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1. UME HA JIEKAPCTBEHMUS ITPOAYKT

2
Ko-Tencapr 80 mg/12,5 mg Tabnerku o e Bt é._

Co-Telsart 80 mg/12,5 mg tablets
Walte 19 -02- 2025

2 KAYECTBEH A KOJIMMECTBEH CbCTAB

Bcska Tabnerka chabpxka 80 mg tenmucaprad (ftelmisartan) v 12,5 mg XuapoxjaopoTHasua
(hydrochlorothiazide).

[Tomou1HM BelecTBa ¢ U3BECTHO AeicTBUE: Beska Tabnerka cbabpika 1aKkro3a MOHOXHMAPAT.

3a MbJIHKMSA CITMCHK HA MOMOILLHUTE BELLECTBA, BUXKTe To4ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerku

[IpoasbiiroBaTy, ABOMHOM3MbKHAJIH, ABYCIOHHH, HEOOBUTH TabJIeTKH € €AMH 041 10 noyTH Os1 cioi, a
BTOPUSAT CJI0M € IbCTpO po30B ¢ rpaBupad Haanue "L200". beausaT ciiod Moxe 1a cbbpKa po30BH Ha
L{BSAT TOYMLIH.

4. KJIMHUYHUA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleyueHue Ha eceHUHAIHA XUITEPTOHUA.

KomOunupanust nekapcreed npoaykt Ko-Tencapr e ¢ puxcupanu no3u (80 mg renmucapran/12,5
mg XMAPOXJIOPOTHA3M) H € M0Ka3aH 3a JICYEHHUE Ha Bb3PAaCTHH, YHETO KPBBHO HAJIAIaHE HE €
KOHTPOJIMPAHO a/IEKBATHO CaMO C TEJIMMCApTaH .

4.2 Jlo3upoBKA H HAYHH HA NPHJI0KEHHE

Jo3upoBka

KoMOuHMpaHUSAT JIEKAPCTBEH NPOAYKT C PUKCHUPAHHU 1034 CE MPUEMA OT MALMEHTH, YUETO KPbBHO
HaJIsiraHe He € aJIEKBaTHO KOHTPOJIMPAHO NpPH NpUeM camo Ha teamucapraH. [Ipeau na ce npemusne
KBbM TO3U KOMOMHMPAH JIEKAPCTBEH NPOAYKT ¢ GUKCHPAHU J03U € HEODXO0AMMO MOOTAE/IHO Aa ce
TUTPUPAT JO3UTE Ha BCEKH OT ABaTa KOMMOHEHTA. [Ipu noaxonsiuu KIMHUYHHU [T0Ka3aHUA MOXKE
JIMPEKTHO /1a C€ NPEMHHE OT MOHOTEpANUATa KbM MPHUEM HA KOMOMHUpPaHUA JIEKAPCTBEH NPOAYKT.

® Ko-Tencapt 80 mg/12,5 mg moxe 1a ce NpUIOKH €AMH IIbT JHEBHO MPU NALMEHTH, YHETO
KPbBHO HAJIATAHE HE € aIeKBATHO KOHTPOJIMPAHO MPH CamMOCTOATENHO npwiaraHe Ha Telsart 80

mg.
To3u npoaykr He ce npeasara B 1o03a 40 mg/12,5 mg, HO Ta3u 103a MOXKE /1a ce npejiara ot Apyry

NPHUTEXKATEIM HA pa3pelieHUe 3a ynorpeoda.

Crapuecka Bb3pacT
He e HeoOXoauMMO KOpUrHpaHe Ha Ao3ara.

brOpeuHo yBpexaaHe




[Ipenoppura ce nepHOAMYHO npocneasBane Ha OLOpeuHuTe QyHKUHHK (BXK. TOUKa 4.4).

YepuoapoOHO yBpexxaaHe
[Ipy NaLMeHTH ¢ JEKO A0 CPEAHO HepPHOIPOOHO YBpeKAAHE JO3UPOBKATA HE TpsOBa Aa HaABHINABa

TenMucapTan/xuapoxnoporuasug 40 mg/12,5 mg seansxk aHeBHO. KOMOMHMPAHUST JieKapCTBEH
NpoayKT ¢ (PUKCHPAHH A03M € NPOTHUBONOKA3EH 3a JICUCHHE Ha NMAaLHEHTH C TEXKKH YepHOAPOOHU
HapylueHud. Tuazuaure TpsaOBa Aa ce H3INOA3BAT [IPEAMNA3IMEO PH NAUHEHTH ¢ HAPYILCHH
yepHOAPOOHH (yHKUMH (BXK. TOUKA 4.4).

[leaparpuyHa nonynanus
Be3zonacHocTTa B e()MKacHOCTTA HA KOMOHHUPARHS JIEKAPCTBEH NPOAYKT ¢ GUKCHPAHHU A03U NPH Aeua

M IOHOIIIKA Ha BB3pacT noj |8 roauHY He ca yCTaHOBEHH. JINNCcBaT naHHH.

Hauux Ha npunoxeHue |
Tabnetkure ¢ KOMOHHNPAHHA JICKAPCTESH OPOAYKT C (PUKCHPAHH A03U Ca NPEIHA3HAYCHM 34

NepopajiHO NPWIOKEHHE BEAHBXK AHECBHO H TpA0Ba 1a ce NpUeMaT ¢ TEYHOCT, ChC WM Oe3 xpaua.

IIpeonasnu mepru, xoumo mpabea oa 6voam e3emu npedu paboma CvbC Wiu NPWIOICEHUE HA
JieKapcmeenus npooyxkm.

Ko-Tencapr TpabBa aa ce cbxpaHdBa B 3aNc4aTaHUAT ONIUCTEP, MOpaaAH XHIPOCKONMYHUTE CBOMCTBA
Ha TabneTkuTe. Tabnerkure TpaOBa Aa ce U3BAXKAAT OT ONMCTEpa HENOCPEACTBEHO npeay ynotpeoba.
(BX. TOouKa 6.6).

4.3 IlpormsonoxkasaHHs

o CRpBXYYBCTBHTENIHOCT KbM AKTHBHUTE BELLIECTBA WIH KbM HAKOE OT NOMOLIHHTE BEIIECTBA
H30poeHH B TO4Ka 6.1.
° CBpBX4YYyBCTBHTE/IHOCT KbM NPOH3BOAHMUTE HA CYNQOHAMHAHHTE CYOCTaHUMH (THH KaTo

XMAPOXJIOPOTHA3HA € CYN(POHAMUAHO NPOU3IBOAHO).

BTopo u Tpero TpuMeceune Ha OpeMeHHOCTTa (Bx. TOUKH 4.4 1 4.6).
Xonectasa ¥ 0OCTPYKTUBHH HApYLLUEeHHMA HA AUTbYHHMTE [THTHLLA.
Texko uepHogpoOBO yBpEXKaaHe.

Texxo 6B6peuHo yBpexnaHe (KpeaTHHHHOB KIHPBHHC < 30 ml/min).
PedpakropHa XHNOKaNUEMHS, XUTTEPKAJILIMEMHS.

EnHOoBpeMeHHATa ynoTpeba Ha TeIMHCAPTaH/XMAPOXJIOPOTHA3H] C ATHCKHPEH-CHABPXKAILH NPOAYKTH
€ NPOTHBONOKA3aHa NPH NALMEHTH ChC 3axapeH Anader M 6s0peuHo yBpexaade (GFR < 60
ml/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).

4.4 Coenuajisn npeaynpexJeRns B OpelINa3sHH MEPKH upH ynorpeba

bpemenHOCT
He tpabBa aa ce 3anoysa NpHeM Ha aHruoTeH3uH 1l penenTopHyd aHTarOHUCTH 1O BpeEMe Ha

6peMeHHOCT. [laLeHTKHTE, KOHTO IUIAaHHpaT OpeMEeHHOCT, TPA0Ba A2 MPEeMHHAT KbM ANTEPHATHBHO
aHTUXMIIEPTEH3HBHO JieueHHe ¢ YCTaHOBeH npogut Ha 6e3onmacHOCT npH ynorpedba no BpeMe Ha
OpeMeHHOCT, OCBEH aKO CE CUMTA, Y€ € OT 0coOeHa BAKHOCT A C€ NPOAbJDKH 1EYEHHETO C
aHruotTeH3uH Il peLenTOpHU AHTArOHUCTH. AKO € IMarHOCTULIMpaHa OpeMEHHOCT, ICYEHHETO C
aHrHoTeH3uH 1l penenropHu aHTaroHWCTH TpAGBa He3abaBHO na 6bAE NPEYCTAHOBEHO H AKO €
noaxoaqino aa 6pae 3anouHATO ATTEPHATURHO JIeueHHe (BX. TOYKH 4.3 U 4.6).

HepHoapoOHO yBpexKaaHe
TenmucapTas/xuapoxaopoTHasua He TpAOBa Aa ce npuiara [Py NAlMEHTH © X0J1ecTasa

OOCTPYKTHBHH HEPYLICHHS H/IM TEXKA HepHOAPOOHA HHCYDULMEHIUA (BX. TOYKA 4.3)
rojiiMaTa 4acT OT TEIMHUCAPTAH C€ eNMMMHUPA upe3 dIbuKaTa. [Ip1 Te3n nauMeHTd M
OMaKBa HamajleH YepHOAPOOEH KNHPBHC. 2
OcBeH TOBa, TEJIMHCAPTAH/ XHAPOXNOpOTUA3KA TPAOBA fa ce Tpuara BHHMATEIHO NPH Kaleic

.........
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HapyLIEHHKA B yepHoApoOHaTa QyHKIMA WM nporpecupailo yepHoapodbHo 3abonasane, Thit KaTo B
TE€3H CJIyuan MAIKH MPOMEHH BbB BOAHO-E/IEKTPONUTHHA HanaHc MOrar aa AoBeaar a0 4epHoapobHa
koMa, HiMa KIHMHHYHH JaHHH 33 H3MOMI3BAHETO Ha TEJIMHCAPTAH/XHAPOXJIOPOTHA3HA NPH NMALMEHTH ¢

yepHOAPOOHM HapyILEHMS.

HHTECTHHAIEH AHTHOSAEM
3a HHTECTHHANEH aHrHoeJeM ce choOINara Npy NalMeHTH, TeKyBaHH ¢ aHrdoTeHsHH Il peuenropHu

aHTaroHMCTH (BXK. Touka 4.8). Te3n manuenTu umat KkopeMHa Gonka, rageHe, NOBPBIIAHE U JHAPHA.
CHMIITOMHTE OTLHYMSBAT ClIe] NPpeyCTAHOBABAaHE Ha AHrUOTEH3HH Il peLenrTOpHUTE aHTAarOHUCTH,
AKO Ce JHarHOCTHLMPAa HHTECTHHANIEH AHTHOEAEM, JICYCHHETO ¢ TeIMHCApTaH Tpabea na ce
NpeycTaHOBM M Ja C€ 3aNOUYHE NOAXOAAINO HaBNIOAEHHE O THHOTO OTWIyMABaHe! Ha CUMITTOMUTE.

PeHoBackynapHa XUNEepTOHHY

Korato nanueHTH ¢BC CTEHO3a Ha JBeTe OBpOpeunM apTepUy Wi CTEHO3a Ha APTEPHUITE KbM EIURUYCH
¢yHxkuponuparl 656pek ca TpeTHpaHU ¢ I€KapCTBa, NOBIUABALUH CUCTEMATA PEHHH-AHTHOTEH3HH-
AIOCTEPOH ChLECTBYBA MOBUIIEH PHCK OT TEXKA XHNOTOHUA U OBOpeyHa HEAOCTATHEHHOCT.

bu0peyHo yBpexaaHe ¥ 6b0peuHa TpaHCIUIaHTALIMA
TenMucapTal/XHapOXI0pOTHA3K He TpAOBa [a ce Npuaara NpM NaLMEHTH ¢ TEXKO OpOpeyHo

yBpexaaHe (KpeaTHHHHOB KIMpBHC < 30 ml/min) (8. Touka 4.3). HaMa noctaThb4yHO ZaHHM O
OTHOLUEHHWE HA NPWIOKEHHETO HA TEJIMHCAPTAH/XUAPOXIIOPOTHA3U, NPH NALHEHTH, IPETHPIIEIH
Hackopo OsOpeuHa TpaHcUlaHTauusa. Hanuue e orpasy4eH onur ot ynorpedara Ha
TENMHCAPTaH/XHAPOXJIOPOTHA3HA NMPU MALKUEHTH ¢ IEKH J0 CPEAHO Texku Hb0peuHH HapylleHus,
nopaad KOeTo ¢€ NpenopbhuBa NepyuoAHUHO NpocieasBaHEe HA HUBATa Ha Kalui, KPeaTHHHH M MUKOYHA
KucenuHa B cepyma. [Ipn nauueHTH ¢ HapyweHn 0b0peunH ¢GyHKIMH MOXKe 1a ce MOIBH a30TEMHUA,
CBBp38Ha ¢ THA3HAHHTE THYPETHULIM.

BoTpechaoBa XHNOBOJEMHSA

CHMIITOMaTHYHA XMNIOTOHMSA, 0cOOEHO cliej] MbpBaTa 1033, MOXE Aa ¢e HAbMoNABa NPH NALMEHTH C
TEKEK HATPUEB AeULMT WM HaMaleH 00eM Ha LMPKY/JIHPallaTa KPbB NPH MOUIHA NUYPETHYHA
Tepanus, AUeTa ¢ OrpaHKUYEHO IPHEMAHE Ha COJI, IMapyus WIH NoBpbiuaHe. Takupa cbeToAHNA TpAOBa

1a Opnar KOpPHIrHpaHH NpeAU NPHIJIOXKCHHE Ha TﬁﬂMHCﬂpT&H/XHﬂPDXJ]OPOTHHSHIL

IBoiiHo OnoKHpaHe HA pEHUH-aHTMOTEH3NH-AIR0cTepoHoBaTa cuctema (PAAC)

HmMa naHuu, ye epHoBpeMeHHaTa ynorpeda Ha ACE uHxubutopy, anrnoressud Il-peuenropuu
O10KEepH HIH AMHCKMPEH MOBUIIABA PUCKA OT XHIIOTOHHA, XHUIIEPKANHEMHA H HAaMaJIABaHE Ha
OBOpeunaTa QyHkuua (BKouUTENnHO octpa 66peuna HenocrarsuHocT). [lopanu ToBa He ce
npenopbuBa ABoHHO Gnokupane Ha PAAC 4pe3 komOunupaHara ynorpeda Ha ACE nrxuburopn,
aHruoreH3us li-penentopuu 6nokepu WM ANHCKHUpEH (BX. TOYKK 4.5 1 5.1).

AKO ce npelieHH, Ye TepanyaTa ¢ ABOHHO OnokupaHe € abcomoTHo Heobxoauma, Toea TpaOBa fa
cTaBa caMo noj HaOMIOJEHHETO HA CIICHHUANIMCT U NPH YECTO BHUMATEIHO MOHHTOPHPAHE Ha
6u0peyHaTa QyHKUHS, eEKTPONNTUTE U KPHBHOTO HANATaHE.

