1. UME HA JJEKAPCTBEHUS ITPOJAYKT

A2/ P02l 23/ ) 2
Tenaunuu 40 mg/5 mg rabnerku =5
Tenaunun 40 mg/10 mg Tabnerkn 65368 A 07 -07- 2005

Tenaunuu 80 mg/S mg Tabnerku
Tenaunun 80 mg/10 mg rabnerku

Teldipin 40 mg/5 mg tablets
Teldipin 40 mg/10 mg tablets
Teldipin 80 mg/5 mg tablets
Teldipin 80 mg/10 mg tablets

2 KAYECTBEH U KOJIMYECTBEH CHCTAB

Tenaunun 40 mg/5 mg Tabnerku
Besika Tabnerka cbabpka 40 mg renmucapran (telmisartan) v 5 mg amaoannuH (amlodipine) (kato
aMJI0IMNKHHOB Oesunar (amlodipine besilate)).

Tenaunuu 40 mg/10 mg rabnerku
Besika Tabsietka cbanpaka 40 mg reamucaprau (telmisartan) v 10 m g amMnoaunuH (amlodipine) (karto
aMJIOAMNHHOB Oe3unar (amlodipine besilate)).

Tenaunun 80 mg/S mg rabnerku

Beska TaGnerka chabprka 80 mg Tenmucapran (telmisartan) v 5 mg amnoannun (amlodipine) (kaTo
amjaoaunuHoB Oesunar (amlodipine besilate)).

Teaannuu 80 mg/10 mg Tabaerku

Beska tabnetka chabpika 80 mg tenmucapran (telmisartan) v 10 Mg amao0aAuNuH (amlodipine) (kato
aMJIOAMNIKHOB Oesunat (amlodipine besilate)).

3a NbJIHKA CINUCHK Ha MOMOUIHHUTE BeLEeCTBA, BUKTE TOYKa 6.1].

. § JIEKAPCTBEHA ®OPMA

Tabnerka

40 mg/5 mg: CeTn0KaPABO-KBITH, KPBIUIH, ABOHHOM3ITLKHAIN TABIETKH ¢ Bh3MOMKHO BH/IHMH 110-
CBETJIH WJIH TIO-THMHH TOYKH M ¢ obo3Havenue N1 ot eanara crpana. Pasmep na taGnertkara:
JAHAMETDBP MPHOIH3UTESIHO 9 mm.

40 mg/10 mg: CBeTI00paHIKEBH, KPBIJIH, ABOHHOM3MbKHANH TAGIETKH ¢ BH3MOKHO BH/IUMH [10-
CBETJIH HJIH TIO-THMHH TOYKH U ¢ 0bo3HaueHue N2 ot eanata crpana. Pasmep Ha TaGnerkara:
AHAMETHP NPHOJIU3UTETIHO 9 mm.

80 mg/5 mg: CBeT/I00paHKeBH, ENHNCOBHIHH, ABOMHOM3ITBKHAIH TAGIETKH ¢ BhAMOIKHO BHIMMH [10-
CBCTJIN HJIH TIO-TLMHH TOYKH M ¢ 0003HaueHue N3 ot einara crpana. Pasmep Ha Ta6nerkara:
ABbJDKHHA NpUOau3uTenHo 17 mm.

80 mg/10 mg: CeerTnokasiBO-3KbATH, EAUNCOBUAHH, ABOHHOM3LKHATH TAOJIETKH C BB3MOIKHO
BHAHMH TO-CBETJIH MIIH MO-TbMHH TOUKH H ¢ 0003HaueHue N4 ot eanara crpana. P
Tabaerkara: 1b/uKMHA NpUOan3uTeaHo 17 mm.

4. KJIHMHHUYHHU JJAHHHU

4.1 TepaneBTHYHH NOKA3AHHS



TenaunuH e nokasas KaTo 3aMCCTHTENHA Tepanya 3a Je4eHHe HAa NALUEeHTH C CCCHUHATHA
XHNCPTOHHA, MALUKUEHTH C BEYE MOCTHIHAT KOHTPOT C TENMHCApTaH 1 aMJIOAUINHUH, npunharaHu
CAHOBPEMCHHO MPH CBLLIOTO HHUBO HA A03HpaHE, KAKTO € B KDMGHH&U,HFIT&.

4.2 10o3HpOBKA H HAMHH HA NPHJIOKEHHE

Lo3nposka
IpenopvunTenHara 103a Ha Tenaunuu e eqHa Tabnerka AHEBHO.

