KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



44 HME HA JIEKAPCTBEHMUSA ITIPOAYKT “3ﬂbﬂHmEﬂHA ATEHI.IHFI MO NEKAPCTB ATA
AESTS mmmmamnur

Kom Pee. Ne . "60/?'1)07’2/}3/}'7/

Tenannux 40 mg/5 mg Tabnetku

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Besika rabnerka C'b,u'bp;xél() mg TeamMucapTaH (felmisartan) v 5 mg amruioaunuH (amlodipine) (Kato
amjoaunuHoB 6e3unar (amlodipine besilate)).

HDMOQHH BCLICCTBA C H3BCCTHO gEﬁCTBHB:

3a NbJIHUA CIIUCHK HA MOMOIIHUTE BELIECTBA, BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

mg: EnuncoBuanu, Neko JBOHHOM3MbKHAIH, ABYcC/0MHH TabneTku. EnHatg
TaﬁneTKaTa e kahaBo-XbJiTa, MO3aeyHa. Jlpyrara ctpaHa Ha Tabnerkara e 6s1a un
pesiepHo odo3HaueHue K3. Pasmepu: 16 mm x 8,5 mm.
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rabnerkara e kadsBo-)KbaTa, Mo3aeyHa. JIpyrara crpaHa Ha TabieTkata € Gsia wim nouTH Gsa M
panet]mooﬁtmmqemem Paauepu 16 mm x 8,5 mm.

4. KJIUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSHA

TenaunuH € nokas3aH KaTo 3aMeCTHTEIHA TEparnuqia 3a JICYHCHHUE Ha MalHEHTH C €CCHLIHAIHA
XHINEPTOHHUA, MAUUEHTH C BECYEC MNOCTHUIHAT KOHTPOJI C TCIMUCAPTAH H AMJIOAUIIHH, MNPpHJIardaHH
CAHOBPEMCHHO IIPH CbULOTO HHBO HA NO3HPAHE, KAKTO € B KOMOHHaLUsTA.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jdo3upoBka
[IpenopwvunTennara no3a Ha TenaunuH e enHa TabneTka AHEBHO.

Du KCHpaHaTa 1030Ba KOMOHHaLIUA HE € Mnoaxoasila 3a Ha4aJlHa TEpaliui.

[lpenu npemunaBaneTo kbM TenaunuH, nauueHTUTE TPAOBA Aa ObAAT KOHTPOJHPAHH C MOCTOAHHU
1034 OT MOHOKOMIOHEHTHTE, MPHEMaHH Mo cbiioTo Bpeme. Jlozara Ha Tenaunuu TpadBa 1a ce
OCHOBABAa Ha JJ03UTE Ha OT/E/IHUTE KOMIMOHEHTH Ha KOMOMHALIMATA 110 BpeMe Ha MPEMHHABAHE KbM
KOMOMHauUsTA.

MakcumaiHaTa JHeBHa 103a Ha amjoaunuH € 10 mg, a MakcuManHaTa JHEeBHA 1032 Ha aMJIOJIMITHH €
80 mg.

Cneyuannu nonyiayuu

Crapuecka Bb3pacT
[Ip1 nauMeHTH B cTapyecka Bb3pacT HE € HEOOXOMMO KOpHUIrHpaHe Ha /103aTa, HO YBEJIMYaBaHETO Ha
no3ara TpAOBa Aa ce U3BbPLIBA ¢ BHHMaHUe (BXK. TOYkH 4.4 u 5.2).

bbOpeyHO yBpekaaHe

He ce u3uckBa KOpurupaHe Ha J103MpOBKATa MPH MALIMEHTH C JieKa 10 yMepeHa cTeneH Ha 0b0peyHo
yBpexaaHe. ONMUTBLT NPH MAaLKUEHTH ¢ TEKKO ObOpeyHO YBpEKIaHE UK NPH TE€3H HA XEMOIHa/Iu3a €
orpaHuueH. M3uckBa ce noBULLIEHO BHUMAHHE, ThH KaTO aMJIOJAMITHH U TEJIMHUCApTaH HE ce
AUaNU3HUpar.

YepHoapoOHO yBpexkaaHe
Tenaunuu e NnpoTHBONOKA3aH NP NaLMEHTH C TEXKKO YepHOAPOOHO yBpexkaaHe (BxkK. Touka 4.3).
[Ipn naumeHTy ¢ jieka 10 ymepeHa 4epHOAPOOHO YBpeXaaHe He ca YCTAHOBEHH MPENOPbKH 3a

N103MpaHe, ciaenosarenHo TenaunuH TpaOBa na ce npujiara ¢ NoBMUIEHO BHUMaHuUe. I1pu TakuBa
MaLMeHTH JHEeBHATa [03a Ha TeJIMUcapTaH He TpaOBa na Hajauiaea 40 mg JHEBHO (BXK. TOY

[Teouampuuna nonynrayus

ca YCTaHOBEHHM. JIMncBaT NaHHH.

HauyuH Ha npunoxeHue




IlepopanHo npuwioxeHue
Tenaunux Moxke Aa ce npueMa cb¢ WiH 6e3 xpaHa. [Ipenoppusa ce npueMaHeTo Ha TeJIAMNKH ©
MaJIKO KONHUYECTBO TEYHOCT.

43 IIporEBOmOKA3ZAHHN

- CRpBXYYBCTBHTENHOCT KbM aKTUBHHTE BELIECTBA HIH KBM HAKOE OT MOMOILHHTE BEIIECTBRR,
H30poeHH B TOukKa 6.1

- Brops u TpeTH TpHMECTBp OT OpeMerHocTTa (BxK. ToukH 4.4 H 4.6)

- AQre9HH OOCTPYKTHBHHM HAPYIOCHHA

- Texxo yepHoApoOHO yBpEKIaHe

- Liok (BKHOUHTENHO KAPAHOT€HEH IOK)

- OO6cTpyKiHa Ha H3XOAAWMKA TPAKT HA JISBaTa kKaMepa (Hanp. BUCOKOCTENeHHA aopTHA CTEHO3a)

- XeMoAMHaMUYHO HeCTaOWIHA CHPICYHA HEIOCTATHYHOCT clel OCThp HHGAPKT Ha MHOKapAa

- EnnoBpeMeHHaTa ynorpeba Ha TeIQHIHH ¢ ATUCKMPEH-ChAbPKALH MPOXYKTH €
APOTHBONOKA3aHA MPH NaIMeHTH ¢ AHaber win 6u6peano yepexxaane (GFR < 60 ml/min/1,73
m?) (XK. Touku 4.5 u 5.1).

4.4 ChnemRAJHH NpeayIpexXIcHAS H NPCATASHA MEPKH NpH ynorpeba

BpeMeHHOCT
ITo BpeMe Ha GpeMeHHOCT He TpAORa Aa ce 3anousa Tepanud ¢ aHrHoreHsuH Il penenTopux

aHTaroHUCTH. OCBEH KOraro NpoABKABAHETO Ha TEpANUATA ¢ aHrHoTeHs3uH II peuenropHy
AHTarOHHCTH Ce CMATA 34 HAIOKHTETHO, MALIMEHTKHTE, NIaHKBpaIH Aa 3a0pemeHear, Tpabpa na
MPEMHHAT Ha aATEPHATHBHO AHTUXHIIEPTEH3HBHO JICUCHHE, ¢ YCTAHOBEH podrl Ha 6€30MacHOCT MpH
yrnoTpeba no BpeMe Ha 6pemenHocT. Cel AHArHOCTHUHPaHe HA OPeMEHHOCT, JIEYEHHETO ¢
aHrvorensuH Il penenropHy anTaroHdcTH TpAGBa na Gbae TipeycTaHOBEHO HezabaBHO, H, 110
BBb3MOXKHOCT, Ja C€ 3aII0YHE ANTepHATHBHA Tepannd (Bx. ToukH 4.3 1 4.6).

HYepHONpoOHO yBpexkaaHe

Ja e ce npunara Tenaunue Npd MaLHEHTH ¢ XO0AECTa34a, ¢ KIIbYHH OOCTPYKTUBHM HAPYINCHHS HITH
TEHKKO YePHOAPOOHO yBpexkaaHe (BX Touka 4.3), Thil KATO TEJIMHCAPTaH CE IMMHHHpA 4pe3
snbukaTa. [Ipu Te3d nalMeHTH MOXe Jia ¢ O4aKBa HaMalneH yepHoApoOeH KIMPHLHC Ha TeJIMHCAPTAH.
[Tony>XHBOTET Ha aMIORAMIHH € YABb/DKeH H AUC cTOMHOCTH ¢a N0-BHCOKH NMPH NALHEHTH C
HapyllieHa YepHoApoOHa GyHKIHA. He ca ycTaHOBEHH JO30BH NPENOPBKH.

Cnenosarento TeaaunuH TpsaOBa Ja ce H3MOA3BA C MOBHINCHO BHUMAHHUE NMPH NALMCHTH C JIEKO 10

YMEPECHO 4epHOAPOOHO yBpeXKIaHe.

PeHOBacKYNApHA XHIIEPTOHUS
KoraTto nauyeHTH ¢ ABYCTpaHHA CTCHO3a Ha 6B0peYHATE ApTEPHH HIH CTEHO3a HA apTepHa Ha

eIMHCTBEH (PyHKUMOHHpaI OBOpek, ca ISKYBaHH C AEKAPCTBEHH NPOAYKTH, KOMTO 3aCATaT CHCTEMATA
PEeHHH-aHTHOTEH3HH-aNAoCTepoH (PAAC), ChLIECTBYBA NOBHILCH PHCK OT TEXKKA XHIIOTOHHA H

OBOpedHO YBpeKIaHe,

BrOpeuHo yepexaaue ¥ TpaHCILIIaHTAaIHA Ha 6n0pex
Koraro TenMucapTan/aMIOIKIIAH CE U3MNO0J3Ba 3a JICYEHHE Ha NAIHEHTH ¢ HapyleHa 6u0peyHa

hyHKIHA, C€ NPENOPLYBA NEPUOAHIHO MOHHTOPHPAHE HA CEPYMHUTE HHBA Ha KANH# H KPCATHHWH.
HaMa ONHT B NPUIAraHeTO Ha TeJIMHCApPTaH/aMIOUNHH TIPK DAUMEeHTH ChC CKOPOILIHA
TpaHCIU1anTauua Ha 6B0pex. Tenmucapral ¥ aMJIOANNHH HE C¢ JHAJTH3UPAT.

BhIpechAOBa XHIIQBONEMHSA v@"w%} N
Ilpy naumeHTH, ¢ XMNOBONEMUA W/ HIH H34epIIBaHe Ha HATPHA, HAPHMED NMOopany HWHTEHIMNE 5, %ﬁj}ﬁ:& \\
AHypPETHYHA TEpanusa, HAMAICH NIPHEM HA COIH NOPaZH ANeTa, [HapHA HH NOBPEalE/ MeXe.ia -~ + 2 |
o fomstn T G
Bb3HHKHE CHMITTOMATHYHA XMIIOTOHHA, 0COOEHO Cliej] MPUlaraHe Ha IMbpBaTa Ao | 5‘«; L e U
CBCTOAHHA TpAOGBa 22 HBAAT MPEOOOICHH MPEAH NPHIIOKEHHETO HA TEIIMHCApTaH/, =N 112 N
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HenocTHrsT Ha HaTpnii /UM TEUHOCTH TPAOBa a Obe KOPArHpaH NpeaH MPHIOKEHHETO HA
TEAMUCAPTAH/3MJIOAHITHH.

HBoHHO ONoKHpaHe Ha pEHHH-AHTHOTEH3MH-ATIOCTepoHoBaTa cucTeMa (PAAC)

Hma nannu, e ennoBpemenHara ynorpeba Ha ACE unxuburopu, aurnorensu II-petienrropuan
O710KepH WK ATHCKHUPEH MOBHINABA PHCKA OT XHIIOTOHHR, XHICPKATHEMHA H HAMAIABAHE Ha
OpOpeuHaTa pyHkMa (BKIIOYHTEHO TeXxko OB0peuHo yBpexxaane). [Iopaan Tosa He ce npenopeysa
ApoitHo 6nokrpane Ha PAAC ype3 koMOunHMpaHara ynorpeta sa ACE uHXuOHTOpH, aHrnoTeH3uH 11-
peLUENTOPHH DNOKEPH MM ATHCKHpPeH (BXK. To4kH 4.5 u 5.1).

AKO ce NpeLeHH, Ye TepanuATa ¢ ABoiiHo OokHpaHe e abcomoTHo Heobxoauma, ToBa TPsOBa 1a
CTaBa caMo 10/l HabAACHHETO HA CIEUMATMCT U NPU YeCTO BHUMATETHO MOHHTOpHpaHe Ha
ObOpeuHata PyHKUHA, €NEKTPONHTHTE U KPEBHOTO HaNATaHe.

ACE uHxubuTOpu 1 anrnoreHsuH [1-peuenropau 61okepu He Tpa6Ba Na ce H3MOM3BAT €AHOBPEMEHHO
IPH AUHEHTH ¢ THabeTHa HedponaTuA.

EE! 'l ChCTOAHHA CHhC CTHMYIJIALIHA Ha CHCTCMAaTa PCHHH-AHT HOTEH3HH-2T1A0CTECPOH

I1px mauveHTHTe, YHHTO CHAOB TOHYC U OBLOpeyHa pyHKUMA ca B 3aBHCHMOCT Hal-Bede OT JAeHHOCTTa
HA PEHHH-AHTHOTEH3UH-AIAOCTEPOHHATA CHCTEMa (Hanp. MALMEHTH ¢ TEKKa KOHFECTHBHA ChpAcUYHa
HEAOCTAThYHOCT WIH OCHOBHO ObOpeuro 3abonapaHe, BKIIOYHTENTHO CTEHO3a Ha On0peunmTe
apTEPHHM), ICUCHHETO C JIEKAPCTBEHH MPOAYKTH, HOBIHABALNH Ta3H CHCTEMA, KaTO TeJIMHCApTaH, Ce
CBBP3Ba C OCTPa XHMOTOHKA, XHITEPA3OTEMHS, ORKIYPHA, HIIH PAOKO ¢ TEXKO OBOpeUHO yBpeKAaHe
(Bk. TOuKka 4.8).

