBEHA ©®OPMA

Tabnetka.

IIponbnroeat, ABOHHOHAMBKHANM, ABYCIOAHH, HEOOBHTH TabAeTKH ¢ eauH OAn xo nouty 641 CJIof, a
BTOPHAT CJ10ii € IBCTPO % bAT ¢ rpasupad wagnue "L201", bennar cnoli Moske [a CHIBPKA KbITH HA
LBAT TOYHIH.

4. KJIHHHWYHH JAHHHA
4.1 TepaneRTHYHH NOKAIAHHA

JleueHHe Ha eceHIMANHA XKIICPTOHHA.

Kombunupasaat nekapcrsed npoaykt Ko-Tencapt e ¢ ¢uxcrpann 1031 (80 mg resMucapTan/25 mg
XHAPOXJIOPOTHA3HA) H € [I0Ka3aH 3a JIUeHHe Ha Bb3PacTHH, YMeT0 KPbBHO HAMATAHE HE &
KOHTpOAMpaHo afieksatHo ¢ Ko-Tencaprt 80 mg/12,5 mg (80 mg Tenmucapran /12,5 mg
XHAPOXJIOPOTHASH/) HIIH HA BB3PACTHH, KOHTO ca cTabHIH3Hpasyd NpeqH TOBA ¢ TCIMHCAPTaH H
XHAPOXTOPOTHAIHJL, TPHEMaHH OTAENHO (8. Toukn 4.3, 4.4, 4.5u 5.1).

4.2 [do3MpoBKA K HAYHA HA HPHI0KEHHE

HOSI‘IEOBK&

Ko-Tencapr ce npuema oT NallHeHTH, YHETO KPbBHO HAIITAHE HE € aIeKBATHO KOHTPOJIMPAHO MPH
IpHEM CaMo Ha TeldMHcaprad. [peay aa ce npeMuHe KbM To34 KoMOWHHpPAH JIEKapeTBEH OPOAYKT C
(PHKCHPaHH 103H € HEOGXOANMO MOOTAENHO Aa ce TATPUPAT AO3UTE HA BCEKH OT JIBaTa KOMIIOHEHTA.

Tlpx NOAXOAALIH KIMHHYHH MOKa3aHHS MOXKE AMPEKTHO Ja ce IPEeMUHE 0T MOHOTEPAIHATA KbM
IpueM Ha KOMOUHHPAHHSA NeKapCTReH TTPOMYKT (K. ToukH 4.3, 4.4, 4.5 1 5.1),

. Ko-Tencapr 80 mg/25 mg Moske Aa ce MPHIOKH €JHH I'bT THEBHO MPH NANVeHTH, YHETO
KPEBBHO HANATaHE He € KOHTPOoIHpaHo aneksato ¢ Ko-Tencapr 80 mg/12,5 mg wiu Ba
NaiHeHTH, KOUTO ca cTaOHIMAHPAHM TIPeAM TOBA ¢ TEIMHCAPTaH H XHAPOXIIOPOTHAZH,
NpHEMAaHH OTASTHO.

Ko-Tencapr ce npennara owe 1 B 1o3a 80 mg/12,5 mg.
Tosu nponykT He ce npeanara B aoza 40 mg/12,5 mg, Ho Ta3K 1032 MOKE Ja C€ npeUiara OT ApYTd
[pHTEXATENH HA paspeleHHre 3a yuoTpeda.

Crenyuannu nonyaai:

TannenTH ¢ OBOpedHE yBpeKaane




INpenopbuBa ce nEPHOAMYHO NpOCaesBade Ha 6xOpeunnTe GYHKIHN (BK. Touka 4.4).

[ainenTH ¢ YepHOAPOOHO VEpPEKIAHE

Tpu nanmerTH © 1EKO 10 CPEAHO HEPHOAPOOHO YRpEeX/IaHe NO3HPOBKATa He TpAOBa Ja HAJBHIIABA
TenMHcapTan/xuapoxnoporrazun 40 mg/12,5 mg eaunxk nHepHO. Ko-TemcapT He e mokasaH 3a
JIeYeHHE Ha NTALMEHTH € TEXKKH t-I!3]I)H(),I[[f!!(}ﬁ[-[l‘l HapyWCHWUS. TH&?MHH’I‘G Tps[ﬁna Ja ce H3nQiI3Bart
NpeAnasMBo NPY NALHEHTH ¢ HAPYIIeHH YepHoapoOHH GyHKUME (BX. To4Ka 4.4).

TlalMeHTH B £TAPYECKA BE3DACT

He e He0o6x0MMO KOPHIHPAHE Ha J103aTa. '

[legwaTpryHa HONYJIa0HS

He € ¥CTaHOBCHA GCBOHEICHOCTTa H equacrmcrra Ha Ko-TencapT IPH ACia 1 KOHOLIH Ha BB3PACT 1101
18 roaunn. Hama nannysy JaHun.

Hauuu Ha npuioxkeHne

Ta6netkute Ko-Tencapr ca npeAHasHAueHH 32 NEPOPATHO OPHIGKEHHE BEIHEK THEBHO H TpAOBA 1a
¢e IPHEMAT ¢ TEUHOCT, ChC HITH 6e3 XpaHa.

TIpednasnu mepxu, koumo mpapea da beoam gzemu npedu paboma wIu NPURCICERNE HA
AEKAPCIMEEHUS HPOOYKH. :

Ko-Tencapt Tpabea /1a ce ChXpaHsiEa B 3ae4aTaHusAT OGnucTep, OPaJH XHFPOCKOIIHYHHTE CBOHCTRA
Ha Tabnerkute. TaGneTkuTe TpAGRa fa ce M3BAKAAT OT HAHCTEPA HENOCPEACTBCHO ipean ynotpeba.

{Bxk. TOUKa 6.0).

4.3 IIporuBOomOKa3aHHA

. CBpBX4yBCTEBHTENHOCT KBM JIEKAPCTBEHOTO BELIECTBO Ml KbM HAKOE OT HOMOUIHHTE
BelllcCTBa H30pOeHH B To4Ka 6.1;
. CBpBX4yBCTBHTENHOCT KbM TIPOH3BOAHMTE Ha cyNnpoHaMHAHKHTE cyOcTantun (Thi KaTo

XUPOXJIOPOTHA3HT € CYI(POHAMHAHO NPOH3BOAHO);

BTtopo u Tpeto TpuMecedHe Ha OpeMeHHOCTTa (B, To4kH 4.4 1 4.6);
Xonecraza ¥ oOCTPYKTHEHH HapyLIEHHUS Ha KITBUHUTE THTHLA;
Texko yepHOAPOOHO YBpeXKAaHe;

Teskko Gu0OpedHo yBpekIane (kpearnHUHOB KIAPBHE < 30 mi/min);
PedpakTopHa XHNOKATHEMHS, XUTIEPKANLHEMHAS.

EanoBpemennara ynorpeba Ha Ko-Tencapr ¢ anuckupen-cbIbpXallll NpoJYKTH € NPOTHBONOkA3aHa
TIpH TAMEHTH ChC 3aXapeH Auaber niu 6p6peunc yepexaane (GFR < 60 ml/min/1,73 m?) (XK. TOUKH
4.5u5.1).

4.4 Cpensansn NpeAYNPEKICHHR K NPeAIAZHE MEPKH IPH yoorpeta

Bpemennoct

He TpabBa 1a ce sanousa IpHEM Ha aHrHoTeH3uH [1 penenTOpHH aHTArOHUCTH MO BPEME Ha

OpemenHocT. IanHeHTKHTE, KOUTO NNaHUpaT SpeMeHHOCT, TPAOBA /la IPEMUHAT KBM aNTe HO
aHTHXHINIEPTCH3HBHO JICUCHHE C YCTaHOBeH npodi Ha He3onacHoCT npH ynotpeda 1o
OpeMeHHOCT, OCBEH aKO0 €& CHHTA, 9e € 0T 0co0eHa BKHOCT A Ce TIPOABIIKH JIeYeH
aHrHoTeH3HH I pellenTOpHH AHTATOHHCTH. AKO ¢ THArHOCTHLIMpPaHa OpeMeHHOCT,




aHrHoTeH3HH I pelenTOpHH aHTaroHHCTH TP2OBa He3abaBHO Aa GbAC MPEYCTAHOBEHO H aKO €
NOAXOAAILO Na ObIe 3an0YHATO ANTEPHATHBHO JieyeHHe (Bx. ToukH 4.3 1 4.6).

Yepuoapobho yEpekiaHe

Ko-Tencapr He TpaOBa ia ce MpHNara NpH NalKEHTH ¢ XOIECTa33, C ATBYHH OOCTPYKTHBHH
HAPYIICHUA HITH TEXKKA YEPHOAPOOHA HHCY QUIHEHIHA (BK. TouKa 4.3), ThH KaTo NO-TOIAMATA 4acT
OT TEJIMMCAPTAH Ce CHMHHADPA Mpe3 SKTBYKaTa. [IpH Te3n malueHTH MOKe Ja ce 04aKBa HaMaJIeH
gepHOApoleH KIHPBHC.

Ocpen 1oBa, Ko-Tencapr Tpabsa na ce mpunara BHAMATENTHO NPH NAKEHTH ¢ HAPYINEHHUS B
4yepHoApoOHaTa yHKIHA HIIH Nporpecypauio YyeprhoapoGHo 3a00n149BaHe, Thi KAaTO B TE3H CIIyHaH
MAaJIKH TIPOMEHH BBEB BOJHO-EIEKTPONHTHHA fanaHe MOrar 1a 0OBEHAT A0 YepHoapobHa koMa. Hama
KJIMHHYHH JIaHHH 32 H3n0138aHeTo Ha Ko-TescapT npyu namueHTH ¢ 4epHONpoOHHA HapyLIeHH .

PenoBackyapHa XMNEPTOHHS

Koraro mansenTH che CTeHO3a Ha ABeTe OBOpedHH apTepHH WIH CTEHO3a HA APTEPHATA KBM SIHHHYEH
dynrunonuparn OE0peK ca TPETHPaHH ¢ JIeKAPCTBA, MOBIHABAINH CHCTeMAaTa peHHH-aHTHOTCH3HMH-
anIocTepoH CHILECTBYRA IIOBMINEH PHCK OT TEKKA XHIIOTOHAR 1 OBOpeUHa HenoCTaThHHOCT.

Bn6peyno yepexnane ¥ Ou0peyna TpaHCOIaHTALHS

Ko-Tencapt He Tpadra fia ce npunara Npu naMeHTH ¢ Texko Ob0peyHo yBpexaane (KpeaTHHHHOB
KnHpsHE < 30 ml/min) (Bx. Touka 4.3). Hama AoCcTaThYHO JaHHH NO OTHOINEHHE HA NPHIOKEHHETO
Aa Ko-Tesncapt npH TallHeHTH, peThpIiell Hackopoe 6s0peuna TpancmianTanus. Hanune e
orpasnueH onut ot ynorpedara na Ko-Tencapt npy NanpeHTH © JeKH /I CPeAHo TeKKH GBOpednn
HapyIIeHNs, I0pa/ii KOSTO ¢€ MpenopbhyBa NepHOAHYHO NPOCIENIBaHe Ha HHBATA HA Kalui,
KPEaTHHHH U NHKOYHA KMCeIHHA B cepyma. [1pu manuenTH ¢ HapymeHu On0peund GyHKUHHE MOXe Ja
ce NOABH a30TeMHS, CBbP3aHa ¢ THASH/THHTE ANYPETHIM,

Br1pecbaopa x#unososreMns

CumnromMaTHYHA XHITIOTOHHA, ocobeHo cliea MBpBaTa J034a, MOXKe Ja Ce Haﬁmo,uasa np# NauHEHTH ©
TeXbK 00eMeH /N HaTPHER Ne(UUMT Py MOLHA AHyPeTHYHA Teparnus, AHeTa ¢ OTPaHAYEHO
IpHeMaHe Ha COJl, JHAPHA HIH ITOBPBIIAHE. TakHBa CbCTOSHHA TpHGBa Aa 6paar KOpHIrApaHH Npeand
npuaoxeHne na Ko-Tencapr.

Jeoiino GnokHpane na peHHH-aHTHOTEHSHH-anocTepoHoBaTa cictema (PAAC)

HMa naunw, ye eAHOBpeMeHHaTa ynoTpeba Ha ACE nHxubutopH, aHrHotensuH II-peuentopun
OnoxepH HIH aJHCKHPEH MOBHIIABA PUCKA OT XHIIOTOHKSA, XHICPKATHEMKA H HaMa/lABaHe Ha
OnOpeunara dyHKUMA (BKMIOYHTENHO ocTpa GhOpeuHa HeocTarbuHoCT). [Topanu ToBa He ce
npenopbuBa ABoiiHO Grokupane Ha PAAC upes komGunnpanara ynotpe6a Ha ACE HHXHOHTODH,
aHruoteH3uH Il-penentopuu Gnokepu UM anuckupeH (Bx. ToukH 4.5 1 5.1).

AKoO ce TIpelerH, Ye Tepanmuara ¢ ABoiHo Gnokupade e aGCoMOTHO HeobxomiMa, ToBa TpAbBa fa
CTaBa CaMo Mo HaOJIOACHHCTO Ha CIISUMAIHCT H [IPH 4eCTO BHHMATeNHO MOHATOPHPAHE Ha
6nOpeynara PpyHKINHA, ENeKTPONUTHTE H KPBLBHOTO HAJITAHE.

ACE uHXHOHTOpH H aHrHOTeH3HH [I-peuienTopuu 610kepH He TpaDBa Jla ce H3NOA3BAT EAHOBPEMEHHO
NpH NAlHEeHTH ¢ AnadeTHa Hedponarus.