®ukcupaHarta 10308a KOMOMHALKMS He € MOAX0AALLA 32 HAYANHA TEpanus.

[penn npemunasareTo kbM Tenaunuy, nauueHTHTe Tpa6sa aa 6baar KOHTPOJIMPAHH C NOCTOAHHHU
AO03H OT MOHOKOMITOHEHTHTE, NpHEMaHK No CLLOTO Bpeme. Jlosata Ha Tenaunuu TpaGea na ce
OCHOBABA HA AO3UTE HA OTACHHTE KOMIOHEHTH Ha KOMOMHALIMATA 10 BpeMe Ha NPEMHHABAHE KbM
KOMOHHaLHATA.

MaxkcumannaTta aHeBHA 1032 Ha aMIOAMAKH e 10 mg, a MAKCHMaNHaTa AHEBHA J103a Ha AMJIOMIIUH €
80 mg.

Creyuannu nonyrayuu
Crapyecka Bb3pact

[Tpu nauuenTH B cTapuecka Bb3pacT He e HEOBXOAUMO KOpHIrupaHe Ha N103aTa, HO YBEJIHYABAHETO Ha
A03aTa TPAOBA Aa Ce H3BLPIIBA C BHUMAaHKe (BX. TOuky 4.4 u 5.2).

bnOpeuHo yBpexnane

He ce H3uckBa kOpHrHupane Ha J03MPOBKATA NPU MALMEHTH C JieKa A0 yMepeHa crenel Ha 6u6peuHo
yspexaaHe. ONUTbT MPH NaUUEHTH ¢ Texko 6bOpeuHo YBPEKAAHE WIH fIPH TE3H HA XEMOAHAIN2] €
orpaHuuen. U3uckea ce NoBULIEHO BHUMAHHE, THil KATO aMJIOTHITUH H TEAMUCAPTAH HE Ce
JAWalH3Upar.

HepHoapoOHO yBpexaaHe

Tenaunuu e npoTHBONOKA3aH NPH NALIMEHTH C TEXKKO 4epHOApOOHO yBpexaake (BX. Touka 4.3).
[Tpu naumerTH ¢ Nexa 10 ymepeHa yepHoapoGHO yBpexkaaHe He ca YCTAHOBEHH NpeNopbKH 34
Ao3upane, cnenoparesnHo Tenaunux Tpabea ga ce npunara ¢ NOBKWEHO BHUMaHHe. ITpn Takuea
NALUCHTH IHEBHATA 1034 HA TEIMHCAPTAH He TPA0Ba Aa Haasuwaea 40 mg aHesHo (BX. Touka 4.4).

fTeouampuuna nonyrayus
be3onacHOCTTa 1 eMKaCHOCTTa HA TeMUCAPTAH/aMAOMNHH npu aeua noA 18-roauiuHa BL3pacT He
Ca YCTaHOBEHH. JIunceaT naHHH.

Hauun Ha npunoxexue

[lepopanHo npunoxerue
Teapnnnu moxe aa ce npuema cve win Ge3 xpaua. [lpenopbuBa ce npuemanero Ha Tengunuu ¢
MA&/1KO KOJIMYECTRBO TEYHOCT.

4.3 IlpornBOonokazaHus

- CBPBX4YBCTBHTE/THOCT KbM AKTUBHHTE BELIECTBA WIH KbM HAKOE OT MOMOLHHTE Be
H30pOeHH B TouKa 6.1

- BTopH 1 TpeT TprMecTLp OT GpemerHocTTa (BXK. ToukH 4.4 U 4.6)

- Anbunu o6CTPYKTHBHH HapyilleHHS

- Texxo yepronpoGHO yBpexaaHe

- Lllok (BKIIOUHTENHO KapaAKOTeHeH oK)




- OOCTpyKUMA Ha H3XOAALUMA TPAKT Ha JisBaTa Kamepa (Hanp. BHCOKOCTEREHHA a0PTHA CTEHO3a)

- X€MOAHHAMHYHO HECTAOW/THA CBLPAEYHA HEAOCTATBYHOCT Chel OCTbp HH(pAPKT Ha MHOKapaa

- EnnospeMenHaTta ynotpe6a Ha Tenaunuu c ATHCKHPEH-CBAbLPXKALLM NPOIYKTH €
IPOTHBOMNOKA3aHA NIPH NAUMEHTH ¢ AHabeT uiu Gu6peuno yepexaane (GFR < 60 ml/min/1,73
m-) (Bx. Toukn 4.5 u 5.1).