ACE naxuburopu 1 anruoreHsuH Il-peuenropau 6510kepu He TpSOBa 4a Ce M3MON3BAT €AHOBPEMECHHO
NnpH nauuesTn ¢ AvaderHa HepponaTus.

Ipyru cCbCTOSMHNA ChC CTHMYJIALMA HA CHCTEMATA PEHHUH-AHTHOTEH3UH-AIIOCTEPOH
[1pu naumeHTH, YMifTO BACKYNApEH TOHYC U ObOpeuHa PyHKLMA 3aBHCAT OCHOBHO OT AKTHBHOCTTA Ha

CHCTEMATa PEHHH-aHTHOTEH3MH-AN0CTEPOH (HaNpUMep NauMEHTH ¢ TEXKKA 3aCTolHa chpae4Ha
HeZOCTATHYHOCT HWIH Nonexaino 0b0peuHo 3abo/aBaHe, BKIIKUYHTEAHO H CTeHO3a Ha 6b0peunara
apTEpPHA ), TCYCHHETO C IEKAPCTBEHU NPOAYKTH, KOUTO MOBJIMABAT Ta3H CHCTEMA NPEAH3BUKRA-OETDE
XHMIIOTOHHS, XHNEPA30TEMHA, OJIUCYpHs WK pAAKO ocTpa 660peyHa HegocTaTbYHOCT (B .

IIspBHYEH aNAOCTEPOHHIBM
[TaupeHTH ¢ MBEPBHYEH AMAOCTEPOHNIBM MO MPUHLMI HAMA 14 Pearupar Ha aHTIL

JIEKAPCTBEHH MPOAYKTH, AeficTBaly ype3 HHXUOMIMA Ha CHCTEMAaTa peHUH-aHIUC
[TIopaau ToBa, ynorpebara Ha TeMMUcapTaH/XHAPOXJIOPOTH3HA HE Ce MPEINOpDhYRA.



CreHo3a Ha aopTHATa ¥ MMTPAJIHA Knana, 00CTPYKTHBHA XMUNEPTPOPUYHA KAPIUOMHONATHS:
Kakro npu apyrure BasoAW1aTaTOPH, CNIELHANIHO BHUMaHKHE € HEOOX0AUMO NPH NALMEHTH, CTpaJamu

OT A0PTHA WJIH MUTPANHA CTEHO3a WK OOCTPYKTHBHA XHNEPTPOPHYHA KAPAHOMHONATHA.

MeTabonHTHH U eHOOKpUHHH edeKTH

JIedeHneTO ¢ THA3MIM MOXE []a HApYILIK [IIOKO3HUS TOJEPaHC, NOPANU TOBA, MPHU MALMEHTH ¢ Aunader,
JIEKYBaHH C HHCYJIMH HWIM aHTHAKaOeTHH NCKAPCTBCHU NPOAYKTH U TEpanus ¢ TeIMMCapTaH, MoXe Aa
HACTBIIH XMAOIVIMKEMMA. 3aTOBA, NPH TE3H NALMEHTH TpAOBa Aa ¢ce OOMHUCIH CHLOTBETHO
npocieAaBaHe Ha KPhBHATA 3aXap M MOJXKE [1a c€ HAJIO)KM KOPUIrHpaHe Ha 103aTa Ha MHCYJIMHA WM
aHTHAKMa0eTHUTE NIEKapCTBa, KOraro € nokazaHo. I1lo BpeMe Ha Tepanusita ¢ THa3HIH MOXKE a ce
NPOABH JIATCHTEH 3aXapeH Auader.

JIeyeHHeTo ¢ TUA3UAHM JHYPETHULIM CE CBLP3BA C [IOBHIIABAHE HA HUBATA HA XOIECTEPOI H
TpuryMuepuan. Bee nak, npu aoza 12,5 mg THaznacH AMYpPETHK, ChAbPAKAINA CE B JIEKAPCTBEHHUA
NPOAYKT, Te3H ePeKTH ca MUHUMANHH WK JunceaT. [Ipy HIKOH NalMeHTH Ha TUa3HIHa Tepanus
MOX€E Ja C€ Pa3BUE XMIIEPYPUKEMUA WIH pa3rbpHaTa noaarpa.

Enexrponauren aucbanauc

KakTo npy BCHYKH NMALMEHTH Ha JHYPETUYHA Tepanud € Heo0X0AMMO Ha OTpeaeIcHH HHTEpPBaId Aa
ce NpPoBeXxAa NEPUOAHYHO NPOCNCAIBAHE HA HUBATA HA EJIEKTPOJIMTHTE B CEpyMa.

Tuazuaure, BKIIIOYHTETHO XMAPOXJIOPOTHA3HA, MOTAT 1a IOBEAT 0 BOOHO-ENEKTPOIUTEH AucbanaHe
(BKIIOYMTENHO XHUITOKANIHEMHA, XHIIOHATPUEMHA Y XHIIOXTIOpPEMHYHA ankano3a). Hauanuure
NpM3HALH 33 BOJHO-EJIEKTPOJIMTEH aucbananc ca: Cyx0Ta B YCTara, XKaXKaa, aCTeHHU, ChbHIMUBOCT,
3amaiiBane, 6e3nokoiicTBo, 60nka B MyCKyIMTE UM MYCKYJIHM KpaMIIM, MycKyaHa cinabocr,
XHUIMOTOHHA, OJIMTYPHUS, TAXHKAPAHA H CTOMAIIHO-YPEeBHH CMYLUEHHUSA KATO raJieHe Wi MOBPBILAHE
(Bx. Touka 4.8).

- XHMNOKaNHEMHA

Bbnpeku ue, npH ynorpedara Ha THA3MIHH JAHYPETHLM MOJKE 2 Ce pa3BUE XUTNOKATHEMHS,
eXHOBPEMEHHOTO JIEYCHHE ¢ TEIMHCAPTaH MOXKE 1a peAyuypa nNpeau3sHKaHaTa OT JUYPETHUHHTE
XMNOKATHEMHA, PUCKBT OT pa3BHTHE HA XMIOKATHEMHUA € N0-TOMAM OPU NALMEHTH ¢ YEPHOAPOOHA
IHPO3a, NPH NalHEHTH ChC 3aCHIIeHa AMYype3a, NpY NaUMEeHTH, KOUTO NMOEMAaT HEaAEKBATHO
KOJTHYECTBO EJICKTPOAHKTH IIpe3 YCTATA K NIPH NAUMEHTH, KOUTO CAHOBPEMEHHO CE JICKYBAT C
KOPTUKOCTEPOHAM WiH aapeHOKOPTHKOTponeH xopMoHd (ACTH) (Bxk. Touka 4.5).

- XUnepKanTHEMHA

B npotrBOnoOnoxHHA Cly4all MOXKE Aa C€ CTHIHE 0 XHNEPKATHEMHA, AB/DKALIA C€ Ha aHTaroHU3Ma
Ha TenMucapTaH (KOMIIOHEHT Ha JIEKAPCTBEHUS NpOAYKT) KbM aHruoreHsuH Il (AT,) peuenropure.
Makap ue, nocera e € oTben13aH0 HaNKWUKe HA KIMHAYHO 3HAYUMa XMIICpKalueMud o BpeMe Ha
JIeYEHHE C TEJIMMCAPTAH/XHAPOXIOPOTHA3N, PUCKOBHTE PaKTOPH 32 pa3BUTHETO H BIUTIOYBAT
O0B0peuHa HeAOCTATHYHOCT W/WIH ChpJeYHAa HEAOCTATHYHOCT M 3axapeH auader. Kanuii-
CbXPaHABALIUTE AMYpPETULM, KanKeBuTe 100aBKH WIH 3aMECTUTEIMTE Ha COMNTa, ChbABPIKALUM KaJlni
TpaOBa na ObAAT BHUMATEHO NIPHUNAraHH NO BpeME Ha JIEYECHHE C TEIMUCAPTaH/XHAPOXJIOPOTHA3U

(BX. TOUKa 4.5).

- XHMOHAaTpHEMHS H XMIIOXJIOpeMHUYHA aJIKano3a

HsaMa naHHM, Ye TenMucapTrad/XuapoxiopoTHasu MOXe 1a peayLupa WK NpeRoTBpaTH
Npeau3BHKAHATA OT JUYPETHLM XHUMOHATPHEMHA. XIOPHHUAT AePHuMT OOMKHOBEHO € JIeK H He Hanara
JOMBJIHUTENIHO JICYCHUE,

- XunepkanauveMus
Tuasnaure Morar a HaMaJIAT HATHbUYBAHETO Ha KAJILKH C YpHHATa K Ja JOBEAaT A0 NPexXos
YBCIAMUCHHUSA HA CEPYMHHA KAl ITpU JIMIICA HA YCTAHOBEHH HAPYLICHHMS B KAJILMEBHS 7
3HauMTEeNHATA XHNIEPKAILHEMHUA MOKE [a € I0KA3aTe/ICTBO 34 CKPHT Xunepnapatupegat
Aa ce HpoBee H3cNeABAHE HA NapaTHPOUAHNTE GYHKUHHM TPAOBa A ce NpeKpaTH npyk é

- XunomarHesuemMusa



TuasuauTe yBENIUHABAT OTACINHETO HA Marie3ni ¢ ypuHaTa, KOeTo MOXe Ja XOBeae A0
XHnoMartHesneMus (BxK. ToUka 4.3).

ETHuYyeckd pasnyuyuns

KakTo e HaOmonaBaHo apH HHXMOUTOPUTE HA AHTHOTEH3HH KOHBEPTHPALIMA €H3UM, TEIMHCAPTaH H
apyrure aurmoreHsuH Il peuenTopHu aHTArOHHCTU ca OYEBHIHO NO-MANKO €DEKTHBHH B
NMOHIKABAHETO HA KPBHBHOTO HAJISraHe MpHU Xopa OT YepHaTa paca, OTKOJIKOTO NPH APYTUTE pacH,
BEPOATHO MOPaaM MO-YECTOTO CPELAHE B YEPHATA MOMyNALMA HA HHCKO PEHHHOBO HHBO C NPOSABH Ha

XMNEPTOHMS.

Ep!l"l‘l

KaxTo npu apyru aHTUXHMIEPTEH3UBHH areHTH, EKCLIECUBHATA PeAYKLUHXA Ha KPbBHOTO HANATaHE NpH
NalMeHTH ¢ HCXEMHYHA KapAHONATH MK HCXEMHYHO KapAxOBacKyJapHO 3abonsBaHe MOXeE fa
nosene 10 MHOKapACH KHGAPKT WM HHCYIIT.

O6mu

[Ipu nauMeHTH CbC My 6e3 aHaMHe3a 3a aneprus Uiy OpoHXHaIHA acTMa MOXe Jia ce Habnioaasat
peaKkiMH Ha CBPBXYYBCTBUTEJIHOCT KbM XHAPOXJIOPOTHA3M/, HO Ca MO-BEPOATHH INPH NallMEHTH ©
Takapa aHamHe3a. UMa ¢cboOleHus 3a 060cTpaHe WM AKTHBHPAHE HA CUCTEMEH JIYITYC epUTEMATO3YC
NpH NAIMEHTH, JIEKYBaHH C THA3UIHH JUYPETHLY, BRIIOUUTEIHO XHAPOXJOPOTHA3ZHA.

Hma crobumienns 3a peakuiiu Ha (GOTOUYBCTBHTEIHOCT NpPH ynoTpebara Ha TUA3MAHU JHYPETHLH (BXK.
Touka 4.8). IIpenoppuBa c¢ NpexXpaTaBaHe HA TEPAIUATA, aKO C€ MOABH PEAKLIMA HA
$OTOYYBCTBHTENHOCT B NEPHOJA HA JIeYEHHUE. AKO ce cuMTa 3a HeoOX0AMMO OTHOBO BKJIXOYBAHE Ha
IKYPETHK, C¢ MPENOpPBHYBA NpeANna3BaHe Ha 30HHTE, KOWTO C€ M3/laraT Ha CibHLE WIH Ha H3KYCTBEHH

UVA npumn.

XopouaaneH W3INHB, KbCOTTIEACTBO Y 3aKPHTOBIBJHA [NAYKOMa

XHApOXJIOpOTHA3KA € CYN(OHAMUL, KOHTO MOXe Aa NPHYMHH HAHOCHHKPATHYHA peaKkuyd, BoA€ela 10
XopoHaaneH U3auB ¢ JedeKT Ha 3PUTENTHOTO [10)1€, OCTPO NMPEXOAHO KbCOITNIEACTBO H OCTpa
3aKpHTOBIBJIHA raykoMa. CHMITTOMHTE BKJIIOYBAT B HAYaJI0TO OCTPO [IOHKXKABAHE HAa 3pHTENIHAaTa
OCTpOTa KWK o4Ha Oonka, U OOMKHOBEHO ce NMOABABAT B pAMKHTE HA YACOBE 10 CEIMMIK OT HA4YaJI0TO
Ha neyeHHdero. HenekysaHara, ocTpa, 3aKpUTOBIBIHA [NIAYKOMa MOXKE 213 A0BEAE A0 TpaiiHa 3ary0a Ha
3peHue. [TepBUYHOTO NCYEHHE €, Ja CE CIPE NPHEMA HA XHAPOXIOPOTHA3HI, KOJIKOTO € Bh3MOXKHO IO-
ckopo. HappeMeHHO JIeYeHHe WM XHPYpPruuHA UHTEPBEHIUA MOXKE 1A C€ HaJIOXKH 1a ce OOMMCIAT,
aKO BBTPEOYHOTO HAAraHe OCTaBa HEKOHTPOKpaHo. Pruckosure dakTopu 3a pa3BusaHe Ha OCTpa
3aKpPHMTOBIHIHA IJIayKOMa MOXKe Ja BKIIOMBAT aHAMHE3a 33 aneprus KbM cyIQOHaMHIK WIH
NEHMUITHINHH,

HemenaHoMeH paK Ha KOXATa

B nBe enmupeMHOIOrMYHMA NPOYYBaHWA, OCHOBABAIIM CE HA NATCKHMA HALIMOHAJIEH PAKOB PETUCTHP, €
HaGarONaBaH MOBHUICH PUCK OT HeMellaHOMeH pak Ha Koxkara (HMPK) [6azanHokneTrsueH kapuuHOM
(BKK) u ckBamo3HoknerpucH KapuuHoM (CKK)] npu Hapacrsama ekcrno3uuus Ha KyMyJlaTHBHa 1034
xugpoxyoporHasua (XXT3). ®orocercubunusupaimnure epexrn Ha XXT3 morar aa aeifcrsar karo
BEPOATEH MEXaHU3bM 3a pa3suTHe Ha HMPK.