Zpyry CECTOSHHS CBC CTAMYJIANKS HA CHCTEMATA DEHHH-aHIHOTeH3HH-ANI0CTEPOH

INpx manuenTH, YHIHTO BaCKyapeH ToHYC H 0s0peyna ¢yHKIEa 3aBHCAT OCHOBHO OT
CHCTEMATa PeHHH-aHTHOTEH3NH-AI0CTEPOH (HanpHMep TIAIIHEHTH C TEXKa 3acTol
HEAOCTATHLHHOCT HIH ITOAJICHANO GBGPCHHO 3a60anaHe, BKJIDYHTECIHO H CTEHO3.
apTepHs), NTEUCHHUETO ¢ NEKAPCTBEHH MPOAYKTH, KOWTO NOBNHABAT TA3H CHCTEMA

XHMOTOHHS, XUNEPA3OTEMHA, ONHTYDPHS MM PAAKO ocTpa OBOpeyHa HelocTaThYH
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TTbpBHYEH aNI0CTEPOHHIBM

TlaumenTH ¢ NBPBHYEH alJOCTEPOHMZBM N0 NPHHLMII HAMA 13 pearHpaT Ha aHTHXHIIEPTEH3HBHH
TIeKapCTREHH MPOIYKTH, AeHCTRALIM Ype3 HHXHOKRIHA HA CHCTEMATa peHHH-aHrHoTeHsuH. [lopaau
ToBa, ynoTpedara Ha Ko-Tencapr He ce npenopbusa.

CTeHo3a Ha A0PTHATA M MHTPAJIHA KiIana, 00CTPYKTHBHS XunepTpodiyHa KapIHOMHONATHS:
Kakro npu apyruTe BazoaniaTaropH, CISHHANHO BHHMAHHE € HEOOX0IUMO TP DAlUEHTH, CTPATAIH
OT 20PTHA WJIH MHTPAIHA CTEHO3a UM 00CTPYKTHBHA XMIepTpodHYHa KapTHOMHONATHA.

MeTabonuTHH H eHA0KPHHHN edekTh

JleueHneTo ¢ THA3HJIE MOXe 12 HAPYLIH [IIIOKO3HHS TONIEPAHC, MO/ TOBA, IPH MAIHEeHTH ¢ aualer,
NEKYBaHH C HHCYJIHA /M anTHIabeTHH JIeKapCTBEHH NPOAYKTH H TEpanus ¢ TeIMHCapTaH, MOXe 1a
HACTHNK XHIOIJIHKEMHs. 3aTOBa, IPH Te3M NALMeHTH TpA0Ba A3 ce OOMHCIH ChOTBETHO
npocieaaBaHe Ha KPBBHATA 34Xap H MOMKE 1 Ce HaIOKH KOPHrHpaHe Ha J103aTa Ha HHCY/IHHA HITH
aHTHAWAOETHHTE leKapcTsa, KOTAaTo € Nokasano. I1o Bpeme Ha TepanusaTa ¢ THASHIH MOXE J1a ce
TIPOABH JIATEHTEH 3axaped auaber.

JleueHneTo ¢ THA3HIHM AMYPETHIM Ce CBBLP3BA C MOBHILABAHE HA HUBATA HA XOJNECTEPOIl H
Tpurannepuan. Bee nak, npu aosza 12,5 mg tHasuieH AnypeTHK, chabppixalia ce B Ko-Tencapr, Tesn
eeKTH ca MUHMMAIHH WM THNcear. [Ipy HIKOoH malieHTH HA THa3KW/THA TEPAlHA MOKeE J1a Ce pasBHe
XMNEPYPHKEMIS WIH PasrbpHATA MToAarpa.

Enextponuted nucbananc

KakTo NpH BCHYKE MALMEHTH HA JUYPETHYHA TEPANHA € Heo0X0AMMO Ha OTIpeclieHH HHTEPBAIH Ja
ce MIPOBCHKAA EPHOAMYHO NpOCcNeadBaHe Ha HHEATa Ha eJJeKTPOIHTHTC B CEpyMa,

TnazunuTe, BRIIOUHTEIHO XHAPOXIOPOTHA3H]L, MOTaT ia JOBEAT JI0 BOJHO-ENEKTPONIHTEH NHchanatc
(BKIIFOUHTEANO XUNOKATTHEMHS, XUITOHATPHEMHS ¥ XHNOXNOpeMHYHa ankanosa). Hauannure
MPH3HALH 32 BOAHO-CISKTPOJIHTEH AHCOAIAHC C4: CYXOTA B YCTATA, KaXK 12, aCTEHHA, ChHIMBOCT,
3aMaiiBane, Ge3mokoiicTio, GoNka B MyCKyJIHTEe HAM MYCKYITHH KPaMIIH, MyCKYJIHa clnadocT,
XHITOTOHHA, OIHIYPHA, TAXHKaPIHA 1 CTOMAIIHO-IPERHA CMYLUCHHSA KATO rajicHe Wil MOBphLIaHe
{Bk. To4dka 4.8).

- XuroxkanueMusg

Benpexu ge, npu ynotpefara Ha THA3HAHA AHYPETHIH MOXKe JIa c¢ pa3sBHE XHIOKATMEMEA,
eIHOBPEMEHHOTO JIEHeHHE C TEJIMUCAPTAH MOXKe [a perynupa NpeIH3BHKaHATa OT JHYPETHLMTE
XHNoKaJHeMid. PHCKBT OT pa3BHTHE Ha XMMOKATHEMHA & TIO-TOJIAM MPH NALHEHTH ¢ YepHOAPODHa
LHPO3a, [IPH MTALHEHTH ChC 3CHJIEHA THYpe3a, MPH NaUeHTH, KOHTO II0eMaT HEANeKBATHO
KOJIHYECTBO €NeKTPOIIMTH Npe3 YCTaTa H IPH NALHEeHTH, KOUTO eTHOBPEMEHHO Ce IEKYBAT ¢
KOPTHKOCTEPOHAH HIIH afipeHOKOpTHKoTponeH xopmoH (ACTH) (Bx. Touka 4.5).

- Xuneprannemus
B nmpoTHBONIONOXKHNA cnyvail MoXe A4 ¢€ CTHIHE J0 XHNEPKaHEMH, Ib/KAIIA ¢ Ha aHTarOHW3Ma
Ha TeJMHcapTaH (komnoHeHT Ha Ko-Tencapr) kem anruotensud 11 (AT1) penentopure. Makap ve,
Jl0cETa He € OTOENAZAHO HAMUME HA KAMHUYHO 3HAa4MMa XHTICPKaTHEMHS 10 BpeMe Ha JeucHHe ¢ Ko-
TesncapT, pHCKOBHTE (aKTOPH 32 Pa3BUTHETO il BKMIOUBAT 6E0petHa HEROCTATHIHOCT H/MJIH ChpASYHA
HEROCTaTLHHOCT H 3axapeH auabeT, Kannii-chXpangBalluTe AHYpPETHLH, KAIMEBHTE (00aBKH HITH
3aMECTHTENINTE Ha CONTA, ChAbpKAIMH Kanni Tpadea Ja ObIAT BHUMATEAHO IIPHIaraid 1o BpeMe Ha
neuenue ¢ Ko-Tencapr (ex. Touka 4.5).

- XHNOHATPHEMMA M XHIIOXJIOPEMHYHA AlKano3a
Hama panuH, ye Ko-Tencapt Moxe fa penynypa WiIH NpeAoTBpaTy NPeIH3BHKAH
XHMOHATPHEMHS. XNOPHUAT AehHIMT OGHKHOBEHO € JIeK U He Hanara JOMbIHHT



- XHnepranuueMus

TuasupaTe Morar 7a HAMANAT H3TBYBAHETO HA KAJIA ¢ ypHHATa H 1A IOBEJAT J0 NIPEeX0OIHH H JIEKH
YBCTHYEHHS HA CEPYMHUS Kallii MPH JHICA Ha YCTaHOBCHH HAPYIIEHHS B KaNlHEBHs METaGOH3BM.
3HauMTENHATA XHNEPKATIHEMHS MOXe A3 ¢ A0KA3aTeNICTBO 3a CKPHT XHITEPIAPATHPEORIHIbM.
[lpenu na ce nposene H3CIEIBaHe Ha apaTHpoHaHUTe PyHKUHK TPaOBa Aa Ce MPEKpaTH MpUeMa Ha
THA3ZHIH.

- XUnoMarseznemMmus
TuasuauTe yBeIHYaBAT OTASNIHETO HA MarHe3ni ¢ ypHHATa, KOSTO MOKe Ja J0Be/e 10
XHIIOMAar#esneMus (B, Touka 4.5).

JlaxkT03a MOHOXHApPAT

To3m nexapcTBeH NPOAYKT ChABDIKA JAKTO3a MOHOXHJIpaT. [lamHeHTHTe ¢ HACHECTBECHA
HETIOHOCHMOCT KbM (hpyXTO3a H/HITH ¢ HACIEACTEEHA HEMOHOCHMOCT KbM I'allaKkTo3a, Lapp-nakrasen
AehHIHT WK [TIOK030-TalnakTo3Ha Matabcopburs He TpAOBa Ja MpHEMAaT TOBa JIEKapCTBo.

ETHHUeCKH pasTHYHA

Kakro e Habmonasaso NpH HHXUOHTOPUTE HAa AHTHOTEH3HH KOHBEPTHPAIIUA €H3HM, TEJIMHCAPTAH H
JPYTHTE aHrMoTeH3HH 11 peLenTOPHH aHTArOHKUCTH CA OYEBHAHO MO-MAJIKO e)eKTUBHH B
HNOHKKABRHETO Ha KPBBHOTO HaNAraHe IPH XOpa OT YepHAaTa paca, OTKOAKOTO NPH APYTHTE PacH,
BEPOATHO MOPAAH [10-4SCTOTO CPELaHe B YepHATA ITONyJIALHMA HA HHCKO PERHHOBO HHBO C MPOABK HA
XUIIEPTOHHS.

ﬂpym

KaxTo mpu npyru aHTHXHNEPTEH3UBHH areHTH, eKCLECHBHATA P/IyKIHS Ha KPBBHOTO HAATAHE NPH
MAIMEHTH ¢ UCXEMHYHA KapAHONATHA WIIH HCXEMHYHO Kap/IHOBACKYNapHO 3abonaBaHe MOXE Aa
IOBEAE IO MHOKApIeH HH(ApKT HNY HHCYIIT.

QO6uu

IMpy nausenTn che wid He3 agamMHesa 3a aneprus HIA OPoHXHaIHa acTMa MOXe Ja ce Habmonasar
pPeaKnMH Ha CBPBXYYBCTBHTEIHOCT KBM XHAPOXJIOPOTHA3MN, HO ¢4 [I0-BePOATHH TIPH IALMEHTH ¢
TaKaBa aHAMHE3a.

Hma cpobmenns 3a 000CTpAHE HITH AKTHBHPAHE HA CHCTEMEH JIYIyC ePHTEMATO3YC NPH NANHEHTH,
JEKYBAaHH C THA3HJHM AHYPETHLH, BKIIOYHTETHO XMAPOXIOPOTHAH.

HmMa cpobuienus 3a peakui Ha GoTOUYBCTBHTENHOCT IIpH yniotpefara Ha THa3HAHH JMYPETHIH (Bx.
Touka 4.8). lipenmopruea ce npexpaTapane Ha TepaNHATA, AKC C& MOABH PEAKIHA Ha
(OTOUYBCTBHTETHOCT B TEPHOAA HA JIeUeHHe. AKO Ce CuUMTa 3a HeoOXOIHMO OTHORO BIUIIOYBAHE HA
JHYPETHK, C& NPeopEHBa NPeana3Bale Ha 30HHTE, KOMTO C¢ HW3JAraT HA CTRHIE HIIHM Ha H3KYCTBEHH
UVA mpan.

KBCOrNencTBO H 3aKpUTOLIBIHA MNIAYKOMA

XHAPOXNOPOTHA3HA € CYNPOHAMIMA, KOHTO MOXKe 4 IPHYHHE HAHOCHHKPATHYHA PeakLHs, BOJEIHA 10
OCTPO NPEXOIHO KBCOTMEACTBO M OCTPA 3aKPHTOBIBIHA IlaykoMa. CHMITOMUTE BKIIIOYBAT B
HaYaJoTO OCTPO IIOHMXEHRE HA 3PUTEIHATA OCTPOTA Wiy oYHa Donka, 1 00HKHOBEHO cE NOABSIBaT B
PAMKHTE Ha 4acoBe A0 CeAMHIH OT Ha4YaI0TO Ha dedendeTo. HenekyraHarta, ocTpa, 3aKpUTOBIB/IHA
rJIayKoMa MoKe Ja AoBeae A0 TpakiHa zaryGa Ha 3pe|me ITepBUYHOTO NeveHHE €, 1a ce cr[pe npueMa

HHTEPREHIIMA MOKE A3 C& HAJIOKH 1A e OGMHCJI}IT, aKko B’LTpEO‘-lHOTO Hanarase ocTapg
HEKOHTpOMIpano. Puckosure (akTopu 3a pa3sBUEaHE Ha OCTPA 3aKPUTUBIBJIHA [NIAY
BIJTFOUBAT GHAMHE3 3a aleprus KM cyn(oHaMHAN HIH NEHHIHIHHH.

Hemenanomen paK Ha KOKaTa



B ape enuaeMHONOHYHYE NPOYYBAHHA, OCHOBABALIH CE HAa AATCKHSA HAUMOHAIECH PAKOB DETHCTED, €
HalioaaBaH NOBHIISH PHCK OT HEMENAHOMEH pak Ha koxara (HMPK) [6azaHoKI€ThYeH KaplHHOM
{BKK) 1 ckBamoznoknerpueH kapuuHoM (CKK)] npx HapacTBala eKCNO3HIMA HAa KyMyJaTHBHA 1038
xuapoxstopotHasa (XXT3). GoTtocercubnnmrznpaumte edekta na XX T3 MoraT pa JSHCTBAT KATO
BEPOATEH MEXAHHIBM 3a paseuTie Ha HMPK.

HamerTnTe, npuemanin XXT3, tpsabea ga Guaat undopmupany 3a prcka oT HMPK 1 ceeeTBaHK
PENORHO Ja NpOBEPABAT KOXKATA CH 34 HORH JIE3MH H He3a0aBHO Ja CROOINABAT ITPH TIOABA Ha
TIOAO3PUTENHH KOKHH Ne3uH, Ha nanuesTute TpaGEa Aa ce npenopbyaTt BE3MOKHH NPEBAHTHBHH
MEPKH, KATO OTpaHHUYEHO H3Narade Ha CJIbHY€Ba CBET/IMHA H YITPABHONSTORH JTBYM, 2 B Cy4ai Ha
EKCITO3HIMA, TOXOI1Na 3aIINTa, 33 Ja C& CBERE IO MHHHMYM PHCKEBT OT pak Ha KOXKaTa.
IMoao3puTenHATS KOXKHH NIe3UH TpAOBa 1a ObIAT NOANOKEHH Ha He3aGaBHO H3CIeIBaHE,
NOTEHIMATIHO BKIIIOYBANI0 XACTONOTHYHH H3CNeIBania Ha OHOICHYHA MaTtepHam. [Ipepasraexaaue
Ha ynotpebata Ha XXT3 Moske na ce HANOXKH ¥ NPH MALMEHTH, KOWTO ¢a WMaH npeaxoged HMPK
(BX. cBINO TOUKA 4.8).