[IepBU4EH aIROCTEPOHHIBM

[TaneHTHTE C ITbPBHYEH ANROCTEPOHN3BM B 00111HA ClTyyaii He ce MOB/IMABAT OT
AHTHXHIICPTCHIHBHUTE JIEKAPCTBEHH NPOAYKTH, ACHCTBAIIY Ype3 HHXHOHpaHe Ha peHHH-
aHTHOTEH3HHOBaTa cucreMa. Ilopaau Toea, ynoTpebaTta Ha TeIMHCAPTaH HE C& MPENOPHYRA.

CTeHo3a HA A0PTHATA U M HaTa Kiar BHA XHIIE HYHA KapAKOMHONATHA
Kaxro npu ApyruTe chAOpaslIHpsBallH CPEACTBA, CIELMATHO BHHMAHKE ¢ o0pPBilla HA NALMCHTHTE,

CTpajalliy OT CTEHO3a Ha a0pTHATa H MHTPAJIHATA KJIamna, HWIH OOCTPYKTHBHR XMNIEPTpOPHUHa
KApAHOMHONATHA.

CopziceyHa HEAOCTATHHHOCT
[lalMeHTHTE CBC ChpAeMHA HEAOCTATHYHOCT TPAOBA Aa ObAAT JJEKYBaHM ¢ MOBHIICHO BHUMaHKE. B

ABIATOCPOYEHO, I1anedo-KOHTPOJIMPAHO NMPOYYBAHE MTPH NALIHEHTH C TeXKKA ChpAcYHA
HenoctaTe4HOCT (NYHA knac Il u V) oTueTenara vyecrora Ha 6enoapoOGeH OTOK € M0-BHCOKA B
aMIIOAMIIMH JIEKyBaHATa IPyIia, OTKOJKOTO B rpynaTa Ha miauebo (Bx. Touka 5.1). biokepu Ha
Ka/llHEeBHTE KaHA/IH, BKITIIOYHTENHO aMJIOAHITHH, TpaOBa Aa ce H3N0N3BaT ¢ NOBHILIEHO BHHUMaHHE NIPH
MALMEHTH CHC 3aCTOHHA ChPACYHA HEAOCTATHYHOCT, Thil KATO T€ MOTAT Aa YBE/THYAT PUcKa OT
Obael CEPACYHOCHAOBH CHOHTHA H CMBPTHOCT.

CHTH ¢ Haber. Jie HHM C MHCYJIHH KIH MPOTHBOAHAOETHH CpEeACTRA
Ilpu neyeHue c TenMUcapTaH, IPH TE3H NMALHEHTH MOXE Jd Bh3HHKHE XHUIIOTNTMKEMHA. 3aTOBa IIPH
Te3H NALHEHTH € HeoOX0AUMO Ja ce 06CHIH CHOTBETHO NPOCieAABaHe Ha HHBOTO Ha MIIOKO034 B

KPbBTa H MOXeE JIa C& HAMOXH KOPHTHPaHe Ha 03aTa HHCY/IHH WIH aHTHAMADETHO CPEACTBO, KOraTo €
MOKa3aHo.

XHNepKalHeMud
Ynorpebara Ha NekapcTBeHH MMPOAYKTH, KOMTO TIOBJIHABAT PEHHH-GHIHOTEH3MH-AII0CTEPOH
CHCTEMA, MOXE Aa NPHYHHH XUIICPKATUCMHA.

[Ipu nanmenTn B cTapyecka Bb3pacr, naumeHTH ¢ 0b0pedHO yBpexkaaHe, NalHeHTH o AN
NaIHEHTH Ha ChABLTCTBALIA TEPANUA C JIEKAPCTBEHH NPOAYKTH, KOHTO MOTar /A NoB SIS \|
KOHL{EHTPALIHATA Ha KaJIHi, H/WIH MPH NaLHEHTH C APYTH ChITbTCTBALIH ChCTOAHHA ' -'
XHMEPKATHEMHATA MOXKE 1A NPHYHHHA CMBPT.



[Tpeau na ce B3eMe peleHHe 32 eAHOBPEMEHHO NMPUAOKEHHE Ha IEKAPCTBECHH MPOAYKTH, KOHTO
NOBAUABAT CHCTEMATA PEHHH-aHTHOTCH3UH-AIIOCTEPOH, TpAOBa Ja C€ NpEeLieHH ChOTHOLICHHETO
oJ13a/pHCK.

OcHOBHHTE PHCKOBH (DAKTOPH 3a Ph3HHKBaHE HAa XHMIIEPKaJIHEMHA, KOHTO TpAOBa Aa ce B3eMaT Nog

BHUMaHHE Ca.

- 3axapeH auaber, 6b0peuHo yBpexaane, pp3pact (>70 roqusn)

- . KOMOHHALMA ¢ €XWH WIH NoBeYe AEKAPCTBEHH NPOAYKTH, KOHTO MOBJIMABAT CHCTEMAaTa PEHUH-
AHTMOTEH3HH-ANIAOCTEPOH WM CHIBpPXAIK KATHA XpaHHTETHH A00aBKH. JlekapcTBenuTe
MPOAYKTH WIH TCPancBTHYHHTE IPyNH, KOMTO MOTaT Ja NPedH3HUBHKAT XHIIEPKATHEMHS Ca
3AMECTHTENH HA CONTTA, CHABPXKAIM KANHIA, kanuli-chxpauseaiy quyperwuy, ACE
HHXHUOHTOpH, aHrHoTeH3KH ! penlenTOpHH aHTaroHHCTH, HECTEPOHAHH NPOTHBOBBL3NAJIHTEIHH
cpeacrsa (HCITIBC, prmrountenHo cenextusHHTe COX-2-HHXUOHTOPH), XENIaPHH,
HMYHOCYTIPECOPH (LIMIJIOCTIOPHUH WM TAKPOIHMYC) H TPHMETOIPHM.

- CBITBTCTBALLHA CHOHTHSA, B YACTHOCT ACXMAPATALIMS, OCTPa CHPACYHA AEKOMITCHCALHA,
MeTa0O/IMTHA auMac3a, BOIlaBaHe Ha Op0pedHaTa QyHKIyds, BHE3AIHO BIOIIIABAHE HA
ChLCTOAHMETO Ha OBOpenmTe (Hanp. HHpeKIHO3IHN 3a00NIBaHNA), KIEThUHA JIH3a (HAmp. OCTpa
HCXEMHSA HA KpaHHHK, pabRoMHOIN34, FOIAMA TPABMA).

HeobxoaumMo € na ce mpopekaa BHAMATEIIHO MOHHTOPHPAHE HA CEpYMHHTE HHBA HA Kauns NMPU TE3H
NALUCHTH (BK. TOUKa 4.5).

ETHHYECKM pasnHyHs

KaxTo e HabmoaBaHO NpH HHXHOMTOPHUTE HA AHMHOTEH3UH-KOHBEPTHPAIIHA €H3HM, TEJIMHCAPTaH H
APYTHTE aHTHOTEeH3HH Il peuenTopHH aHTATOHHCTH Ca OYEBHAHO NO-MAIKO epEKTHBHY NPH
[IOHWKABaHE HA KPBBHOTO HAJSIraHe MPH X0pa OT YEPHATA Paca, OTKOJIKOTO IPH APYFUTE PacH,
BEPOSTHO MOPaA MO-4E€CTO OTYETEHOTO HUCKO HMBO HA PEHUH B NOMYJIALMATE HA XHIEPTOHHLH OT
Y¢pHATa paca.

Hpyra

Kakro rpH Apyry aHTHXHINEPTEH3HBHH ar€HTH, RPEKOMEPHOTO MOHHKEHHE HA KPBBHOTO HAMLT2HE
NpH NALHEHTH C ACXEMHTHA KADAHOMHAOTIATHA WITH HCXEMHUHO CHPACHHOCHAOBO 3a00A%BAHE MOKE A
AOBEAE A0 HH(PAPKT Ha MHOKApAa WIN HHCYIIT.

be3onacHocTTa M €PHKACHOCTTA Ha AMJIOJMITHE [PH XWNIEPTOHHYHA KPH3a HE € YCTAHOBEHA.

B crapuecka BB3IpPaCT YBEIHUYABAHETO HA J03aTa TPAOBA 1a ce H3RBPLIBA C MOBHLICHO BHHMaHUE (BXK.
TOUKH 4.2 1 5.2). |

Jlaxmosa
Toea nexapcTBo ChABPKA 1aKTO3a. [TalMeHTH ¢ peKy HACIEeACTBEHH ITPOOIEMH HA HETMIOHOCHMOCT

KbM ranaxTo3a, IThJIeH JaKTaseH AeHIMT HIH IIOK030-raakTo3Ha Manabcopbuuns He TpadBa aa
IPHEMAT TOBa JICKAPCTRO..

Copbumon
Tosa nekapcreo chaBpka copouron. TpaOea aa ce ¥Ma NpeABH ANMTUBHUAT eEKT Ha CHITHTCTBAILD
MPAUITAraHH NpOAYKTH, ChAbpAAIIM COPOHTON (HNIH PPYKTO3a), KAKTO H XPaHHTENTHHAT [IPHEM Ha
copburon (Wwru ¢ppykro3a). CraBpAKAHUETC HA COPOHMTON B IEKAPCTREHH POAYKTH 34 TIEpOPATHO

ce NpHJIAraT CHITBTCTRALIIO.
80 mg/5 mg Tabnerxku 1 80 mg/10 mg Tabnetku crabpxar 293,08 mg copﬁmm 43
KOHTO Ca €KBHBANIEHTHH Ha 5 mg/kg/neH, ako renecHoro terno ¢ 58,6 kg. Toszn nf

58,6 kg HJIH T10-MAaJIKo. .




Hampuii
Tosa nekapcTBo ChABPKA Mo-Maiko oT 1 mmol HaTpuii (23 mg) Ha TabneTka, T.€. MOXKE J1a C€ KaXKe,
Yye NPaKTHYECKH HE ChABPKa HaATpHIA.

45  BiaamopaelcCTBHE ¢ ZPYIH JeKAPCTBeHH OPOAYKTH H APYrH $OPMH Ha BIaAMOACHCTBHE

Baaumooeucmaus, C8bpP3aARN ¢ MEeAMUcCapman

JHMroxcus

Koraro TenMucapran ce npujiara €IHOBPEMEHHO C JHTOKCHH C€ HaD/moJaBa NOBHIIABAHE Ha
MeAHaHaTa Ha MUKoBaTa (49 %) W Hal-HHCKaTa rasMeHa KoHUeHTpamus (20 %) #a qurokcuH. Koraro
ce 3aMoy4Ba, KOPHTHpA Ce 103aTa WIH ce MPeKpaTaBa TeJIMHCApTaH, TPAOBa fa ce HabaIo1aBaT HMUBATA
Ha JMIOKCHH, 32 [a ceé MOAALPKAT B TEPANCBTHYHNA HHTEPBa.

KakTo u npH Opyru ekapcTBEHH MPOAYKTH, NOBAXABAIIM PeHRH-aHIHOTEH3HH-ALIOCTEPOH,
TEAMUCAPTaH MOXKE Aa NPEIH3BHKA XHIIepKaaueMus (BX. To4Ka 4.4). PUCKBT MOXKeE J1a ce YBEJIUYH B
ClTy4ait Ha KOMOHHHMpaHO JIeYeHHE ¢ JAPYTH JIEKAPCTBEHH NPOAYKTH, KOHTO MOIaT Ja fpelH3BHKAT
XHIIepKanHeMia (CONIEBH 3aMECTHTEIH, ChIBPKAINH KM, kKanuii-chXxpansasany AuypeTuid, ACE
HHXHOHUTOPH, aHrHOTeH3HH ] peLenTOpHH aHTArOHHCTH, HECTEPOHAHH ITPOTHROBL3NATIHTEIHH
nexapcreenu npoaykTH (HCITIBC, sxmounTtenHo cenekTHBHH COX -2 HHXHOUTOPH), XENApHH,

UMYHOCYNIpECOPH ( IMKIIOCIIOPHH HIH TAKPOAUMYC)) H TPHMETOIIPHM.

BB3HMKBAHETO HA XUMEPKATTHEMHIA 3aBHCH OT CBHP3aHHTE C TOBA PHCKOBH (PAKTOpH. PHCKBT ce
YBEJIMYARA NPH O-TOPE CIIOMEHATHTE TePaneBTHYHH KOMOWHauKu. PHCKBT € 0cODEHO BUCOK B
KOMOHHaLHs ¢ KaTHi-ChXpaRaABallii JHYPETHLIH H KOraTo ce KOMOUHMpa CBbC CONCBH 3aMECTHTENH,
ChbAbpXKAIMM KATHi. A ipu kombunauma ¢ ACE naxuduropn win HCIIBC, pHCKBT € No-ManbK, TIpH
YCJIOBHE, Y€ CTPHKTHO CE CNasBaT NpeanasHH MepKH npH ynotpeba.

He ca ycTaHOBEHH B3aUMOJCIHCTBHA MEXKXY ABAaTA KOMIIOHEHTA HA Ta3H (PHKCHpaHa KOMOHHALIMA 10
BpCMC HA KIIMHHYHHUTC H3ITHTBAHHA.

He ce npenopwyusa cenvmemsawia ynompeba

Kanuli-chxpaHaBaiy AMyPETHIH HIH ChIBPKALIN KATWH XpAHUTETHH Ao0aBKy

AnruorensuH I peuenropHiTe aHTArOHHCTH, KAKBBTO € TEJIMACAPTaH, HAMAIMBAT 3ary0aTa Ha KaaHui,
NPHAX3BHKAHA OT JuypeTunnTe. Kanni-CoXxpaHspaiquTe AMYPETHLIM KAaTO CTHPHHOJIAKTOH,
€IUIEPEHOH, TPHAMTEPEH, HITH AMHIIOPHA, ChABPHALIMTE KAnKii XpaHUTeTHH J00ABKH, HM
ChAbPHKALMTE KUTHH 3aMECTHTENIH HA COJITA, MOTAT A AOBEIAT A0 3HAMMTENHO MOBHILEHHE HA
CEpYMHHA KMiH. AKO e oKa3aHa €JHOBpeMeHHa ynoTpeda, nopaan AOKYMEHTHPAHA XHIIOKAJTHEMHA,
€ HEOOXOAMMO JICKAPCTBEHUTE MPOAYKTH Aa OBAAT M3MOA3BAHH C TOBHIICHO BHHMaHHE, U C
MOCTOAHHO MOHUTOPHPAHE HA CEPYMHHTE XOHLICHTPALMH HA KAMHA.