[Tanmenrture, npuemainy XXT3, tpabea na 6baat uddopmupanu 3a pucka ot HMPK u ceeerBanu
PEAOBHO 13 NPOBEPABAT KOXKATA CH 332 HOBH JIE3HMH K HE3a0aBHO /1a ChOOLIABAT [IPH NOABA HA
NOJO3PKTEIHH KOXHH ne3ud. Ha nauyeHTure TpaOBa 1a ce npenopbyaT Bb3MOXKHH NMPeBaHTHBHM
MEPKH, KATO OrpaHMYEHO M3JiaraHe Ha CITbHYEBA CBETAUHA W YJIITPABHOJICTOBH JIBYM, 8 B C/1y4ail Ha
€KCMO3HIIMA, MOAXOAA1IA 3AIKTA, 33 Ja Ce CBeAe 10 MMHUMYM PHCKBT OT paKk Ha KOXaTa.
[Tomo3puUTeIHUTE KOXHH JIe3Md TpAOBa na 6bAaT NOANOKEHH Ha HE3a0aBHO H3CNEABAHE,

MOTEHUHANHO BKJIKOUBAILO XUCTONOTHUHM H3cnenBaHuA Ha GHoncuunu Marepuany. [Ipepascagcaare
Ha ynoTtpefara Ha XXT3 MOXe A3 Ce HAIOKM W NPH MAUMEHTH, KOUTO ca HMany npegxSrigiwkiF \
(BX. cBILO To4Ka 4.8). ' <>

OcTpa pecnyupaTopHa TOKCHYHOCT
Cnea npueM Ha XMAPOXJIOPOTHAZK C€ CHODIIABAT MHOTO PEAKH TEXKKH CIY4YaH Hy




pECTIKPaTOPHA TOKCHYHOCT, BKIIIOYUTENHO OCThp pecniparopeH aucrpec cunapoMm (OPJIC). Cnen
MPHEM HA XMAPOXJIOPOTHA3U] OOUKHOBEHO ce pa3BuBa OEI0APOOEH OTOK B paAMKHTE HA MHHYTH 110
4yacoBe. B Ha4anoTo CHMNTOMMTE BK/IIOYBAT AMCIIHEA, TOBHLICHA TEMIIEPATYpa, BJAOLIABAHE Ha
GenoapobHara dyHknus u xunotoHus. [Ipu cemHenue 3a OPJIC tpabea ga Obae copaH MpHEMBT Ha
TEJIMHECAPTAH/ XUAPOXJIOPOTHA3KI, H A CE MPUNOKH MOJXOAAIO NeueHne. XHIPOXIIOPOTHAZHU HE
TpsaOBa ia ce npuiara npy NalHeHTH, KOMTO npead ToBa ca nomyyasanu OPJIC cnen npreM Ha

XHAPOXJIOPOTHA3ML.

JlakTo3a
Bcesika TabneTka csobpika nakTo3a. [lauMeHTH ¢ peKy HacneACTBEHH npoOneMH HA HENMOHOCHMOCT
KbM rJ1aKTO3a, ITbJIEH JIAKTa3eH AeUIMT WM IIIOKO30-rajiakTo3Ha Manabcopbuus He TpabOsa aa

NPHEMAT TOBA JIEKAPCTBO.

Harpuii
Bcska rabnetka ceappxa no-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKe Ja ce Kaxe,
Y€ MPaKTUYECKH HE CHABP)KAa HATPHH.

4.5 BiammoneiicTBHe C ApPYI'H JIeKAPCTBEHH NPOAYKTH H APYrH (OPMH HA B3AHMOACHCTBHE

JIuTHH

ITo BpeMe Ha €eJHOBPEMEHHO NPUIOKEHUE HA TUTUH ¢ MHXUOHUTOPH HA AHMMOTEH3HH KOHBEPTUPALIMA
eH3MM ca HaOnroaaBaHyu oOpaTHMy NOBHILEHMS HA CEPYMHUTE JIMTHEBH KOHUCHTPAUUY H NPOABH HA
TOKCHYHOCT. ChoO111aBaHM Ca peIKH CTy4aH M ¢ aHrHoTeH3HH Il peuenropHH aHTaroHMCTH
(BKS1IOYMTENIHO TENMUCAPTaH/ XHAPOXAOPOTHA3KHa). EnHOBpeMEHHOTO NMpUnaraie Ha JIHTHH U
TEIMHCAPTaH/ XHAPOXIIOPOTHA3U], HE ce MpenopruBa (Bx. Touka 4.4). Axo TasH kKoMOUHaLMA € OT
ChLIECTBEHO 3HAYCHHE, CE [IPeNnOpPbYBa BHUMATEIHO MTPOCNEAIBAHE HA CEPYMHMTE NMTHEBH HHUBA M0
BpeMe Ha 6JHOBPEMEHHO NPHIIOKEHHE.

JlekapcTBEHM NPOAYKTH, KOWTO BOAAT A0 3ary0a Ha kanuid ¥ xunokandeMus (HalpuMep Apyru
KAIHYPETHYHH JHYPETHLH, NaKcaTHBH, KopTukocTepouau, ACTH, amdorepuuuH, kapOeHOKCONOH,

neHBiMAMH G HaTpuid, CANHLWIOBA KUCEIKHHA ¥ POU3BOJHUTE H).

Axo Te3H BelllecTBa TpAOBA Z1a ce NpHEMAT eAHOBPEMEHHO ¢ KOMOHHaLMATa

TEIMHUCAPTAH/ XBAPOXJIOPOTHA3MA, CE MMPENOPHYBA MPOCNeAsBaHe Ha KaJWEBUTE HUBa B IU1a3Mara.
Te3u nekapcTBeHH NPOAYKTH MOJKE J1a OTEHLMPAT ePEKTHTE HA XUAPOXJIOPOTHA3HA BhPXY CEPYMHHSA
kanuii (Bx. Touka 4.4).

JlekapcTBEHH NMPOAYKTH, KOMTO NOBHLIABAT KATHEBHTE HUBA WKW HHAYUWPAT XHOEPKATACMUS
(Hanpumep ACE uHXHOUTOPH, Kanuii-CEXpaHABallld AUYPETHLIM, KaldeBU J00aBKH, COIIEBH
3aMECTUTENH, CHABPKAIUY KAJTHH, UHKIOCNIOPYH WM APYTH 1€KAPCTBEHU NPOIAYKTH KAaTO XeNnapuH
HaTpHiA)

AKO Te34 NeKapCTBEHH MPOAYKTH ca MPeANMCcaHy 33 ynorpeda e JHOBpEMEHHO ¢ KOMOHHALMATA
TEJIMHUCAPTAH/XHAPOXJIOPOTHAZMU], NIPENOPBYRA C€ MOHUTOPUPAHE HA KATTHEBUTE IU1a3MeHd HHBa. B3
OCHOBA Ha ONHTA C M3MOJ3BAHETO HA APYIH JICKApCTBEHH NPOAYKTH, HAMAIABAIIH ASHCTBHETO Ha
CHCTEMATa PEHUH-AaHTMOTEH3UH, CBHIIBbTCTBALLIOTO NPHJIOKEHHE HA FOPECIIOMEHATHTE JIEKAPCTBEHH
NPOAYKTH MOXE Aa A0BEAE 0 MOBHILNABAHE HA CEPYMHMA KanWi U MO Ta3H [IpUYHHA HE CE

npenopbuBa (Bxk. Touka 4.4 ).

JlekapCTBEHH NPOAYKTH, KOUTO CE MOBJMABAT OT HAPYIUCHHUS B CEPYMHMA KATTHIH
[Ipenopbyra ce nepUOAKYHO NMpocicAaBaHe HA HUBATa Ha cepyMuus kanuii u EKT', xoraTto

TEJIMUCAPTAH/XHAPOXJIOPOTHA3M CE MPWIAra ¢IHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, KOHTO C€

NOBJIMABAT OT NMPOMEHHU B CEPYMHMA KANTHIf (HANPUMEP OUTHTAJIUCOBH IMUKO3HAM, AaHTUAPUTMHUYHU
CJIEAHUTE JIEKAPCTBEHH NMPOAYKTH, IIpeAU3BHKBALM forsades de pointes (BKIIOYBAIY HAKOU
aHTHAPUTMHYHH), KATO XHNOKAIMEMMATA e npeapasnonaraiy Gaxrop 3a forsades de pointes:

- xnac la aHTHapUTMHYHU (HApPUMEP XHHUIMH, XWAPOXUHHUIUH, JU3OMHPAMHUI);
- knac [l anrnapyrMuyHy (HanpMMep aMHOZAPOH, COTANOA, AodeTunda, HOYTHIHA);
- HAKOH aHTHNCUXOTHLM (HANpUMEP THOPHAA3HNH, XJIOPIIPOMA3MH, JCROMENPOMA3HH,



TpudiyonepasuH, UMaMEMAa3HH, CYANUPUI, CYJITONPHA, AMHUCYJINPHI, THANIPHI, MUMO3H],
XAJIONECPUARO0I, APONEPHAO);

- apyry: (Hanpumep 6enpuann, Lusanpua, agudemManu, epurpoMuluH [V, xanodaHTpus,
MH304CTHH, NEHTAMUAMH, cnaphnokcaluH, TepdeHaanH, BHHKaMuH 1V),

EQFHTEJIHCGBH FNIHKO3UOH

[Ipenu3BUKAHATA OT TUA3HMAHM XUMOKATMEMHS WIH XUNIOMarHe3ueMus O1aronpUaTCTBa Bb3HUKBAHETO
Ha NPSAW3BHKAHA OT ZUTHTANHC apuTMuA (BX. TOYKA 4.4).

JnrokcuH
[1pu enHoBpeMeHHa ynoTpeba Ha TeIMUCapTaH ¢ AMITOKCHH ce HabNo1aBa yMEpPEHO [OBUINIABAHE HA

nuxkoBaTa (49%) K Ha Hal-HuckaTa (20%) nna3zmeHa KOHUEHTpauus Ha JHrokcHH. Ilpu 3anousane,
KOPHIMPAaHe HA J03aTa WIM CIIMPaHe Ha JICUEHUETO ¢ TeJIMUcapTaH, Tpa6aa Aa ce HabmonasaT HUBaTa
Ha JUrOKCHH, 33 Ja Ce MOAObP)KAT B TEPaNCBTUYHHA MHTEPRAIL.

Jpyry aHTUXUnepTeH3BHYU NEKapCTBEHH NMPOAYKTH
Tenmucaprad MOJKE 1a NOBUILK XUIIOTEH3UBHUA eEKT HA APYTH AHTHXUNEPTECH3UBHH CPEACTBA.

J[aHHH OT KIMHWYHH NPOYy4YBAHMA OKA3BAaT, 4Ye ABOHHOTO 6nOKHpaHe HA PEHUH-@HHOTEH3UH-
anpocreponoBara cuctema (PAAC) upes kombuHupanata ynorpeba Ha ACE unxuburopH,
aHTHOTeH3HH lI-peuenTopHu O0KEpH WM ATHCKUPEH C€ CBBP3Ba C [10-BUCOKA YECTOTA HA HEXENaHH
ChOHTHS, KATO HAMMPHMEP XHNOTOHHA, XHNEpKATMeMya H HaMaaBaHe Ha ObOpeuHara gyHxumA
(BxrounTenHo octpa OBOpeyHa HEJOCTATHHHOCT), B CPABHEHHE C YOTpedaTa caMO Ha eHO
cpenctso, aelicramo Bbpxy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

ITpoTHBOOHabETHH IeKAPCTBEHU NPOAYKTH (IEPOPATHH 4 HHCYJIHH

Moxxe na ce HaJI0KH KOPUrMpaHe HA JO3MTE HAa NPOTHBOANAOETHUTE IEKAPCTBEHH NPOAYKTH (BiK.
TO4KA 4.4).

Metdopmud
Tpabsa Aa ce U3NON3BA NpeANazx’IMBO MOPAN PUCK OT JIAKTATHA aLU03a MHOYLIMPaHa OT BE3MOXKHA
dyHkuHoHanHa OB0peyna HeAOCTaTEYHOCT, CBBP3aHA C XUAPOXJIOPOTHA3UIL.

KonecTupaMiH ¥ KOIECTHNONORH CMOTH
[Tpu HanuuMe Ha aHMOHHO-OOMEHHH cMOJH, abcopOIATa HA XHAPOXIOPOTHA3HA CE HAapYHIaBa.

Hecrepoyuany NpoTUBOBE3NANUTENHH CPEACTRA
HCIIBC (T.e. aueTWICANHLMIOBA KUCEIUHA B MPOTHBOBB3NANHMTENHH 103K, COX -2 nuxuburopu #

HecenexktueH HCIIBC) Morar 1a HaMamnaT AMypEeTHYHHS, HATPHYPETHYHHA H AHTHXMIIEPTEH3UBHHUA
eeKT Ha THA3MIAHUTE JUYPETHLM H aHTUXHNEPTEH3UBHMA edeKT Ha aHrHoTeH3uH Il peuenropaure
AHTArOHHCTH.

IIpu HAKOM MaLMEHTH ¢ HapyLueHa Ob0peuHa QyHKUMA (HanpuMep ASXHAPATHPAHU NALMEHTH MM
NaLMEHTH B HaNpeAHAaaa Bb3pacT ¢ HapylueHa 6s0peuna pyHKUMA) € THOBPEMEHHOTO IIPUNIOIKEHHE HA
aHruoreHsyH Il peuenTopHy# aHTArOHKCTH M JIEKAPCTBEHHU MPOAYKTH, KOUTO HHXHOUpaT
LIMKIOOKCHI€HA3aTa MOKE Ja AOBeAe A0 N0-HAaTATHLIHO BIOLIABAHE HA OnOpeynara PpyHkuus,
BKJIIOYMTENIHO € Bb3MOXKHA OcTpa ObOpeuHa HeJOCTaThYHOCT, KOATO OOHKHOBEHO ¢ o0parumMma. [lo
Ta3W NpH4YKHHA, KOMOMHAUKATA TPAOBa Aa ObAe NMpuiaraHa ¢ NOBUINIEHO BHUMAHHE, 0COOEHO NpH
NalUEeHTH B HanpeaHana pu3pact. [lauuenrure Tpabsa na Obaar anexsarHo xuapardipaHy U na Ovae
npocnenspana O p0peuHaTa UM QYHKIKA B HAYAJIOTO HA KOMOUHHMPAHOTO JIEYECHHUE U NMEPUOAUHHO CEl
TOBA.

B eaHo npoyuBaHe ¢AHOBPEMEHHOTO NMPWIAraHe Ha TEIMHCAPTaH H PaMHIIPWI € JOBEJIO [ ?&‘
Ha AUCq.24 1 Cpax Ha paMunpan 4 paMunpuiar a0 2,5 nbTi. KnuHuyHaTa 3HaUUMOCT HY/ Ol

HabaloaeHHe HEe € U3BECTHA. %’

IlpecopHH aMHHH (HAIPHMED HOPAAPEHATHH )

E¢dexTrT Ha npecopHUTE aMHHH MOXE 113 C€ HAMAJIM. " h



Heaenonspuanpauy muopenakcanTy (Hanpumep TYOOKYpapHH)
XHHPOXJIOPDTHRSHII MOXC 4 IIOTCHIIHPA ecbelcra HA HCACTIONAPHIHPALIHTE MHODCIIAKCAHTH.