4.5 B3arMopeiicTBHe ¢ IPYrH JIEKAPCTBEHR POAYKTH H APYTH (JOpMH HA B3AHMOICHCTBHE

JluTni

Mo BpeMe Ha €AHOBpPEeMEHHO MPUIOKEHHE HA MUTHI ¢ WHXUOWTODH Ha AHTHOTCH3HH ROHBEPTHPAITHSA
EH3MM ca HabmoAasaHy 0OPATAMH TTOBHILEHHSA HA CEPYMHHTE JINTHEBH KOHLEHTPAUHH 1 NPOSBH Ha
TOKCH4YHOCT, CpoDLuaBany ca peixH CAy4aH U ¢ aHrHoTeHzuH 1l peuenropHi aHTATOHHCTH
{sxkmountenno Ko-Tencapr). EnnopemMenHOTO npinarane Ha nuthii B Ko-Tencapr He ce mpenops4sa
(k. Touka 4.4). Axo Ta3u XOMOHHALHA € OT CHUIECTBEHO 3HAYEHHE, Ce NPenOPLYBa BHUMATEIHO
OpocieAABaHe Ha CepYMHEHTE JIMTHEBH HHEBA 110 BPEME HA ¢AHOBPEMEHHO NPUIIOKEHHE.

JlekapCTBEHH NPOIYKTH, KOWTO BOJAT 10 3aryba Ha kanuii H XunokamueMus (HalpHMep Apyru
KaNHypeTHUHH AHYPETHLH, JJAKCATHBH, KopTHKocTepornau, ACTH, amboTtepalinH, kKapbeHOKCONOH,
NEHAUHTHH (G HATPHii, CANALHIIORA KHCEIHHA H IPOH3BOIHUTE i),

AKO Te3M BemecTBa Tpa0Ba Aa ce NPHEMAT CAHOBPEMEHHO ¢ KoMOMHAIMATA TEAMHCAPTAH —
XHAPOXIIOPOTHA3H, Ce NPETIOPhYBa IPOC/IEASBAHE HA KATHEBHTE HHBA B [1a3MaTa. Tesn
JIEKapCTEEHA NPOAYKTH MOXKE /1a IOTEHUMPAT e)eKTHTE Ha XU/IPOXJIOPOTHA3HA BBPXY CepyMHHA
KaJiui (Bik. Touka 4.4).

JlexapcTBEHW NPOAYKTH, KOHTO NOBHIIABAT KATHEBMTE HHRA MIH HHAYIMDAT XANEpKATHEMHA
(nanpumMep ACE unxubuTopH, Kanui-cexpanspariii AMypeTUIIM, KaTHeBH 100aBKH, CONCBH

3aMECTHTEIIH, ChAbpXKaly KATHH, IHKIOCOOPHH BTN JPYTH JeKapCTBEHH NPOJKYKTH KaTo XCNapHH
HaTpHil)

AKO Te3H JIeKapcTBeHH IPOAYKTH ca IpelNucasy 3a ynotpeba eqHOBpEMEHRO ¢ KoMOHHALUATA
TENMHCAPTAEH — XHAPOXJIOPOTHA3H], NPENOPRYBa ¢& MOHUTOPHUPAHE HA KATHEBUTE MIA3MEHH HHEBA.
B®3 ocHOBZ Ha OMMTA ¢ H3MON3BAHETO HA JIPYTH JEKapCTBEHH HPOIYKTH, HAMANSBAIUH JEHCTBHETO HA
CHCTEMATA PEHHH-AHTHOTEH3HH, CEIBTCTBALIOTO ITPHIOKEHHE Ha FOpeclioMeHaTHTE IEKApCTBCHU
APOAYKTH MOXKE 14 JloRene A0 MOBHINABAHE HA CEPYMHHA KaMuil ¥ [0 TA3H NPHIMHA HE Ce
Ipenopbuea (BXK. Touka 4.4 ).

ﬂeKaQCTBeHH NPOAYKTH, KOHTO C€ NOBIWABAT OT HAPDYINCHHA B CCPYMHHA Kasiai
IMpenopbyBa ce epHOAMYHO TIPOCieasBaHe Ha HiBaTa Ha cepymuus kanuit u EKT koraro Ko-

Tencapt ce npusara e THOBPEMEHHO € JISKAPCTBEHH NMPOAYKTH, KOHTO Ce IOBNUABAT OT IPOMEHH B
CepYMHHA Kanuii (HanpuMep AHTHTAIMCOBH [MHKO3MOH, AHTHADUTMUYHH) H CJICTHHTE IEKAPCTBEHH
NpOOyKTH, IIpeAH3BHKBAIUM torsades de pointes (BKMOYBALIA HAKOH AHTHAPHTMHYHH ), KaTo
XHIOKAMUEMHATA & Npeapasnionaran pakrop 3a torsades de pointes:

- Knac la anTHapuTMHYEH (HanpuMep XUHMIMH, XMIPOXHHUUH, JTH30NHPAM
- knac Il anTHapuTMUYHH (HanpEMep aMHOAAPOH, COTANON, AodeTHnA, HOY,



- HAKOH aHTHIICHXOTHLIH {HAlIPHMEP THOPHAA3HH, XIOPIPOMA3HH, IEBOMENPOMA3HH,
TpudayonepasHH, THAMEMA3HH, CYJIUPUA, CYJITOMPU, AMHCYJINPHA, THATIPAL, THMO3HUT,
Xanonepuao, Iponepuion);

- Ipyry: (HanpuMep Gempuann, uusanpud, audeManu, epuTpoMALMH IV, xanohaHTphH,
MH30JIACTHH, IEATAMHAHH, cnapduiokcamiy, TepdeHaany, BUAKaMuH IV).

ﬂP[I‘[{TaIIHCOBH TTHKO3HIH

IpenusBHKaHATA OT THAZHAY XHIIOKAUIMEMHS HIH XMIIOMAarne3HeMHAs O1aronprATCTEA Rb3HAKBAHETO
Ha NpeJH3BHKAHA OT AHTHTAIHC aPUTMUA (BXK. TouKa 4.4).

IHroKCHH

Korato renmucapTaH ce npunara eTHOBPEMEHHO ¢ IHFOKCHH, METHAHATA Ha TIOBHLIABAHE Ha
JUTOKCHHOBATA MMKOBA IIa3MeHa KOHNeHTpanui (49%) u no-Hickara KoHueHTpaus (20%) ca
Habmonasany. TIpH 3anovBaHe, afanTHPaHe, KAKTO M [PEYCTAHOBABAHE Ha MIPHEMA HA TJIMHCAPTAH,
TpaOBa Aa ce HabmonaBaT HUBATA HA IMIOKCHH, 38 1a TOABPKAT B PAMKHTE Ha TEPANICBTHYHHA
JHanasoH.

TH aHTHXUIEPTEH3WRHH TEKAPCTBEHM 1l KTH

TenmucapTan Moxe Ja MOBHIIH XHIIOTEH3UBHAA e(ekT Ha APYTH AHTHXHIEPTEH3NBHH CPELCTRA.
HaHHPI OT KIMHHYHH [IPOYYBaHHA NMOKA3BAT, Yc JBOHHOTO GHOKHpaHe HA PEeHHH-aHTHOTEHIHH-
anaocrepoHosara cuctema (PAAC) ypes komGunupaHara ynotpeba Ha ACE unxuburopn,
anruorensuH ll-penentopru 6n0Kepy HNH ATACKEPEH Ce CEBP3Ba C M0-BHCOKA 4eCTOTA HA HEXEIaHH
CBOUTHSA, KaTO HAIPHMED XHIIOTOHHS, XUNECPKANHEMES H HaMAIBaHe Ha OrOpeunara QyHKIHA
(BkmrOUHTENHO ocTpa OB0peYHa HeIOCTATHUHOCT), B CpaBHEeHHE ¢ yroTpedaTa caMo Ha eIHo
CpeACTBO, AciicTraino BEpXY PAAC (Bxk. Touxn 4.3, 4.4 u 5.1).

IIpoTHEOAHAOETHH ACKAPCTREHH NPONYKTH ([IEPOPAIHH H HHCYJIHH)

Mosxe fia ce HaloXU KOPHTHpaHe HA JO3HTE HA TPOTHROAHADETHHTE J1eKapCTBEHH NPOAYKTH (BiX.
To4Ka 4.4).

MertdopmuH

Tpabea na ce u3noI38a NPEANazNKBO NOPAIH PHCK OT IAKTATHA allHA033 HHAYIMPAHA OT Bb3MOKHA
(byHKuHOBANHA OLOPEYHA HEOCTATHYHOCT, CBBP3aHa ¢ XMIPOXIOPOTHAHA,

KonecTMpaMHH B KOISCTHIMIOBH CMOIH
IIpn HanW4He HA AHHOHAO-OOMEHHH CMOJIH, abCOpOLMATa Ha XHAPOXIOPOTHA3N CE HApYyIllaBa.

HecTepoHanu NpoTHBOBB3NATHTIIHH CPENCTBA
HCTIBC (T.¢. aueTHiIcaNHIlIORa KHCENHHA B NPOTHBOBB3NATHTENHH 1031, COX -2 HHXHOHTOPH H
necenexTieHi HCIIBC) moTaT na RaMausT quypeTuunns, HaTpRypPETHUHNSA ¥ aHTHXHNCPTEH3HBHHA
edeKT Ha THAIMIHNTE NHYPETHLY H aHTHXUTIEPTEH3MBHAA e()eKT Ha aHTHOTeH3HH |1 pellenTopHuTe
aHTATOHHCTH.

Hpu Hakon naunedHTH ¢ HapyweHa 0s0peyna GyHKIHS (HanpuMep AeXHAPATHPAHH NALHEHTH WIH
NaUHMEHTH B CTApUecka BB3pacT ¢ HapyleHa On6peuHa GpyHKIMA) eTHOBpEeMEHHOTO IPHIIOKEHHE HA
AHrAOTeH3HH ]I peenTOpHH AHTATOHKCTH M NIEKAPCTRCHH NPONYKTH, KOHTO HHXHOUpAT
LHKIOOKCHTEHA3aTa MOe Aa JoBefle 10 MO-HaTaThUIHO Biomasane Ha Ob0peuHara Gynkuus,
BKTIOMATENHO € BB3MOYKHA 0CTpa G0peyHa HeoCTaTBIHOCT, KOATO 06HKHOBeHO ¢ obpaTuma. I1o
Ta3M TIPHYHHA, KOMOUHALAATA TPAGBA Aa Oblle Npuiarada ¢ NOBHILIEHO BHUMAHHE, 0COOEHO MPH
MaLHEHTH B cTapuecka Bb3pacT. [TampenTtute Tpabea ga Gbaar acKBATHO XHAPATHPAHH H Ja Obae
npocneassana Op0peyHaTa UM GYHKLNA B HAYANOTO Ha KOMOHHAPAHOTO JISUeHHE H MEPHOAHTHO CIIe]
TOBA.

B eano npoyusane enqHOBPEMEHHOTO NPHIIATaHE HA TEJIMHCAPTAH H PAMHUIIPHN € JIOB!
na AUCO-24 1 Cmax Ha paMHNpHI H PAMMIIPHIAT A0 2,5 obTH. KnnHHuYHaTa 3Haq}
HabJIFOAeHHE He € H3BECTHA.

IIpecopun aMHHK (HanpUMep HOPAJIPEHAIIHH )




Edrexra Ha npecopHrTe aMHHH MOXKE J1a C€ HAMAIH.

Heaenongpuzu H MHOPCIIAKCAHTH ( HAIIDHME) 6o apDHH
XuIpoXaopoTHA3H MoXe /1a TOTeHUMpa edekTa Ha HeenonAPU3HPAIUTE MUOPETAKCAHTH.

JlexapcTEEHH NPOIYKTH H3MOI3BANH 32 JeYeHHe Ha nojgarpa (HanpuMep npoGeHHIHA,
CYJ)MENMPATIOH ¥ ANONYPHHON )

Moxe Ja ce HalnoXH kopurHpade Ha A03aTa Ha YPHKO3YPHYHHTE JIEKAPCTBEHH NPOAYKTH, Thi KATO
XHPOXAOPOTHAZUA MOXKE 1A YBENHHH CEPYMHUTE HHBA HA IIHKOYHATA KUcenwHa. Moxe 1a ce HanoXH
NOBHINABAHE HA I03HTE Ha NPOOCHHITA HIH cyNpHHMEpa3oH. EnHoBpeMeHHOTO IpreMaHe Ha
THAZHIH MOXE Aa ITOBHIIY YeCTOTAaTa Ha PEaKIMUTC HA CBPBXIYBCTBHTENHOCT KEM AlIONYPHHOIL.

Kanuwesn conn

THasuoHUTe TUYPETHIIH MOXKE A4 MOBHIIAT CEPYMHHTE HHBA HAa KAIUHH, KoeTo ¢e IBJDKH Ha
MIOHMKEHATa My eKCKpellas. AKo TpsiOBa a ce MpelNHILAT KANLHeBH 100aBKH MW KaTIHIi-
CHXPAHABAIIH ICKAPCTBEHH NMPONYKTH (HANPHEMED TEparya ¢ BUTaMAH D), ¢ HeobXoauMo Ja ¢
MPOCTIENABAT CEPYMHHTE HHBA HA KAJILKA H ChOTBETHO Ja Ce KOPHIHpa 103aT1a.

Beta-0nokepn u AHA0KCHST
TuasuanTe MoXke 1a NOBHLIAT XUNeprinkeMUdHUTe edeKTH Ha beta-0noKkepuTe H AKA30KCHIA.

AHTHXOJIMHEPIHYIHHTE JEKAPCTBCHHN MPOAYKIY (HalpAMep aTPOIMH, OUTIEPHICH) MOXKeE Jla IIOBHILIAT
GHOHANWYHOCTTA HA THASHAHHUTE NYPETHLH YPe3 NOHHKABAHE HA CTOMAIIHO-YPEBHAS MOTHIHTET H
YeCTOTATa Ha M3NPAa3BaHe HA CTOMAaxa.