JINTHHA

Crobmasany ca cirydan Ha cOpaTMMM NOBULLIGHHA B CEPYMHHTE KOHUCHTPALIHH HA THTHS H
TOKCHYHOCT, MPH €IHOBPEMEHHO NPHAOKEHHE HA JIMTHH B HHXHOHTOPH HA AHTHOTEH3HH

KOHBEPTHPALIHA SH3UM, KAKTO W ¢ aHrMOTeH3HH Il peuenrTOpRH aHTarOHKCTH, BKIOY
TeAMucapTaH. Ako kKoMOHHMparaTa ynorpeda ce okaxe HeoOX0HMa, € IIPEnoph
MOHHTOPHHI" HA CEPYMHHTE HHBA HA JIHTHA.

Covnemcemeaya ynompeba, UzUCKEANA NOSUULERO SHUMAHUE

Hecreponanu npoyHeopb3nanurenty cpescrasa (HCTIBC)




Ipu Haxou mawmer™ ¢ Hapymena Op6peuna QyHKIMA (Hanp. auHeNTs ¢ ACXHADATALA HIH
- DALMEHTH B CTApHecka BE3PACT ¢ HapyllieHa 616peuna dpyHkune), eqHOBpeMERHOTO NpHIIArane Ha
aHrHOTeR3HH II peuenrropuy aHTaronncTH K nexapeTReny CPeACTRa, KOMTO MHXHOMpAT IMITO-
- OKCHIeHA3ATA, MOMKE Z]A HIMA KATO PE3y/ITAT MO-HATATHITHO BNOINABANE Ha Ou6pesmara Pynxis,
BIJTIOYHMTEIIHO BEIMONHO Texko G1OpetiHo yapeniane, K0eTo ofHKHOBSHO e o6paTuMo. 3aToBa,
komMbuHaMATa TpAGBa Na Grle NpUTarana ¢ HOBHLIEHO BHHMaHHE, 0COGOHO NPH NaLMEHTH B
CTapyecka Bn3pact. [lauuentare Tpatea na 6unar a[ICKBaTHO XMAPATHPAHH, KATO 110/] BHHMAaHHe
Tpa6Ba j1a ce B3eMe H npocNeNIBaHETO Ha 610peunaTa GyHKiEA clex 3aNOYBAHE HA CHITHTCTBAIATA

TEpaITHA H NEPHOAHYHO Clie]l TOBA.

. KpaTHO noBHIneHRe B AUC.24 U Cpux Ha PaMEIIPHI H PAMANTPHNAT. Kmqmrra 3HAYMMOCT Ha TOBa
nabsmonienue € Hem3BecTHa. o -

JaHHK o KIAHHIHE npoy%a}ma TMOKa3BAaT, Ye ABOHHOTO Gnokupane HA camm PEHHH -
BHFHOTCH3HH anocTepoH (PAAC) upes komGunupanara ynotpeba Ha ACE uuxuburoph,
aHrunoTensus [I-penenropuu Grokepu wnw ATHCKHPCH CE CBBP3BA C NO-BHCOKA YECTOTA HA HEXKE/IAHH

Ko CHCTEMHO | OKEeHHe

C8Y Uc




”a.

BEPANAMHJT WJTH JMIITHA3€EM ), MOXKE Aa AOBEIE 10 3HAYHMTEIHO YBEJIMYEHHE HA eKCNO3HIMATA Ha

aMJIOIMITHH, BOACILO 0 MOBHLIEH PHCK OT XHnepToHus. Knunu4unute npossy Ha 1e3H PK npomeru
MOTaT Ja ObAaT no-u3paseHH [pu NalMeHTH B HanpeaHana Bp3pacT. Moxe Aa ¢e HalOKH KIIHHHUYHO

HaO[OaCHHE H KOPHTHpaHE Ha J03aTa.

Hunykropu #a CYP3A4

[Ipn exHOBpEMEHHO NPHIOKEHHE HA H3BeCTHH HHAYKTOpH Ha CYP3 A4 nnasMeHaTa KOHLIEHTpalHA Ha
aMIOZIMITHH MOXE A2 Baprpa. [lopaau TOBA KPHBHOTO Hangarane TpadBa Aa ce Npociendsa U fa ce
0OMHCI/IM aaarrTupaHe Ha I03aTa KaKTo 110 BpeMe, Taka H CJiek STHOBPEMEHEH MPHEM, 0COOEHO ChC
ciwiHM CYP3 A4 yuaykropy (Hanp. padpaMmUUMH, )XBIT KAHTAPHOH).

['peiindpyt u cok OT rpeiindpyT

He ce npenoprbusa ynotpebara Ha rpendpyT # cok ot rpeindpyT, ThiH KaTo 1pH HAKOH NaLUEHTH
OHOHANTMYHOCTTA MOMKE A4 Ce MOBHIIM K 43 JOBEAE A0 3aCHIBAHE HA AHTHXHIIPETCHIUBHUTE e(eKTH.

JauTponen (HHdy3us)

[1pH 5KHBOTHH ca HRIMONABaHH JISTATHO KAMEPHO MBXK/ICHE H CHPACYHOCHAOB KOJI2IIC BbB BPB3Ka C
XHIIEPKATHEMHS CJIEM, MPIIOKEHHE Ha BEPATIAMMI H HHTpaBeHO3eH JaHTponeH. Ilopaan pHCK OT
XHIEPKATHEMHS, CE NIPENOpbYBa, 1a ¢¢ H30ATBa €AHOBPEMEHHOTO IIPHIOKEHHE ¢ DJIOKEPH Ha
KAMUEBHTE KaAHAIM, KATO AMIONAMITMH NPH NALMEHTH, MPEAPa3NOJIOKEHH KbM MATHIHEHA
XHIIEPTEPMHA H NIPH OBAAAIBAHE HA MaJTHTHEHA XHIIEPTEpMHS,

Epexmu na amnoounun 6bpxy 0py2u gexapcmeenu npodyKmu

JIpyTy aHTUXHIIEPTEH3HBHH JIEKADCTBEHH HPONAYKTH

[ToHmKaBal|Te KPHBHOTO HAIATaHEe S(PEKTH HA aMIOAUNHH e N0OABAT KbM TIOHIKABALIHTS
KPbBHOTO HanArase eexTd Ha Apyry JeKAPCTBEHH MPORAYKTH C AHTHXMIIEPTEH3HBHH CBOMCTRA.

Takponumyc
Hma puck oT yBenHUYeHHE Ha HHBaTa Ha TAKPOJIOMYC B KPBBTa NPH €ITHOBPEMEHHO NPHWIOKEHHE C

AMJIOUIIHH, BBIPEKH Ye (papMaKOKHHETHYHHSAT MEXaHH3bM HAa TOBA B3AMMOJICACTBHE HE € HAITbJIHO
H3SCHEH. 3a Ja ce U30CTHE TOKCHYHOCT Ha TAKPOIHMYC, B ClIy4aii HA €THOBPEMEHHO MPHIIOKCHHE HA
aMJIOJTAITHH [IPH TIALMCHT, JIEKYBaH ¢ TAKPOIHMYC, € HeOOXOaHMO MOHHTOpHpaHe HA HHBATa Ha
TAKPOJTHMYC B KPBBTA H CHOTBETHO KOPUTHPaHe Ha 103aTa TAKPOTHMYC NTPH HEOOXOIHMOCT.

[Ipruenny 3a panamud (mTOR) uaxuOuTOpU

mTOR #exuCHTOPH KaTO CHPONHMYC, TECMCHPONINMYC U €BepoMMyC ca CyOcTpath Ha CYP3A.
Amntoannul e cnab nxuburop Ha CYP3A. Ilpu eanospeMennara ynorpeba Ha mTOR usxubuTOpH,
AMITODUIHH MOXeE Aa YBenwdH ekcnosuimara Ha mTOR uaxubHTOpHTE.

uEI{HOCHOQHH

He ca nposexxaaHd NPOYUBaHHA 33 B3aHMOACHCTBHE MEXKAY UHKIOCTIOPHH H aMJIOHIHH NPH 3ApaBH
AOOpOBONLM W APYTH HOMYJALMH, ¢ H3KJIIOYSHHE Ha MAIMEeHTHTE ¢ OBOpevHa TpaHCIIaHTaALHA, TIPH
KOMTO € HabmoaaBaHO MPOMAHATA HA HAM-HHRCKATA KOHUEHTpalMa Ha HKJIOCTIOPHH A3 C€ NOBHINABA
{cpenno 0-40%). Cneasa na ce vMa TIpeABUI MOHUTOPHPAaHE HA HHBATA HA UKJIOCTIOPHH JIpH
naienTuTe ¢ ObOpeYHa TpaHCIUIaHTanHa, NEKYBaHU ¢ aMAOOHIIHH, KAKTO H ChOTBETHO HAMAJIABAHE
Ha J03aTa [MKNOCTIOPHH NPH He0OXOAHMOCT.

CHMBacTaTHH
EnanoBpeMeHHOTO NpHiiaraHe Ha MHOTOKPATHH 1031 OT 10 mg aMaoaunuH ¢ 1034
CHMBACTATHH BOAH A0 77% yeenudenne Ha eKCNO3HIHATA HA CHMBACTATHH B CPAB
CaMOCTOATENHOTO NMPWIOKEHNE Ha CHMBACTATHH. J[o3aTa Ha CHMBAacCTaTHH NpH
NIpUEMAT aMJIOJMIIHH, TPsOBa Na ce orpaHH4H N0 20 mg AHEBHO.



ot

1o BpeMe Ha KTHHHYHMTE H3MMTBAHHA 33 OLIEHKA Ha R3aHMO/ICHCTBUATA, aMIIOJUITHH HE € TOBAN
(apMaKOKKMHETHKATA HA ATOPRACTATHH, NHIOKCHH KK BapdapHH.

4.6 DepraantTer, GpeMeEROCT H KbpMeHe

bpemennocr

He ce npenopbuBa ynorpebara Ha TenaunuH no BpeMe Ha MLPBHA TPHMECTBP Ha OPEMEHHOCTTa (BXK.
Touka 4.4).

TenanunuH € NPOTHBOMOKA3AH MO BPEME Ha BTOPHA H TPETHA TPHMECTBP Ha GPEMEHHOCTTA, TIOPaIH
TeIMHCApTaHOBATa KOMIIOHEHTa (BXK. TOUKH 4.3 u 4.4).

TenmucapraH
Hama nocraTe4yHO AaHHH 3a yrioTpebara Ha TeIMHCapTaH npn OpeMeHHH XxeHH. [1poyuBaHnsaTa C

TEJIMHCAPTaH NPHA XHABOTHH Ca NMOKA3ATH HUTHYHE Ha PENPOAYKTHBHA TOKCHUYHOCT (BXK. TOUKA 5.3).

EnmmacMHOJIOTHYHHTE AaHHH 3a PUCKa OT TepaToreHHOCT cne ekcno3niug Ha ACE uaxuburopy npes
MEPBHA TPHUMECTHP Ha OpeMeHHOCTTa He ca yOeauTenHu. Bee nak, He MOXe a ¢€ M3KIHOYH
NOBHILEHHE HA pAcKa. JIOKATO JIMIICBAT JaHHH OT KOHTPO/HPAaHO eNMHAEMHONIOrHYHO H3CIECABaHe 3a
pHCKA OT AEHCTBHAETO HA AHMMOTEH3HH Il pelenTopHH aHTarOHHCTH, 32 TO3H KJ4C JIEKAPCTBCHH
NPOAYKTH TAKHBA PUCKOBE BHHAard Moxe xa uma. OCBEH KOraro rnpoAb/DKHTETHOTO JICHCHHE C
auruoTeH3uH Il peuenTopHH aHTArOHHCTH CE CYHTA 3a HAJIOKHATENTHO, NAIHEHTKHTE, KOWTO MyIaHHpaT
na 3abpemeHesaT TpaOBa Aa NPeMHUHAT Ha aJTTEPHATHBHO AHTHXHHCPTOHHYHO JIEYEHHE, KOETO € ©
nokasana 6ezonacuoct 3a 6pemenHH. Korato ce yctaHoBH OpeMEHHOCT, JIEYCHHETO C

anrnorenssH Il peuenropHu aHTaroHHCTH TpsOsa Ja 6bae NpeycTaHOBEHO He3abaBHO H, AKO €
BB3MOXHO, JIa CE 3a[I04HE AITEPHATHHO JICUCHHE.

H3BecTHO ¢, 4e excno3HumsiTa Ha RHrHOTEH3HH Il penienTOpHH aHTANOHHCTH IO BpeMe Ha BTOPHA H
TPETHA TPHMECTPH, HHAYLHpa (PeTOTOKCHYHOCT (noHnxkeHa 0nOpeura GyHKIA, ONIMIOXHAPAMHHOH,
3abaBsHe OCHHKALHATA Ha Yepena) i HEOHATATTHA TOKCHYHOCT (ObOpeYHO YBpeXIaHe, XHIIOTOHHA,
XUnepkanueMus) (Bx. Touka 5.3).

[Ipy ekcrio3suuMa Ha aHrroTeH3uH Il peLlenTopHY AaHTArOHMCTH MO BPEME HA BTOPHA TPUMECTHP Ha
OpeMeHHOCTTa, ce npenopbyBa H3BLPIIBAHE Ha YATPa3BYKOB nperiiel Ha 6u0peuHaTa pykuus 1
yepena.

Knpmaverara, ynMTO Malikyt ca ca mpHeManH aHrdoTeH3nH Il pellenrropHH AHTaroHHCTH TpAGBa Aa
ObaaT HabmoJaBaHH 3a NMOABA H2 XMITOTOHHA (BHXKTE TOYKH 4.3 1 4.4).

Ampodunun |
bezonmacHocTTa Ha AMIOAMITHH NO BpeMe HAa OpeMEHHOCT HE € YCTaHOBEHa.

[Ipu npoy4BaHus BbPXY KHBOTHH € HabM0OABaHA PENPOAYKTHBHA TOKCHYHOCT MPH BHUCOKH J03HM {BXK.
TOuKa 5.3).

KppmeHe
YnorpeOara Ha TenaunuH He ce NPENOpHIBa H € HEOOXOAHMO 1A & DPHCTHIIH KbM AITEPHATHBHO

neyeHHe ¢ AoKa3aHa 6e30macHOCT N0 BpeME HA KbPMEHE, 0COOEHO KOTaTo C€ KhPMH HOBOPOJSHO
HJIM HeIOHOCEHO Oede.

HsaMa Hanv4yHa uHpOpMaLHg OTHOCHO ynoTpe®aTa Ha TENMHCAPTaH [10 BpeMe Ha KbPMEHE.