Hexapc*raenu MNpOAVKTH H3NOJI3BAHH 34 JICYCHHE Ha f1oJarpa !HﬂHEHMEE HEOGEHHM,

CYNMUHOUPAIOH H aIOMYPHHOJ

Mooke aa ce HANMOKU KOPUIHpaHe Ha 03aTa Ha YPHKO3yPHYHUTE ACKAPCTBEHU NPONYKTH, ThH KATO
XHAPOXJIOPOTHA3ZHA MOXKE 13 YBEIHYH CEPYMHHTE HHBA Ha NMMKOYHATA KUCENHHA. Moxe aa ce Hanoxu
NOBHLIABaHE Ha 403aTa HA NpOOEHHMIMA WIH CyNPHHNUPa30oH. EAHOBPEMEHHOTO NpHEMAaHE Ha

THA3HAH MOXKE Jd [TOBHIIM YCCTOTATA HA PCAKIIHHUTC HAd CBPDBXHYBCTBATC/IHOCT KbM aJIOITYPHHOJL.

KaluueBy coJH
TwraznauuTe gUypeTHLN MOXKe 4 [IOBULUAT CEPYMHHTE HUBA HA KAJIIMH, KOETO C& JB/DKH Ha

NOHIDKEHATA MY eKcKpelna. Ako TpsOBa 1a ce npeANMILAT KaTuUeBU A0OABKH HITH JICKAPCTBEHH
NPOAYKTH, 3aAbpKaly Kanuuil B opraHu3Ma (Hanpumep tepanus ¢ ButaMuH D), e Heobxoaumo aa ce
[IPOCAEaABAT CECPYMHHTE HMBA Ha KAJIUMA H CHOTBETHO A C& KOpHUrupa ao3ara.

bera-Onokepu U AHA30KCUA
TuazunuTe MOXKE Aa NOBUILAT XUINEepriukeMuyHuTe edexkTH Ha Oera-0okepUuTe M ANa3OKCHA.

AHTUXOJHHEPrUMHHTE JCKAPCTBEHH NPOAYKTH (HANPUMEP aTPOUH, OUNEPHACH)
Moxke na nopumaTt OHOHANIMMHOCTTA HA THA3MAHHTE JHYPETHIM YPE3 MOHM)KABaHE HAa CTOMALIHO-

YpeBHHA MOTHMIHUTET H HCCTOTATA Ha H3IIpa3BaHe Ha CTOMaxa.

AMAaHTHAVH
TuasuauTe MOXKE a YBEJIMUAT PHUCKA OT HEXKENaHH e(PEKTH, NPUIMHEHH OT aMaHTHAMH.

| [MTOTOKCHYHM JIEKADCTBEHU NPOAYKTH (HanpuMmep uuknodochaMu, METOTPEKCAT)

Tuasunoure MOXKe na HaManaT OBOpeYHaTa eKCKpelia Ha LIMTOTOKCHYHMTE JIEKAPCTBEHH NPOJAYKTH H
a NOTEHLMPAT MHUEJIOCYIIPECHpALIUA UM edexT.

B13 ocHoBa Ha $apMaKOIOrHYHHTE MM CBORCTBA € BE3MOXKHO a CE€ OYAKBA, Y€ CIICAHMTE
JIEKAPCTBEHH NPOAYKTH MOTaT A3 NOBHINAT XHUIIOTCH3HBHHA €(PEKT HA BCUYKH AHTHXHUIEPTEHIHBHU
CPeNCTBa, BKJIKOUMTENHO TenMucapTaH: 6axkinodeH, aMHPOCTHH.

Cpino Taka, OpTOCTaATHYHATA XUIIOTOHKA MOXKe Aa Obae 3acuneHa oT ankoxodn, bapburypary,
HAPKOTHYHH BEIIECTBA WIM aHTHAECNPECAHTH.

4.6 Peprraunrter, OpeMeHHOCT H KbpMeHe

bpeMeHHOCT
He ce npenopbuBa ynorpebara Ha aurnoreH3ud Il peuenropHy aHTaroHUCTH Npe3 MbPBUA TPHMECTH]

Ha 6peMeHHOCTTa (BX. TOUKA 4.4). YnoTpebara HA aHrHOTEH3HH 1l peLenTOpHM aHTArOHMCTH €
NPOTHBOIIOKA3aHa MPe3 BTOPHA W TPETHA TPUMECTbD Ha OpeMeHHOCTTA (BX, TOUkH 4.3 u 4.4),

HsamMa pocraThb4HO AaHHM 33 ynoTpebara Ha TeJIMHCApTaH/ XUAPOXIOPOTHAZUA NpH OPEeMEHHHM JKEHH.,
ExcnepuMeHTaJHUTE NPOYYBAHUA NPU JKMBOTHM NOKA3BAT PEIIPOXYKTUBHA TOKCHUHOCT (BXK. TOUKA
5.3).

EnnoeMyoNoru4HUTe JAHHU 332 PHCKA OT TepaTOoreHHOCT cnen ekeno3uuua Ha ACE naxuduropu npes
NbPBHA TPHMECTHP Ha OpeMeHHOCTTA HE ca yOeauTenHu. Bee mak, He Moxe aa ce U3KII0YH cnabo
MOBHIIABaHEe Ha pHcKa. JloKATO HAMA KOHTPOJHMPAHH SMHACMHOJIOTHMHH JAHHH 33 PMCKa NPH
ynoTpeba Ha aHruoTeH3uH I peLenropHH aHTArOHUCTH, CXOAHHU PHCKOBE MOTAT [a ChILUECTBYBAT U
[PU TO3M KJac jekapcTea. [laumeHTKHTe, KOUTO IUTaHupaT OpeMEHHOCT, TpAOBA na NpeMUPaFT
ANTEPHATHBHO AHTUXHKIIEPTEH3UBHO JIEUEHHE C YCTAHOBEH NpodHn Ha 6e30nacHOCT NpH A
BpeMe Ha OpeMEeHHOCT, OCBEH aKO C€ CUMTa, Y€ € OT 0coOeHa BAKHOCT A4 ce NpOodE
anruoTeHsuH I peuenTopHH aHTArOHUCTH. AKO € JHArHOCTHUHpaHa OpeMeHHOCT, Jie lﬁ 12
anruoreH3uH 1l peuerrropan aHTaroHucTH TpabBa HezabaBHo na ObAe NpeycTaHOBEHC
noaxoAqamo Aa Ob/e 3aN04YHATO ATTEPHATHBHO JICHEHME.




VCTaHOBEHO €, Ye eKCMO3MLMATA Ha aHruoTeH3uH 1l peenTopHyH aHTaroHUCTH Npe3 BTOpUA B TPeTHA
TPUMECTBP Ha OpeMeHHOCTTa NpeAu3BHKBA PETOTOKCHYHOCT MpH Xopa (noHwkeHa 6pdpeuHa
dyHKUMA, 0ONMIOXMAPaMHMOH, 3a0aBeHa YepenHa ocHpHKaLMA) H HEOHATANIHA TOKCHYHOCT (OBOpeuHa
HEJI0CTaTbYHOCT, XHIIOTOHHMA, XUNEPKATHEMHS ) (BXK. TOUYKA J.3).

[IpenopnyBa ce ynTpa3ByKoB nperien Ha Op0peuHaTa QyHKIMA K Yepena, ako HACThIIH €KCIO3SHIMA
Ha aHrHotTeH3uH Il peuenrropHu aHTArOHMCTH Npe3 BTOPUS TPHMECTHP Ha OpEeMEHHOCTTA H Clie]l TOBA.
HosoponeHuTe, YHHTO Maku ca mpuemand aHrioteHs3uH Il penenTopHd aHTaroHHCTH, TpsOBa na
6baar BHUMAaTENHO HaOII0AaBaHH 32 HAMTHYKE Ha XHNOTOHUA (BK. TOUKH 4.3 1 4.4).

OnuUThLT ¢ XHAPOXJOPOTHA3M N0 BpeMe HAa 6peMEHHOCT € OrpaHH4YeH, 0COOEHO Npe3 MbpBUA
TpuMecThp. IlpoyuBaHMATa NPH JKMBOTHH Ca HEAOCTATHYHH. XHAPOXJIOPOTHA3UA TPEMHHABA NIpe3
naaueHTara. basupaliku ce Ha papMaKoIOrHyHHA MEXAHH3BM HA NECHCTBHE Ha XUAPOXJIOPOTHA3HI,
ynotpebara My [pe3 BTOPHS H TPETUA TPMMECTBP MOXKE Ja KOMNPOMETHpa QEeTO-I1aneHTapHaTa
NPONYCKJIMBOCT, H Ja NPHYMHH (ETANHH K HEOHATAIHH e()eKTH, KATO XKbJITCHHLIA, HAPYLICHHUE HA
ENEKTPOJMTHHA OanaHCc H TPOMOOLIMTONEHHS.

Xuapoxnoporuazu He TpabBa Ja ce M3INO/I3BA NIPYU MECTALIMOHEH OTOK, MeCTALMOHHA XUITEPTOHUA HAX
npeexaamIIcHs, MOPaaH PUCK OT NOHMKABAHE HA IU1a3MEHHsA 00eM U raueHTapHa xunonepgysus, 6e3

none3eH egekT BbpXy X0Aa Ha 3abonaBaHeTo.

XuapoxnopoTHasua He TpsA0Ba Aa ce M3Moa38a MPH ECEHUMANIHA XUIIEPTOHHS MPU OPEMEHHH KEHH,
OCBEH B PEIKH CITy4aH, KOraTo HE MOXe 1|a Ce MPUNOKU APYro JEHECHHME.

KnpMmeHe
Teit KaTO HAMA AaHHK OTHOCHO ynoTpefara Ha TenMHCapPTaH/XHIPOXJIOPOTHA3KA B [IEPUOAA Ha

KbpMEHE, TEJIMHCAPTAH/ XHAPOXNOPOTHA3HI HE CE MPENOPHYLA, A C€ NPEANOUHNTAT ATTEPHATHBHH
NedeHus ¢ no-pobpe ycraHoBeH npodun Ha 6e30nacHOCT B IEPUOAA HA KbpPMEHE, 0CODEHO MpH

KbpMC€HE Ha HOBOPOACHO WIH NPEXKACBPEMEHHO POACHO OCTC.

XHAPOXIIOPOTHA3HA CE EKCKPETHPA B MAJIKH KOJIMYECTBAa B MAYUHOTO MIAKO. THA3HAU BEB BHCOKH
I03H, NPEeIW3BHKBALM HHTEH3UBHA AUYype3a MOXe Ja HHXHOHPAT NPoayKUMATa Ha MJISIKO.
Ynotpebarta Ha TEJIMHCAPTAH/XHIPOXNOPOTHA3KA MO BpeMe HA OPEMEHOCT HE C€ MpenopbyBa. Ao
TEeNMUCAPTAH/ XHAPOXJIOPOTHA3H CE M3II0/I3BA B NEpUOAa HA KbpMEHE, TPAOBa Aa ce NoJakpKaT Hak-
HUCKHUTE BL3IMOXKHH JO3H.

QDepTUIHTET
B npeaknuHUYHH NMPOY4YBAHHA He ca HaOmonaBaHK eeKTH Ha TeIMUCATPaH H XKHIPOXJIOPOTHA3M

BbPXY QepTWINTETa HA MBXKKHA U JKCHCKH HHIUBUAH.

4.7 Edexkra Bppxy cnocofnoctTa 32 modupase 4 pabora ¢ Mamuen

Ko-Tencarp Moxke 1a OKaxke BIMAHHE BBPXY cnNOCOOHOCTTA 3a modupaHe | padbora ¢ MaLlMHH.
[loHaKora npu npueM Ha TEJIMUCAPTAH/XHIPOXJIOPOTHA3KM/I MOI'aT Aa Ce NOABAT 3aMaiBaHe H
CBHJIHBOCT.

4.8 Hexenann neKapcTBeHH peaKklHy

KpaTko yanoxeHue Ha npodwia Ha 6e300acHOCT

Hait-uecTo chobliaBaHaTa HevKeaHa JIEKapCTBEHa peakuus € 3aMaiipaHe. CepHO3eH aHrHoeeM MOXKE

aa Hacrbru paako (=1/10 000 no <1/1 000).

YecToTaTa Ha HEXENAHUTE JIEKAPCTBEHM PEaKLUH, CbOOIEHH TIPH ynoTpeda na

MNaLHCHTH, pasnpCAC/ICHA Ha CNIy4YaCH NPpHHLONI 33 JIEHCHHC C TCIMHCApPTaH [UTIOC

N N -

(835) unu camo ¢ TenmucapraH (636). He e ycraHoBeHa 3aBUCHMOCT MEXAY 03aTa U LAt |

peaKilHH H JIMTICBA BPB3KA C 110J1a, Bh3PACTTa WIM pacoBaTa NPpHHALACKHOCT Ha MaLucy =7 ﬁ: y
7 RS

LN A
10 }Wgﬁ .



KpaTxo W3noKeHHUe Ha HeXKENaHWUTE JeKapCTBEHH peakuMy B Tabauyed gopMat

Hexxenanure peakipu, cboOHeHA BbB BCHYKH KITHHMYHH MTPOYMBAHHA H HACTHIIWIH NO-4E€CTO NPH
H3MI0JI3BAHETO HA TEJIMMCAPTaH IUIKOC XHAPOXJIOPOTHA3K, OTKOAKOTO npH rwiauebo (p<0,03), ca
ONMCaHH I0-J0JYy B CBOTBETCTBHE CbhC CUCTEMO-OpraHHaTa Knacugukauus. [Ipu aeuenue c
TEIMHCAPTAR/XYAPOXIOPTUA3UA MOTAT A3 CE NOABAT H HEXKENAHH PeaKi/Hi, KOHUTO Ca XapaKTepHH 33
CaMOCTOATEIHOTO NpWIAraHe Ha OTHEHUTE MY CHCTABKH, HO KOMTO He ca HabmoaasaHy B
KIIMHUYHUTE MPOYYBAHUS.

HexxenaHuTe peakiMH €a KATCTOPH3HPAHU CMOpen YECTOTATa, KaTo € H3MOJI3BaHa C/1eAHaTa
knacuduxauus: MHoro 4ectH (21/10), yectu (21/100 no <1/10), redectu (=1/1 000 no <1/100), penxu
(=1/10 000 mo <1/1 000), mHoro peaxu (<1/10 000), ¢ Heu3pecTHa YecToTa (OT HAIUMHUTE JAHHH HE
Moxe na ObIe HanpaBeHa OLIEHKA).