AManTHOKH
THazuaHTe MOKE 13 YBEIHYAT PicKa OT HexeNadd edexTy, MPHYHHEHH OT AMaHTHANH.

LIHTOTOKCHYHH JIEKapCTBEHH PORAYVKTH (HampuMep mnknodocdaMen, METOTPEKCaT)

Tuazamute Moxe na HaManaT OLOpeyHaTa eKCcKpeLisd Ha IUTOTOKCHUHHTE JICKApCTBEHH MPOAYKTH H
Ja NOTEHHHpAT MHETOCYIPECHPALOHA HM edeKT.

B3 ocHoBa Ha apMaKONOTHYHHTE WM CBOMCTRA © BEIMOKHO Ja Ce OUAKRa, Ye CICAHHTE
TeKAPCTBEHH NPOJYKTH MOTaT Aa NMOBHILIAT XHIOTEHIHBHHS e(eKT Ha BCHUKH aHTHXMNEPTEH3HBHH
CPEACTBA, BIUNOMHTEIHC TeIMBcapTaH: Gaxnoden, aMUOCTHH. ‘

Cpuio Taka, OpTOCTATHYHATA XHIOTOHHA MOXE a ObJie 3acHieHa 0T alkoxos, 0apOxTyparTH,
HAPKOTHYHH BEIIECTBA HIH aHTHISIPECAHTH.

IenuaTtprtna NOMyNALKs
IIpoyupaHns 3a B3aHMOJICHCTBHATA ca MPOBEXKAaHH CaMO NIPH BE3PACTHH.

4.6 @eprunuTteT, GPeMeHHOCT H KbPMEHE

Bpemennoct

He ce npenopsysa ynorpebara na anrnoTensus 1l peuenTopHy aHTATOHHCTH Npes3 NbPBHA TPHMECTED
Ha GpeMeHHoCTTa (BXK. Touka 4.4), Ynorpebara Ha anrnoTersuH 11 pelienTopHH aHTarOHHCTH e
NpPOTHBONOKA3aHA NIPE3 BTOPHSA H TPETHA TPHMECTED Ha GpeMeHHOCTTa (k. ToukH 4.3 1 4.4).

Hsma noctatb4Ho AaHHH 32 ynorpebara Ha Ko-Tencapt npu GpeMeHHH keHH. EkcnepHMCHTaNHNTE
NpOYYBaHKA MPH KHBOTHH MOKA3RAT PeAPOAY KTHEHA TOKCHIHOCT (B, TouKa 5.3). s

NOBHIIIABAHE HA PHCKA,
JlokaTo HAMa KOHTPOMHPAHH eNUASMUONOrHYHH JAHHH 33 PACKa MpH ynoTpeba H
PELENTOPHH AHTArOHKCTH, CXOIHH PHCKOBE MOrAT A ChIIECTEYBAT H TIPH TO3H
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IMauneHTKHTE, KOHTO IUIAHUPAT OpeMEHHOCT, TPAORA 14 IPEMHHAT KBM ANTEPHATHBHO
AHTHXHUNEPTEH3HUBHO JIEYEHHE C YCTAHOBEH NPoduI Ha Ge3onacHoCT IpH ynotpeba no BpeMe Ha
6peMeHHOCT, OCBEH aKo Ce CYHTA, Y€ € OT 0CoBeHa BAKHOCT JIa ¢& MPOTBIKH JeIeHUETO ¢
anruoTeH3vH 11 pellenTopsy aHTAroHHCTH. AKO € JHAarHOCTHIHpaHa OpeMeHHOCT, IEYEHHETO ©
anruoten3ud ll penentopau anTaronncTH Tpabea HezabasHo Nta OBJIe NpeyCTAHOBEHO H AKO €
ROAXOAAIIO A2 Gblie 3aNCUHATO ANITEPHATHBHO JIEUCHHE,

YCTaHOBEHO €, Y€ eKCITO3MIUATA Ha aHTHOTEH3HH [ petienTopHA aHTAarOAKMCTH NIpe3 BTOPUA W TPETHA .
TPHMECTB]? Ha OpeMEHHOCTTa NPeAH3BHKBA PEeTOTOKCHYHOCT MPH Xopa (MoHkeHa 6p6peyHa
GyHKuys, OTHTOXHAPAMHIOH, 3a0aBeHa YepenHa ocu()uKaIus) i HeoHaTalHa TokcuyHocT (6p6peuna
HEAOCTATHYHOCT, XMIOTOHHA, XHIIepKaTHeMus ) (Bxk. 104ka 5.3).
IpenroprHBa ce yITPa3ByKOB npernea Ha 6b0peunata GyHKIMA 0 Yepena, aK0 HaCTBIH CKCIIOZHIIUA
Ha aHrHoTeH3HH Il penenTopHH aHTArOHHCTH TIpe3 BRTOPHA TPHMECTEP Ha GPEMEeHHOCTTA H ClIe]l TOBA.
Horoponeuute, uuiito Maiiky ca npueMaii aHruoTeHsHH I1 penenTopHn aHTaroHHCTH, TpAGBa Aa
ObaaT BHHMATEARO HAONMIOIABAHH 33 HAIHYME Ha XHNOTOHHA (Bx. ToUKH 4.3 1 4.4).

OnuThT ¢ XHOPOXIOPOTHA3H] 110 BpeMe Ha OpeMeHHOCT e OrpaHuyeH, ocobeHo rpe3 MbPBHA
TPUMCCTEP. I'[pqusal-um'ra IIPH KHBOTHH €A HENOCTATHYHH. meoxnopomamm NnpeMHHAEa IIPE3
nnaueHTara. basupalixu ce Ha papMakoIOTHUHHA MexaHu3bM Ha NeHCTBHE Ha XHAPOXJIOPOTHA3HA,
ynorpedara My Tpe3 BTOPHS H TPETHA TPUMECTHP MOXe Ja KOMNPOMETHpa (eTo-IIalleHTapHaTa
TIPOIYCKIHBOCT, M J1a TPHYHHH (eTaiHi U HeOHATaNHH eeKTH, KaTo JKBITEHHLA, HapyeHue Ha
eNeKTPONHTHASA HanaHe H TpOMBOUMTONEHNS.

XHApoxIIOPOTHA3H]], He TPAOBa Aa ce H3MO0/3Ba IIPH recTalMOHEH OTOK, TCCTAHOHHA XHIIEPTOHHA HITH
NpeeKIaMIICHs, NIOPaaH PHCK OT TIOHIDKABAHE HA IJasMeHns 06eM  IlallcHTapHa xunonepdysns, 6e3
none3ed e)eKT BEPXY X072 Ha 3abonsBaneTo.

XuapoxnopoThasu/, He Tpa0Ba [a ce H3NON3BA NPH eCeHUHANHA XHICPTOHHA IPH OPeMEHHH KEHH,
OCBEH B Pe/IKH CJIy4aH, KOraTo He MOXe [ia ce MPHIIOKH APYro NeUCHHE.

Kspmene

Twii kaTo HAMA laHHK OTHOCHO yrnoTpeGata Ha Ko-Tencapr B mepuoaa Ha kbpmeHne, Ko-Tercapt He ce
ApenopkyBa, a ¢& HPeANoYUTaT aNTePHATHBHH NeYeHHA ¢ No-1o0pe yeTanoBeH MpoQHI Ha
Ge30macHOCT B MEPHOAA HA KbpPMEHE, 0CODCHO NPH KEPMEHE HA HOBOPOASHO RITH NTpesk IeBpeMEHHO
POIEHO JieTe.

XBIpox10poTHasu ce eKCKPETHPA B MATIKH KOJTHYECTBA B MAHUHHOTO MIsAko. THazMAM BBB BHCOKH
J03H, IpeJH3BHKBALIH HHTEH3HBHA AHYPe3a MOXKe Jla HHXHOHpAT NpoayKUHATA Ha MIAKO.
Ynorpebara na Ko-Tencapr no BpeMe Ha xbpMeHe He ce npenopbyBa. Ako Ko-Tencapt ce H3nonsea B
mEepHOAA Ha KbpMehe, TpabBa a ce NoAIbPHKAT HaH-HHCKHTE Bb3MOKHE J103H.

DeprunuTer

B npeaxnuHMYHA NpOyUBaHHA He ca HaOmoaaBaHH edieKTH HA TENMUCATPaH H XHAPOXIOPOTHA3H]
BBPXY (pePTATHTETA HA MBKKH H KEHCKH HHAWBHAM.

4.7 EdjekTn BbpXy cnoco0HOCTTa 32 wodupaHe M padora ¢ MAIIHHH

Koraro ce motupa wni pabotn ¢ Mamuey TpaOBa 1a ce B3eMe Noj BHHMaHKE, 9¢ NP
AHTHXHIICPTEeH3HBHA Tepanu, kato Ko-Tencapr Makap W psaKo, MOTAT Jia e TIPOABAT 3amaiiBaHe HiTH
CEHIMBOCT. :
Ko-Tencapr noBiusBa B yMepeHa CTeneH crnocobHoCTTa 3a iodHpase | pabora ¢

4.8 HexenaHs JeKapCTBEHH PeAKITHH

Kparxo nusnoxeHie ga npoduaa Ha 6e300acHOCT
10




Haii-yecTo chobImaranaTa HeXeNlaHa NeKapeTBeHA peakina e 3aMaiisade. CeprozeH aHTHOEIEM MOKE
Ja HacTbIy pajko (>1/10 000 o <1/1 000).

YecToTara Ha HEOKEIAHHTE JIEKAPCTBEHH peakiH, chobmenn npy ynorpeba Ha Ko-Tencapt €
CPAaBHHMA C Ta3H HA HEXKeNTAHHTE NEeKAPCTRSHH PEakliH, CROGHIeHH IPH yIoTpeba camo Ha
TeNIMHCAPTAaH B PAHAOMH3HPAHN KOHTPONHpaHy NpoyuBaHui, obxsamamu | 471 nanuenTy,
pa3npeaencHH Ha CITy4acH TIPHHLAD 33 JIEYeHHE ¢ TeJIMHCAPTaH TUTIoC XHApoxnopoTrasun (835) uiu
caMo ¢ TenMucaprad (636).

O6mata uecToTa Ha HeXeIaHuTe CEOUTHS, ¢BobIeny npH ynotpeba Ha Ko-Tencapr 80 mg/25 mg e
CpasHHMA ¢ Tasy npH ynorpeda na Ko-Tencapr 80 mg/12,5 mg. He e ycTanoeeHa 3aBHCHMOCT MEKITY
JI03aTa H HEKEIAHHTE JIEKAPCTEEHH PeaKUHK H JIHICRA BPH3KA C N0JI4, Bh3PacTTa WK pacoBaTa
OPHHAUIEKHOCT Ha NallHeHTHTE.

KpaTko H3nokeHHe Ha HekeNAHUTE JSKADCTREHH peakiuy B Tabnuven dopmat

HexenannTe nekapcTBeHH peaklii, CLOOIIEHH BBE BCHYKH KIMHHYHH NPOYYBAHHA H HACTHITHIIH 10-
YECTO MPH H3MON3BAHETO Ha TENIMHCAPTAH IUIHOC XHAPOXJIOPOTHAZHA, OTKONKOTO NPH IU1ale6o
(p=0,05), ca onucaHu NO-J0NY B CHOTRETCTHHE CBC CHCTEMO-OPTAaHHATA KiacudAkanua. [Ipy neuenue
¢ Ko-Tencapr Morar Aa ce TOABAT H HEXENaHM JeKapCTBEHH PeakUHH, KOUTO ¢4 XapaKTEPHH 3a
CaMOCTOATENHOTO NPUIIAraie Ha OTASNHHTE My ChCTABKH, HO KOHTO He ¢a HabmoaapaHH B
KIHHAYHATE TPOYYBaHMNA.

HexenanuTe nexapcTBEHH peakinyH ¢a KaTerOpU3HPAHH COpe] HCCTOTATa, KATO € H3M0I3BaHa
cnefHaTa knacHGHKalus: MHOro yectd (1/10), uectu (=1/100 mo <1/10), nevectu (=1/1 000 no
<1/100), peaku (=1/10 000 o <1/1 000), Muoro penxu (<1/10 000), ¢ HensBecTHA YecTOTa (OT
HAMYHITE JaHHH He MOKe Aa Oblle HanpaBeHa OlIEHKa).

IMpy sCsiko rpynmupane B 3aBHCHMOCT OT Y€CTOTATa, HEXEAHHTE JIEKapPCTBEHH Peakiii ce H30bpodasar
B HU3XOAAL peJl 10 OTHOIIEHHE Ha TEXECTTA.