44 Cnennanus npeaynpexieHus u ApeIna3HK MEPKH npu ynotpeba

HutecTHHaneH aHruoeaem

3a HHTeCTHHANEH aHTHOe1eM ce ChOoBIIABA MPU NaUHEHTH, NIEKYBaHH ¢ aHruoteHsuH II peuenropHu
aHTarOHHUCTY (BiK. Touka 4.8). Te3n naureHTH umaT kopeMHa 6oaka, raneHe, NOBPBIUAHE U AHAPHA.
CHMNTOMHTE OTILYMABAT Clleq NPEYCTaHOBABAHE HA AHFHOTEH3MH 11 PEUETTTOPHHTE aHTArOHHCTH.
AKO Ce IMarHOCTHUMPA HHTECTHHANEH AHFUOEEM, JIEUEHHETO C TeAMHUcapTaH TpsOBa 1a ce
NPCYCTAHOBH K N1a C€ 3aM0YHE NOAXOAALLO HAbMIOAEHHE A0 MBAHOTO OTWYMABAHE HAa CHMITTOMMTE.

bpeMenHocT

Ilo Bpeme na 6pemennocT e Tpabea aa ce 3anousa TEpANUA C aHruoTeHs3uH Il peuentopum
aHTaroHUCTH. OCBeH KOraTo NpoaB/IKABAHETO HA TEPANMATA C AHTHOTeH3MH ] peLEenTOPHH
@HTATOHHCTH CE CMATA 33 HANOXKUTE/HO, NAUMEHTKHUTE, NNaHHpalLX A2 3a6pemeHesT, Tpabsa aa
NPEMHHAT Ha ANTCPHATHBHO aHTHXHNEPTEH3UBHO JIEYEHHE, C YCTAHOBEH Npodn Ha Ge30MmacHoCT npu
ynotpeba no Bpeme Ha GpemenHocT. Cnepn AWArHOCTHLIHPAHE Ha OPEMEHHOCT, NEUEHHETO ¢
aHruoTeH3uH Il peuentopuu aHTarouucTn Tpabea na 6nae NpeyCcTaHOBEHO He3abaBHO, H, No
BB3MOXHOCT, 214 € 3aN0o4He aN1TepHATHBHA Tepanus (BX. Toukk 4.3 u 4.6).

YepHoapobHo yBpexaane

[la He ce npunara Tenaunuu Mpu NauMeHTH ¢ XONECTasa, € KIbUYHHU OOCTPYKTHBHH HapyLUEHHS WK
TEXKO Y4epHOAPOOHO yBpexkaaHe (85 Touka 4.3), Thit KaTo TENMHCAPTAH Ce ENUMHHHPA Ype3
Knbukara. [Ipy Te3n naumeHTH MoXe 1a ce ouakBa HamaneH 4ePHOAPOOEH KIIMPBHC HA TEIMHCApPTaH.
[TonyxHBOTHT Ha aMIOAMIHH € yabmkeH W AUC cTORHOCTH ca 110-BHCOKH NP NALUKEHTH C
HapyweHa YepHoApoOHa dyHKkuuUa. He ca ycTaHoBeHH 0030BH NpenopbKH.

Cnenosartenno Tenaunux Tpabsa aa ce HINON3BA ¢ NOBHLICHO BHHUMAHUE NPH NALHEHTH C IEKO 10
YMEPEHO YepHOAPOOHO yBpexaaHe.

PenosackynapHa xuneprouus

KoraTo naunenTy ¢ ABycTpaHHa creHosa Ha 6s6peunure apTepHH WIIK CTEHO3a HA apTepUs Ha
€AMHCTBEH (PyHKUMOHMpaLL 61Opek, ca ieKyBaHH ¢ IeKapcTBEHH NPONYKTH, KOUTO 3aCAraT CHCTEeMara
PCHHH-AHIHOTEH3UH-a110CTepOH (PAAC), ChiecTByBa NOBHILIEH PUCK OT TEXKA XMIIOTOHUS M
6b6peuHo yepexaane.

buOpeyHo yBpexkaane u TpaHcniaHTauua Ha 6u6pek

Koraro Tenmucapran/aMnoannuH ce n3non3ea 3a NeueHue Ha NALMEHTH ¢ HapyuweHa 6b0peyHa
(yHKUHA, CE NPENOPLYBA NEPHOAHYHO MOHHTOPUPAHE Ha CEpYMHHTE HUBA HA KA/THit M KPEaTUHHH.
Hsama onuT B NnpunaraneTo Ha TeaMHcapTaH/aMIOAWNHH NPYU NALUHEHTH CbC CKOPOLLIHA
TpaHCrulaHTaums Ha 6v0pek. Tenmucapran u amnoaunms He ce AHANTU3IHpAT.