AMIOJHITHH Ce eKCKpeTHpa B KbpMaTa npH xopa. Yactra ot 1o03ara 3a MaiikaTa, It
KbPMadJeTo, € H34YHCNEHA ¢ HHTEPKBAPTHIECH AHANa30H 3-7%, MakcumyM 15%.
AMJIOJHIIMH BBPXY KBPMAYETATA € HEH3BECTEH.

DepTHAMTET




.

Teamucapman
B npeaxiHHHUHH NPOYYBAHHA He ca HAOMONAaBaHH €PEKTH Ha TEJIMHCAPTAH BbPXY MbAKKHA H
AKEHCKUA PEPTHIIHTET.

Amnoounun

OGparumn OHOXUMHYHH NPOMEHH B [IABHYKATA Ha CTIEPMATO30MAMTE ca OHITH AOKIA/IBAHM IIPH
HAKOH NaUKEHTH, JIeKyBaHH ¢ 6J10kepH Ha Ka/lliHeBHTE KaHanH, KnuHHMYHHTE JaHHH Ca HEACCTAThYHY
110 OTHOLIEHHE RA MOTCHUHANHNAA €(peKT Ha aMJIOIHITHH BHPXY depTHnMTeTa. B €1HO NpoyusaHe 1pH
IUTHXOBE, Ca NOKIAABAHH HeONaronpusTHU e(eKTH BhpXy MBXKKHA (PepTHANTET (BK. TOUKa 5.3).

4.7 EJexTn BbpXy cooco0HOCTTA 32 opHpane H padora ¢ MAmMBHN

TenaunuH cnabo Wi yMepeHO NOBAMABA BBPXY CNOCOOHOCTTA 32 MotHPaHE H padoTa C MaLIHHH.
I1pu mwodupane wiu pabota ¢ MauruHu TpAOBa A2 ce B3eME MPEIBHI, Y€ BHEHE HA CBAT UIIH
ChHJIMBOCT IIOHAKOTA MOXKE 1a BE3HHKHE [IPY AHTHXHIIEPTEH3UBHA TCPAIHs, KATO HANPHUMEp
Tenaunuu. Axo MAUMEHTHTE, MPHEMAIIH AMJIOJMITHH CTPAAaT OT CBETOBBPTEXK, IMasobonne, ymopa
WIH raAeHe CIiocoOHOCTTa 3a pearupaHe Moxe a OsRe HapymeHa. IIpenopsusa ce NOBHIICHO
BHHMaHHE, 0CO0EHO B HAYANOTO HA NIEUEeHHETO.

4.8 HexelaHH JeKAPCTBeHH PeAKIHH

O6061enHe Ha npodnna Ha 6e30nacHOCT

Teamucapman

CepHO3HHTE HEKEJIaHH JICKAPCTBCHH peaKiHH BKIIIOYBAT aHAPWIAKTHYIHH PEAKI[HH H AaHTHOCAEM,
KOHTO MOKe Aa BE3HHKHE paako (=1/10 000 no <1/1 000) u ocrpa 656pedHa HEAOCTATHHHOCT.

OO6mara 4ecTora Ha HEXENaHH JICKAPCTBEHH PeakLiH, choOLIEHH NpH yioTpe0a Ha TeIMHCapTaH €
cpaBeuMa ¢ wiaLedo (41,4% cpeury 43,9%) B KOHTpO/IHpaHH NMMPOYYBAHMA MPH MALMEHTH, JICKYBaHH
33 XHNepTOoHMA. ClryyauTe ¢ NPOSBEHH HEXKENAHHTE PEaKLMH HE Ca CBLP3aHM C A03aTa M HE MoKa3BaT
38BHCHMOCT OT M0JIa, BE3PAcTTa WM pacara Ha mauventhte. [IpodrrsT Ha 6e30nmacHOCT Ha
TEJIMHCAPTAH MPH MALMEHTH, JIEKYBaHH! 32 HAMAMBAHE HA ChPACYHOCHA0BATA 3a00IEBAEMOCT €
CXOZIEH C TO3H [IPH MAIMEHTH C XHIEPTOHHA.

Hexenauure peakiinu, u30poeHH MO-A0TY, OTpa3iaBaT Pe3yJITATHTE OT KOHTPOJUPaHH KITHHHYHH
NpOoy4BaHNnA NPH NAHCHTH, JIEKYBAHH 33 XHIICPTOHHUS H OT NOCT-MAPKETHHIOBH JOK/IAIH.
H30posaBaHeTo OTYHTA H HACTBHITHIH CEPHO3HM HEXKEIIAHH PEAKLMH H HeXelIaHH PEakliH, BOACIIH 10
NPSKbCBAHE HA JIEYCHHETO, AOKIAABAHH MPH TPU IWITOCPOYHH KIIHHHYHHA MPOYYBaHHs, BK/IIOYBALIH
21 642 nauMeHTH, IEKyBaHH ¢ TEIMMCAPTaH 3a HAMalfABaHe HA CHPAEYHOCHAOBaTA 3a00/E€BAEMOCT 34
[IEPHOA A0 INECT TOIMHH. |

AMJIOIHITHH
Haii-4ecTo chobuiaBaHHTE HEXKENIAHK PEAKIHH [10 BPEME Ha JICYCHUETO CA CHHJIMBOCT, BHEHE HA CBAT,
rnasobonue, crpuedueHe, 3a4yeppaBaHe, OONKH B KOpeMa, raJicHe, [TOJyBAHE Ha IVIe3¢HUTE, OTOK H

yMopa.

COHCHK HA HEKENAHWTE JIEKAPCTREHH peakimu noa ¢opMara Ha TabnuMna.
Hesxenanure peakituy ca onpeAe/cHH COOPE YECTOTATA HA Bh3HHKBAHE, ChI/IACHO ClleHaTa
knachduxauma: MHoro Yectd (>1/10); yectu (=1/100 mo <1/10); Heuectn (=1/1 000 go <1/100);

AaHHH He MOXe Ja Ob/ie HanpaBeHa OLIEHKA).

B BCAKa rpyna, HeXkeTaHUTE PEakiiK ¢a MPEACTABCHH B HU3XO/M1I peji 1o
CEPHO3HOCT.

Me¢dDRA Hemenann peaknun YecToTa
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CHCTEMO-OpPraneH KJIac

AMJIOIHNIHEH

TeaMHcapTaH

Hudpexnyuu u unpecmayuu

HHpEeKUHH HA THKOYHHTE
MBTHIING, BKJI. [IHCTHT,
HH(EKUMH Ha TOPHHTE
JUXATEJIHH MBTHINA, BKI.

HEYCCTH

(apHHIHT H CHHY3HT
CencHc, BKIIOYHTEIHO C
neraned u3xon '

penKH

Hapywienun na xprema u
numpnama cucmema

AHeMis

HCUCCTH

Eo3uHodunus

peAKH

TpomOouuTONEHUS

MHOI'0 peAKH

petKy

JleskoMTONEHMA

MHOT'O peKH

Hapywenun na umynnama
cucmema

AHa(HnaKTHYHa peaxiu,
CBPBXYYBCTBHTCITHOCT

pezKH

AnepruyHa peakuus

MHOTO PEIIKH

Hapywernun na
MemaboOnuIMa u Xpanenemo

XHMNepKaJHeMHA

HCUYCCTH

XurornukeMud (MpH NauHeHTH
¢ naaber)

peKH

XHOCPrIMKEMHUs

MHOTO pCAKH

Hcuxununu napyuienun

HNenpecus, 6e3cpHIE

HCUYECCTH

HEYECTH

ITpoMaHa Ha HACTPOECHHETO
(BRIIOYHTENHO OE€3NOKOHCTRO)

HCHYCCTH

Be3nokoicTBO

penxu

O6BpKaHOCT

peaxH

Hapywenua na nepenama
cucmema

CHHIHBOCT

JCCTH

peaku

3aMafaHOCT, riaBobonHe
(ocobeHO B HA%aNNoOTO Ha
JICYEHHETO)

9CCTH

TpeMop, aucreysus,
XHIIOECTE3HA, NAPECTEIHS

HCYHCCTH

Cusxon

HEYECTH

HEYCCTH

[ToBUiIEH MYCKYJIEH TOHYC,
nepudepHa HEBpONaTHS

MHOI'O PEAKH

ExcrpanupaMuieH CHHOPOM C HEH3BECTHA |
4ecToTa
3pumennu napyuienus 3pHUTENIHH CMYLIICHHUS YECTH peaKn
(BKJIIOMHTENHO ARIUIONHA )
Hapywenur na yxomo u Tunutyc HEYeCTH -
AabHpusma CBeTOBBPTEK -
CopOeunu napyuienun [lanaoutauun YeCcTH
bpanukapaus HEYECTH

Taxuxapaus




ApUTMHA ( BKIIHOYHTETHO HEYECTH -
KaMepHa Taxukapamd,
NpEACHPAHO MbKAEHE)
HudapkT ua MHOKapaa MHOI'O peIIKH -
Cvoosu napyuienun 3agyepBABaHe Ha JTHLETO YeCTH
XHNOTOHHSA HeYeCTH He4eCTH’
OpTocTaTH4yHa XHITOTOHHUSA - HEYECTH
Backynur MHOI'O pefIKH -
Pecnupamopnru, zpsonu u JiucnHes YECTH HEe4YeCTH
MeouacmuHnaInu PuHHT HEYECTH -
HAPYWERUR Kauutnua HEYECTH HEeYeCTH
HurepcTrumanHa Genoapodxa MHoro peaku’
foJiect
Cmomaiino-upesnu [IpomsaHa B puTHMa Ha 4eCTH -
Hapywienun nediexanysa (BKMIOUMTETHO
OMAPUA ¥ KOHCTHIALAA ),
rajicHe
AGaomMuHaNHa OonKa, 4ecTH HEYECTH
NUCHENCHs
HuapHa, gpaaTyncHUMA - HEYEeCTH
[lospbiiane HEYEeCTH HEYECTH
Cyxorta B ycTara HEYECTH peaku
CromauieH quckoMgpopT, - peaKH
AHCTEY3HA
[TagkpeaTHT, ractpur, MHOTO pPeAKH -
rHHCHBA/THA XHITEPILIa3HA
Xenamobunuapnu XenaTuT MHOI'O peIKH -
HAPYUICHUR HapymieHa yepHoapoGHa - peaku’
byxims, yepHoaApodHH
HapYUICHHS
XKrareHuua MHOT'O peIKH -
ITopHLIEHH HUBA HA MHOTO peaku*
yepHOAPOOHHUTE EH3UMH
Hapywienur na xoxcama u YpTukapus HEYCCTH pPEAKH
ROOKONCHAMA NYOKAN
Koconana, nmyprypa, HE4YeCTH -
NEIMTMEHTALWsA Ha KOXKaTa,
CK3AHTEMA
[Tpypuryc, o6puE HEYeCTH HEYECTH
XHrepxuaposa HEUECTH HEUYeCTH
Epurema MyTugopMe, MHOTIO PEIIKH -
ekC(ONHaTHBEH JCPMaTHT,

CHHAPOM Ha Stevens-Johnson,
otok Ha Quincke,
(oTOUYBCTBHTETHOCT

Ex3ema, epureMa, yprukapus,
JIEKAPCTBEH OOPHB, TOKCHYEH
xowen obpus

AHrunoenem

MHOT'O pekH |\

ToxcHYHa enuaASpMaiHa

C HEM3BECTHA \\
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HEeKpOJIH3a

yeCcTOoTa

Hapywienun na myckyano-
CKeeMHama cucmema u
CHEOUNUMENHAMA NTHKAH

OToK Ha r7Ie3¢Ha, MYCKY/IHH
KpaMITH

JECTH

Muanrus

HCUYECTH

HCUCCTH

bonka e repba

HCUYCCTH

HCHCCTH

Aprpanrus

HCUYCCTH

penkH

MyckyiHH cria3zMH

HEYECTH

bonku s kpaliHAUHTE, DONKa B
CYyXOoxHIHe (noaobHU Ha
TEHAWHHUT CHMITTOMM )

peaxe

Hapywenun na ovbpeuume
U RUKOYHUME weomuia

buOpeuHo yBpexnane,
BIJTIOYHTEHO TEXKa Ob0peyHa
HEJAOCTATBYHOCT

HCUYCCTH

HapyLIEHHUE Ha YPUHHUPAHETO,
4YeCTO YPUHHPAHE, HOLLHO
ypHUHHpaHe

HCUECTH

Hapywienun na
EB3INPOUIEOOUMERRAMA
cucmema u zepoama

EpekTHinHa AuchYHKIHS,
rHHEKOMACTHS

HCUYCCTH

Obuqu napywmenun u
epexmu Ha MACMOMo Ha
NpuRoOdceHue

Enem

MHOT'O YECTH

¥YMopa

HECTH

AcTeHnus

HECTH

HECYCCTH

Bonka B repaure

HCYCCTH

HCUCCTH

O6uo Hepasnosioxkenne, H0AKA

HCUYECTH

I'punonogobHo 3abonspane

penKH

Hacnredeanun

IToBHIIEeHO TENECHO TEMIIO,
NOHMXEHO TCIICCHO TCrno

HCHCCTH

IToBHImeHH HHBA Ha KPECATHHHH
B KPBBTa

HCYCCTH

IToHwxkeHH HHBaA Ha
XeMOTJIOOHH, YBeJIUYeHa
KOHLIEHTPALMA Ha NHKOYHA
KHCE/JHHA B KPBBTA, NOBHINEHH
HUBA Ha HEPHOAPOOHHTE
€H3WMH, NOBHILEHHA HHBA Ha
dochokHHAZA B KPBBT2

PEOKH

1, 2, 3, 4: 3a JOMBAHUTENHH OITUCAHMA, MOJIA, BHXKTE NoApasfen "Onucanue na u30panu nexceaany

peaxyuu”

* Ha¥-reue B CHOTBETCTBHE ¢ X0JIecTasa

Onucanue Ha H30OpaHK HEKENAHW peaKLiuH

Cencuc

B npoyusanero PROFESS ¢ Habmoaasana NoBHllIeHa 4ecTOTA Ha BB3HHKBAHE Ha CENCHC NpH

TEJIMHCapTaH B cpaBHEHHUE C Tauebo0. CrOHTHETO MOXKe Z1a e ClTy4yaiiHa HaxoaKa HIN CBbpP3aHa ¢ J0

MOMEHTa HEM3BECTCH MEXAHW3BM (BXK. CHIIO TOMKA 5.1).