Hupexyuu u unpecmayuu
penKu: OpOHXUT, papUHIHT, CHHYHT

Hapyuienus na uMynnama cucmema
pemKH: obocTpAHe HITH aKTHBHPAHE Ha CHCTEMEH JyITyC epiTeMaroaec

Hapywienus na memabonusma u xpanenemo
HEYEeCTH: XHNOKATHEMHS
pemKu: XHOEPYPHKEMESN, XMIIOHATPHEMMS

Hewouunu napywenua
HedecTH: Oe3nokoiicTEO

pemKH: Jenpecus

Hapyuwienua na nepsnama cucmema

YeCTH: saMaiiBaHe
HEHYECTH. CHHKOII, HapeCcTe3nA
PEIKH: feacbHHe, HAPYLIEHUA HA ChHA

Hapyuienua na ouume
peKU: HADYLIEHHS HA 3pSHHETO, 3aMBIVIEHO BIDKAAHE

Hapyuwenun na yxomo u aabupunma
HEYECTH: BEPTHIO
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Cupoeunu napyutenus
HEeYeCTH:  TaxHKapjHus, apHTMHS

Cwoosu napyuenun
HEYEeCTH:  XHIIOTOHHS, OPTOCTATHUHA XUIOTOHHH

Pecnupamopnuy, 2peonu 1 MeOuacmunany Hapyiuenus
HEYCCTH: HAHCIIHed
PeIKH: peclHpaTopeH AucTpec (BKITIOYHTENHO MTHEBMOHHTH H GenonpobeH 0ToK)

Cmomauino-upesnu Hapyuienus
HEYECTH: JHapHi, CyX0Ta B ycrara, QuaTyteHLus
pemKH: abaomuHaTHa OOJIKa, 3aneK, MCIISNCHS, TTIOBPIIAHE, FACTPHT

Xenamo-buwnuapuu napyuenun
peaKu: aGHOpMHA YepHOAPOOHA GYHKUHA/4EPHOAPOGHO HAPYIIERHE”

Hapyuienus na xoxcama u nGOKONCHAMA MYbKAH
PEmKH: aurgoeneM (CHO K ¢ (haTtajieH U3XON), epuTeMa, TPYPUTYE, 00PHEB, XHIEPXUAPO3a,
YPTHKapHH

Hapyuentn na Myckyano-crenemnama cucmema, CoeOuNUmennama muKan 4 KOCmume
HeuecTH:  OousikH B repda, MyCKyNHH CIAa3MH, MHAITHA
PeaKH: apTpajrns, MyCKYJIHH KpamiH, 6o1ka B KpaifHAIINTE

Hapyuenus na ev3npousso0umennama cicmema u 2updama
HEYECTH:  epeKTUNHA AMCHYHKIHA

Obwgu HapyweHua u eyermu Ha MACIMOMO Hd RPURAOICEHHE
HedecTH:  GoJlka B TPBJAHMA KoL

PENKH: rpunonofotHo 3abonasare, Gonka

Hzcneosanun

HEYECTH: NOBMINEHA MTHKOYHA KHCEJIHHA B KpBBT&

PEAKH: MOBHIICH KPEaTHHHH B K'pbBTa, NOBHIIIEHA era’I‘HH (l)OC(bOKP[HaBa B KPBBT4, MOBHIOSCHH

YepHOOPOGHUTE eH3HMH

': na 6a3a Ha MOCTMAPKETHHIOBHSA OTHT
2: 33 HOTTBNHWTENHO ONMCANNE, MONA BIXKTE NONTONKA Onucanie Ha U3BPARU HEXCERANY PEaryul

Honvanumenna unopmanyus 3a acexy on KOMROHeHmume

HexenanuTe peakuny, ch00IaBaHH NPEAH TOBA IIPH CAMOCTOATENHOTO H3MOM3BAHE HAa HAKOH OT
KOMITOHEHTHTE, MOraT Ja BB3HUKHAT M Tpd usnoaseaxero Ha Ko-Teucapr, nopu aa He ca
Hab/01aBaHy NIPH KIMHHYHHTE NPOYYBAHHA Ha TO3H MPOAYKT.

Teamucapran:
HecToTara Ha HEXEJIAHATE TEKAPCTBEHM Peakiliy NpH H3NOM3BAHETO HA TEMHCAPTAH H ILIaLebo e

MOYTH €OHAaKBA.

YectoTaTa Ha HEXXENAHHTE JIEKAPCTBEHH Peakiiy, ¢hoOwmeny pH yroTpeba Ha tenMucapral (41,4%),
€ cpaBHHMMa ¢ mnanedo (43,9%) npH mnalebo-KOHTPONMPaHH POYHBAHHA. I'Ipem:TaBeHuTe no—zlony
HekeNIaHH PeaKilii, OTPAa3sBaT Pe3yNTATHTE OT BCHUKH KAMHHUYHH NPOYYBAHUA IIPH (124

NEeKyBaHH ¢ TETIMHCAPTAH 32 XHICPTOHHS WK NIPH NAMEHTH Ha 50 TOJHHK, HIH 1§
MOBHLIEH PHCK OT CHP/ICYHO-CHIOBH HHIHACHTH:

Hugberpuu u unghecmayuiu
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HeYeCcTd:  HMHQEKIHM Ha FOPHNTE THXATEIHH IBTHINA, HHQEKIHA HA MHKOYHHTE MBTHIHA
BKJIFOYHTENBO LIACTUT
PeAKH: Cencuc BKMOYHTENHO ¢ daraneH uzxon’

Hapywenun na xpoema u numgpnama cucmema
HEe4YeCcTH: aHeMHs
penxu: €03HHO(HINA, TPOMGOLMTOIEHHS

Hapyuenun na umymnama cucmema
PenKu: CEPLXYYBCTBHTETHOCT, aHa()HIaKTHUHA peaKuus

Hapyutenua na memaboruama u xpanenemo
HEUCCTH: XHINCPRATHEMHAA

PEIKH; XUIOITHKEMHA (NIDH TAUWEHTH, OonHH oT AHabeT)

Cepdeunu napyiuienus
HeywecTH:  Opaaukap/ini

Hapviuenun na nepgrama cucmema
peaKu: CBHJTHBOCT

Pecnupamophu, 2pvonu 4 MEOUACHUHATHY HAPYULIEH WA
HEYeCTH:  KalLTHIA
MHOTO PeIKH: HHTepCTHLManHa Genoapobua Gonect’

Cmomatno-upeeny Hapyuenus
PerKH: CTOMALIEH JIHCKOMGOopT

Hapyuienus no xosjcama u ROKONCHAMA MbKaK
peKu: eK3eMa, IeKapcTBeH 0OpHB, TOKCHYEH KOxkeH 00pHB

Hapywenua na Myckymno-ckelemnama ciucmema, CoeOUNUMeanama IvKaK 1 KocTnume
peakH: apTpo3a, 00KH B CyXOKHIHATA

Hapyweniia na 6vbpeyume u RUKOYNUME Romuiyd
HevecTH:  OBOpevHO yBpexxaaHe (BKOYHATENHO OcTpa OnOpevHa HeoCTATEIHOCT)

Obugu Hapywienua u eexm Ha MACMOMO HA RPUIONCEHUE
HEeJEeCTH:  ACTeHHd

Hzcneosanua
penKu: MOHHKeH XeMornobuH

35:3a JONBJIHHTENHO OMACAHNE, MOJIA BHXKTE HORTOUKA ORucanue Ha u36pauu HEJNCENARU Pearytiu

XAapoxIopoTAAZHA;
KXuapoinopoTHasi, MOKe 13 NPHYHHH HIH 000CTPH CECTOAHHE HA XHIIOBOIEMHS, KOETO OT CBOs

CTpaHa MOke 1ia IoBeJI¢ IO eNeKTPoaHTeH AHcOatanc (Bx. Touka 4.4).

HexenannuTe NekapcTBEHH PEAKUWH B 32BACHMOCT OT YECTOTATA, CLODIIABAHU NIPH CAMOCTOATENHATA
ynorpeba Ha XHOPOXIIOPOTHA3HL, Ca:

Hucheryuu u ungpecmanuu
¢ HCH3BECTHA YSCTOTA. CHANOAASHHUT

Heonnasmu — 0obpoxaiecmeenu, 3a0kauecmeeny u Heonpedeleny (6K1. KUCmu u
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¢ HEH3BECTHA YECTOTa: HEMENIAHOMEH pakK Ha KoXKaTa (0azamHOKIEThUCH KapUHHOM H
CKBAMO3HOKIETHYEH KaplMHOM)

Hapyuienua na xpveonocnama u aumgna cucmemu

peAKH: TpoMBouHTONeH A (TIOHAKOTa C Iypaypa)

¢ HEH3BECTHA YECTOTA: AMNACTHYHA AHEMHA, XEMONHTHYHA aHEMH S, TOTUCKAHE HA KOCTHHA MO3EBK,
JEBKONEHHs, HEYTPOTISHHS, AarpaHyTOLHTO3a

Hapyvuenua na umynnama cucmema
C HCH3BECTHA YCCTOTA: aHa(llH.IIaKI‘H'-]HH PEaKiHH, CBPbXYYyBCTBHTEIHHOCT

Hapyuenun na endoxpunnama cucmema
C HEM3BECTHA YECTOTA: HENOCTATLYHO KOHTPOIHPaH 3axapeH AuabeT

Hapyuienun Ha Memadboniama u Xpanenemo

YeCTH!: XHIIOMarHe3IneMnasa
PeOKH: XHOEPKaILHEMHS
MHOT'O PEAKH: XHINNOXJTOPEMHYHA aJIKano3a

€ HEH3BECTHA YECTOTA: AHOPECKCHA, MOHHAKEH AlSTUT, CNEKTPONHTEH nucﬁanaﬂc,
XHIICPXONCCTEPONCMHUA, XHIICPTITHIITHEMHA, XHIIOBOTHEMHA

Hewrtmu napyiuenus
¢ HEeH3BECTHa yecToTa: OEe3moKoicTBO

Hapyiuenun na nepenama cucmema
peaxH: rnapobonye
¢ HEH3BECTH 4eCTOTa: 3amaiiBaHe

Hapyiuenus na ovume
C HEH3BECTHA YECTOTA: KCAHTONCHA, OCTPO KbCOTTNIEACTBO, OCTPa 3aKpHTOLIENHA TIayKoMa

Cwoosu napyulenus
¢ HEU3BECTHA YECTOTa: HEKPOTH3Mpal] BaCKyJIHT

CrmoMmauno-4pesn HapVIHERUR.
YecTH: rajeHe
€ HEH3BECTHA YeCTOTa: MAHKPEATHT, CTOMAILEH JHCKOMPOPT

Xenamo-buruapnu napyuenus
C HeH3BECTHa HECTOTA: XCNaToueyIapHa JKBITEHHIIA, X0NeCTaTHYHA X bITCHHLA

Hapyrenus na xoxcama u ROOKOXHCHAMC MbKaH
€ HeH3BECTHA YecToTa: JYIyC-IonodeH CHHAPOM, PeakuMH HA (POTOMYBCTBHTENHOCT, KOKEH

BACKYJIHT, TOKCHYHA ENMHICpManHa HCKpOAKH3a, CpuTEMa My.l'lTP[(bOpMe

Hapywenwl HA MyC‘K:WIHO-CKeJIGMHCImG cHcmema, Cbeaunumeﬂuama MBKAKR i KOCHUme
¢ HEH3BeCTHa YecToTa: <aadocT

Hapywenun na 6vbpeyume u RUKOUHUME HoMUWd
¢ HEH3BECTHA USCTOTA: HHTEpCTHUHANSH HedpuT, OR0pevHa AHCQYHKUNS, TTIOKO3YpHI

Oty Hapyuenua u ehexmu HQ MACIOMO HQ RPURONCEHHE
C HEHM3BECTHA YECTOTA: NMHPEKCHA

Hzenedeanus
C HeH3BECTHA 4eCTOTa: TOBUINEHH HHBA HA TPHTIHUEPHAH
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Onucanne #a H30panH HOKEIANH JeKAPDCTBCHH PpeaknHy

AbHOpMEa YepHONPOOHa GyHKIMA yepHOIpOGHO HApYIIEHHE

TMoseueTo cny4ay Ha abHOpMHA YepHOoApoOHa hyHKIA/YepHOAPOOHO HAPYIICHHE OT NOCT-
MapKeTHHI'OBHS OMHT ¢ TE/IMHCAPTAH HACTBIBAT IIPH NALHEHTH 0T AIOHCKY Mponsxod. I1pH manyeHTy
OT ANOHCKH MPOHM3X0] CHILECTBYBA NO-TOAMA BEPOSTHOCT 33 Pa3BUTHE HA TE3H HEXENaHH PEaKLkH.

Cemncuc

B npoyusaneto PRoFESS e HaOmosasana noBHIlIeHa YECTOTA Ha CENCHC TIPH TEIMECAPTaH B
cpaBHeHHe ¢ wiauedo. CrouTHETO MOXeE J1a e clTyualina Hax0/Ka HITH 12 € CBhP3aHo C HeMo3HaT 1o
MOMEHTA MEXAHH3bM (BK. Touka 5.1).

Hurepctnumanya fenoapobHa Gonect
Cryyaw na nHTepeTHIRANHA OenoapobHa 6oNecT ca A0KIaABaHH OT NOCT-MaPKETHHTOBHS OITHT, BBE

BPB3KA ¢ IiPHEMA Ha TenMucapTad. [IpHYHHO-CIeICTBeHHa Bpb3ka o0ade He & yCTaHOBEHa.

HemenanomMen pak Ha koxara
B3 0cHOBA Ha HANTHYHHTE JAHHH OT e/THISMHOIOrHYHH NPOYUBaHHKs € HaOmonasara 3aBHCHMA OT
KyMYJNaTHBHATA 71032 Bphika Mexny XXT3 u HMPK (Bxk. ceino Toukn 4.4 1 5.1).

TTeanarpuysa nomynauHs
Hama undopmars.

Crobiasane Ha DOJO3IHPAHH HEXKENAHH DEAKLHH

CroBHIaBaHeTo HA TIOJ03UPAHH HEXETAHM ISKAPCTBEHH PeaKlluy CIE] paspelnaBaHe 3a ynoTpeda Ha
JICKAPCTBEHNA IlpO,I[y KT ¢ BaxHO. ToBa mo3BoagBa Ja MpoOoObJDKH HaGJTK),IIEHHeTO Ha CHOTHOLICHHETO
TO/I3a/PUCK 34 IEKAPCTBEHHA MPOAYKT. OT MEAMUMHCKHUTE CIELHATHCTH CE H3UCKBa 1 ChobIIaBar
BCAKE NOA03HPAHA HEXEIIAHA PEAKLIHA 4PEe3 HAHOHAIHE CHCTSMA 34 C'bOGU.IaBaHe, Ha HanbsnauTeNHA
areHiMs [0 1eKapCTBATA.

KontakTh:

M3rbanKTeN a areHIMs NO NEeKAPCTRATA.
Brarapus

yir. ,Jlaman Ipyes” Ne 8

1303 Codmn

Ten.: +359 2 8903417

yeOcaiitT: www.bda.bg
4.9 Hpenozapane

C'bH.[eCTByBa orpaHs'icHa HH(bOpM&H}IF[ M0 OTHOWICHHUS Ha APCAO3MPAHE HA TeAMUCAPTaH NIPH Xopa.
Hee YCTaHOBEHO HO KaKBa CTCIICH XHIPOXJIOPOTHA3HA C€ OTACIA NPH XEMOIHANN34a.