BbhrpechaoBa xHnoBoneMus

IMpu naurenTH, ¢ XHNOBOJIEMNS W/HAM H3YEpPNBaHe Ha HaTpHA, HANPHMEP NOPAIH UHTEHIHBHA
ANYPETHHHA TCPANHA, HAMAIEH IPUEM Ha COMTH NOPAdH AHETA, IHAPUS WM MOBPbILAHE. MOXE 1a
BB3HHKHE CHMNTOMAaTHYHA XHNOTOHHS, 0CODEHO Ciie/ NpHnaraxe Ha MLpBaTa 003a. Takuea
CBHCTOAHNA TPAOBa n1a 6baaT npeononeHn Npeay NPHIOKEHHETO HA TENM HCapTaH/aMIIOAUITHH.
Henocturs Ha HaTpuii n/nan TeunocTH Tpabaa na 6uae KOPHIHpaH Npeau NPUIOKEHH
TEAMHCAPTAH/aMJIOTHNHH.

ZIBo#iHO Gi10KHpaHe HA peHMH-AHTHOTEH3UH-AT10CTEPOHOBATA cHcTeMa (PAAC
Hma nannu, ve eaHospemennara ynorpeba Ha ACE HHXUOHUTOPH, aHruoTeHsuH I1-
OnokepH UM ATHCKHPeH NOBUILABA PHCKA OT XMAIOTOHHA, XHMEPKANHEMHSA U HAM




610peunHaTa hyHKUMA (BIUTIOYHTENHO TEXKO 0bOpeuHo yBpesxxaane). Mopaaun Tosa He ce npenops4ea
neofino bnokupare Ha PAAC upes koMGunupanata yrorpe6a Ha ACE HHXHOUTOPH, aHrHOTEH3UH II-
peuenTopHu OIOKEPH UM ANUCKUPEH (BXK. TOUKH 4.5 1 5.1).

AKO C€ NpeELIeHH, Ye TepanusTa ¢ JBOHHO OnokupaHe e abcomoTHo HeobXoauma, ToBa Tpsabpa na
CTaBa Camo NoA HabNIOIEHHETO HA CNELMANHUCT H NPH YECTO BHUMATENHO MOHHTOPHpAaHe Ha
6b6peunarta dyHKUMSA, ENEKTPONHTHTE U KPBBHOTO HANATAHE.

ACE vHx1O1TOpH U aHrnoTen3uH [1-penenTopHu 6nokepu He TpAGBa na Ce H3NON3BAT €AHOBPEMEHHO
[MPH NauHeHTH ¢ NHabeTHa HedponaTua.

Apyru ChLeToAHUA ChC CTHMYNAUHS HA CHCTEMATA PEHHUH-aHMHOTEH3UH-AN10CTEPOH

Ipn AaumeHTHTE, YNHTO CBLAOB TOHYC H Ob6peuna dyHkUMa ca B 3aBUCHMOCT Haii-Beude OT AelHOCTTa
Ha PEHHUH-BHMHOTCH3HH-ANA0CTEpPOHHATA CHCTEMA (HANP. NALMEHTH C TEXKA KOHFEeCTURHA CbpAeYHa
HEOCTaThYHOCT UKW OCHOBHO O1OpeuHo 3abonsBaHe, BRITIOYHTEIHO CTEHO3a HA 6b0peunnTe
apTepHH), IEYEHHETO C IEKAPCTBEHH NPOLYKTH, NORNHABALUIM Ta3H CHCTEMA, KATO TEIMHCApPTaH, Ce
CBBLP3BA C OCTPA XHUMOTOHMSA, XHNEPA3OTEMHA, ONMIYPHSA, HITH PAAKO € TExXKO0 61L6peuHo yBpeXAaHe
(BX. Touka 4.8).