X HMNOTOHHA

Ta3u HexenaHa peakuya e CHOOLICHA KATO YECTa [PH NallHEHTH ¢ KOHTPOJIHPAHO
KOHTO Ca JICKYBaHH ¢ TEJIMUCAPTAH 32 HAMAJIABAHE HA CHPASYHOCHAOBATA 3abone

NpOBCACHO CTAHAAPTHO JICUCHHC.




HapyuieHa yepHonpobHa dyHKimMa/YepHOIPOOHO HApYINIEHHE
[oBeueTo ciiy4an Ha abHOpMHA YepHOIPoOHA QYHKLA/4epHOAPOOHO HAPYILIEHHE OT MOCT-

MAapKCTHHIOBHA ONWT Cd HACTHLIIWIA [IPH NNALMEHTH OT ANOHCKH MPOH3IXO. HPH NALUEHTH OT ANOHCKH
MPOHW3X0d HMa NIO-rojIsMa BEepOATHOCT 3a Pa3sBHTHE Ha Ta3H¥ HEKENaHa NEKAPCTBECHA pCaKIH.

HurepcTHIHanHa Genoapobha HGonect

Cnyvyad Ha HHTEpCTHUMANHA benoapobHa Gonect ¢ca AOKIAABAHHM OT NOCT-MAPKESTHHIOBHA OINWT BbB
BpEMCEa BPB3Ka C [IPHEM Ha TeJIMHCcapTaH. Brapexku Tosa, NpHYHHHO-C/IEACTBEHA BPB3Ka HE €
YCTaHOBEHA.

Cro0uwaBaHe Ha NOAC3HPAHU HEKEJIaHH peaKilny
Cro0imaraHeTo Ha NOAO3MPAHH HEXENIAaHH PEaKIMH CIIe/l Pa3peinaBaHe 3a ynorpeda Ha NekapCTBEHU

OpOOYKT € BakHO. ToBa mo3BosIABa Aa NPOAB/DKH HAOMIOAEHHETO HA CHOTHOLIEHHETO TT0J13a/pHCK 32
NIEKapCTBEHHA NPOAYKT. OT MENHIIMHCKHUTE CTNICHHATHCTH ce H3HCKBA J1a CLOOLIaBaT BCska
NON03HPAHA HEXKEIAHA PeaKLMA upe3

H3obnHHTENHA areHLHA O JieKapcTBaTa

yn. ,,JlamsH I'pyeB” Ne 8

1303 Codusa

Ted.: +359 2 8903417

yebcaiiT: www.bda.bg.

4.9 Ilpenozapane
Ha paznionoxxeHse uma orpaHndeHa HHPOpMaLKMR MO OTHOLIEHHE Ha NpPe0o3HpaHe NpH Xopa.

CHMIOTOMH

Haii-apHuTe NposAB/IECHHA Ha NpeNO3HpPaHE C TEIMHCAPTaH Ca XHIOTOHHA H TAXHKaPAHsI, HMa
CHOOLICHUA H 33 OpagHKkapAnd, 3aMastHOCT, NOBULIICHHE Ha HHBATA HA CEPYMHHA KPEaTHHHH, TEXKKO
61.0peuHO yBpexnase.

HanustHaTra nHdopMalya npenosara, 4€ 3HaYHTETHO TIPEAO3HPAHETO ¢ aMIIOAMITHH MOXE Ja HMa KATO
pe3yiITat TBBPAC 3Ha4YuMa neprdepHa Ba3oAHIaTaLNA, KaKTo # pednekcHa Taxukapand. Cpobiiara ce
U 3a U34BCHA B BEPOATHO MPOABDKHTEIHA CHCTEMHA XHIIOTEH3HA, KOATO Ja MPEMHHE B LIOK,
BKITIOYHUTEIHO LIOK, 3aBBPIIBAIN ChC CMBPT.

Hekapaunorened 6enonpoben orok ce ¢ho0laRa pAaKo KaTo MocneAMIa OT NpeJo3HpaHe C
aMNIOAKIIHH, KOHTO MOXKE Aa ce NposiBH Cbe 3a0aBeHO Hauano Ha edexra (24-48 uaca cnen
NOCrABIIAHE) H 12 H3HCKBA U3KYCTBEHA BEHTU/IALMS. PaHHKTE peaHUMALIHORHH MEPKH (BKITIFOYHTEITHO
HATOBapBaHE C TEYHOCTH) 32 NOLXbpKAHE HAa Nepdy3udaTa U cppacyHAA AeOuT MoraT Aa ObaaT
yCKOpABailll GakTopH.

JledyeHue

INaupenTsT TPAORA Aa 6BbAC BHHMAaTENHO HAbMOAaBaH, a ledeHHeTO TPAOBa Aa € CHMITOMATHYHO H
noaaspXKaio. CxeMara 3a JicueHHe 3aBUCH OT BPEMETO OT MOMEHTA Ha MOrJIBbILAHE, KaKTO H OT
TEJKECTTR Ha cUMIITOMHTE. [IpeanaraHiTe Mepky BKJIIOUBAT NpeIH3BHKBAHE HA NOBPBLIAHE H/HIIH
naBaxk Ha cTomaxa. B caydau Ha npego3upaHe, KaKTO Ha TEIMHCAPTAH, TAKA M HAa aMJIOJHIIHH, KaTo
CPEACTBO MOXKE Na C€ M3MOJI3Ba H AKTHBEH BbIJICH.

Huparta Ha cepyMHHTE €NEKTPOJIMTH H KPEaTHHHHA TpAORa na 6baaT maMepBany vyecto. [lpu Hatuuve
Ha XHIIOTEH3W, MAHEHTHT TPAOBaA A& CE MOCTABH JIETHAN [0 IPh0, KaTo YecTO My ObAe npHaaraHo
Obp30 BIIHBAHE HA COMTH H 00EMO03aMECTHTENH.

Ba3okOHCTPHKTOp MOXKeE Ja € OT [0/133 34 Bb3CTAHOBABAHE HA ChA0OBHSA TOHYC H ap'rep 0T g X

QHAJIH3aTa BEPOATHO HAMa 13 Obae oT nonsa. Cello Taka, TEIMHCAPTAH HE CE OTCTPRkS €3 e T
XEMOOHATHA3A. = C TN & ;’/
<

HajlaraHe, Npy YCJOBHE, Y€ HAMA NPOTHBONOKA3AHKA 32 NPHIIOKEHHETO MY. paBeHO3ROTO- - wft‘;f 7o\
MPpHIOXKECHHE HA KAJILIHEB MIIOKOHAT MOXE Jia € OT NMOJI3a 3a NpeooiaBaHe Ha edexy f? ¥ O fopagara. AN
Ha KalUHEBHTE KaHaJIH. 1b# KaTO aM/IOUITHH C¢ CBBLP3Ba 3APaBO ¢ IUIa3MEHHTE -i e, 0y e \.i
T A . =
) a-Hpe3-



5. GOAPMAKOJIOTHYHH CBOUCTBA

5.1 PapMaxkoaAHAMHYHH CBOHCTBA

(dapmakoTepaneBTHYHA rpyna: AKTHBHH BELLIECTBa, ACHCTBAILM HA PEHHH-aHTHOTCH3IHHOBATa
cucTema, anrHoteHsHH 11 penenropan 6nokepu (APB), Gnoxepn Ha KanuuneBure Kasanu; ATC kox:
C09DB0A.

Teamucapman

MexaHHu3bM Ha [eMCTBUE

TenmucapraH € aKTUBEH TPH NIEPOPAJIEH NMPHUEM H € cneludUIcH aHrHoTeH3uH 11 pellenTopeH
avraroudct (Tun AT1). TenmucapTaH H3MecTBa ¢ MHOTO ronaM adurmTeT anrmoreHsus I or

cieudHIHHTE MY MECTa 3a CBBP3BaHe KbM peuentopa ot cyorrn AT |, KOHTO € OTTOBOPEH 32

aencrBHeTo Ha aHrroTeH3HH I, TenMucapran He oKa3Ba HHKAKBA AKTHBHOCT Ha MAPIIHANICH arOHHCT
Ha AT] - peuerrropa. TenMucapTaH ce CBbp3Ba celleKTHBHO KbM AT] — penerrmopa, KaTo CBbP3BaHETO
e TpaitHo. TenmucapTaH He NOKa3Ba apUHHTET KbM APYTH peLienTopy, BounTenHo AT2 u apyru no
cnabo npoydenu AT- peuentopu. OyHKIMOHAIHATA POJIA HA TE3U PELCITFOPH € HEH3BECTHA, KAKTO H
¢(EKTHT Ha Bb3MOXKHATE HM CBPBXCTHMYJIALKA OT AaHMMOTeH3HH [, YyHHTO HHBA C€ MOBHIIABAT OT
Teamucapran. TenMHucapTasH HaMaJIsBa [UTa3MEHHTE KOHLCHTPAUMH Ha anfocTepoH. TeIMHcapTaH He
HHXMOMpPA YOBELIKHAT TLIa3MEH PEHMH U He 61okupa iioHnnTe Kanan. TeaMucaprad He HHXHOHpa
aHIHOTEH3HH-KOHBEPTHUPaillA eH3uM (kuHHHAa3a [1), koMTO pasrpakaa W GpaauKMHHH. 3aTOBa He ce
O4YaKBa 3aCHIBAHE HA ONOCPEACTBAHHUTE OT OpaJIMKHHKMH HEKEJIAHH JTEKaPCTBEHH PCaKLUH.

TIpu yoreka, n103a oT 80 mg TEAMMCAPTAH NOYTH H3LAIO MOTHCKA NPeAH3BHKAHOTO OT AHTHOTEH3HH 1
NOBHHIEHHE Ha KPBLBHOTO HanaraHe. E¢ekTsT Ha noTHcKare NpogbnKaBa 24 yaca H € M3MEpPHM 0

48 yaca.

KnnanvHa ebMKacHOCT H De30MacHoCT

Jleuenne Ha eCEHUHANHA XHIICDTOHHA

Chaen mbpBaTa 1032 TEJIMHCAPTAH, AHTUXMRSPTCH3UBHATA AKTHBHOCT ILUIABHO 3arto4Bea Aa ¢ nposBaBa
cnea okono 3 yaca. MakCHMalIHOTO TNOHIKEHHE Ha KPHBHOTO HajlTaHe ce MOoCTHra B oD1gHs cory4ai
3a 4 10 8§ ceaqMHLIA CIIEM 3aNOYBAHETO HA ICUEHHETO, B CE MOATBPIKA IO BpeMe Ha LIEITHA NEPHOo/ Ha
NCYCHHE,

AHTUXRNCPTCHIWBHUAT PEXT CE NOATBLPAKA B TCUCHHE Ha 24 vaca clie/l NPHeMaHe H BKIIOYBA
nocneaHuTe 4 yaca npeaM cleaBalara A03a, KOeTo C¢ YCTAHOBABA Ype3 U3MEPBAHE HA KPBBHOTO
HajiAraHe B aMOynaTOpHH yCoBHA. TOBa ce NOTBBPKAaBA OT CHOTHOWIEHHATA HA IHKOBETE, KOHTO Ca
uneHTHyHH Hag 80 % ciien npuemane Ha 1034 oT 40 1 80 mg TenMucapTaH B IaneOO-KOHTPOAHPAHH
KNHHUYHH M3NMTBAHAS. Y CTAHORSBA Ce 3a0enexuMa TeHACHIHA KbM 3aBHCHMOCT HA 103aTa OT
BPEMETO 32 BE3CTAHOBABAHE HA HAYAIHOTO CHCTONHYHO KpbBHO Haarane (CKH). B To3u cmMuchi
JAHHUTE OTHOCHO AMACTOIWYHOTO KpbBHO Hamarade (JIKH) ca npoTHBopeuHBH.

IIpy1 nanMeHTH ¢ XMNEPTOHUA, TEIMUACAPTAH PEAYLHPA CHCTONMYHOTO H AMACTONHYHOTO KPBBHO
Hansrane, 6e3 za 3acdra yecrorara Ha cbpueOnene. [IpuHochT Ha AYHPETHUYHHA H HATPHYPETHYHNAA
ed)eKT Ha NeKapCTBSHHA IPOAYKT KbM HErOBATA XMITIOTEH3MBHA AKTHBHOCT € B NPOLIEC Ha
YCTAHOBABAHE. AHTHXMIICPTCH3HBHATE €¢(PHKACHOCT Ha TEJIMACAPTAH € CpaBHHMA ¢ Ta3H

KITHHUYHH M3NMTBAHKA, KbAETO eeKTHBHOCTTA HA TEIMHCApTaH € CPaBHEHa ¢ Ta3
aTeHONO/, EHANANPHII, XHAPOXJAOPTHAZH, H JIU3MHOTIPHN).

IIpy BHe3anmMHO NpeKbCBaHE Ha JICYCHUETO C TCIIMHCAPTaH, B PAMKHTE HA HAKOJIKO



HaAraHe NoCTCrneHHO e Bb3CTAHOBRABA 10 NMLPBOHAYAIHTE NapaMCeTPH OTNPEAH 3arOUBAHETO HA
JICUCHHETO, KATO HC € JOKA3aHO BLE30OHOBSBaHE HA XHIICPTCHIHATA.

YecToTaTa Ha CyXa KallUHLa € 3HAYHTEHO MT0-HHCKA MPH NALHEHTHTE, JIEKYBaHH ¢ TEIMHCAPTAH,
OTKONKOTO MPH TE3H, KOHTO Ca JIEKYBAHH ¢ HHXHOHTOPH HAa AHTHOTEH3HH-KOHBEPTHPALIHTE EH3HMH,
KOETO €€ YCTAHOBABA B KNIMHAYHH H3NHTBAHHA, JHPEKTHO CpPaBHABALLHK JBATA THIIA
AHTUXHIICPTEH3INUBHO JICUeHHE.

CBP,[[E‘JHOC’!:I[OB& NpCBCHLINAA

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CPaBHABA €(PEKTHTE OT MPILTOKEHHUETO HA TEIMUCAPTAH, PAMHITPUNI U KOMOHHALHATA OT TeIMHCcapTaH
H PAMHITPH) BBHPXY Pe3yJITATATE TIO OTHOILIEHHE HA CHPACHYHOCHAOBATA CHCTEMA, NpH 25 620
NaLMEHTH Ha BB3PacT > 55 roauHH, ¢ aHaMHe3a 34 XKOpoHapHa apTepHaiHa bosect, MO3bUeH HHCYIIT,
NPeXOAHO HAPYLICHHE HA MO3BYHOTO KPbhBOOOpallieHHe, YBpEXKAAHE Ha nepudepHH apTepHH HIH
3axapeH Auaber TUMN 2, ChITHTCTBAH C JaHHH 3a YBPEXKIAHE Ha MPHLE/THHTE OPraHH (KaTo
PETHHOIIATHA, JICBOKAMEPHA XUNEPTPOdHs, MAKPO- HIIH MUKPOAIOYMHHYPHA), KOMTO Ca MOMyNalys ¢
PHCK OT HACTBIIBAHE HA CbPACYHOCHAOBH HHLIUACHTH.