[Ipu BCAKO rpynHpaHe B 3aBUCHMOCT OT YECTOTATA, HEXEJIAHHUTE peakiiuu ce H30posaBaT B HU3X0ALLL
pell Mo OTHOLUEHWE HA TEXKECTTA.

Hugpexyuu u ungpecmayuu
PeaKH: OpoHxuT, GapHHIUT, CHHYHT

Hapywenun na umynnama cucmema
PEOKH: 060CTpAHE WIM aKTUBHPAHE HA CHCTEMEH JIyITyC epuTeMaToaec!

Hapywenua na memaboauzma u xparenemo
HEYECTH:  XMITOKAIIHEMHA

PEeAKH: XHIIEPYPUKEMHS, XUITIOHATPHEMHA
Hcuxuunu napywenus

HeuyecTH: Oe3noxoMcTBO

PEOKH: IeTpecHa

Hapywienua na nepgnama cucmema

YEeCTH; 3aMafiBaHe
HEYECTH: CHHKON, Napecre3us
PEeaKH: be3cbHUE, HAPYIUCHHKSA HAa ChHA

Hapywenua na ouume
peaKM: HapyUICHHA Ha 3PEHHETO, 3aMBIVICHO BHOKOAHE

Hapywienua na yxomo u rabupunma
HEYECTH: BEPTHIO

Crpoeunu HapyuieHus
HEYECTH: TAXMKapAHS, apUTMHA

Cwvoosu napyuienus
HEYECTH: XMIIOTOHMA, OPTOCTATHYHA XUIOTOHMA

Pecnupamopriu, 2pe0HU U MEOUACMUHANHYU HADYUEHUR
HEYECTH: AUCIIHEA
PENKH: peCIIUpaTOpeH AuCTpec (BKIKOYHTEIHO THEBMOHHTH H DeioapobeH OTOK)

Cmomawuno-ypesnu Hapyuerus
HEUYESCTH:  Juapusi, CYXOTa B ycrara, dnatyneHuud

PCAKH: abgoMHHaHa Oonka, 3aneK, AMCNENCHS, TOBPBILAHE, rAaCTPUT

Xenamo-bunuapnu napyuenus
peaKu: aGHOpMHa YepHOApoOHa dyHKUus/ 9epHOAPOOHO HapyeHue?
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Hapywenua na xojicama u nOOKONCHAMAa MuKaH
peaKH: aHruoejeM (CHUIO U C (PaTANEH H3XO0Z), CPHTEMA, NPYPHTYC, OOPMB, XHIIEPXHAPO3a,
ypTHKapHs

Hapywienus na MycKyaHoO-CKeiemiama cucmema, CoeOURUMeaHama moKan u xocmume

HedgecTd: Oonxy B ropba, MyCKyNHH CIIa3MH, MHAJNITHA
PeaKM: apTpanrus, MyCKYJIHH KpaMiM, O0Nka B KpaHHULHTE

Hapywenus na epanpoussodumensama cucmema u 2vpoama
HEYECTH: EPEKTHIHA AUCPYHKLUHA

Obwu HapyuieHus u epexmu Ha MACMOMO HA NPURONCEHUE
HedyecTd: ©OoJika B IPBAHUA KOLI

PEAKH: rpunonoAcOHO 3abonaBaHe, 601Ka

Hacaeosanus

HEYECTH: TOBHILEHA MTHKOMHA KMCEIMHA B KPbHBTA

peaKH: NOBHILEH KPEATHHHH B KPbBTa, NOBUILEHA KpeaTHH (oc(OoKHHa3a B KPbBTA, NOBUILICHH

YePHOIPOOHHUTE CH3NMHU

l: Ha 6a3a Ha NOCTMAPKETHHIOBMSA OLUT
2: 33 JOMBLIHHTEIHO ONMCAHHE, MO/ BHXXTE NOATOUKA Onucanue Ha uzbpanu Hexceaanu peaxkyuu

Jonvanumenna uHpopmMayus 3a 6CeKu om KoMnoHenmume

Hexxenanure peakiivi, cbOOLIABaHH NPERH TOBA MPH CAMOCTOATENHOTO H3MNOI3BaHe HA HAKOM OT
KOMIIOHEHTMTE, MOraT Aa Bb3HMKHAT M npu u3noxseaHeTo Ha Ko-Tencapr, nopu na He ca
HaOarOIaBaHH NPH KIMHHYHMTE NPOYYBAHHUA HA TO3H NPOAYKT.

TeamMBCcaADTAR:
YecToTaTa Ha HEXENAHUTE JICKAPCTBEHH peaKkiidy [IPH U3MNOA3BAHETO HA TCIMHCAPTAH H wianebo e

MOYTH CAHAKBA.

YecTOTaTa HA HEXEIAHMTE PEaKUHK, ChobueHn npy ynotpeba Ha Tenmucaprat (41,4%), e cpaBHuMa
¢ rwianebo (43,9%) npu nnanebo-koHTpONMpany npoyusaHus. [IpeacrtaBeHUTE MO-AOMY HEXENaHU
PeaKLKMH, OTPa3aBaT PE3YATATATE OT BCHYKH KJIIMHWYHHA NPOYUYBAHUA NIPH NALIMEHTH, NEKYBaHH C
TEIMMCApTaH 332 XHNEPTOHUSA WIH NPH NauMeHTH Ha S0 roauHM, WK NO-BB3PACTHH C NIOBHILEH PHCK
OT CbPACYHO-CHAOBH UHIIHJEHTH:

Hugpexyuu u unpecmayuu

HeuecTH: HMH(EKLHUS HA TOPHUTE AMXATENIHM ITBTHLIA, HHPEKUNA HA NHKOYHUTE THTHINA
BKJIIOUHTEIHO [IMCTHT

PEeAKM: CEICHC BKIKOYHTENHO ¢ (aTaieH H3Xon’

Hapywenus na xpvema u aum@rama cucmema
HEYECTH: aHeMud
peaKH: e03MHO(PUINA, TPOMOOLIUTONICHUS

Hapywenua na umMynnama cucmema
PeaKH: CBPBXYYBCTBHTEIHOCT, aHA(QWIAKTHYHA PEaKLMA

Hapywenua na memabonuzma u xpanenemo
HEYECTH: XHMECPKANHUEMMS

PEAKH: XUNOriIuKeMus ([IpH NauueHTH, 60IHH oT auaber)

Copoeynu napyuienun
HeyecTH: Opamuxapaud
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Hapywenun na nepguama cucmema
pEaKH: CBHH/IUBOCT

Pecnupamopru, 2pveonu i Meouacmunanni HQpyuerus
HEYECTH:  KauUIHua
MHOIO pefkH: HHTepcTHuHanHa 6enoapobHa Gonect

CmoMauino-ypesnu Hapyuie R
pPEOKH: CTOMALUEH JUCKOMPOpT

Hapywenun na xosicama u nooxosxcnama mvKan
peaKH: eK3eMa, JIeKapcTBeH 0OpUB, TOKCHYEH KOXKEH OOpHB

Hapyuwenus na Myckyano-ckeremuama cucmemd, Co€OUHUMERRama MovKaH # kocmume
PEAKH: apTpo3a, DOJIKH B CYXOXKWIHATA

Hapywenun na 6vbpeyume u nuxoynume nomuiya
HeyecTH: OBOpeuHo yBpexaaHe (BKTIOUMTENHO OCTpa 6b0peuHa HeJOCTaTHUHOCT)

Obwu napywenus u epexmu Ha MACMOMO HA NPUROICEHUE
HEUYeCTH:  ACTeHH!R

Hzcaeosanun
peaKM: NOHKWXKEH XEMOrJIOOHH

3: 33 JOMBIHHMTEIHO ONMCAHKE, MOJIS BIKTE NOATOUKA Onucanue Ha uzbpanu Hexcenanu peaxyuu

XHAPOXJIOPOTHAIAL:
XHAPOXJIOPOTHA3KMA MOXKE 1a MPHYUHH WX O0OCTPH CHCTOAHHE HA XHIIOBOJIIEMHSA, KOETO OT CBOA

CTpaHa MOXKe [a JOBeAe A0 €leKTpoauTeH aucbananc (Bx. Touka 4.4).

HesxxenaHuTe JIeKapCTBEHH PEaKLMH C HEM3BECTHA YeCTOTa, CHOOLIABaHH IIPH CAMOCTOSTE/IHATA
ynorpeba na XuaApOXJIOpOTHA3HU, Ca.

Hnupexyuu u ungpecmayuu
C HEM3BECTHA YECTOTA: CHAIOANECHUT

Heonaasmu — 0obpoxauecmeenu, 310Kauecmeer U Heonpeoeaen (6K, Kucmu U noaunu)

C HEHM3BECTHA HECTOTa. HOMC/IAHOMCH paK Ha KOXKaTa (6333JIHOKJ'IETB‘{EH KaplBHOM H
CKBAMO3HOKICTHYICH KHPHHHOM)

Hapyuenun na xpveosocnama u rum@na cucmemu

peaKH: TpoMOOLUTONEeHUA (NOHAKOra ¢ [ypirypa)

C HEH3BECTHA YECTOTA: arulacTHYMHA AHEMMA, XEMOJIMTHYHA aHEMH, IIOTUCKAHE HA KOCTHHA MO3JBK,
NIEBKOIIEHM, HEYTPOIIEeHH, AarPaHy10LUTO3a

Hapyrwenua na umynnama cucmema
C HEM3BECTHA YE€CTOTa: aHAPUNAKTHMHHU PeaKLUH, CBPbXYYBCTBUTETHHOCT

Hapywenun na endoxpurnnama cucmema
C HEH3BECTHA YECTOTa: HEAOCTATHYMHO KOHTPOJIMpaH 3axapeH anaber

Hapywenun na memabonuama u xpanenemo

YECTH: XHIIOMarHe3NEMHA
PeaKH: XHITEpKATLUMEMHS
MHOI'0 PEIKH: XHUIIOXJIOPEMHUYHA AJIKAN033

C HEM3BECTHA YECTOTA: AHOPEKCHA, MOHWKEH AMNETUT, €NeKTpoauTeH aucbanadc,
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XHUIIEPXONIECTCPONCMHUA, XHUIIEPITIHIIMCMHUA, XHMITOBOJIHEMHA

Iciuxuynu napyuienus
C HEM3BECTHa YecToTa: 0e3nokKoicTBO

Hapywenus na nepsnama cucmema
PCIKH. rmasobonue

¢ HEU3BECTHA 4MeCcTOoTa; 3aMaHBaHe

Pecnupamopnu, 2ppORU U MEOUGCMUHWINU HADYUIEHUR
MHOT'Q PEAKHU: ocThp pecnupatoped puctpec cuHapoM (OPIC) (Bxk. Touxa 4.4)

Hapyuwenus na ouume

C HEH3BECTHA YeCTOTd. KCAHTOIICHA, OCTPpa MHUOIMNATHA, OCTPa 3aKpUTOBRI'BJIHA INTIAYKOMa, XOpPOHAAJICH

H3JIHB

Cvoo6u napyuienun
C HEH3BECTHA YECTOTA: HEKPOTH3HpAall BACKYJIMT

CmomawiHo-4ypesnu HapyuteHus.

YeCTH: rajicHe
C HEM3BECTHA YECTOTa: NMAHKPEATHT, CTOMALlEH AUCKOMPOPT

Xenamo-bunuapru Hapyuienus
C HEM3BECTHA YECTOTA: XEMaTOLCAYNapHa XKbITEHHLA,
XOJIECTaTH4YHa XBJITCHHLA

Hapywenus na xoxcama u nooxoxicnama mvxan

C HEHM3BECTHA YECTOTA: NYNyc-noAoOeH CUHAPOM, peaKkuMH Ha QOTOYYBCTBUTEIHOCT, KOXKEH
BACKYJIMT, TOKCHYHA €MMICPMATIHA HEKPOJIM3a, EPHTEMA My ITUPOPME

Hapywenun na MycKkynHo-ckeaemnama cucmemda, CbeOuRUmenrHama moKan U xocmume
C HEM3BECTHA Yecrora: ciaadocT

Hapywenun na bvbpeyume u nuxournume nomuya
C HEM3BECTHA YeCTOTA: HHTepCcTHLHANeH HedpuTt, 6b0peuHa AUcHYHKUMA, MIIOKO3YPHUA

Ob6wyu napyuenus u eQpexmu Ha MACMOMO HA NPUNONCEHUE
C HEM3BECTHA 4YECTOTA: MHUPEKCHS

H3cnreosanus
C HEU3BECTHA Y€CTOTA: [OBHILEHH HHYBA HA TPUIVTHLEPHAM

Onuacanne 53 H30pAHH AEXKeIAHH JIEKAPCTREHH PeAKNHH

AbB6HopMHa yepHoapoOHA pyHKUMA/ uepHOAPOOHO HapyIIeHuHe

[ToBeyero cmyuau Ha aGHOpMHA 4EPHOAPOOHA PYHKUHA/YEPHOAPOOHO HADPYIIEHHE OT NOCT-

MAapKCTHHI'OBHA OIMT € TEIMHCAPTAH HACTBIIBRAT IIPH [MAHHCHTH OT AINNOHCKH IIPOHU3XO0. le'i MNauyHCHTH

OT ANOHCKH MNMPOHU3XO ChUIECTBYBA I10-Ir0/IAMa BEPOSTHOCT 34 PA3BHTHC Ha TE€3H HCXKCIIAHHM PCAKLIMA.

Cencuc
B npoyusasieto PROFESS e Ha0nronaBana nopuilieHa 4YeCTOTA HA CENCHUC MPU TEIMHCA

cpaBHeHHe ¢ uialebo. CubutHeTo MOXKe Aa € corydyafHa HAXOAKA WIH Ja € CBBP3aHO C H
MOMEHTa MeXaHH3bM (BXK. TOuUka 5.1).

HurepecTunmnanna 6enoapobua bonecr
Cnyuan Ha MHTEepcTHLMANHA OenoapobHa GonecT ca AOKIaABAHHU OT NOCT-MAPKETUHIO
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BPB3Ka C [IpHMeMa Ha Tenmucaprad. [IpraHHO-cneacTBEHHA BpE3Ka 00aue He € YCTaHOBEeHa.

HeMenaHoMeH pak Ha KOxara
B53 0cHOBa HA HANTHYHUTE AaHHM OT ENHAEMHUOJOTHYMHH [IpOY4YBaHMs € HabmoaaBaHa 3aBUCHMA OT
KYMYJIaTHBHATA 1032 Bpb3ka Mexkay XXT3 u HMPK (Bx. cbio Touku 4.4 n 5.1).

HuTecTUHANEH aHTHOENEM
Cpo6ImeHH ca ciTy4ad Ha HHTECTHHANIEH aHrHoeaeM ciel ynorpeba Ha anrnorersuH 1l peuenropan

AHTArOHUCTH (BXK. TOYKA 4.4).