[TupBHYEH anA0CTEPOHHIBM

INauneHTHTE C MbpBUYEH ANAOCTEPOHHIBM B OBLLMSA Cly4aH He ce MOBNMABAT OT
AHTHXHNEPTCHIUBHHTE NICKAPCTBEHH NPORYKTH, AEAHCTBALLHM Ype3 HHXUBUpaHE Ha peHHH-
@HIHOTEH3WHOBATA CHCTEMA. [lopasu ToBa, ynoTpebaTa Ha TeMUCapTaH He ce npenopsysa.

CreHo3a Ha 40pTHATa ¥ MUTpAIHATA Knana, @! PYKTHBHa& XHMEPT MHHHa KapAHOMHONATHA

KakTo npu apyrure cbaopasiiMpaBawy cpeacTsa, CneLMatHO BHUMAHKE Ce oOpblia HA NAUHEHTHTeE,
CTpajatity OT CTEHO3a Ha a0pTHAaTa M MHTpA/IHATA Kana, WK 06CTPYKTHBHA XHNEpPTPodhUYHa
KapAMOMHOMNATHS.

CbpieuHa HEAOCTATLUYHOCT

[MauneHTHTE CHC CbPAEHHA HEAOCTATLYHOCT TPAGEa na 6baaT NEKYBAHH C NOBHLUECHO BHHMaHKe. B
ABAFOCPOHEHO, MTaLeb0-KOHTPOIHPAHO NPOY|BAHE NPH NALMEHTH ¢ TEXKA CbhpaeyHa
HepocTaTb4HOCT (NY HA wnac Il 1 IV) oryerenara yectora Ha Genoapober 0ToK € no-BMcoka B
aMJIOZIMITHH JI€KyBaHaTa rpyna, OTKOJIKOTO B rpyrnaTa Ha nutaue6o (Bx. Touka 5.1). bnokepu na
KUTHCBHTE KaHANH, BKNIOYHTETHO AMIIOAHITHH, TPAOBa Na ce U3NOI3BAT C MOBHILEHO BHHMAHHE npx
NaLMEHTH CbC 3aCTOWHA ChPACUHA HEAOCTATLYHOCT, Thil KATO T€ MOraT Ja yBEJIHUAT PHCKA OT
ObaeWH ChpAEUHOCHAOBH CLOKUTHS W CMBPTHOCT.

MaunenTy ¢ aAnHabeT, NeKyBaHW C MHCYIMH UM MPOTHBOAHAGETHY CpeacTsa
Ipu neuerine ¢ TeMUCapTaH, NPH TE3H NALMEHTH MOXE N3 BLIHHKHE XHMONTHKEMHS. 3aTORA npH

T€3d NAUMEHTH € HEOOXOMMO Na ce 06CHAN CLOTBETHO NPOCNESBAHE HA HUBOTO HA [UIIOKO3a B
KPBBTa M MOXE /1a C€ HAIONKH KOPHIrHPaHE Ha 103aTa HHCYJIMH WM aHTUAMAOETHO CPEACTBO, KOraTo €
NOKa3aHo.

XunepkaineMus
Ynorpebara Ha nekapCTBeHH NPOAYKTH, KOHTO MOBIMUABAT PEHHH-AHTHOTEH3IHH-ANA0CTEPOHHATA
CHCTEMA, MOXE 12 NPHYHHHU XUNEPKAIHEMHA.

[1pn nauneHTH B cTapuecka Bb3PAcT, NALKEHTH C 610peuto yBpexxaane, nauueHTH ¢ auaber,
NALMCHTH Ha CHILTCTBALIA TepanKs C JIEKAPCTBEHU NPOAYKTH, KOHTO MOraT Aa NOBHILAT
KOHUCHTPAUMATA HA KANHMH, /WK NPH NAUHEHTH C ADYTH CHITLTCTBALUM CHCTOSHHS,
XHMEPKANHEMHATE MOXKE 1A NPHUHHH CMBPT.

Ilpeaw na ce B3eme pelueHKe 3a e1HOBpeMeHHO [MPHIOKEHHE HA JIEKAPCTBEHH NPO
NOBNHABAT CHCTEMAaTa PEHHH-AHTHOTEH3UH-AN10CTEPOH, TPAGBa 1a ce NpeLeHH
non3a/puck.