CamMnToMHu
Hali-u3aBennte npoABH HA NPel03HpaHe ¢ TEIMECAPTAH €A XMIOTOHUA H TAXMKapAnsd, a ChIIo ce
croONapar 1 OpagHKapIud, 3aMasHOCT, TTOBHIIABAHE Ha CEPYMHHSA KPeaTHHHH H OCTpa OpOpeuHa
HegocTaThuHocT. [IpeaosnpaneTo ¢ XHIpOXIOPOTHA3H Ce CBbP3RA C HAMAJIABAHE HA ENEKTPOIHTHTE
(XMnoKaNHeMHd, XHIOXJIOPEMES) H XHIIOBOJIHEMHES, TBIDKAINA CE HA EKCLECHBHATA Iy pe3a. Haii-
YeCTHTE CUMITTOMH HA NPeJO3NpaHe €a rafieHe H CHHIHBOCT. XHUIOKATHEMHAATA MOKE A AOBCAC IO
MYCKY/IHU CNasMH B/HITH aKIEHTYHPaHa APHTMES, CBLP3aHH ¢ e/IHOBpEeMEeHHaTa yroTpeda Ha
JHCHTATHCOBH TITHKO3HAH HIH ONpeAeNcHH aHTHAPHTMHYHH JIEKAPCTBEHH IIPOAYKTH.

Jleuenne
TenMucapran He ce 0TACAS MpH XemoHanu3a. [lauuenTsT TpAOBa Na Obe BHHA
H Je4eHHeTo TpadBa fa Ok/le CHMINTOMATHYHO H NOAXbpXalo. OBIaJABaHETO
MPHEMAHES HA IPOLYKTA H TelKecTTa Ha CHMNTOMHTE. [IpenopbyrTeIHHTE MEpK
NpeIH3BHKBAHC Ha MOBPBIIAHE H/HIH CTOMALIHA MPpoMHBKa. [Ipunaranero Ha an
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Aa Ob/e moNesHo NpH JiedyeHHe Ha NpeaosHpaHeTo. HeobxoauMo e YecTo npocieAsBaHe Ha CEPyMHHTE
€JIEKTPOJIMTH M KpeaTHHHH. [1pu mosBa Ha XHIIOTOHHS, HallMEHTHT TpAbBa aa Oble mocraseH B
JerHano mo rpel noamxenre H Obp30 1a ce IPHAMKAT COJNEBH H OOEMHH 3aMECTHTEIH.

IeamaTpyyHa nonyamms
HamMa fanHu 33 npemo3HpaHe mpy neXHaTPHIHA Oy Iali.

5. ®APMAKOJOTUYHH CBOUCTBA
5.1 @apMakoZHHAMHYHH CBOHCTBA
dapmakoTepaneBTHYHA Tpyna: Aurnotensud 11 antaronncTH u guyperunu, ATC xoa: CO09DAO7

Ko-Tencapr e komOunauns ot aurnorensnn 11 penentoped aHTarOHHCT TEAMHCAPTAH H THA3HAEH
JHYPETHK XHAPOXIopoTHAsHL. [Tpn KoMOHHIpaHeTo UM Te3H CLCTABKH HMAT aAUTHBEH
AHTHXUIIePTeH3HBeH eeKT, KOETO BOAH A0 MO-TOJAM0 HAMAIABAHE HA KPHBHOTO HAJIATaHE
OTKOJKOTO, AKO Ca [PUIGKeHH nootaento. Ko-Tencapr, npueMaH BEAHEX THEBHO B TEPaneBTHYHH
JO3H, BOJH 0 €(pEKTHBHA U NJaBHA PeAYKIHA HA KYBBHOTO HAJIATATE.

MexaHn3sM Ha AeHCTBHE
TenMucapTan e nepopaito ePeKTUBEH H cieluMUeH aHTHOTEH3HH 11 peLenTopeH aHTaroHMUCT (THI

AT)). Toli uzMecTsa ¢ MHOTO BHCOK aMHHTET aHrHoTeH3HH IT OT HEMOROTO MACTO HA CBHP3BAHE B
AT\ penenTopHus NOATHN, KOHTO € OTTOBOPEH 3a H3BECTHATE ACHCTBUSA HA aHTHOTEH3HH 1.
TenMucapran HAMa JOpH H YaCTHYHA ATOHUCTHYHA AKTHBHOCT cnpaMo AT penenropa. Tenmucapran
c& CBbp3Ba cenekTHBHO ¢ AT penentopa. Crup3BaneTO ¢ NpoaeTKuTENHO. TenMucapTad He noka3sa
a(pMHNTET KBM JAPYTH PELENTOPH, BKIIOUHTENHO AT: B Apyrn no-cnabo xapakrepusiupasi AT-
petenTopd. OyHKUMOHANHATA POJIA HA TE3H PELIENTOPH HE € H3BECTHA, HE € U3BeCTeH H eeKThT Ha
TAXHATA BE3MOXKHA CEPEXCTHMYNAINA OT aHTHoTeH3un 1], uniiTo HHBa ca IOBHILIEHH OT TEJIMHCApTaH.
HuBata Ha nna3MeHus angocTEpOH ca OHHKEHH OT TeaMucapTa. TenMucaprad He HHXHOHpa
YOBELUKHA [LIa3MEH PEHHH H He Onokupa HOHHHTe kanany. TenMucapTaH He HHXKOHPa aHTHOTEHIHH
KOHBEPTHpALINA en3uM (kuHHHa3a 1), enaumsT, KofiTo chine pasrpaxaa OpaaukuaaHa. [lopagu ToBa
HE Ce 04aKBa Ja [IOTeHIHpa GpafHKHHHH-MEJHHPAHHTE HeXKENaHH TeKAPCTBEHH PEAKLMH,

I'pu 3gpaen xopa fozata ot 80 mg TenMucapTaH HOYTH H3LAIO HHXAGHPA NPEIH3BHKAHOTO OT
anruoTeHs3kH Il moBHIDaBaHe Ha KPBBHOTO Hamsrane. HHXubuTopHuAT edekT ce noanspxa nan 24
yaca, KaTro Bce olle Moxke Aa 6bae yeTaHoseH a0 48 yaca.

XWapoxnopoTHasy/l € THa3HICH THYPeTHK. MeXaHu3MET, 1o KOHTO THa3HIAHMTE JIHYPETHUNA IIOCTHIAT
AHTHXHIIEPTEH3MBHHA ¢H edeKT, 3acera He e HATBIHO HW3scHeH. TuasuauTe okaspar Bp3JeHCTBHE
BBPXY ObOpeunnTe TYOynapHH MEXaHH3MH Ha eNeKTPOJTHTHA peabcopOuns, KaTo AHPEKTHO
NOBHIIABAT EKCKPELMATA Ha HATPHI H XJIOPUAH B PHOMUIHTENHO €KBUBAJCHTHH KOJIHYECTBA.
JlnyperninoTo AecTBHE Ha XHAPOXJIOPOTHA3HA HAMANABA TINA3MeHHA 00eM, yBeIHYaBa aKTHBHOCTTa
Ha NIa3MeRHA PEHKH, YBEN1aBa eKCKpelAaATa Ha anJoCcTepoH ¢ [IOCIenBaNlo YBeIHYEHHE Ha KalHsi B
YPHHATa H 3ary0a Ha OHkapOOHATH, 1 HaMallsBa HHBATa HA kanmHuki B cepyMa. Cunra ce, 4e
€HOBPEMEHHOTO IIPHIIOXKEHHE Ha TEIMHCAPTAH, Ype3 OIOKHpaHe Ha CHCTeMAaTa peHHH-aHTHOTEH3HH-
aANIoCTEPOH, BOJH 10 0OpaTHMOCT B 3arybara Ha Kanui, KOATO c& TBJDKH Ha Te3H JHypeTHid. [1pu
TIpHIIaraHe Ha XMAPOXJIOPOTHAZUA HAYAIOTO HA JHYPE3aTa € Cliefl 2-Hi Yac, KaTo BbPXOBHS edeKT ce
Habnroaasa el OKONo 4 yaca H epcHCTHpa B NPOLbIDKEHUEe Ha npubansHTenHoe 6-12 Jaca.

KimnnyHa ebrkacHocT H Ge30nacHocT

Jlevenne Ha ecenMAHA XHIEPTOHUA
Crnen npunaraHe Ha IbpBaTa 1032 TEIMHCAPTAH C& HAOMIOAaBa IOCTENEHHO MOAB
AHTHXWNEPTEH3HBHa aKTUBHOCT B PAMKHTE Ha 3 4aca. MakcHManmHaTta pey Kups
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TIPIIOKEHHE, KaKTO HOKa3BaT aMOyIaTOPHATE H3MEpBaHiI Ha KPBBHOTO HaysATase. ToBa €
TIOTBBPACHO H OT H3MEPBAHHATA B MOMEHTA HA MAXCHMANHHA ¢(ekT ¥ HeNOCPEACTBEHO NpeIH
NpUEMa Ha CReBallaTa 1033 (ChOTHOIIEHHETO MAEHMAIHH KBM MAaKCHMAIHA KOHIIEHTPAIMH, KOSTO &
nocTogHHO hax 80% cnen npuem Ha g03u oT 40 1 80 mg TenMucapTad NpH nianebo KOHTPONHPAHH
KJIMHHYHH NpOyYBaHHA).

[pH nauueHTH ¢ XUIePTOHUS TEIMUCAPTAH PeAYIHPa M CHCTOIHOTO H JUACTOJIHOTO KPBBHO
HangraHe 0e3 fa MOB/IMABA Iy/ICOBAaTa YeCTOTa. AHTHXHIIEpTeH3HBHATA e)HKacHOCT HA TEIMHCAPTAaH
€ CpaBHHMA C Ta3H HA MPORYKTH, IPeACTABUTEN# Ha APYTH KIACOBE aHTHXHICPTEH3HBHH
J€KApCTBEHU NPOAYKTH (YCTaHOBSHA TIPH KJIHHHYHA H3MHTBAHHAS, CPABHABAINH TCIMHCAPTAH C
AMIIOZMITHH, ATEHO10, EHANAIPHIT, XHAPOXJIOPOTHAZH] H TH3HHOIIDHI).

B nsoiiHO-CcIAN0 KOHTPONHPAHO KIMHUYHO H3MHTBaHe (n—=687 manMenTH, oneHeHH 3a eyHKacHOCT)
IPY MAIlHEeHTH, KOHTO HE ¢ TIOBIMBAT OT JISUeHHETo ¢ koMOuHauuaTa 80 mg/12.5 mg e
HabGmIOJaBAHO MOCTENIEHHO YBEMYABaHEe HA e()eKTa Ha IOHWKABAHEe Ha KPBBHOTO HamaraHe ¢ 2,7/1,6
mm Hg (CKH//IKH) npn komOunaumsata 80 mg/25 mg crnpamo npoAbIKHTENHO JEHEHHE ¢
xoMbunauusaTa 80 mg/12,5 mg (pasinka B cpegHiTE NPOMEHH, KOPHTHPAHH CTIPIMO H3XOAHOTO
HHBO). B mocnenpamo knyHMYHO H3NMTRaKE ¢ komOuHaiuaTa 80 mg/25 mg ce Habmoaapa
IOITBJIHHTENHO TIOHMKABAHE HA KPBBHOTO Hanarane (A3pasiaBatio ce B o6uio monwxkasane ¢ 11,5/9,9

mm Hg (CKH/OKH)).

B 06001ien ananus o ABe Cx0/HH 8-CeIMHYHH IBOKHO-CNIENH WIANES0 KOHTPONHPAHH KIIHHEYHH
u3nuTRaHAA cripaMo 160 mg/25 mg sancapran/xuapoxnoporHasua (n=2 121 nanueHTH, OLEHEHH 3a
edukacHOCT) € HabNIONaBaH 3HAYUMO [TO-NOTAM eeKT HA OHIKABAHE HA KPBBHOTO HANAraHeE C
2,2/1,2 mm Hg (CKH/JIKH) (paznuka B cpeiHITE NPOMEHH, KOPHTHPaHH CIIPAMO H3XOHOTO HHEO) B
nonsa Ha komoHEanpaTa 80 mg/25 mg renMucapTan/xuipoxXIopoTHASHA.

lerl BHE3IAITHO TIPEKBCBAHE HAa ICYCHHETO ¢ TEJIMHCAPTAH KPBBEHOTO HANGIraHe NOCTEICHHO C& BPhINA
0 CTOHHOCTHTE npend JICHCHHCTO, 3a NCPHO OT HAKOJIKC JHH 6e3 HaHHH 33 YCHNIBAHE HA
XHIEPTOHHYHHA E('I)EKT.

CJ'[y‘-IaHTe HA CYXa KallllHUa ¢a 3HAYHTEIHO NO-MAIKO IIPH NAUHEHTR, TPCTHPAHH ¢ TEIMHCAPTaH,
OTKQJIKOTO TIPH TaKKBa, HA KOWTO Ca NaBaHH HHXHﬁHTOpH HA aHFHOTCH3HH KOHBCPTHPALLHA €CH3HM B
KITHHHYHH MpOoyYBaHHA, JHPEKTHO CPaBHABALUH NBETE AHTHXHIACPTCHIUBHH JICUCHHA.

ChpIeYHO-ChA0BA TPOPHIAKTHKA

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpPaBHABA e(EXTHTE OT MPUIOKESHHETO HA TEIMHCAPTaH, PAMHIIPH H KOMOHHALHATA OT TEIMHCAPTaH
M PAMMNPHI BbPXY PE3YNTAaTHTE N0 OTHOLIEHHE HA CHPASUHO-CHAOBATA CHCTEMa, TIpH 25 620
MALHEHTH Ha BB3PAcT = 35 rogHHH, ¢ aHAMHE3a 3a KOPOHAPHA apTepHanHa 6oecT, MO3BUEH HHCYIT,
NMpexXoJHO HapyIeHHe Ha MOIBYHOTO KpbBooOpalueHne, yBpexaane Ha neprhepHH apTepHH HTH
3axapeH nHaberT THO 2, CBIBTCTBAH C JAHHH 34 YBpeXIaHe HA TPUUEIHHTe opraHd (KaTo
PETHHONATHA, JeBOKAMEPHa XUIepTPOodHs, MAKPO- HIIH MHKPOANOYMHHYPHS ), KOHTO ca MOMYIALMA ¢
PHCK OT HacThIIBAHE HA CHPACYHO-CHAORY HHITHASHTH.

[NauneHTHTE ca paHIOMH3HPAHH B €IHA OT CNEAHHUTE TPH IPYIH 3a ledeHHe: Tenmicapran 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) nnu xomBunamua ot TenMucaprad 80 mg u paMunpun 10 mg
(n=8 502), mocnenpaHo OT NpocIeqsiBaHe ChC CPEeaHA MPOXBDKHTENHOCT OT 4,5 rozMHH.