[TlanyeHTHTE Ca paHAOMH3MPAHH B €HA OT C/IEJHHTE TPH PYNH 3a JeueHHe: TenmHcaptTal 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) wiu komOuuauma ot Tenmucaprad 80 mg 4 pamunpun 10 mg
(n=8 502), nocneapano oT npocieAsBaHe ChC cpelHa MPOIBDKHTSIHOCT 0T 4,5 roIHHH.
TeamMucapran nokasea CXOAeH €EeKT ¢ paAMHIIPHII 1O OTHOLICHHE HAMAJIABAHE HA IThPBHYHATA
ChCTaBHA KpaliHa TOUKA OT ChPACUHOCHAOBA CMBPT, HeaTaneH HHGAPKT Ha MHOKapa, HedaTalieH
MO3BUEH HHCYNT WM XOCIHTAIH3ALMA TOPaaH 3acToiHa ChpAcHHa HEROCTATHUHOCT. HecToTaTa Ha
TbPBRHYHATA KpaiHa TOYKA € CXO/AHA B IPYNHTE Ha TeamucapraH (16,7%) u pamunpun (16,5%).
KoedHumenTsT Ha pHCK NpH TeaMHcapTaH cripaMo pamunpun e 1,01 (97,5% CI 0,93 —1,10; p (we no-
Masika eduxacHoceT) = 0,0019 npu mapsk ot 1,13). [IpoueHTHT Ha CIfydaHTe Ha CMBPT 110 BCAKA
npuyrHa € csoTBeTHO 11,6% 1 11,8% npu naumenTHTe, IEKYBaHH ¢ TEJIMHCAPTAH H PAMHTIPHIL.

YCTaHOBEHO €, Ye ePEKTHBHOCTTA HA Te/IMUCAPTAH € CXOJHA C Ta3H HA PAMMIIPWI NPH NPeABaAPHTEIHO
onpenesieHaTa BTOPHYHA KpaiiHa Uesl OT ChbpAEYHOCHIOBA CMBPT, HedaTaneH HHPAPKT HA MHOKapAa 1
Hedaraned Mo3b4eH HHeyaT [0,99 (97,5% CI 0,90 —1,08; p (He no-manka epukacHocT) = 0,0004)],
IThpBHYHA KpaiiHa nen B pedepentroro npoyusane HOPE (The Heart Outcomes Prevention
Evaluation Study), koeTo n3cneapa edexkra Ha paMHIIpHA crIpAMO manebo.

B npoyusanero TRANSCEND ca pasnomusipasy naiHeHTH ¢ HenoHOCHMOCT KbM ACE-I
MHXHOMTOPH, HO HHa4€ ChC CXOMHH KPHTEPHH 334 BKIIOYBaHE KakTo B npoy4saHero ONTARGET B
rpyna, npuemaiia tenmucaprad 80 mg (n=2 954) wim nnanedo (n=2 972), xaro 4 /iBaTa NPOAYKTA Ce
MPUAAraT B JOITBJIHEHUE KbM CTAHAAPTHOTO JiedcHHe. CpeaHara NMPOIWDKHTENHOCT Ha MPOCICAABAHE
e 4 ronHHu 1 8 Meceuia. He ce ycTaHOBARA CTATHCTHYESCKHM 3HAYHMA PA3JIHKA B YECTOTATA Ha
NbpBHYHATA CHCTABHA KpaifHa Touka (ChpAeHHOCHAOBA CMBPT, HehaTaneH HHPAPKT Ha MHOKapAa,
Hedaraned MO3BUCH MHCYIIT WIH XOCIHTAIH3ALMA NOPany 3aCTOHHA Chp/ieuHa HeJOCTATHYHOCT)
[15,7% B rpynara Ha Teamucapras 1 17,0% B rpynara Ha nanebo, ¢ koedHuuent Ha puck 0,92

(95 % C1 0,81 —1,05; p = 0,22)]. Mma paHHK 3a N0A3aTa OT TCIIMHUCAPTAH B CPaBHEHKE ¢ Manedo 1o
OTHOLICHHE HA NPEABAPUTENIHO ONPEAC/ICHATA BTOPUYHA CHCTABHA KpaliHa TOUKa OT ChpASYHOCHAOBA
cMBpT, Heharanen HHbAPKT Ha MHOKapAa H HedaTaneH MozbueH HHeynT [0,87 (95% C10,76 —1,00;

p = 0,048). Hama naHHHM 3a Monza no OTHOLIEHHE Ha HAMAIABAHE HA CHLPACYHOCHAOBATA CMBPTHOCT
(xoeduunenT Ha puck 1,03, 95% CI 0,85 —1,24).

Kanuinia ¥ aursoeaem ce cro0IasaTt no-paako nMpy NAMEHTH, TEKYBaHH C TEJIMHCAPT.
MPH NALHEHTH, JICKYBAHH C PAMUIIPHI, AOKATO NPH TEpafHs ¢ TEIMHCAPTaH MO-4eCTo
CJTYYaH Ha XMMOTOHHA.

KomOnHMpaHeTo Ha TeIMHCAPTaH C PAMHIIPHJI He IaBa IOITKIHHTEIHA NON3a CIIpA
CaMOCTONTEIIHATA Tepallki C PAMHITPHI HITH Te/IMHcapTaH. ChpAevyHOCHAOBATa CM



CMBPTHOCTTA TIO BCAKA MPHYHHA, KATO YHACICHO H3POKEHHE, Ca NMO-BHCOKH NMPHA KOMOHHHAPAHOTO
neyeHre. OCBEH TOBA, HMa 3HAYHMMO MO-BHCOKA YEeCTOTA Ha XMIIEpKainemMus, 6x0peuHa
HEAOCTATHYHOCT, XHIIOTOHHSA H CHHKOI B PAMOTO ¢ NalueHTd Ha KomOuHHpaHo nedeHue. [lopanu
Ta3H NMPHYHHA, €THOBPEMEHHATA ynoTpeba Ha TeIMHCApTaH H PaMHIIPHIT HE C€ NMPEenOpbYBa NpH Ta3H
HOIyJIaLHA.

B npoyuBaneto “ITpodHnakTHueH peskHM 3a epeKTHBHO MpeANna3BaHe OT MOBTOPEH MOZBYEH HHCYAT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu nansenTn Ha 50
FOJIHHM HITH MO-BH3PACTHH, KOHTO HACKOPO ¢a MOJYYHIA MO3BYEH HHCYAT, ce 3a0e/iM38a NOBULIICHA
YECTOTA Ha Bh3HHKBAHE HA CENCHC NpH TEJIMUCAPTAH B CpaBHeHMe ¢ mauebo, 0,70% cnpamo 0,49%
[RR 1,43 (95 % noseputenex uarepsan 1,00 — 2,06)]; yectorara Ha BE3HHKBaHE Ha CENCKC C (aTaneH
H3XO/l € MOBHINIEHA NPH NauyeHTUTe, npueMaiiy renmucaprtat (0,33 %) cnipamo manMeHTHTE Ha
nnanebo (0,16 %) [RR 2,07 (95 % nosepurenen uurepean 1,14 — 3,76)]. HabmonaBanaTta NoBHILOCHA
4eCTOTa HAa B3HHKBAHE HA CETCHC, CBhp3aHa ¢ ynoTpefaTa Ha TEAMHCAPTAH MOXKE a € CITy9aHHO
OTKPHTA HIIH A3 ¢ CBbP3aHa ¢ MEXAaHH3BM, KOITO ¢ HeMO3HAT 32 MOMEHTA.

JIBe ronemMu paHaoMHU3HpaHH koHTponHpaHi npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnobanso H3nuTBaHe 3a
KpalHH TOYKH Ha TEAMHCAPTAaH, CAMOCTOATENTHO M B xoMOHHauusa ¢ pamMunpuin) H VA NEPHRON-D
(KnunuuHO mpoyuBaHe CBBP3aHO ¢ Pa3BHTHE HA HeponaTys Npu JUadeT, MPOBEICHO OT
MHHHCTEPCTBO M0 BHIIPOCHTE HA BETEpaHHUTE) — NpoyuBar ynorpebara Ha komOuHaumaTa oT ACE
HHXUOHTOP M aHrHoTeH3MH [I-penienropeH 61okep.

ONTARGET e npoyusane, nposeaeHo NPH NARMEHTH ¢ aHAMHE34 3a CHPACUHOCHAOBA HIH
MO3BYHOCHAOBA OONECT, WIH 3aXapeH AHAOET THN 2, NPHAPYKEHH C HAHHH 33 YBpEXKIAHE Ha
epextopuu oprann. VA NEPHRON-D e npoyusaHe nps NaHeHTH Che 3axXapeH gHa0beT THN 2 H
JuabetrHa HedpomaTas.

Te3u npoyusaHHa He TIOKA3BaT 3HAUHM GaaronpusaTeH edekt Bbpxy 6n6peunure w/mnn
CHPACUHOCHAOBUTE MOCAECIMILM H CMBPTHOCT, KATO CHIICBPEMEHHO ca HabnionapaHH NOBULIEH PHCK
OT XUNEPKATHEMHA, OCTPO YBpexxaaHe Ha Op0penTe W/HIH XHIIOTOHHA B CPRBHEHHE C
MoHoTepamuaTa. Karo ce vMar npeasna CXOOHATE KM (papMaKOAHHAMHYHM CBOHCTBA, TE3H PE3yaTaTH
ca npunoxuMH M 3a Apyra ACE uuxuburopu u aHruorensun II-peuernrropan 6okepH.

ACE unxuGuropu u auruoressun [I-peiientopun Snokepn cnenoparesino He TpabBa Aa CE W3NON3BAT
EIHOBPEMEHHO TIPH NALHEHTH ¢ AHabeTHA HedponarnA.

ALTITUDE (KnuHMYHO NpOyYBaHe NPOBEAEHO ¢ ATHCKUPEH NIPH MAIMEHTH ChC 3aXapeH ANabeT THI
2 ¢ M3MO0I3BaHe HA ChPACYHOCHAOBH H 6HOpeUHH 3a00/11BaHHA KaTO KpaiHH TOMKH) € Npoy4BaHe,
MPEAHAZHAYEHO A2 H3CHENBA MON3aTa OT A0DaBIHETO Ha ANMCKUPEH KM cTaHaapTHa Tepanus ¢ ACE
HHXHOMTOP WM anrnoTeHsu [l-penenropen O10Kep NpH NaLMEHTH CHC 3aXapeH AHadeT THI 2 H
XpOHH4YHO 610peuno 3a0onaBane, CEPREUHOCHAORO 3a0onaABate wiM U asere. [Ipoyuranero ¢
NMpeKpaTeHo NPEKASBPEMEHHO N0PaiK MOBHUILCH PUCK OT He0IarONpHATHH NocieAnuH. Kakro
ChPAEMHOCHAOBATA CMbBPT, TAKa H HHCYJITHT €a MO-4ECTH B rPyNaTa HA aJIMCKHPEH, OTKOJIKOTO B
rpynara Ha miane6o, a NpeaCTaRIABAll[MTE HHTEPEC HEXKEITAHA ChOMTHA M CEPHO3HH HEXKETaHH
cbOuTHA (Xunepkanuemns, xunoTouus # 6p6peuHa aucyHKInA) ce crobIIABAT O-UECTO B rpynaTa
HA AJIUCKHPEH, OTKOJIKOTO B rPyTaTa Ha rutanedo.

Amnoounun

AMIoauNHH e HHXBOUTOP Ha MHGIYKCA Ha KanlMeBUTe HOHH OT AMXHAPONHPHAMHOBATA Tpyna
(6noxep Ha GaBHMTE KAHAH WM AHTArOHKUCT HA KANLMEBXTE HOHH) H MHXHOKUpa TpaHcMeMOpasHHA
HH(IYKC Ha KalnHeBH HOHH B rIIaJKUTe MYCKYJIH Ha ChpPLETO H KPbBOHOCHHTE CHIOBE.

MexaHH3MEBET Ha AHTHXHIIEPTEH3MBHO AECTBHE HA aMJIOJHITAHA C€ ObJLKH Ha qUPEH

edexT BbPXY CHAOBATA INIANKa MYCKYIaTypa. TOYHHAT MEXaHHU3bM, Ype3 KOHTO amll i

obnexvaBa cTeHOKApAMATA, HE € HAITBIHO U3%CHEH, HO AMITOIHITHH HAMANARA OOLGA o

HATOBAapPBaHE MO CIIE/IHHTE ABa MEXAHH3MA:

1. AMJIONMIHH NpeAU3BHKBA AWIATAIHA Ha NepHPEPHUTE APTEPHONH H MO
00110TO nepHpepHO CHIPOTHBIIEHHE (ClleA HATOBAPBAHETO), CpeLLly KOATO



Tri xaTO chrpAeUHATa YeCcTOTa OcTABa CTabWiIHA, TOBa OOpeMEHABAHE HA ChPLICTO HamMallsaBa
SHEpruMHaTa KOHCYMAalHUg ¥ HYXJIUTE OT KHCAOPO HA MHOKApAA.

2.  Mexanu3MbT Ha ACHCTBHE HA aMJIOJMITHH BEPOATHO BKJIIOYBA AWIATALNA HA OCHOBHUTE
KOPOHApPHH apTePHH H KOPOHAPHHUTE APTEPHOJIH, KAKTO B HOPMAJIHHMTE Taka H B HCXEMHYHHTE
obnacty. Tasu guiaTauus yBeJiHYaBa NPHTOKA HA KMCJIOPOA KM MHOKAp/a NPH MAaLHEHTH C
KOPOHAPEH apTepHaleH cna3bM (aHrMHa Ha Prinzmetal uau BapHaHTHa CTEHOKDAIHA).