OcHoBHHTE pHCKOBH PaKTOPH 3a BL3HWKBAHE Ha XHIEPKATHEMHSA, KOUTO TpAOBA 11
BHHMAHHE ca:



- 3axapeH anaber, 6udpeuno yspexaane, Bb3pact (>70 roanHu)

- KOMOHMHALKA C €1MH KN NOBEYE JIEKAPCTBEHH MPOLYKTH, KOMTO NORIHSBAT CHCTEMATa PEHHH-
8HTHOTEH3UH-ANIOCTEPOH W/HAKN CbABPKALLM KANKUH XPAHHUTEIHH N0GABKM. JlekapcTBeHuTE
MPOAYKTH UK TEPANEBTHYHHTE rpyNH, KOHTO MOTAT 21a NPEAUIMBUKAT XMNEPKATHEMHUS Ca
32MCCTUTE/IH Ha CONTA, CHABPKALLM KaNHii, KATHit-CbXpaHsBawy AnypeTuum, ACE
MHXHOMTOPH, aHTrHOTEH3UH ] peLenToOpHU aHTArOHHCTH, HECTEPOHAHH NPOTHBOBBLINAIUTEHH
cpeactea (HCIIBC, srniounTento cenekTuBHUTE COX-2-unxuburopu), xenapun,
HMYHOCYNPECOPH (LMKITOCMOPHH WK TAKPONUMYC) M TPHMETOMNPHM.

- CBIBTCTBALUN CBOUTHA, B HACTHOCT NEXHAPATALIMA, OCTPA CbPAEHHE AEKOMMEHCALHA,
MeTaboHTHa aunao3a, BAoLIaBaHe Ha Gb6peuHaTa (GYHKUMA, BHE3aNHO BNOLIABAHE Ha
CbCTOAHHUETO Ha GbOpeunTe (Hanp. uHpEKUMO3IHH 3a60NBaHNS), KIIETHYHE JIH3a (Hanp. ocTpa
HCXCMHA Ha KpaHHUK, pabaoMuonu3a, ronsma Tpaema).

Heobxoanmo e na ce nposexaa BHUMaTENHO MOHHTOPHPAHE Ha CEPYMHHMTE HHBa Ha Kallks NPH TE3M
NauHeHTH (BXK. Touka 4.5).

ETHUW4ecKH paznuyus

KakTo e HabionaBaHo npu MHXUBHTOpPHTE Ha 2HIMOTEH3UH-KOHBEPTHPALIIHA €H3HM, TEJIMHCAPTAH U
ApPYTHTE aHTHOTCH3MH [l peLenTopHH aHTArOHKCTH ca OUEBHAHO NO-MATKO eGeKTHBHHU MIpH
AOHHXABAHE HA KPBBHOTO HANAraHe NPH Xopa OT YepHaTa paca, OTKONKOTO NPH ApyryTe pacH,
BEPOATHO NOPAJH NO-YECTO OTHETEHOTO HUCKO HUBO HA PEHHH B MOMYALMATA HA XMUMEPTOHHULM OT
YyepHara paca.

gE! rH

KakTo npu apyru aHTHXHNEPTEH3UBHH areHTH, NPEKOMEPHOTO NMOHHKEHHE HA KPBBHOTO HANATAHE
MPH MAUMCHTH C HCXEMHUYHA KAPAHOMHONATHA WM HCXEMHYHO ChpAEYHOCHAOBO 3a5019BaHe MOXe na
AOBEAE N0 HHGAPKT HA MHOKapaa Wi HHCYT.

bezonacHocTTa ¥ eduKacHOCTTa Ha aMNOAHNHH npy XHMNEPTOHHYHA KPH3a HE € YCTAHOBEHA.

B crapuecka Bb3pacT yBenuuaeaHeTo Ha no3arta TpA0Ba 1a Ce H3BBPLUBA C MOBHILEHO BHUMaHKe (BK.
TOYKH 4.2 u 5.2).

Hampuii
Tosa nexapcTBo Chabpka no-Manko or | mmol HaTpHii (23 mg) Ha TaGneTka, T.e. MOXke 11a Ce Kaxe,
Y€ NPaKTHHYECKH HE CbAbPXKA HATPHIA.