TesmucapTan NoKasea cXoneH edexT ¢ paMunpuil No OTHOLIEHHE HAMAIABAHE Ha MLPBHTHATA
ChCTaBHA KpaiiHa Liell OT CBPACUHO-Ch/IOBA CMBPT, HedaTaneH HHDAPKT Ha MHOKapAa, HedaTaaeH

I'bPBHYHATA KpalHa IieN € CXOJHA B TpYNHTE Ha TenmucapTal (16,7%) 0 paMunp 0
KoeHuMeHTsT Ha PHCK IIPY TenMHcapTan cnipsaMo pamunpui e 1,01 (97,5% C ,’.
Manka edukacHoct) = 0,0019 npu Mapxk ot 1,13). [TpoLieHTET Ha clydanTe Ha
IIPHYHHA € choTBeTHO 11,6% 1 11,8% npu nauMeHTHTe, JEKYBAHH C TENMHACA]
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YcTanoBeHo e, Ye eeKTHBHOCTTA HA TEIMHCAPTAH € CXO0/IHA ¢ Ta3k HA PAMHIIPHN NPH NpP&/BAPHTENHO
onpejeeHaTa BTOPHIHA KpaiiHa 1ien oT ChbpaeYHo-Ch0Ba CMBPT, Hedataned HH(ApKT Ha MHOKapaa
u Hedaranen MosbueH HHCYIT [0,99 (97,5% CI 0,90 —1,08; p (ne mo-manka euxacHoct) = 0,0004)],
IIbPBHYHA KpaiiHa uen B pedepentroto npoyusane HOPE (The Heart Outcomes Prevention
Evaluation Study}, koeto u3cnensa edexra Ha paMHIpun cnipAMo mrane6o.

B npoyueaneto TRANSCEND c¢a panaoMusipass naiuenTy ¢ HemoHocuMocT kbM ACE-I
MHXMOHTODH, HO HHaYe ChC CXO/{HH KPHTEpHH 3a BKIIOYBaHE KakTo B npoyusaHeTo ONTARGET B
rpyna, npremama TeaMicaptad 80 mg (n=2 954) winu nnaueto (n=2 972), kato ¥ nBaTa NPOAYKTa C&
NpHNaraT B JOUEAHEHUE KbM CTaHAPTHOTO JeveHue, CpeaHaTa IPOAbLKHTEIHOCT Ha IPOCIeSBaHe
e 4 ronunu 1 8 mecena. He ce ycTaHOBRABA CTATHCTHYCCKH 3HAYHMA PA3/IHKA B YECTOTATa HA
TBPBHYHATA ChCTaBHA KpaHHa llen (ChpAeHHO-CBA0BA CMBPT, HedaTaner undapkT Ha MHOKapaa,
HedaTaneH MO3bYEH HHCYIIT HIIH XOCTIHTANH3ALMA IOPaaH 3acToHHa ChPAeYHA HENOCTATHYHOCT)
[15,7% B rpynata Ha TenmucapTad # 17,0% B rpynara sa nnaue6o, ¢ koeduuuent Ha puck 0,92 (95 %
C10,81 ~1,05; p=10,22)]. UmMa nanHu 3a noasara OT TENMHCAPTaH B CPaBHEHHE ¢ Nnaue6o 1o
OTHOIIEHHE HA MPEIBAPUTEIHO OTIpelieneHaTa BTOpHYHA CHCTABHA KPaiiHa TOYKa OT ChP/AeYHO-CBA0BA
CMBPT, HedartaseH HRQAPKT Ha MEOKapaa | HedaTanen Mo3bueH uucynt [0,87 (95% CI1 0,76 -1,00;

p = 0,048). HaMa nanuy 3a Mofsa no oTHOLIEHUE HA HAMAIABAHE HA ChPASYHO-ChI0BATA CMBPTHOCT
(xoedunmenT Ha puck 1,03, 95% CI 0,85 —1,24).

Kammana B aHrHoeieM ce choOIIaBat no-pajKo TpH NAlHeHTH, JISKYBaHH ¢ TC/IMHCAPTaH, OTKOIKOTO
HPH NAUHEHTH, TEKYBAHH ¢ PAMHNPHI, JOKATO NPH TEpanHs ¢ TCAMHCAPTAH MO-YECTo €€ cpobliaBa 3a
C/YYaH HA XHIIOTOHMA.

KomOHHMpaHETO Ha TEIMHCAPTaH ¢ PAMHIIPHIT He JaBa JOMbIHHTEIHA NoN3a CIIPAMO
CamMOCTOATE/THATA TePaNkA C PAMHIPWI WM TeaMucaprat. ChpAeqHO-ChI0BaTa CMbPTHOCT H
CMBPTHOCTTA NO BCAKA NPHYHHA, KATO YHCIICHO H3PAKEHHE, Ca [I0-BHCOKH NPH KOMOHHHPAHOTO
nevuenne. OCBeH TOBA, MMA 3HAYHMO NO-BHCOKA YECTOTA Ha XiNepkamuemus, 6nbpedna
HEJOCTATLYHOCT, XHIOTOHUA H CHHKOT B rpyriaTa oT NalHeHTH, Ha KOHTO & NPUIaraHo KOMOWHHpaHo
nevenne. [Topaay Task IPHUMHA, €HOBPEMEHHATA yIoTpeba Ha TEMMHCAPTAH M PAMHIIDHIL HE ce
NpenopbYBa TPH TA3H MOy NaLlus.

B npoyusaneto “TlpodunakTayes pexkuM 2a eGeKTHBHO NIPeANa3BaHe OT NOBTOPEH MO3bYeH HHCYAT”
("Prevention Regimen For Effectively avoiding Second Strokes"” (PROFESS)) np nauuenty Ha 50
I'OJIMHHE HAM HO-BB3PACTHH, KOHTO HACKOPO €A TIONYYHIH MO3BUEH HHCYNT ce 3abens3sa MOBHILCHA
YecToTa HAa Bh3HHKBAHE HA CEICHC IPH TEJIMHCAPTaN B cpasHeHne ¢ mianebo, 0,70% cnopamo 0,49%
[RR 1,43 (95 % noeeputenen uutepsan 1,00 — 2,06)]; yectoTara Ha Bb3HAKBAHE HA CETICHC ¢ (aTased
H3X0/l € MOBHILEHE NPH NMALKWEHTHTE, NpHeMalnH TenMucaprad (0,33 %) copamo nayueHTHTe Ha
mnaue6o (0,16 %) [RR 2,07 (95 % nosepurenen unrepsat 1,14 —3,76)]. HabnopapaHara noBHIIeHa
9eCTOTA HA BE3HHKBAHE HA CeNcHe, CBbp2aHa ¢ yrnoTpebaTa Ha TeIMHCApTAH MOXKe [ € Clly4aiHo
OTKPUTA HITH A4 € CBBP3aHA ¢ MEXaHH3bM, KOWTO € HEMO3HAT 38 MOMEHTa,

JlBe ronemMu paHAOMM3HPAHH KOHTpoIHpaHH npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo riobanso usnuTsase 3a
KPaiH{ TOYKHA Ha TEIMHCAPTAH, CAMOCTOATEIHO H B komOuHauus ¢ pamunpun) 4 VA NEPHRON-D
(KnuuuyHO npoyuBane CEBP3aHO ¢ pasBHTHE HA HedponaTid IPH AHabeT, MpoBeieHo OT
MuHHCTEPCTBO NO BRIPOCHTE Ha BETEPaHHTE) — NPOy4BaT ynoTpebara Ha komOuHauuata 0T ACE
uHEXOHTOp ¥ aHrHoTeH3uH Il-penentopen Gnokep.

ONTARGET e npoy4sane, IporeAcHO NpH NAUHEHTH ¢ aHAMHE3a 34 ChpASIHO-CBLOBA HIH
MOFBYHOCBHAOBA Gonect, MK 3axapen aAualeT THI 2, NPUAPYKEHH ¢ JaHHH 34 YBpeKJIaHe Ha
edexToprE opranu. BukTe chino HadopMmarEaTa o3arnasena “ ChpIeYHO-CHA0BA Npoditaaid

VA NEPHRON-D e npoy4uBane npH NalHeHTH ChC 3axXapeH Auader T 2 U an 2
Tesn npoyuBaHHA He MOKa3BaT 3HAUMM OnarompuaTeH edext BbpXy 6nOpedn e
CH/IOBATE TIOCIIENHIH H CMBPTHOCT, KaTO CHIIEBPEMEHHO Ca HabMIoAaBaHH 110 {
XHIEPKATHEME, OCTPO YBpexkaaHe Ha ObOperTe W/uan XUNoTOHHA B CPABHE i
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Karo ce AMaT npeasu cxoaHuTe HM PapMaKoaMHaMHYHE CBOMCTBA, TE3H PE3yITaTH Ca IPHIICKHMH
32 1pyra ACE mHxuburopn u anrnorensud [I-penenropan 61okepy.

ACE unrxuburopu 1 anriorensus [I-penentoprau 6roxepn cienoratenHo He TpAOBa a ce H3NON3BAT
ENHOBPEMEHHO NPH MalLMEeHTH ¢ JHabeTHa HedponaTHa.

ALTITUDE (KawHHYHO npoy4BaHe NPOBeJEHO ¢ ATMCKUPEH NMPH [IAIHEHTH CbC 3aXapeH auabeT Tum
2 ¢ M3MON3BaHe Ha CEPINEYHO-CHAGBH H OBOpedHH 3300IIBaHNA KATO KpaliHA TOYKH) € IPOY4BaHe,
IpeaHa3HAuCHO Ja H3CIE/BA [I0M34Ta OT JOOABAHETO HA ATHCKMPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXUOUTOP MM aHTHOTeH3HH [I-penienrropen 61oKep MPH NAUMEHTH CBC 3aXapeH quaber THN 2 U
XpOHUYHO DBOpeyHo 3abongBaHe, CHPASYHO-CHA0B0 3a0onaBane wid H aApere. [TpoyuBaHeTo €
NMpeKpPaTeHo NpexkIeBPeEMEHHO MOPaAH MOBHINEH PHCK OT HeGnaronpusatHd nocaeauuy. Kakto
ChpAEYHO-CHAOBATA CMBPT, TAKa U HHCYITHT Ca MO-Y4ECTH B IPYNATa HA ATHCKUPEH, OTKOJIKOTO B
rpynara Ha Inaneto, a npeACTARIABAIIMTE HHTEPEC HEXKENAHH CHOUTHS H CEPHOZHH HEXENIaHN
CHOMTHA (XHTICpKATHEMAA, XHOOTOHUS H 6uOpeuHa nuchyHKIHA) ¢e ¢hOOIIaBaT No-4ecTo B rpynara
Ha ATHCKAPEH, OTKONKOTO B FpyIIaTa Ha maalebo.

EnnneMHOnOTHYHATE NPOYIBaHi N0KA3BAT, Y€ AhITOCPOYHOTO IeUeHne ¢ XMAPOXIOPOTHAZH]
HaManABa pHCKa OT ChPIEYHO-ChAOBA 3a00,1€BAEMOCT H OT CMBPTHOCT B Pe3YJITAT HA CHPIEYHO-
CBHAOBH OONECTH.

KuM MoMeHTa edekTnTe Ha hHKCHpAHATA N030RA KOMOMHAIIMA HA TEIMHECAPTAH/XUAPOXIOPOTHASH]T
BBPXY CMBPTHOCTTA H ChpAEHHO-CHA0BATA 3a00/1eBagMOCT HE ¢ H3BECTHH.

HemenanomeH pak Ha xokata: B3 ocHOBA HA HANMYHUTE JAHHH OT eNWAEMHOIOTHYHH IIPOYYBAHHA €
Hab/oaBana 3aBHCHMa OT KyMYJNaTHBHATA 1034 Bph3ka Mexay XXT3 w HMPK. Eano npoyusane
BKJI}04BA [IOMyNaiusd, ceerodma ce or 71 533 cnygan na BXK u 8 629 ciyqan Ha CKK, v momynarus
oT ceoTBeTHO 1 430 833 n 172 462 nogxoasumu konTpoaH. Bucokara ynorpeba na XXT3
(xymynarueno >50 000 mg) e cebp3ana ¢ kopuripas OR 1,29 (95% IOU: 1,23-1,35) 3a BKK u 3,98
(95% ITH: 3,68- 4,31) 3a CKK. HabmonaBasa e scHa Bpb3Ka KyMyJaTHBHA 1033-0TrOBOP KaKTO 3a
BKK, raxa n 3a CKK. JIpyro npoyuBane noka3pa BE3MOHA Bph3ka Mexay paka Ha yeTHHTe (CKK)
excrnosuimaTa Ha XXT3: 3a 633 ciyyan Ha pak Ha yCcTHHTE e monbpaHa nomyinauws ot 63 067
NMOAXOALIH KORTPOIH, Karo ce H3TMON3Ba CTPATerHd 3a B3cMaHe Ha npobu, onpeaenena oT PHCKA.
JeMOHCTpHpaHa e Bph3Ka KYMYNATHBHA J033-0TroBop ¢ kopurapan OR 2,1 (95% JIH: 1,7-2,6),
HapacTtsai o OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a naii-
BUCOKATa KyMyJaTHBHA 1032 (~ 100 000 mg) (px. CwItlo Touka 4.4).

5.2 ®dapmMaKOKHHETHIHH CBOHiCcTBA

ENHOBPEMEHHOTO NPHIIOKEHHE HAa XHAPOXJIOPOTHA3H] H TENMHCAPTaH NPH 3ApaBd CyOeKTd He
npoMeHsa (apMaKOKHHETHKATA Ha KOATO M JIa € OT ChCTABKHTE.

Abcopbuns
Teamucaprad: ITHKOBHTE KOHIIEHTPALMA HA TENIMUCAPTaN ¢ TTOCTHraT B pamkute Ha 0,5 — 1,5 yaca

chiea nepopanes npueM. AScomoTHATA GHOHAMYHOCT Ha TelMucapTay B 034 40 mgu 160 mg e
¢b0oTBETHO 42% 1 58%. XpaHaTta neko cHWKaBa OHOHATHYIHOCTTA HA TEMMHCAPTAH KATO pelyKuusaTa
Ha o0nacTra el KpUBarTa miasMena koHueHtparus-speme (AUC) Ha TenMHCapTaH € oT oKono 6%
npu 40 mg xo3a u okono 19% npn 160 mg noza. Tpu Haca cien NPHIIOKEHHE, IIIA3MEHHTE
KOHLIGHTPALME ca MoJ00HH, He3aBHCHMO IAJTH TEIMHCAPTaH € TIPHIIOKEH Ha ITTaiHO HIH ¢ xpasa. He
ce ouaksa cnabara pegykuus B AUC pa npenusBHKa peayKUHA B TepaneBTHYHATA epHKACHOCT,
TenMHcapTaH He KyMYJIHpa 3HAYHTEIHO B IIa3MaTa MPH MOBTOPHO [IPHJIOKEHHE.