[Ipy NauKeHTH ¢ XUNEPTEH3UA NOZHPAHETO BEAHBK JHEBHO OCHTYPSBa KIMHHYHO 3HAYHMO
HAMAJIEHHE HAa APTEePHATHOTO HANATAHE B JIETHAIO H HANPaBEHO MONOKEHHE B NMPOABDKCHHC HA

24 yaca. [lopaau 6aBHOTO HauayIO Ha ASHCTBHE OCTpaTa XMNOTOHHS HE C€ Cpelia NPH NPHICKEHHETO
Ha aMJIOJHUIIKH.

[Tpu naumesTH CBC CTEHOKAPANA NPHAOKEHHETO HA AMIIOAHITHH BEAHBXK JTHEBHO YBEIHYaBa BPEMETO
Ha (PU3HYECKO HATOBAPBAHE, BPEMETO /IO NMPOBOKHPaHE Ha AHTHO3HHA NPHCTHII H BPEMETO 32
nenpecus Ha ST cermeHTa ¢ Imm K HaMaJIABa KAKTO YECTOTATA HAa NPHCTHIIHTE HA CTCHOKAapAHA TaKa
H IpHEeMa Ha TabaeTku MIMLUEpHI TPHHUTPAT.

AMJOAKIIHH He BOAM O HHKAKBH META00THTHH HeXeNaHH peakliuy WU NPOMEHH B INTA3MEHHTE
JTAMALH | € MOAXOAAI 32 YNoTpeda NpH NalHeHTH ¢ acTMa, AHadeT ¥ noaarpa.

Ynompeba npu nayuenmu ¢ xopounapua 6onecm ua copyemo (HbC)

EdekTHBHOCTTA Ha AMJIOOHITHH MPH NPEeIOTBPATABAHE HA KIIMHHYHH IIPOABH NPH MALHEHTH C
KopoHapHa 6onect Ha cbpleTo (UBC) e olieHeHa B HE3aBHCHMO, MYJITH-IICHTPOBO, PAHIOMA3HPAHO,
ABOMHO-C/ANO, ru1anebo-KoHTponypato npoyusase opu 1997 naupentu. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3u naiuenty, 663 ca Ounu
NEKYBaHH ¢ amnoaunuH 5-10 mg, 673 nauuenTu ca 6unu nexyBanu ¢ eHananpuia 10-20 mg n 655
NaiMEeHTH Ca TeKyBaHH ¢ Nrauebo, 8 NOMWIHEHHE KbM CTAHAAPTHATA TEPanus Ha CTaTUHM, DeTa-
6roKEpH, JUYPETHLIM H aclIHpPHH, B NPOAb/DKEHHE Ha 2 rOAuHHA. KINOYOBHTE pE3yITATH 32
e(pUKACHOCT ca npeacTaBeHH B Tabnuua 1. Pesynrarure mokaspar, 4e JICUEHHETO C AMJIOAHMITHH €
CBBP3aHO C NO-MAJIKC XOCIHTAIH3ALKY [I0PAaAK CTEHOKAPAHS H APOLEAYPH 3a peBacKyaapu3aums fpH
nauyeHTy ¢ UbC.

Tabnuua 1. Yecrora na 3HauumMuTe KIMHWIHHA cu0uTHa npy CAMELOT

Copae4HOCHAOBH CHOUTHA, AMIOANNHH /Y

No. (%) Ilnane6o
PeaviITaTH ChoTHOLIEHHE P

y AMIOAHIIHH [Inauebo | Enanampun | Ha pHCKa HHBA
(95% CI)

[1b/18H9HA KpakHa TOYKA
Hexenanu CppAeuHOCHIOBH 151 0,69 (0,54-
chEHTHS 110 (16,6) (23.1) 136 (20,2) 0.88) 003
Or1eIHHTE KOMITOHEHTH
KopoHanna peBackynapu3alis 103 0,73 (0,54-

78 (11,8) (15.7) 95 (14,1) 0.98) 03
Xocnuramusauus nopaau 0,58 (0,41-
CTEHOKAPTHSA 51(7,7) 84 (12,8) | 86 (12,8) 0.82) 002
Hegaranen M1 14 (2,1) 1929) | 11(16) ‘1]’:’;2)(0’3 T- 37
Hucynr nw [THA 6 (0,9) 12(1,8) |8(1,2) ?,gg)(o,w- 15
CrpaeyHOCHAOBA CMBPT 5 (0,8) 2(0.3) 5(0,7) ?,24%(0 4
Xocnuramuzauus nopaan 3CH 0,59

P 3(0,5) 508) 408 | Yan




[ToBTOpEH ChpAEUeH apecT 0 4(0,6) |10, NA 04

Hosornosewio ce nepudepHo
CBAOBO 3aG0NABaHe 5 (0,8) 2(0,3) 8(1,2) 2.6 (0,50-13,4) | .24

Cukpawmenns: 3CH 3acroiina cupaeuna HenoctatsutocT, Cl- ropepurenen unrepsan; MH- ungapkr
Ha MHokapaa; [THA npexoaHa McXeMHYHa aTaka.

Ynorpeba 1py MALMEHTH CbC ChpAEYHA HEAOCTATEYHOCT

XeMoaHHAMHYHHUTE H3C/IEABAHHA H KOHTPOJIHPAHHTE KJIMHUYHHU NPOYYBaHHS ¢ PH3HYECKO
HaToBapBaHE MPH MALHEHTH Ch¢ ChpAcUHa HeaocTaTbuHocT oT Kiac II-IV or NYHA noka3sear, ye
AMJIOAMITHH HE BOJH 10 KIIHHHYHO BIIOHIABAHE, OLEHEHO Ype3 TONEpaHea KbM PHIHYECKO
HaTOBapBaHE, (PpaKIMATA HA U3TIACKBAHE HA JIABATA KAMEPA H KJIIHHUYHATA CHMIITOMATHKA.

[Inane6o koHTpOoNMpaHoTO npoy4dBaHe (PRAISE), npeauazsadyeHo Aa OLEHH NALMEHTHTE ChbC
chpAcdHa HegocTaThuHocT kaac I11-IV NYHA, nonywapatu aurokcus, auypetuis # ACE
HHXMOHTOpPH, I0KA3a, Y¢ AMJIOAMITHH He BOAH A0 TIOBHINABAHE HA PHCKA OT CMBPTHOCT WIH
KOMOHHHpPaHa CMBPTHOCT H 3a00/I€Ba€MOCT ChC CLpAEYHA HEAOCTATBYHOCT.

[Tpx mpocneAsBaLio, ALITOCPOUHO, NAaledo koHTponupaHo npoy|dsane (PRAISE-2) ¢ amimionnn1x
MpH NAaLMEHTH ¢ cbpaeyna HeaoeTarbuHoeT NYHA III v IV 6e3 KTHHHYHM CHMIITOMH WIH 00EeKTHBHH
HAXO/IKH 33 Bb3MOXHa H/IM HAJTHYHA HcXeMuuHa GonecT Ha crpueTo, pu nocrosHHa Tepanius ¢ ACE
HHXUOUTOPH, JHTHTAIIHC H BHYPETULH, AMIIOHIHH HAMA €(eKT BEpXY 00I1aTa ChpAeYHOCHA0Ba
cMBPTHOCT. [IpH chiaTa nomynaLms aMJIOQMITMH CE CBLP3BA C YBEJIMYEHA HeCTOTa Ha ChOOLIEHHS 32

G6enonpoben oTOK.

Hznuteane Ha JeyeHue 3a NpopunakTika Ha cbpaedeH npucten (ALLHAT)

PanpoMH3HpaHO ABOHHOCIANO Npoy4BaHe 3a 3abonesaeMocT U cMBpTHOCT ALLHAT

( AHTHMXHMTICPTEH3HBHO H JIHNHAOMOHMAKABAUIO JICYCHHE 32 NPOPWIAKTHKS Ha CHPASYEH NPHCTHIT)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Tral) e mposeaeHo ¢ Len
CpaBHSBaHE HA HOBHTE Tepanuu: amnoaunmn 2,5-10 mg/neH (kanuues aHTaTrOHHUCT) WIH JIM3HHONPHI
10-40 mg/nes (ACE uHXHOHTOP) C THA3HIHUA JHYPETHK XIOPTANHAOH 12,5-25 mg/aeH KaTo IeHeHHe
OT ITLPBA JIHHUA [IPU NARMEHTH C JIEKa A0 YMEPEeHa XHIIEPTOHMA.

O01wo 33 357 nauMeHTH ¢ XHNCPTOHHMA Ha BB3PACT 55 rogvuHU M noBeye ca OWIH paHIOMH3HPAHH H
npocJieieHH 3a cpenHo 4,9 ronunu. IalyenTHTe ca MMaNR MOHE eAMH ACMBIHHTENEH PHCKOB dakTop
33 KOpoHapHa G0NecT Ha ChPLETO, BKAIOUMTEIHO NPSAILICCTRAL MHOKAPACH HH(papKT Wi HHCYAT (>6
MeceLa NpeaH BIUTIOYBAHE B MMPOYYBAHETO) WK AOKA3GHO APYTO aTEPOCKIEPOTHYHO CHPACHHOCHA0BO
sabonasane (Hax 51,5%), 3axapeH auaber tvn 2 (36,1%), TMnonpoTenHy ¢ BUCOXKA IUTBTHOCT -
xonectepoa <35 mg/dl mwu <0,906 mmol/l (11,6%), neBokamepHa xunepTpodus, AHArHOCTHLHPaHA
ype3 eNeKTPOKAPAMOrpaMa win enektpokaparorpadeku (20,9%), Hacrosmm mymaqdn (21,9%).

[IbpeHuHaTa KpaiHa TOUYKA € OMJIa CHCTABCH MOKA3aTeN OT QATANIECH KOPOHAPCH HHIMICHT WK He-
¢aranen muoxapaen HHpapkr. He ca HabmonaBaHu 3HaYHMH pasidiMA 10 OTHOLIEHHE Ha
MbPBHYHATA KPaifHa TOUKA MEXIY TEPANHATA ¢ AMJIOJHITHHE B TEPAMKATA C XJIOPTATHIOH: KOCPHUMEHT
Ha puck 0,98 95% C1 (0,90-1,07) p=0,65. IIp1 BrOpHuHHTE KpalHHH TOYKH, YECTOTATA HA CHPJICUHHA
HENOCTATHYHOCT (KOMMOHEHT Ha ChCTaBHATa KOMOHHMpAHa CHPACYHOCHROBA KpaiiHa To4Ka) € Ona
cHrHA(HKAHTHO O-BHCOKA B IPYIIATa HA AMJIOJHIIEH, OTKOJIKOTO B rpynaTa Ha xmopTanHaoH (10,2%
cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Benpexu ToBa, He ce HabmoaaBaT 3HA4AMH
pa3HyUKA MO OTHOLICHHE Ha OBLIATA CMBPTHOCT MEXTY IPYIaTa Ha Tepanus ¢ AMIOAHITHEICA
Tepanua ¢ xnopraiuaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

5.2 DapmMaKOKHHETHYHH CBOICTBA

Teamucapman



Abcopbuus

AbcopbuuaTa Ha TenMucapTaH e 6bp3a, BEIpekH ue abcopbuparoTo KonHuecTso Bapupa. CpeaHata
abcomoTHa BHORATMYHOCT 3a TENMHCcapTaH € okoo 50 %. Korato TenmMucapTaH ce npHeMa ¢ xpaHa,
HAMAISBAHETO HA IUTOINTA MO KPHBATa HA CHOTHOLICHHETO IUIa3MeHa KoHLeHTpauusa-speme (AUCQ-
o) BapHpa OT apuOH3HTeNRHO 6 % (mo3a ot 40 mg) no npuoamsureauo 19 % (mosa or 160 mg). [o 3
yaca ciie/l pHeM, M1a3MEeHHTe KOHUEHTPALIWH ¢a nOROOHH, HE3aBHCHMO NAJIH TEIMUCAPTAH Ce
npHeMa ¢ HiH 6e3 xpana.

JInHeHHOCT/HENHAEHHOCT

He ce ouaksa cnaboto nouuxasane Ha AUC 3a TeaMucapTan, Ja NOHKKA TepaneBTHYHATa MY
edprxacHocT. Hama iHHeliBa 3aBUCHMOCT MeX1y I03MTe H TUiasMenuTe HHBa. [IpH 1o3n nan 40 mg
Canax H, B No-Manka crened, AUC ce noBHIaBaT HENpOMOpLHOHATHO.

Paz eNeHHE

TenMucapTaH ¢e CBLP3Ba BbB BUCOKA CTENEH ¢ IUIa3MEHUTE NpoTerHH (>99,5 %), 0CHOBHO anbyMHH H
anda-1 kucenure rnukonpotTenHd. CpeHHAT CTAlHOHAPEH NMPUBHIEH 00eM Ha pasnpeaeneHHe (Vds)
e npubmusuTenHo 500 nurpa.

buorpaschopmanyis
Tenmucapral ce MeTaboNH3Apa Ype3 KOHIOTALHA KbM FIIOKYPOHHZ Ha OCHOBHOTO CheHHEeHME. He e
HaOmoaaBasa (papmMakonoriuHa aKTHBHOCT MPH KOHIOTATA.

EnxumBHKHpane
TeaMHcapTaH ce XapakTepH3Hpa C JBYEKCIIOHEHI[HANHA KHHETHKA HA pa3rpakiaHe, ¢ TepMHHAICH

eTMMHHALMOHEH NOMYXHUBOT OT >20 yaca. MakcHMaiHaTa 1nasMeHa KOHUCHTPALHA (Cmax) H, B IO~
MAaJIKa CTeleH, IUI0LITa 0 KpHBaTa “rnnasMeHa KoHueHTpauus-epeme” (AUC), ce nosHmnasar
HEMPONOPLUMOHAIHO Ha no3aTa. HaMa Joka3zarencTso 3a KIHHHYHO3ZHAYMMO HATPYTIBAHE HA
TENMHCAPTaH, MPUET B IPSNOPHYHTEIHATA 403a. [L1a3MeHnTe KOHLUCHTPAIIHH CA NO-BHCOKHU MPH
XCHHTE, OTKOJIKOTO NpH MBKeTe, 03 a € HAIMIIE 3HAYHTE/THO MOBJIHABaHE Ha e(PUKACHOCTTA.

Cneqn nepopanso (M HHTPaBEHO3HO) NPUNMKEHHE, TEAMHCAPTAH ¢ OTAENA MOYTH H3LIO © (pelieca,
OCHOBHO B HenmpoMeHeH Bu/l. KyMynaTuBHata exckpeuns upes ypuHara e <1 % ot rozara. O0musr
rwiasmeH KMEpBHC (Clix) e sucok (mpubnzuTento 1 000 ml/min) B cpaBHEHHE C TO3H OT
4yepHOAPOOHHA KpbBeH Tok (OKoso 1 500 ml/min).