CrofinaBaHe Ha NOAO3UPAHH HEXKENAaHU PEAKLIHH

Cro0inaBaHeTo Ha MOAO3MPAHH HEXKENAHHU NEKAPCTBEHM PEaKLIMH ¢S] pa3peiasaHe 3a ynoTpeda Ha
JIeKapCTBEHHUs [TPOAYKT € BKHO, ToBa o3BosifBa Ja NpoABb/DKY HaO/IIOJEHUETO HA CHOTHOLIEHUETO
non3a/pUcK 3a NeKapCTBEHUA NpoayKT. OT MEIUUMHCKHTE CNELHANIHCTH C€ U3UCKBA /a chodLuasar

BCSIKA MMOAO3UpaHa HEXKE/NAHA peaKLUA 4Ypes.

HU3nbaHuTeNnHA areHuus no JeKapcTeara,
yi. ,,Jamad I'pyes” Ne 8

1303 Codust

Ten.: +359 2 8903417

yeGcaiiT: www.bda.bg

4.9 Ilpeno3upane

ChbllecTByBa OrpaHU4eHa HHQOpMaLMA O OTHOINCHUE HA MPEJ03HPaHE HA TEIMHCAPTaH MpH Xopa.
TenmucapTau He ce OTAENs NpH XeMoaHanyu3a. He € ycraHoBeHO 10 KakBa CTENECH XUAPOXIOPOTHASH
ce OTAEeAs NMpYU XEMOJHATIH3a.

CaMnToMu

Haii-n3aBeHrTe OPOABK HA NpPEAO3UpaAHE C TEJIMHCAPTAH Ca XMIIOTOHHA H TaXHKApPAHA, a CBHLIO CE
cpo01apar u GpaguKapaus, 3aMasHOCT, MOBHUIIABAHE HA CEPYMHHA KpeaTHHHMH M ocTpa Ob0peyuHa
HepocTaThb4yHOCT. [Ipeno3upaneTo ¢ XxuapOXnopoTHa3Ui ce CBbp3Ba ¢ HaMANNABaHE HA eNeKTPOJIMTHTE
(XHNOKaHeMMA, XHIIOXJIOPEMHA ) H XHMITOBOJNIMEMHS, IHDKALIA C€ HA €KCLIECHBHATA Auype3a. Hal-
YECTUTE CUMITTOMM Ha NpEeAc3HpaHe ca raacHe ¥ COMHOJICHTHOCT. XUMOKAIMEMHATA MOXKE 1d JOBEOE
110 MYCKYJIHH CNa3sMy W/WIH aKIEHTYHpaHa apUTMMS, CBBP3aHM C €eJHOBpeMeHHaTa ynotpeda Ha
JIHTMTAIHCOBH IJIMKO3WAM WM ONPEAC/ICHH AHTHAPUTMMYHHU JIEKAPCTBEHHU NPOIYKTH.

Jleaenne

TenMucapraH He ce oTaens opu xemoaunanusa. IlaumeHTsT TpOBa Na ObAE BHUMaTENHO HADNKOAaBaH
M JleyeHueTo Tpabea ga 6bae cuMOTOMAaTHYHO M NOAABpKaL0. OBlnaggaBaHETO 3aBUCH OT BPEMETO Ha
NpHEMaHe Ha NPOAYKTA H TE€XKeCTTa Ha CHMITTOMUTE. [IpenoppUMTEIHHTE MEPKH BKIIOUYBAT
NpeaU3BHKBAHE HA NMOBpbBLLAHE WK CTOMALIHA NpoMUBKA. [IpunaraHeTo Ha aKTHBEH BBIVIEH MOXKE
Ia 6bae nose3Ho NpH JieyeHue Ha npeno3vpaneto. Heobxonumo e yecto npocaesdBaHe Ha CEpyMHUTE
EJIeKTPOJIUTH W KpeaTuHuH. [IpH nosipa Ha XUNOTOHHUA, MTALUUEHTHT TpAORa aa Obae nocTaseH B
nersano no rpwrd nonoxkerHe U ObLP30 1a ce NPWIOKAT CONEBH M OOEMHH 3aMECTHTE]H.

5. ©®APMAKOJOIHMYHH CBOUCTBA

5.1 DapmaxogEHaMHYIHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: AuruoreqsuH Il anraronuctd u auypernun, ATC kon: CO9D
Ko-Tencapt e koMOuHauMs 0T aHrMOTEH3HH [ penenTopeH aHTaroRUCT TENMUCAPTaH U T
OHYPpeTHK XuapoxyiiopoTHasua. [Ipy koMOHHHPAHETO UM TE3H CHCTABKHA MMAT AXUTHBCH
AHTHXUNEPTEH3UBEH €PEKT, KOCTO BOAH JI0 [TO-FONAMO HAMAIABAHE HA KPEBHOTO HANS
OTKOJIKOTO, aKO ¢a npuiaoxenu nooraenso. Ko-Tencapr, npuemMaH BeAHBXK JHEBHO B TC
J03H, BOAH 110 €(PEKTUBHA U MIABHA PEAYKLHA HA KPBBHOTO HANACATE,
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Mexanu3bsM Ha JEHCTBUC

TenMucapraH € nepopanHo edeKTuBeH U cneluduyueH aHrnoTeHsuH Il pelenTopeH aHTaroHMCT (THN
AT)). Toit u3mecTBa ¢ MHOrO BUCOK apHHUTET aHI'MOTEH3HH 1l OT HErOBOTO MACTO Ha CBBLP3BaHE B
AT) peuenTopHus NOATHUIL, KOHTO € OTTOBOPEH 33 H3BECTHUTE AEHCTBHA Ha aHTHOTEH3HH Il
TenMucaptaH HAMa AOPH M YacTHYHA arOHHCTHYHA akTUBHOCT cnipaMo AT peuienrropa. Teamucapran
ce CBBp3Ba ceneKTHBHO ¢ AT peuenropa. Cebp3BaHETO € MPOAB/DKHTENHO. TeMHCapTaH He NIOKa3Ba
abMHUTET KbM APYTH peuenTopy, Braountento AT, U apyru no-cnabo xapakrepu3upaHy AT-
peuenTopy. QYHKUHOHANHATA POJiA HA TE3H PELIENTOPH HE € U3BECTHA, HE € H3BECTEH U eEKTHT Ha
TAXHATa Bb3MOXKHA CBPBXCTUMYJALMA OT AHIHOTEH3HH 1], YHMTO HUBA ca MOBHUICHH OT TEJIMHCAPTaH.
Husara Ha rma3sMeHHa anJOCTEPOH ca MOHWKEHH OT TeJIMHcapTaH. TeaMucapTad He HHXUOHpa
4OBELIKHA TU1a3MEH PEHUH U He OnoKkupa HoHHuTe KaHany, TenMucapTaH He UHXUOMpa AaHMMOTEH3UH
KOHBepTHpailud eH3uM (kuHuHasa II), eH3umbT, Koo CHLIO pasrpaxaa OpanukunuHa. [lopaau ToBa
He ce O4YaKBa a3 NoTeHuupa OpaJuKMHHH-MEIMMPAHUTE HEXKEeNaHH JIEKApCTBEHH peaKLIvH.

Ipu xopa nozata ot 80 mg TenmucapTad NOYTH M3UAT0 HEXHOHPA NPEAN3BUKAHOTO OT AHTMOTEH3HH
1] noBMIlIaBaHEe HA KPBBHOTO HaAraHe. MHXUOHTOPHHUAT edexT ce noaaspxka HafA 24 yaca, Karo Bce
ome Moxe aa Obae ycraHoBeH 1o 48 yaca.

XuaApoxXa0poTHA3NA € TUASHICH NHYPeTHK. MeXaHu3MET, N0 KOWTO THA3UIHHTE AMYPETHIH NMOCTUIaT
AHTHXHMIIEPTECH3HBHHA CH €()EKT, HE € HAITBJIHO U3ACHeH. THazuauTe OKA3BaT BL3AECHCTBUE BBPXY
MeXaHH3MHTE Ha peabcopbuusa Ha eneTponuTk B 6p6peunmuTe TYOYAH, KaTO AUPEKTHO NOBULIABAT
EKCKPEIRATa HA HATPHIA H XJIOp B NPUOIN3MTENHO EKBHBAJICHTHH KOJIHYECTBA. JIMypEeTHYHOTO
AelicTere Ha XHIPOXJIOPOTHA3H HAMAJIIBA IU1a3MeHUA 00eM, NIOBHILIABA AKTHBHOCTTA HA PEHHH B
IU1a3MaTa, yBe/IH4YaBa CKCKPEUMATA Ha angoCTEPOH ¢ NOocaeABall0 YBEIHYEHHE Ha Kalkd B YPHHATA H
3aryba Ha OnkapOoHaTH, 4 HaMaJiBa HUBATA Ha Kanuuil B cepyma. Cuura ce, 4e eJHOBPEMEHHOTO
NPUIOKEHHE Ha TeAIMHCAPTaH, ONOKHpPaHETO HA CHCTEMATA PEHHH-AHIMOTEH3HH-ANAOCTEPOH, BOAH A0
oOpareH edeKkT no OTHOMIEHUE HA 3arybara Ha Kanui, KOATO C€ NBJDKH HA TE3H JHypeTULH. Ilpn
fpWIaraHe Ha XUAPOXJIOPOTUA3U HAYANIOTO Ha AUMYpe3aTa € ciel 2 yaca, KaTo NMK Ha edekTa ce
Habnionasa ciaen okoio 4 4yaca M MepPCHCTHPa B NPOAB/DKeHHE Ha nmpuOau3uTenHo 6-12 gaca.

dapmakoauHAMMYHH €DEKTH

JleyeHue Ha eCEHIHANHA XHNEPTOHHA

Cnen npuiaraHe Ha rppBaTa 203a TeIMMcapTaH ce HabJIoAaBa NOCTENEHHO NOABA HA
AHTHXHIEPTEeH3MBHA AKTMBHOCT B pAMKHKTE Ha 3 uaca. MakcHMaiHaTa peayKuys Ha KPbBHOTO
HAJIraHe Ce AOCTHIA HAIIBIIHO B paMKUTE Ha 4-8 ceAMMLH CNe HAYanoTo Ha IEYEHHUETO U CE
NOANBLPKA Ype3 NPOIBDKMTENHA Tepanud. Chen npyeMaHe Ha A03aTa AHTUXUIICPTCH3IHBHHUAT €EKT
NEPCHCTHPA MOBede 0T 24 yaca, KATO BKJIKOUBA M MOCIIEAHUTE 4 Yaca NPead ClleaBalloTo
NpUAOKEHHE, KAKTO NOKA3BaT aMOyJIaTOPHUTE U3MEPBaHHA HA KPBBHOTO HansraHde. Tosa €
MOTBBLPIAEHO H OT U3MEPBAHHATA B MOMEHTA HA MAKCMMAJIHHA €PEKT U HENOCPEACTBEHO NpEaH
nNpYeMa Ha ClleiBallaTa A03a (CbOTHOILIEHHETO MHHHMAJIHM KbM MAKCUMA/IHH KOHLIEHTPaLUH, KOETO €
noctoaHHO Haj 80% cnen npuem Ha no3u oT 40 mg u 80 mg Tenmucaprad npu rwauedo
KOHTPOJMPAHY KNTHHUYHM NPOYYBAHUA).

IIpu naipeHTH C XHNEPTOHUA TEIMBCAPTAH pPEeAyLMpa H CUCTOJHOTO H AMACTOTHOTO KPBLBHO
HansraHe 0e3 Na MOoBJIMABA ITYJICOBATA Y€CTOTa. AHTUXHIIEPTEH3UBHATA €QPUKACHOCT HA TEIIMHMCAPTaH
€ CpaBHMMA C Ta3H Ha NPOAYKTH, NPEACTABUMTE/IM HA APYTH KIIaCOBE aHTHXHUIICPTEH3IHBHH
NIEKAPCTBEHH NPOAYKTH (YCTAHOBEHA NMPH KIMHHYHM H3NMTBAHHA, CPaBHABALIY TEJIMHCAPTAH C
aAMJIOAMITHH, ATEHOJION, CHAIANPHIL, XUAPOXJIOPOTHA3U, K TU3HHONIPW).

[Ipu BHE3aNHO MPEKBCBAHE HA JICYEHHUETO C TEIMHCAPTaH KPHBHOTO HANAraHe NOCTENEHHO Ce Bpblua

10 CTOHHOCTHTE MpeIH ICYCHHUETO 3a MEPHOA OT HAKOJKO AHM Oe3 naHHu 3a pebayHa Ha

XUNEPTOHHYHHA e(EKT. _

Cnyuaure Ha CyXa KalUIHLA €4 3HAYHTEHO [0-MANKO [IPH NALHWEHTH, TPETHPAHH C TEIMHCARXATL. | ¢ n \

OTKOJIKOTO NpPH TAKHBA, HA KOUTO ca AaBaHH HHXHOHTOPH HA aHCHOTEH3HH KOHBEPTHPE ekl N\
—

KIHHUYHH MPOYMBaHHA, JHPEKTHO CPABHABALUH JABETC AHTHXHIICPTCH3UBHH JIEYCHUA. ks \
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ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA e(PeKTHTE OT MPHMJIOKEHUETO Ha TEJIMHCAPTAH, PAMUMITPHI ¥ KOMOMHALMATA OT TEIMHCApTaH
H PAMHNPHI BLPXY PE3Y/ITATUTE MO OTHOLLUEHHE HAa CHPACYHO-ChA0BATa CHCTEMA, NPH 25 620
NaLMeHTH Ha BH3PAcT = 55 roxMHy, ¢ aHaMHE3a 32 KOPOHApHA apTepHanHa 60JECT, MO3bYEH HHCYIIT,
NPEXOAHO HapyllleHHe Ha MO3BYHOTO KphBOOOpailieHue, yBpexKaaHe Ha nepudepHy apTepun HiH
3axapeH AHabeT TN 2, CHITBTCTBAH C J@HHH 33 YBPE)KIaHE Ha NPULIETHUTE OpraHu (KaTo
PETHHONATHMA, IEBOKAMEPHA XHNEpTPO(us, MaKpo- HIH MHKPOAIOYMHHYpuUsl), KOMTO Ca MOMy/aLms ¢
PUCK OT HACTBIIBAHE HA CHPACUHO-CHAOBH HHIMIEHTH.

[TaumeHTUTE Ca pAHIOMU3MPAHM B €HA OT C/EHUTE TPK I'PYIIH 3a JieyeHue: Tenmucaprad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) wiu xomOunauus or reamucaprad 80 mg u pamunpui 10 mg
(n=8 502), nocneaBaHO OT NPOCAEAABAHE CHC CPEIHA NPOAB/DKMTEIHOCT OT 4,5 NO/IUHM.