Xuapoxnoporaasuz: [THKOBHTE KOHIEHTPANMK HA XHAPOXJIOPOTHA3ZH] C& TIOCTHTAT } 1
npubansuTenHo 1,0 — 3,0 yaca cnen nepopanen npreM Ha Ko-Tencapr. AGcomor,
GaanpaHa Ha KyMyJAaTHBHATA PEHAIHA €KCKPELHA Ha XHAPOXJIOPOTHAa3H/, € OROJNg

Paznpenenenue
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TenMucapTaH ce CBbP3Ba B roJisIMa CTEIEH ¢ MIasMeHHTe NPoTerHH (>99,5 %), rnaBHo ¢ anbyMuH H
angal xucen rmoxonporent. CpeHUAT IpUBHAEH 06eM Ha pasnpeneenue e okono 500 1.
XuapoxnopoTHasHi ce cBbp3Ba B 68% ¢ ma3MeHUTe MPOTEHHH H [IPHBH/IHAAT My obeM Ha
paznpenenenue € 0,83 — 1,14 l/kg.

buorpanchopmManig

Tenmucapran ce MeTabonH3HpPa Ypes KOHIOranus Kato ofpasyBa GapMakoaOrHuHO HEAKTHESH
AIITTHOKOPYHHA, T TIOKYpOHHIBT Ha OCHOBHOTO BEIIECTBO € €/IWHCTBEHHAT MeTaboMuT,
naenTHOUIMpaE NPy yopeka. Cliel eAHOKpaTHA 103a GelIA3aH ¢ PaAvoakTHEeH Bbrepon *C
TEIMMCAPTAH TTHOKYPOHUIET NPeACTaBIABa npudnusaTento 11% oT H3MepeHaTa pafHOaKTHBHOCT B
mnasmara. MsoeHzumuTe Ha nquroxpoM P450 naMar yyactue B MeTabonHsma Ha TeﬂmncapIaH
XnIpoxnopoTHasia He ce MeTaboNH3KPa TIPH X0pa.

Enumunupane
Tenmucapran: KakTo cic/l MHTPaBEHO3HO, Taka U Cle/l NEpepanso npunoxenue Ha '*C Genszan

TENMMHCAPTaH, MO-TOIAMATa YaCT OT MPHETAaTa 103a (>97%) ce eMMHHHDA ¢ H3NPaOKHEHWATA 1PC3
6umiapHa exckpenys. B yprHaTa ce 0TKpHBAT caMO HE3HAYHTENHH KOnH4ecTBa. ToTan#us miasMeH
KJIHPBHC Ha TEIMHCApTaH cJlefl IepopaliHo Mpunoxkerne € >1 500 ml/min. TepMuHANHUAT NOTYKHBOT
Ha eNHMHAAHPaHe € nosede oT 20 Jaca.

XuApoXIOpOTHA3K] Ce eKCKPEeTHPa U3LAIO HepOMeHeH ¢ ypuHaTa. Oxono 60% oT nepoparHaTa nosa
ce eMMMUHEPA HeTpoMeHeHna 1o 48 gaca. BrGpednuar wimpsue ¢ okono 250 — 300 ml/min.
TepMHUHATHEAT €IMMHHALIHOHEH MoayxHBoT ¢ 10 — 15 vaca.

JIHHEeHHOCT/HEIHHERHOCT

TenMucapraH: GapMakoKHHETHKATA [IPH MEPOPANIHO NpuiIoKeHue Ha ao3u 20 - 160 mg e He-
JMHEapHA KaTo ¢& HaOMI0AaBa HeNpONOPLHOHAITHO YBeTHYABAHE Ha IVTA3MEHHTE KOHIEHTPAaHH
(Cmax u AUC) c nosHinagane Ha q03aTa.

XuapoxiopoTHa3HA NOKa3Ba NHHeHHA PpapMakOKMHETHKA.

Creyuannu nonyaayui

Crapuecka Bb3pacT
(DapMaKOKHHETHKATA HAa TEIMHCAPTAH HE Ce PasiMyaBa MEXKIY No-MIaaH 4 NAUMEHTH Ha BB3pAcT Haj,
65 ronuuu.

Hoxn

Ipn xeHH NJa3MEHHTE KOHIEHTPaliMA Ha TenMHucapTan o0du4aiino ca 2 —3 TETH 10-BHCOKH,
OTKOJIKOTO APH MExe. B KITMHHYHHTE npoyuBanns, obave, IIpH sKeHH He ce HabmoaaBaT 3HaYHMO
YBE/IHYEeH OTIOBOP Ha KPbBHOTO HANATAHE MIIH YECTOTaTa Ha OPTOCTATHYHA XAnoToHus. He ce Hanara
npenusHpane Ha nosara. Ipy skeny HMa TEHAEHLNA KBM NO-BHCOKH INIA3MEHH HUBA Ha
XHIPOXJICPOTHA3KA, OTKOIKOTO NpH Mbke. Toea obadye HAMA KIIMHHYHA 3HATHMOCT.

bx.6peyno yepexaane
Brbpeunara eKcKkpelys He IONPHHACA 32 KIMPbHCA Ha TenmucapTal. CIopel OrpaHHYeHns OHT NpH
NAUHEHTH ¢ JIEKO 10 yMepeHo Gb0peuno yBpexaane (KpeaTHHHHOB KiHpbHe 30 — 60 ml/min, cpenHo
okono 50 ml/min), He ce Hanara KOpHIApaHe Ha JI03aTa IIPY NALKERTH ¢ HamaleHa Op0peuna
dyuxing. Telmucapran He Moke Jia OpJe OTAeNeH Npu xemoAvanusa. IIpH nanuenTy ¢ HapyIICHH
OBOpeuHn (pyHKUHE CTETIEHTa Ha CTHMHHHPAHE Ha XMIPOXJIOPOTHA3KA e peayLHpana. B eqHo
THIHYHO NMPOYYBaHe, BKIOYBALIO NIALHEHTH ChC CPEeH KPeaTHHHHOB KAHpBHE 90 ml/min,
IMONYKHBOTA HA eIIMMUHHPAHE Ha XHAPOXIOPOTHA3KA ce yBenuyasa. [IpH GyHKUHOHANHO aHeQpHIHE
NALKEHTH eNPMWHALMOHERA IONYXHBOT € 0Kono 34 yaca.

Yepnonpobuo yepekpane

DapMaKOKHHETHIHHTE IIPOYYBAHHA NPH IALHEHTH ¢ YepHOAPOOHO YBPEKT
Ha a0coIroTHaTa OHOHATHIHOCT 10 okono 100%. [TpH nauHeHTH ¢ YepPHOAP
€JTHMHEHALIHOHHUAT NOMYKHBOT HE € NPOMEHEH.,
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53 IlpeaxnunWYAH JAHHH 32 Ge30HACHOCT
He ca npoeeaenn nOMBIHHTENHA IPOYYBaHAA ¢ kombuHanus ¢ GrkcHpanu Ao3H 80 mg/25 mg.

B npeaxnHHHYHA MPoyUYRaHuA 33 0e30NacHOCT ¢ €IHOBPEMEHHO NPHIIOKEHHE Ha TEJIMHCAPTaH H
XMAPOXNOPOTHAZRA NPH HOPMOTEH3UBHH TUTBX0EC H KY4eTa, 03H, CPABHHMH ¢ Te3H B KIIHHHYHHA
TEpaneBTHYEH AHANA30H HE NPeIH3BAKBAT ¢pekTH, paznu4Hl oT Halnr01aBaHHTE [IPH
CAMOCTOATETHOTO NIPHIIOKEHHE Ha ABeTe pernectTBa, HabmonaBaHHTe TOKCHKOIOTHYHH MPOMEHH
HAMAT OTHOLIEHHE KbM U3NON3BAHETO 33 TEPANICBTHYHH LISITH NPH YOBEKA.

TokcHkonOrHIHHUTE HaxoAKH, AoOpe MO3HATH OT PEAKTHHUYHATE MPOYYBAHHA HA HHXHOUTODH Ha
4HIHOTEH3HH KOHBEPTHPALIHEA €H3HM M aHTATOHACTH Ha aHTHOTeH3HH |1 peenTopuTe ca: HAMaiABaHe
Ha NapaMeTpHTe HA YCPBEHUTE KPEBHH KIETKH (EPHTPOLMTH, XeMOrnoOuH, XeMaTOKPHT), NPOMEHH B
6w6peunara xemMonHHaMAKA (MOBMIIEHO HHBO Ha a30T B KPHBTa H KPEaTHHHH), TOBRIIEHA GKTHBHOCT
Ha M7a3MeHHs PeHHH, Xuneprpodns/Xunepniasus Ha KCTATJIOMEPYJIapHHTE KACTKH H YBPEKAaHe HaA
CTOMalllHAaTa JTHraBHia. CTOMALIHKUTE JIS3HH MOTaT a OBaT NPeAOTEPaTeH/OFpaHHYEHH Ype3
nepopaliiHo fobapsHe Ha GHIHOIOTHYEH Pa3TROpP H MPYNOBH XUIHIIG 32 xuBoTHHTE. I1pH KydeTa ca
Habnronasanu GeOpeuna TyOynapHa nuatamus B atpodis. Cunra ce, ye Te3H HAXOJKH Ce Ab/bKAT Ha
(hapMaKkoNOrHYHATA AKTHRHOCT HA TEIMHCADTAH.

Hama sicHu AaHHH 33 TepaTOT€HeH eieKT, BBIPEKH TOBA IIPH TOKCHYHH J030BH HHBA Ha TEIMHCAPTaH
e Habmo/aBaH edeKT BEPXY NOCTHATAIHOTO Pa3BUTHE HA TOTOMCTBOTO, KaTO NO-HUCKO TENECHO
Terno H 3afaBeHo OTBapAHE Ha OYHTe.

HsAMa gokasarencTsa 3a MyTareHHOCT H CHOTBETHA KIACTOréHHA aKTHBHOCT Ha TENMMHCAPTAH IIPH
H3MMTBAHUA {7 Vifro W KapuUHROTEHHOCT MPH NTBX0Be H MHIIKK, [TpoyusaHuaTa ¢ XHIPOXIOPOTHAZH]
AABAT HECHI'YPHH NaHHH 32 MFEHOTOKCHYHOCT MM KAPUMHOTeHHH edekTH IpH HIKOH
EKCTIEPHMEHTAIHH MOAeH. Bblipekn ToBa, HaTpyNaHKs OOHT OT H3MOI3BAHETO HA
XHAPOXNIOPOTHA3K ] IPH YOBEKA He JaBa JOKA3ATENCTRA 32 BPb3Ka Mex Ay ynoTpedara My B IOBHIIEHA
YeCTOTA HA HEOMJIa3MHUTE.

3a (heTOTOKCHYHIA MOTSHLHAI HA KOMOHHALMATA TCIIMHCAPTAH/XHAPOXIOPOTHAZHA BXK. TOUKA 4.6.

6. GAPMALEBTHYHH JAHHH
6.1 Cnuchbk Ha TOMONIHHTE BEIIECTRA

Jlakroza MOHOXHApAT

ManxuTon

Harpues xugpokcun

Mernymua

Mosupon K-25

Hatpues creapnn dymapat
Marzesnes cTeapar

IMurmentn emec PB-52290 Xbar

6.2 HechBMecTAMOCTH
He e npunoxumo,

6.3 Cpox na rognoct
3 rozMHH.

6.4 Coenmansam ycJoBHS AA CEXpaHeHMe
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Ja ce cexpaHsaBa Ha MACTQ, HEOCTHITHO 34 JeA.
Ja ce crxpansBa B OpHTHHAIHATA ONAKOBKA, 32 [a Ce Npedrna3Ba oT Biara.
He H3HCcKBa CHEHANHH YCTIOBHA HA CbXpAHEHHE.

6.5 Bni# chILpKAHAE HA ONAKOBKATA

Ko-Tencapr 80 mg/ 25 mg TabneTki ca OnakoBaHH B AJlyMHHEN/ATyMHHHIT GIHCTEpH NOCTABCHH B
KapTOHCHH OMAKOBKH. Besika KapTroHeHa 0omakoBka chAbpka 14, 28 wm 30 rabnerku.

He BcrukH BUOBE ONakOBKH MoTaT Aa 6baT mycHaty B npojaxba.

6.6 CpenRajHH NpeATa3HE MEPKH NPH H3XBLPASHE H paloTa

Ko-Tencapr 1psbpa fa ce cpxpaHsBa B 2amevyatasuTe OIHCTEPH, IOPAIH XHIPOCKOIIHYHUTE CBOHCTBA
Ha TabnerkyTe. TabneTkuTe TPAOBA a ce H3BKAAT OT GIHCTEPA, HEMOCPEACTBEHO IIpean ynoTpeba.
TNonskora pHIIAHEA cIoH Ha BIHcTepa MOXE 1@ Ce OTAENH OT BhTpemnus clioi. B Te3u ciyyan He €

HEOGXOJ.'[,HMO Ja ce IpeAnpHeMaT HAKAKBH JeHCTBHA.

Hama cneumnanny H3HCKBaHKA 3& H3XBBPIAHE.

7. IIPHTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

“Yaiikaapma Bucorokauecteenure Jlexaperea™ AJl

oyn. ,.'"M. Humuatpos”Ne 1, rp. Codua 1172, Brarapus

Ten.: 02/ 962 54 54

daxc: 02/ 960 37 03

umefin: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA

Perncrpaunonen Ne: 20150088

9.  JATA HA ITBPBO PA3PEIIABAHE/TIOAHOBSIBAHE HA PASPEHIEHHETO 3A
¥IIOTPEBA

Jara Ha nbpBO paspellaBaHe 3a ynotpeba: 24.03.2015

Jara Ha ToAHOBSBaHE HA pa3penIeHHeTo 3a ynoTpeba:

10. JATA HA AKTYAJNIU3HUPAHE HA TEKCTA

Hoemepu, 2019
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