Cne HH MONVIALIMH

Hon
HalmopapaHH ca pa3fivKky B [1a3MEHUTE KOHLICHTPALIKH HA TEJIMHCAPTaH, ¢ 2-3 KpaTHO NO-BHCOKH
Cmax ¥ AUC, choTBETHO, NpH XKEHH, B CPABHEHHE C MLIKE.

Cmapuecka én3pacm
®apMaKOKHHETMKATA Ha TEJIMUCAPTAH HE CE Pa3jinyaBa NPH MJIAAH NALMeHTH K NAIIHCHTH. B
cTap4ecKka Bb3pact (Hajg 65-roJuiliea BB3pacT).

Bvbpeuno yepexcoane
IIpu naumeHTH ¢ neka, A0 yMEPEHA H TEXKA CTENeH Ha 6u6pedHo yBpexaaHe, ce Habmonasa
yABOsiBaHE Ha TUIa3MEHHTE KOHUEHTPALHH Ha TeMHUcapTad. Bee mak, npH naipedTH ¢ 6s0peuno
yBpEKIaHe, MOATOKCHHY Ha HAIN3A, ¢ HabmonaeaT mo-HUCKH Mna3sMeHH KOHLUEHTPaLHH. Lips
nanMeHTHTe ¢ 6p0peuHo yBpexKaaHe, TENMMUCAPTAH € BbB BUCOKA CTENEH CBBP3aH C LT o
MPOTEHHH U HEe MOXKe Ja 6bae oTcTpaHeH upes auanu3a. [TonyKHBOTHT Ha eJIHMHHHDS
POMEHA MNPH NaiweHTHTE ¢ ORbpeuno yrpexnaue,

Yeproopobuo yspexcoane
PapMaKOKHHCTHIHHTE MPOYYBAHKA MPH ITALIHEHTH C YEPHOAPOOHO YBPEKAGHE NOKS



Ha abcomoTHATa OHOHAIMYHOCT Ha TenMucapTaH 10 61130 100 %. [Tomy>XHBOTET Ha €IMMHHHPAHE Ha
TEJIMHCAPTaH HE CE€ NPOMEHA NPH MALHEHTHTE C YBPEX/aHe Ha uepHus apod.

Amaoounun

AbcopOuns, pasnpenenHue, CRbP3BAHE ¢ MIa3MEHHTE NPOTEHHH

Cnen nepopaiHo NPUIIOKEHHE Ha JIEKAPCTBEHHUTE J03H, aMIIOAMITHH ce afcopbupa mobpe, ¢
MaKCUMAaJIHAa KOHLUEHTpatyis B KpbBTa Mexay 6-12 vaca cnen npuemase. YcraHoBeHara abconmoTHa
OuoHanugHocT € Mexay 64 1 80 %. BHoHaNHMYHOCTTAa HA AMJIOAMITUH HE C€ MOBJIMABA OT IPUEMAHETO
Ha XpaHa.

ObembT Ha pa3npeaencHue Ha amyToaunuH € npudmusurentHo 21 kg, In vitro npoyusannaTa
MOKAa3BaT, 4e NpHOAU3HTENHO 97,5 % OT UMPKYIHpAIMAT AMAOAUIIMH € CBBP3aH C UTA3MEHHTE
MPOTEHHH IPH NALMEHTHTE ¢ XHIIEPTOHAA,

BbHOHAMHYHOCTTA HA AaMITOJUITHH HE Ce MOBJIMABA OT MPHEMA Ha XpaHa.

BuoTpatchopMalng/cTHMHHHPAHE

TepMHHANICHUAT STHMHHAMOHEH IJ1a3MeH NOMYXHBOT ¢ npHbnausurenno 30 ao 50 yaca, npH
€AHOKpATHA RAHEBHA 032 AMJIOIMITHH ce MeTabonu3upa uikmounrenso (npudamsurento 90 %) or
YepHHA Apo0 A0 HEaKTHUBHH METabONHUTH.

Cneyuannu nonyrayuu

HepHoaopObHo yBpexaaHe
Hanwu4ynu ca orpaHHyeHH KIIMHHYHH JAHHH OTHOCHO NpHJIaraHe Ha aMJIOAHITHH NPH NAHEeHTH C

YEPHOACOPHOHO yBpexkaane. 1lammeHTHTe ¢ 4epHOAPOOHO YBPEKAaHE Ca C MOHIDKEH KIHPBHC Ha
aMJIOZHITHH, KOSTO UMA 33 pe3yaraT yeeanuyaeane Ha AUC ¢ npubmsurenno 4060 %.

Crapuecka BE3pacT
Bpemerto 3a 10CTHraHe Ha NHKOBHTE IUIa3MEHH KOHLICHTpaLUi aMJIOTHIMH € noAoOHO NpH HHAUBHAY

B CTAPUYECKA BH3PACT ¥ Maany HHAWBUIN. 1IpH nmaieHTTE B CTApuECKa BH3PACT, KIIHPBHHCHT HA
aMJIIOHIIMH HAMANSBA, KOETO MMa 3a pe3ynTaT yBeaudapaHe Ha AUC u eTHMHRHALIHOHHUSA MOJTY>XKHBOT.
Yeenuuennero Ha AUC u enrIMHMHAIIHOHHHAA NOMYKHBOT TNPH NAHEHTH ChC 3aCTOHHA ChpIeYHA
HEAOCTATBYHOCT ca OMNIM CrIOpeA OYAKBAHETO 332 ChOTBETHATA BH3PacTORA Ipyna.

5.3 IlpeaxHAHYHH JAHHH 33 fe30mACHOCT

Teamucapman -

[Ipn npenxnHHUYHNTE H3NHTBAHMS 32 6€30MIACHOCT, A03HTE, ONpPEAENALIH EKCIIO3HIHA, CPABHHMA C
TA3W B KIMHWYHHA TEPANeBTHYCH 00XBAT HAa ACKAPCTBOTO, NPCAN3BHKBAT HAMAJICHH NapaMeTPpH Ha
YEPBEHHUTE KPBbBHH KICTKH (€PHTPOIIMTH, XEMOTJIOOKHH, XeMATOKPHT), H3MEHEeHHA B OB0peuHara
X€MOAHHAMHKA (MTOBMIIIEHH HHBA Ha ypeliHua a30T, U KpearTHHHH ), KAKTO H TIOBHIIEHW HHBA HAa KaJIHH
B CEpyMa NpH XHBOTHH C HOPMAJTHO KPbBHO HaaraHe. [Ipu kydera, ce HabmonaasaT n(uiaTau#a |
arpogpus Ha 6pOpeunure TyOyan. [Ipu KydeTa H IBbXOBE, CHINO TaKa, € OTYHTA H YBpEKIaHe Ha
CTOMALITHATA THIraBULA (epo3Hd, YALepanu Wiy Be3naneHne). Tezu ¢papMakonorduHo- MeTHHpaHu
HEXKEIAHN €(CKTH, H3BECHH OT NPEAKIHHHYHHTE H3NUTBAHHA ¢ HHXHOUTOPH HA AHTHOTCH3HH-
KOHBEPTHpaily €H3UMH H aHrHoTeH3HH Il peuenTopeH aHTArOHUCT, c€ APENOTBPATABAT YPE3 OPajIHO
NPHIOKEHHE HA COJICBH pa3TBOp.

M npu aABata BHIA KMBOTHM, C¢ HaOMIONABAT H MOBHINICHA AKTHBHOCT Ha TUIA3MEHHA PEHHUH H

XHnepropus/xunepiuiazug Ha Gp0peuHHTe OKCTATNIOMEPYIHH KIETKH. Te3H NPOMEHH, JgTO K 0
crielnpuaHua epeKT Ha HHXAOHTOPH HA AHFHOTEH3HH-KOHBEPTHPAIM €H3HMH H ApYIA i HOFeHIHk iy _ﬁ:\:‘_‘n
Il pesenTropeH aHTArOHUCT, H3TJIEKAR HAMAT KIMHAYHA 3HAYHMOCT. L ﬂésfj— e '\
He e HabmogaBaHO JOKA3aTENCTEO 3a TepaTOreHeH e(eKT, BHIPEKH 9€ TEIMHCAPT; Ff? EH m} Eﬂa‘ﬂ 7,

Y 5 :
0KAa3Ba e(peKT BbPXY NOCTHATAIHOTO Pa3BHTHE HA NOTOMCTBOTO, KATO TIO-HHCKO dheb L ﬂiq H* | s } ;

KBCHO NPOLJICKIAHE. % \arn o

-
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Hsama noka3sarencTeo 3a MyTareHeH e(eKT WK KIaCTOreHHAa aKTHBHOCT IO BpEMe Ha in vitro
MPOYYBaHHA, KAKTO H J0KA3aTENICTBA 3@ KAPLUHHOrCHHOCT NPH fUTHXOBE M MHIIKH.

Amnoounun

- Pen Ha TOKCHYHOCT

PenpoaykTHBHUTE MpOy4BaHHS NMPH TUTBXOBE W MHIIKH [IOKA3BAT 3aKBCHAJIO paXIaHe, YIb/DKEHO
pPaKAaHe H HAMAJIEHA NPEXHMBAEMOCT Ha MANKHTE [PH J03H NPHOAH3IHTEAHO S0 ITBTH ITO-BHCOKH OT
MaKCHMallHATa NIPENOPBbYHTENHA 033 NPH Xopa Ha Oa3ata Ha mg/kg

HapviieHHe Ha HTETA

He e ycranoBeH edekt BupXy (PepTHINTETA Ha TUTbXOBE, HA KOHTO € MPUIOKEH NCPOPATHO
aAMJIOZIHITHHOB MalteaT (Ha MBIKKH 3a 64 JHM H Ha eHCKH 3a 14 A npean YudToCBaHe) MpH N03H
no 10 mg amnogumin/kg/neH (okono 8 meTH* MakcHMATHATA NpENOPBYHTENHA 4034 NIPH Xopa

10 mg/men Ha 6a3ata Ha mg/m2 ). B Apyro npoydBaHe npH ILTbXOBE, B KOETO HA MBXKKH MIIBLXOBE €
NpHJIarad aMmJIOAKNWHOB 6e3uIaT B npoab/keHHe Ha 30 M npy 1034, CpaBHHMA ¢ JI03aTa [IPH XOpa
Ha Oa3ara Ha mg/kg, ca yCTaHOBEHH NOHMKEHH IU1a3MEHH HHBA Ha (GOJIMKYJOCTHMYMHPAL XOPMOH H
TECTOCTEPOH, KAKTO W HaMaJiEHA IUTBTHOCT Ha CriepMaTa H HaMasieH Opo#i 3peNnu cnepMaTHIH H
knerku Ha Cepronn.

Kanueporenesa, MyTarcHesa

[Lrex0OBE M MHIIIKH, Ha KOMTO € [TPU/IaraH aMJIOOHITHH ¢ XPaHaTa B NPOABLIDKEHHE Ha ABE N'OAUHU, B
KOHICHTPALHH, M3YMCICHH TaKA, Y€ 14 OCHI'YPABAT NAHeBHH 103084 HUBa 0,5, 1,25 n 2,5 mg/kg/nen,
He MOKa3BaT JaHHH 3a KaHueporeHHocT. Haii-sucokaTa no3a (3a MHIIKH OAOOHA Ha, 4 33 ILTBXOBE
ABOMHO MO-BHCOKA* OT MAKCMMAIHATA NIPENOPBYUTENIHA KIHHHYHA 1034 oT 10 mg Ha bazarta

Ha mg/m2 ) ¢ 6una 6au3Ka R0 MAKCHMANHATA ITOHOCHMA 034 3a MHMIIKH, HO HE H 34 ILUThXOBE.

Hpquaa}mm 34 MYTAr¢cHHOCT HC IMOKa3BaT CBbP3aHH C JIEKAPCTBOTO CCPEK'I'H HHTO Ha IT'€HHO, HHTO
Ha XpOMO30MHO HHBO.

*bazupana Ha manmeHT ¢ TenecHo Terno 50 kg

6. PAPMAINELBTHYHU JAHHH

6.1 CpHchbk HA NOMOIHUTE BEIIECTBA

Harpues xnapokcua
[osuaou K30

MernymMuH

JlakTo3a MOHOXHpAT

CopOuron

Kwat xkeneszen okeun (E172)
Marnezues creapar (E470b)

Harpues creapun ¢pymapar

Manuron

KonoupneH Oe3rozeH CHWIHITHER AHOKCH]L
CreapuHoBa KHCeIHHA

6.2 HecnLBMeCTHMOCTH
Henpunoxxumo.

6.3 Cpox 5a ronmocT




3 roauHu

6.4 CneunajHu yc,I0BHSl HA CbXpaHeHHeE

Ja ce cbvxpansea noa 30°C.
Jla ce cbXxpaHsaBa B OpUrMHaIHaTa OMAKOBKa, 3a Ja ce Mpeanasu OT CBET/IMHA.

6.5 JlaHHH 32 ONAKOBKATA

baucrep/u (OPA/AI/PVC donno — Al ponuo): 14, 28, 30, 56, 60, 84, 90 u 98 TabneTku, B KyTH.
He BCHukuM BM10BE ONAKOBKM Morar Jia Objaart mycHaTv Ha nasapa.

6.6 CroennaJHu npeAnasHH MepPKH PH H3XBbpP./IAHE

Hsama cneumanHu U3MCKBaHHUA.

Heusnoa3BaHusaT JICKAPCTBEH NMPOAYKT WJIKH OTNAaAbYHUTEC MATECPHAJIH OT HEIO T’pﬂﬁBﬂ Jia C€ U3XBBPJ/IAT
B CbOTBCTCTBHE C MECCTHHUTC U3HCKBAHMA.

(5 INPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CoBenus

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

Teagunun 40 mg/S mg — Per.Ne 20170072

Tengunun 40 mg/10 mg — Per.Ne 20170073
Teaagunun 80 mg/S mg — Per.Ne 20170074

Teaaunuu 80 mg/10 mg — Per.Ne 20170075

9. JATA HA ITBPBOTO PA3ZPEINIABAHE/IIOJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha mbpBO paspeluaBaHe 3a ynortpeda: 15.02.2017

Jlara Ha nocnenHo noaHossBaHe: 06.04.2022

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

23 derpyapu 2023