TenMHcapTad noKa3Ba CXO4eH €eKT C paMUMIpui 10 OTHOLIEHUE HaMallABaHE Ha NbPBHYHATA
ChCTABHA KpaliHa TOUKA OT ChPAEYHO-ChAOBA CMBPT, HeaTaneH HH(apKT HA MUOKapAa, HedaTaleH
MO3bYE€H HHCYJIT WIH XOCIHTAIM3a1{Ma NOPAIH 3aCTOHHA ChPACYHA HEAOCTATHYHOCT. YecToTara Ha
NbPBH4HATA KpaiiHa TO4KA € CXOAHA B rpynuTe Ha TenmucaptaH (16,7%) u pamunpun (16,5%).
KoednupeHTHT Ha puCK npu TenMucapran cripsmo pamunpui ¢ 1,01 (97,5% CI1 0,93 -1,10; p (xe no-
masika epuxacHoct) = 0,0019 nmpu mapx ot 1,13). [IpoueHTsT Ha cny4anTe HA CMBPT [0 BCAKA
npy4HHa € cboTBETHO 11,6% u 11,8% npu nauueHTUTe, JIEKYBaHH C TEIMHCAPTaH H PAMMIIPHIL.

YcTaHOBEHO €, Ye e)eKTHBHOCTTA Ha TEJIMHCAPTAH € CXOJHA ¢ Ta3d Ha PaMUIIPUN NP [PEIBAPUTEIIHO
OnpeneneHaTa BTOpH4YHA KpaiHa 1ies oT ChbpAe4HO-ChA0Ba CMBPT, HedaTaneH HHPAPKT Ha MHOKapAa
u HedaTtaneHn Mo3bueH uaeyar [0,99 (97,5% CI 0,90 —1,08; p (ne no-manka edpukacuHocr) = 0,0004)],
nepBHYHA KpatiHa uen B pedpepentHoTo npoyusase HOPE (The Heart Outcomes Prevention
Evaluation Study), koeTro uscnezipa edekra Ha paMHNpu/1 CIpaMo auedo.

B npoyuyeanero TRANSCEND ca panaoMusydpaHH NIAHHEHTH ¢ HETOHOCHMOCT KbM ACE-I
MHXUOHUTOPH, HO MHAYE ChC CXOJHH KPUTEPHH 3a BKIIOUBAaHE KakTo B npoy4ysaneTto ONTARGET B
rpyna, npiemaina tenmucaprad 80 mg (n=2 954) unu rwnauebo (n=2 972), karo # ABaTa NPOAYKTA C€
NpUIAraT B JOMBIHEHHE KbM CTAHOAPTHOTO Ae¢ueHue. CpenHara NpOoALDKUTEIHOCT Ha NPoCceaIBaHe
e 4 ronunM 4 8 Mecelia. He ¢ce ycTaHOBABA CTATHCTMYECKH 3HAYMMA pa3/IMKa B HECTOTATA Ha
MbPBHYHATA ChCTaBHA KpaiiHa Touka (ChpAEYHO-ChI0BA CMBPT, HedaTaneH uHPapKT HA MMOKapaa,
HedaTaneH MO3IbYECH HHCYAT WIHM XOCIHTANM3ALMS [10paJM 3aCTOHHA ChpeYHa HEAOCTaThYHOCT)
[15,7% B rpynaTa Ha Tenmucaprad u 17,0% B rpynara Ha riauedo, ¢ koeguuueHT Ha puck 0,92 (95 %
CI1 0,81 -1,05; p = 0,22)]. Uma gaHHHU 32 NOJI3aTa OT TEIMUCAPTAH B CpaBHEHUE ¢ [U1auedo no
OTHOILEHHE Ha NPEABAPHTE/IHO ONPEAC/ICHATa BTOPHYHa ChCTABHA KpaiHa TOYKA OT CHPACYHO-CHAOBA
CMBPT, HedaTaneH HHQApKT Ha MHOKapAa U HegartaieH Mo3bdeH HHeynT [0,87 (95% C1 0,76 —1,00;
p=0,048). Hama naHHH 3a n013a N0 OTHOUICHHE HA HAMAIABAHE HAa ChPAEYHO-CHAOBATA CMBPTHOCT
(xoedpuumenT Ha puck 1,03, 95% C1 0,85 -1,24).

Kaumnua H aHCHOECOEM CC C'I:DSI.IIEIB&T NOo-pANKO I[IPpH NAGHCHTH, JICKYBaHH C TCJIMHCAPTAH, OTKOJIKOTO
[IPH NNALHCHTH, JICKYBaHH C PAMUIIpWI, NOKATO IPH TEpalius C© TeIMHCapTaH 110-HECTO CC ¢boO1IaBa 3a

Cly4daH Ha XHIIOTOHHA,

KoMOuHMpaHeTO HAa TeIMHCApPTaH ¢ PAMUIIPWI HE AaBa AOITHIIHHTENHA N0J3a CnpaMo
CAMOCTOATE/IHATA TEPANHA C PAMMIIPHI WM TeaMHcapTaH. ChpACYHO-CBAOBATA CMBPTHOCT U
CMBPTHOCTTA I10 BCAKA NPHYHHA, KATO YUCJICHO W3PAKEHUE, Ca MMO-BUCOKH [IPH KOMOHHUPAHOTO
nedyedre. OcBeH TOBAa, HMA 3HAYMMO AO-BHCOKA YECTOTA HA XHMepKainemus, 6u0peyna
HEAOCTATHYHOCT, XUIIOTOHUS H CMHKOII B PAMOTO C MallMeHTH, Ha KoMbuaupaHo JeueHue. [lopaan
Ta3¥ NpHMYKHHA, €JHOBpPEMCHHATA ynoTpeda Ha TENMHUCAPTaH U PAMUIIPHI HE CE NPENopbHYBA PH Ta3H

nomyJaums.

B npoyuBaneto “IIpodpunakTH4eH pexxum 3a e(PEKTHBHO NpEANasBaHe OT NOBTOPEH MO3 A ¥
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npy nanughgs

FO/IMHH WIH NO-Bb3PACTHH, KOHTO HACKOPO €a MOJYYHIH MO3BYEH HHCYIT ¢ 3a0ena3s:
4YeCcTOTa Ha Bh3HHKBAHE Ha CENCHC [TPH TEJIMUCAPTAH B cpaBHEeHUe ¢ nnauebdo, 0,70% cripsy
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[RR 1,43 (95 % noeepureneH untepran 1,00 — 2,06)]; yecToTaTa Ha Bb3HUKBAHE HA CENCHC ¢ PaTancH
M3XOJ € MNOBHILEHA NPH NalHeHTHTe, NpHeMawy renmucaprad (0,33 %) cnpaMo nmauMeHTHTe Ha
nauebo (0,16 %) [RR 2,07 (95 % posepurenen unrepsai 1,14 — 3,76)]. Habnmonasanara nosumena
4eCTOTa Ha BL3HUKBAHE Ha CeficKMC, CBbp3aHa ¢ ynoTpefaTa Ha TEJIMHCAPTAH MOXeE Aa € CIIy4YalHO
OTKPHMTA MJIM JIa € CBbP3aHA C MEXAHU3LM, KOMTO € HENO3HAT 32 MOMEHTA.

e ronemu paHaoMusupadyi koHTpoaupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rnobanso u3nursaue 3a
KpaifHi TOUKH HA TEJIMMCAPTaH, CAMOCTOATENHO U B KoMOuHaima ¢ pamunpun) 1 VA NEPHRON-D
(KnuHHYHO npoy4BaHe CBBP32HO ¢ pasBHTHE HA HedponaTHs Npu AHabeT, NpoBEeaeHO OT
MHHHCTEPCTBO N0 BLOPOCHTE HA BETEPaHUTE) — Npoy4BaT ynotpebara Ha komOuuaunsTa ot ACE
MHXHOUTOp H aHruoreH3uH ll-penerrropen 6nokep.

ONTARGET e npoyuysaxe, npoBeACHO NPU NALHEHTH C aHAMHE32 32 ChPACHHO-ChA0BA HITH
MO3BYHOCHAOBA OoJecT, WM 3axapeH auaber TUN 2, NPUAPYKECHH € JaHHH 33 YBpEKAaHe Ha
edekTopHH opralu. Broxkre chuio HHGopmanusTa o3arnaseHa “IIpogunakruka Ha CHpPACUHO-CHAOBH
MHLMACHTHA".

VA NEPHRON-D e npoyusaHe npH MauygeHTH CbC 3axapeH AHader tan 2 v nuaderHa HegponaTuy.
Te3n npoyuBaHHA HE NMOKA3BAT 3HAUUM OnaronpuaTeH eQekT BbpXy ObOpeuHuTe WU ChpaeyHo-
CHIAOBHTE NOCHEULH U CMBPTHOCT, KATO CHLICBpPeMEHHO ca HabogapaHH NOBHLIEH PHCK OT
XHIEPKAIHEMHS, OCTPO YBpexKIaaHe Ha ObOpeuyTe Wiunu XUINOTOHKUA B CPABHEHHE C MOHOTEPAIIHATA.
KaTo ce uMaT npeaBua CXOAHHTE HM (PpapMakoAMHAMKYHH CBOHCTBA, TE3H PE3YJITATH Ca NPUWIOKUMH
u 3a apyru ACE uaxuburopu u anruorensu ll-penenropun baokepu.

ACE nHxubuTopH u aHruoteH3uH II-peuentopHu 610kepu cneaosaTenHo He TpAOBa Aa ce H3MO0JI3BAT
eAHOBPEMEHHO MPpU NaUMeHTH ¢ nuaberHa HedponarTus.

ALTITUDE (Kn#HH4HO Ipoy4BaHe MPOBEICHO ¢ AIMCKMPEH IPH NALMEHTH CBC 3aXapeH auadbeT Tum
2 ¢ M3N00/13BaHE Ha ChPACHHO-CHAOBH H OB0pe4HH 3a00N19BaHNA KATO KPaHHH TOYKH) € NPOYy4BaHeE,
npeaHa3Ha4YeHOo Ja W3c/IeaBa noa3ara ot 4o0aBsHETO Ha ATUCKHPEH KbM cTaHaapTHa Tepanusi ¢ ACE
MHXHOUTOpP WK aHrHoTen3uH ll-peuenropen 61okep nNpy NALMEHTH CBC 3axapeH auader TMN 2 ¥
xpoHu4HO OB0peuHo 3abonaBane, cbpAeHHO-CBA0BO 3abongBade win M asere. [Ipoyusanero e
NPexKpaTeHo NpeKAeBPEMEHHO NOpajy MOBUILIEH PHCK OT HebnaronpuaTau nocneauus. Kaxro
ChPAEYHO-CHAOBAaTa CMbPT, TAKA H HHCYJATBT €a N0-4E€CTH B IPYNATa Ha ANMUCKHPEH, OTKOJIKOTO B
rpymnara Ha nnauefo, a npeJcTaBIABalIUTE HHTEPEC HEXENAHH ChOMTUA U CEPHO3HH HEXKENaHH
cLOuTHA (XHnepkanueMua, XUNnotTonua U 6bOpeuna aucdyHkIMa) ce cpO00LIaBAT MO-4ECTO 8 rpynara
Ha aJlMCKHUPEH, OTKOJIKOTO B rpynara Ha 1uanebo.

EnunpeMunonoruynure ApOy4YBaHHA MOKA3BAT, Y€ ABJATOCPOYHOTO JICUCHHC C XHAPOXJI0POTHA3HA
HaMalidBa pUCKAa OT CpPACHHO-CDHA0BA 3a00JIEBAEMOCT U OT CMEBPTHOCT B PC3YNTAT Ha ChpACHHO-

CBhAOBH OONIECTH.

K1M MoMeHTa edexTrTe Ha QUKcHpaHaTa 4030Ba KOMOMHALMA TEIMUCAPTAH/XHAPOXIOPOTHA3H
BbPXY CMBPTHOCTTA H CHPAEYHO-CBHAOBATA 3a00/ICBAEMOCT HE CA U3BECTHH.

HemenanoMeH pak Ha KOxara
B13 ocHoBa Ha HATHYHHUTE JaHHH OT eNUAEMHONOFHYHM NPOy4BaHuA € HaO/I0/1aBaHa 3aBMCHMMA OT

KyMyJlaTHBHATa Ro3a Bpb3ka Mexay XXT3 u HMPK. EaHo npoyuBaHe BKmouBa nomysanms,
cbeToda ce ot 71 533 cnyuau Ha BKK u 8 629 cnayyvau na CKK, u nonmynauus ot ceoTBeTHO | 430
833 n 172 462 noxxoasuy konTpoad. Bucokarta ynorpe6a Ha XXT3 (kymynarussao 250 000 mg) e
cabp3aHa ¢ kopurkpad OR 1,29 (95% JU: 1,23-1,35) 3a BKK 1 3,98 (95% IU: 3,68- 4,31) 3a CKX
Habmonasana e scHa Bpb3ka KyMyJ1aTHBHa [03a-0TroBop KakTo 3a bKK, Taka u 3a CKK. JipyrC
Npoy4BaHe M0Ka38a Bb3MOXKHA BpB3ka Mex Ay paka Ha ycTHHTE (CKK) K excnosnumara Ha/X %1373
633 ciyuau Ha paK Ha YCTHMTE € noaGpaHa nomynaus ot 63 067 noaxoadIuy KOHTPOIH/ KX Caaperaik ¢3¢
M3M10/13Ba CTPATETHA 33 B3EMaHe Ha npoby, onpeneneHa OT pucKa. JIeMOHCTpHpPaHa € BPYRG | SEr %=,
KyMyJaTHBHA 103a-0TroBop ¢ kopurupad OR 2,1 (95% OH: 1,7-2,6), HapacTseai 1o OR B )

3a BUcoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haif-BHCOKATa KyMYJIATHBHA 1153, Yoire?
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000 mg) (Bx. cbmO TOUKA 4.4).

IleauaTpyyra nomynaluys
EBponeiickara arenuMs o JeKkapcTsara ocBoO0KIaBa OT 3ab/DKEHHETO 3a NIPENOCTaBiHE HA
pe3ysTaTuTe 0T npoyusanuaTa ¢ Ko-Tencapt B5B BCHYKH NOATPYITH Ha NEJHATPHYHATA IOy 1alidg

Npy XMNEpToHMA (BX. Touka 4.2 3a undopmManus oTHOCHO ynorpeba B neauaTpusra).

5.2 PapMaKOKHHCTHYHH CBOHCTBA

EQHOBpeMEHHOTO NPHIOKEHHE HA XUAPOXIOPOTHA3U U TEAMHCAPTaH NPH 3ApaBH CYOEKTH He
npoMeHa PapMaKOKUHETHKATA Ha KOATO U 112 € OT ChbCTABKHTE.

Ab6copbunsg

Teamucapran: [InkoBHTE KOHLCHTPALMK HA TEIMHUCAPTaH ce MocTHrar B pamkure Ha 0,5 — 1,5 Jaca
caen nepopaneH npueM. AbcomorHaTta OMOHANMYHOCT Ha TeaMucapTaH B 1034 40 mg u 160 mg e
cbOTBETHO 42% 1 58%. XpaHara nexo cHibKaBa OHOHaAIMMHOCTTA HA TEJIMHCAPTAH KATO PEAYKUMATA
Ha 00J1acTTa oA KpHBaTa IuiasMeHa KoHueHTpauHsa-speMe (AUC) Ha Teamucapral e oT okoio 6%
npu 40 mg no3a 1 okono 19% npu 160 mg nosa. Tpr yaca cnea NpWIOKEHHE, ILU1a3MEHHTE
KOHLIEHTPALIHH ¢a NOA00HH, HE3aBHCHUMO JAIH TEJIMHCAPTAaH € NPUIOKEH HA rMaaHO WM ¢ Xpaxa. He
ce oyakBa cnabara peaykuus B AUC na npenu3BuKa peayKLHUa B TEPANeBTHYHATA €(PUKACHOCT.
Teamucapran He KyMyJIMpa 3HA4YUTE/IHO B IU1a3MaTa OpM NMOBTOPHO NPHIOKEHHE.

Xuapoxnoporuasua: IIHKoBHTE KOHLIEHTPAUHH HA XHAPOXJIOPOTHA3HU]] CE€ MIOCTUIAT B PAMKHTE Ha
npubausurento 1,0 ~ 3,0 yaca cnen nepoparieH npueM Ha PHKCHpaHaTa 103082 KOMOHHALUA.
Ab6comoTtHaTta 6uoHanuvHoCT, Oa3upaHa Ha KyMyJIaTHBHATA PEHANHA €KCKPELMA Ha
XMAPOXJIOPOTHa3H, € oxkono 60%.

Pa3znpenenenue
TenMucapTaH ce CBLp3Ba B ro/iAMa CTENEH ¢ IUa3MeHHTe NpoTeuHH (>99,5 %), rnasso ¢ anbyMuH u

anga 1 kucen rmoxonporeuH. CpeaHuaT npuBuaeH 0beM Ha paznpenenenue e oxono 500 L
XnapoxnopoTHa3uz ce CBBp3Ba B 68% c n1a3smMeHuTe NPOTCHHH H MPUBUAHUAT My 00eM Ha
pasnpeaenenue ¢ 0,83 — 1,14 lkg,

buorpancpopmMa

TenmucapraH ce Merabonuzupa 4pe3 KOHIOrauus Karo obpasysa ¢papMaKkonoOrd4yHo HEaKTHBEH
aAUWICTIOKOPYHMA. [ TIOKYpPOHHABT HA OCHOBHOTO BELIECTEO € eAMHCTBEHUAT MeTabonur,
uaeHTHGMIUMPAH NMpH Yoseka. Crel eIHOKpaTHa f03a fensasan ¢ pagHoakTHBeH Bbriaepos C
TEIMUCApPTaH MNIKOKYPOHUMILT NpeAcTarifsa npubnuzurenyo 11% or naMepeHara pagHOakTHBHOCT B
nia3mara. Haoensumure Ha uuroxpom P450 namar yyactue B merabonusma Ha TeIMHCApTaH.
XHApOXNopoTHa3H He ce MeTabonu3upa npu xXopa.

Enumunupane
Tenmucapran: Kakro cjies HHTpaBeHO3HO, TAKA M CJIER NEPOPATHO npuaokenue Ha *C Genszan

Te/IMHCAPTaH, [O-ToJIAMAaTa YacT OT MpHeTaTa 4032 (>97%) ce enuMHHUpPa ¢ H3NPAOKHEHUATA 4YpPE3
OunuapHa ekckpeuusa. B ypuHaTa ce OTKpHBAT CaMO HE3HAUMTENHRHU KONMHYEeCTRa. ToTanHud miasMeH
KIMPEHC HA TEIMUCAPTaH ciel nepopaiHo npuiokeHue ¢ >1 500 ml/min. TepMuHaNHUAT NOMYXKUBOT
Ha eTMMHUHMpaHe € noseye ot 20 yaca.

XuaApOXJIOPOTHA3H] Ce EKCKPETHpA H3LAN0 HenpoMeHeH ¢ ypuHara. Okono 60% ot nepopansara no3a
ce enMMHHHPa HenmpoMeneHa 1o 48 yaca. brOpeuynusT knupsuc e okono 250 — 300 m/min.
TepMuHanHUAT ENMUMUHAUMOHEH NONYXUBOT € 10 — 15 yaca.

JInnehnocT/uenuuelinoct
Teamucaprad: papMaKOKHHETHKATA HA NEPOPANHO MPHIOKEHHA TEAMHCAPTAH € 03
HenuHelHa, kaTo ¢e HabMIoaAaBa HENPOMOPLIMOHANHO NOBHIIEHHE Ha [UIA3MEHHTE KO
(Caax 1 AUC) ¢ noBuiIaBaHe Ha 103aTa.

Xuapoxnoporuasujl MoKa3ea JIHHeHHa hapMaKOKHHETHKA,
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DapMaKoKuRemuKa npu CReYUQIHU NONYAGHUU

Crapuecka Bb3pacT
PapMaKOKHHETUKATA Ha TEIMHCAPTAH HE CE pa3ljiiyaBa MEXAY [O-MJIAZH H NAalIHEHTH HA BL3PACT HaJ|

65 roaKHH.

[lon
[1pu XeHH TU1a3MEHUTE KOHLIEHTPAlIMKM Ha TenMucapTad o6uyuaiito ca 2 -3 mbTU No-BUCOKH,

OTKOJIKOTO [IpH MBXKe. B KIIMHHYHKTE npoy4yBaHus, odaue, [pd XKEHH HE ce HabIoAaBaT 3HaUUMO
YBEJIHUEH OTTOBOP HA KPbBHOTO HAJNAraHE WM YECTOTATa HA OPTOCTATUYHA XMUIIOTOHMA. He ce Hanara
npeuusdpaHe Ha o3ara. [Ipy sxeHd uMa TeHAEHUUA KbM N0-BHCOKH IUTa3MEHM HMBA Ha
XHAPOXJIOPOTHAZKA, OTKOJIKOTO Npu Mbxe. Toea obavye HAMA KJIIHHUYHA 3HAYHMOCT.

bufpeuHo yBpexaaHe
BrOpeunaTa excKpeLns HE AONPHHACA 34 KNIUPBHCA HA TeNMHUcapTad. Cniopel orpaHH4YeHHA ONMUT IPH

NaLKEeHTH C JIEKO 0 CPeaHOo B TeXKo 0b0peuHo yBpexxnaHe (kpeaTiHHHOB KIHPBHC 30 — 60 ml/min,
cpeano okojo 50 ml/min), He ce Hanara KOpUrupaHe Ha A03aTa MPH NALKMEHTH ¢ HamaneHa OrOpeyHa
bynkuusa. TenMucaprad He Mmoke 1a Obae oTaened npu xemoauanusa. [Ipu naumeHTy ¢ HapymeHn
O6b6peynn (PyHKIMH CTENECHTa HAa EIMMUHHPAHE HAa XHAPOXJIOPOTHA3HA € peaAyuMpaHa. B eaHo
THUITHYHO NPOY4YBaHe, BKIHOYBALLO [TALMUEHTH CbC CPEACH KPeaTHHHHOB KinupbHC 90 ml/min,
NOJIYXHBOTA HAa €IMMUHUpaHe HA XHAPOXJIOPOTHA3K ce yBeau4asa. [Ipn pyakumonanno aHedpuyHu
NaLMEHTH €TMMUHALHOHHHA [IOTYXKUABOT € OKoNo 34 vaca.

YepHoapoOHo yBpexaaHe
MapMaKOKMHETHYHHATE NPOYYBAHHA MPH NALMEHTH ¢ YEPHOAPOOHO YBpeKAaHEe 0KA3BAT NOBUIIABAHE
Ha abcomorHara OuoHanu4HOCT A0 oKono 100%. [Tpu natmenTy ¢ yeprOAPOOHO yBpEKnaHe

CIAMHHAIIHOHHHAT NOJYXXHBOT HC € IIPOMCHCH.

5.3 IlpeaxknuEA4YHH AaHHA 32 0e30maACHOCT

[Ipu npeakNMHUYHHE OPOYyYBaHHA 33 O€30MacHOCT C €AHOBPEMEHHO NPWIOKEHHE HA TEIIMHCAPTaH U
XHAPOXJIOPOTHASK [IPH HOPMOTEH3HBHH IUTHXOBE M Ky4e€Ta, I03H, CPABHHMH C T€3U B KIIMHUYIHHA
TepaneBTUYEH AUANa30H He NpeH3BUKBAT eQeKTH, pa3Ii4HH OT HabmoaaBaHUTE NIPH
CaMOCTOATEIHOTO NPHIOKEHHE Ha nBeTe BeulecTsa. HabnronapaHUTe TOKCHKONOTHYHYU IPOMEHU
HAMAT OTHOLICHHE KbM H3II0/3BAHETO 3a TEPANeBTUYHH LIE/IX NIPH Y0BeKa.

TOKCHKOIOrHYHHATE HAXOAKH, A00pe NO3HATH OT NMPEAKIIHHUYHHUTE MPOYYBAaHHA HA MHXUOUTODH Ha
aHrMOTEH3HH KOHBEPTHPAILIMA €H3UM ¥ aHTAarOHHMCTH Ha aHrHoTeH3uH 1l peuenrropHTe ca: HaMaiaBaHe
Ha MapaMeTPHTe Ha YEPBEHUTE KPBBHHU KJICTKH (CPHTPOLUTH, XEMOITIOOMH, XEMAaTOKPHT), MPOMEHH B
OB0OpeuHaTa XxeMOAHHAMHKa (NOBUUIEHO HUBO HA 330T B KPbBTA H KPEATHHHH), [IOBULIEHA AKTHBHOCT
Ha IUTa3MEeHHA PEHUH, XUnepTpodus/xunepnnasus Ha IOKCTArJIOMEpYIapHUTE KIETKH H YBPEXKIaHEe Ha
CTOMAIlHATa TUraBuua, CTOMAWHKATE JIe3MH MOraT Aa 0bJaT NpeAOTBpaTeHH/OrpaHUYEHH upes
nepopanHo AobassHe Ha PUIHONOTHYEH PasTBOP U IPYIIOBH XKUNHINA 3a xkusoTHUTE. [Ipy Kyuera ca
HabmonasaHy 6b6peyHa TyOynapua aunatauMa 4 arpoduia. Cuura ce, ve Te3d HaXOAKM Ce Ab/DKAT Ha
(hapMaKoIOrH4HaTa aKTUBHOCT HA TEJIMHCAPTAH.

Hsama scHH JaHHH 34 TEPATOreHeH eeKT, BhIPEKH TOBA NPH TOKCHYMHH JO30BH HUBA HA TENMUCApTaH
e HabmonaeaH eeKT BLPXY NOCTHATANHOTO Pa3BHTHE HA NOTOMCTBOTO, KATO M10-HHCKO TEJIECHO
Terjio v 3abaBeHO OTBapAHE HA OYHTE.,

Hsama noxasaTesCTBa 334 MYTAréHHOCT M CHOTBETHA KJIACTONCHHA AKTUBHOCT HA TEIMUCAPTAH HPH
U3MUTBAHMUA in Vilro 1 KApLUMHOINCHHOCT NPH ILTEXOBE H MHUIIKM. [IpoyuBanuaTa ¢ XHAPO
AaBaT HECUTYPHH AAHHH 38 FTEHOTOKCHYHOCT WIH KAPLMHOTCHHH €(EKTH IPU HAKOH
EKCIIEpUMEHTAIHH MOAENU. BBIpeky ToBa, HATPYIIaAHKUA ONHMT OT U3NOI3BAHETO HA
XMAPOXJIOPOTHAA3UA [IPH YOBEKA HE [aBa JOKA3aTe/ICTBA 34 Bpb3Ka MEXIy yrnorpeda
4yeCTOTA HA HEOIUIA3MHUTE.
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3a GETOTOKCHYHMA MOTEHLMA Ha KOMOHHALMATA TENMHCAPTaH/XHIPOXIOPOTHA3K] BX. TO4YKA 4.0.

6. PAPMAINEBTHYHH JAHHM

6.1 Chnuchk HA IOMOIMHEHETE BEOIECTBA

Jlakro3a MOHOXHAPAT
ManuTOn

Hatpuer xuapokcua
MernyMuH

[ToBunou K-25

Harpues creapun ¢ymapar
Marde3uneB creapar

UepeeH xenesen okcua (E172)

6.2 HecbBMeCTHMOCTH

He e npuwioxumo.

6.3 Cpok naroaaocr

3 rofuHHM.

6.4 CoenmansH yCJIOBAS HA ChbXPAHCHHE

J[a ce cpxpaHsiBa HA MACTO, HEAOCTBIIHO 32 ACLIA.

I[a ce cpxpaHsBa B OpUIrMHAJIHATA OMAKOBKA, 34 Ja ¢ MpeArnasea OT BJara.
He n3uckBea crielHaIHM YCIIOBHA HA ChXPAaHEHHE,

6.S Bnaan chabppXkaHHe HA OMAKOBKATA

Ko-Tencapr 80 mg/12,5 mg Tabnerku ca onakoBaHu B Al/Al 614cTEpH NOCTABEHU B KAPTOHEHH
onakoBKH. Bcaka kaproHena onakoska cbabpaka 14, 28 wiu 30 Tabnerku.

He Bcvuxu BHAOBE ONMAKOBKH MOraT Aa O0baaT mycHATH B mpoaaxoa.

6.6 CpenrajHE NpeAna3’HH MEePKH NPH H3IXBLP/IAHEe H pabora

Ko-Tencapr Tpsi©Ba 1a ce chxpaHsBa B 3ane4araHUTe OnucTepH, nopaau XUIrpoCKONMHYHHKTE CBOHCTBA
Ha Tabnerkute. TabneTkure TpadGBa na ce n3BaxAaT or OnvcTEpa, HENOCPEACTBEHO Npeau ynorTpeoda.
[Tonskora BBEHIIHUA COH HA OycTepa MOXKe 4a ¢ OTAeNH OT BBTPelHHs c/oi. B Te3u cinyyan He €
HeoOXOAMMO Aa ce NpeanpHEMAT HAKAKBH ACHCTBHUA.

HsaMa cneuyaiiy H3UCKBAHUA 33 U3IXBBPISHE,

7. TIPHTEXATEJI HA PA3ZPEINIEHHAETO 3A YIIOTPEBA

“Uailikadapma BucokoxayecTseHure Jlekapcrea” Al
Oyn. ,, ' M. Jumurpos”Ne |, rp. Copua 1172, bearapus
Ten.: 02/ 962 54 54

daxc: 02/ 960 37 03
umeiin: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
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Peructpauuonen Ne: 20150086

9. JATA HA I'HPBO PASPEHIABAHE/MOAHOBABAHE HA PASPEIHNEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO paspetnapate 3a ynorpeba: 24.03.2015
Hara Ha nocneano nogHorasane: 06.01.2020

10. JATA HA AKTYAJINSUPAHE HA TEKCTA

Anyapu, 2025
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