4.5 B3aumoneiicTBre ¢ Apyru nexapersenn NPOAYKTH B ApYra GOpMH HA Bl3auMoaelicTBHe

Bzaumodenucmsus, C8bPIARYU C MEIMUCADMAK
UrokcuH

Korato TenMucapran ce npuiara €EAHOBpPEMEHHO ¢ AHMOKCHH ce Habm10AaBa NOBUILABAHE HA
MeaxaHata Ha nukosata (49 %) u Hali-HuCKaTa nnasmeHa koHueHTpatms (20 %) Ha aurokcuu. Korato
C€ 3ano'Ba, KOpMrypa ce 103aTa HJiH C€ NpeKpaTaBa TelMHUCApTaH, TpabBa Aa ce HabnioaaBsaT HMBaTA
Ha QMIrOKCHH, 32 J1a Ce NOAAbPXKAT B TEPaneBTHYHNS HHTEPBA.

Kakto n npu apyru nexapcraenn npoaykru, nosinasamu PEHHH-aGHIHOTEH3UH-ANA0CTEPRF
TCIMHCAPTAH MOXKE 1a NPEAN3BHKA XMNEPKANHEMHA (BX. Touka 4.4). PUCKBT MOXeE Ko
C1y4ah Ha KOMOHHHPAHO NeueHHe C APYTrH NEKAPCTBEHH NPOLYKTH, KOWTO MOFAT /*" elige

XHNEPKATHEMHA (CONEBH 3aMECTUTESIH, ChAbPKALUH KATHH, KaTHHA-CbXpaHABALIH [ R h‘ ARGE
HHXHOMTOPH, aHrHoTeH3uH [I peuenTopHn aHTaroHHCTH, HECTEPOHIHHU NPOTHBOBL} B T G
fekapcreeri npoayktH (HCTIBC, Bkmountento cenektuin COX -2 unxubutop ), Fehapie,s.




HMYHOCYNPECOpH (UMKNOCNOPHH WK TaKPOAHMYC)) U TPHUMETONPHM.

Bb3HWUKBaHETO HA XMIlEpKaTMEMHA 38BHCH OT CBBLP3aHHTE C TOBA PHCKOBH PaKTOpH. PHckbT ce
YBC/IHHaBa NPH N0-TOPEe CNOMEHATHTE TEPANEBTHYHH KOMOHHALUMH. PUCKDBT € 0COBEHO BHCOK B
KOMOHHALHA ¢ KaTHi-ChbXpaHABALUH AHYPETHUH H KOraTo ce KOMOHHHPA ChC CONEBH 3aMECTHTENH,
CbAbPXKALUK KanHHA. A npu kombnHaumna ¢ ACE uaxuburopu unu HCTIBC, PUCKbBT € NO-ManbK, NMpu
YCIOBHE, Ue CTPHKTHO C€ CNa3paT NpeanasHi MepKH npu ynotpeda.

He ca ycraHosenu B3anmMozeiicTBus Mex Iy ABaTa KOMNOHEHTA Ha Tasu dukcupana komGuHaumns no
BpeMe Ha KIMHHYHHUTE U3NUTBAHUA,

He ce npenopvusa convmemsawia ynompe6a

Kanuﬁ-caxgaﬂaaag;u AWYPETHLH WA CBABPKALLN KANHH XPaHHTEHW N00aBKH

AHrvoreH3uH I PEUCTITOPHATE AHTATOHHCTH, KAKBHBTO € TEIMHCAPTAH, HAMANISBaT 3arybara Ha Kanui,
NMPHAW3BHKAHA OT AMypeTHUMTE. Kanuii-chxpanssamwure DHYPETHUH KaTO CMIUPHHONAKTOH,
CIUICPCHOH, TPHAMTEPEH, HIIH aMWIOPHI, ChAbPKALLMTE KA/THi XPAHHUTENHH 1004aBKM, WK
CbABLPKALINTE KATHH 3aMECTHTE/IH Ha COJITA, MOraT Aa A0BEAAT 10 3HAYMTENHO NOBHUIEHHE HA
CEpyMHHUA KANHH. AKO € NOKa3aHa eAHOBPEMEHHa ynorpeda, nopaau AOKYMCHTHPAHa XUNOKATHEMHUA,
€ HeoDXO0AUMO NeKapcTBeHHTE NpoAyKTH Aa 6bAaT H3NON3BAHH C MOBHLLIEHO BHUMAHMHE, U C
NOCTOAHHO MOHHTOPHPAHE Ha CEPYMHHTE KOHLIEHTPALIHH Ha KAJIHA.

JluTuii

Crwolwarann ca ciyuan Ha oBpaTHMHM NOBHLLICHUS B CepYMHHUTE KOHLEHTPALMH HA JIHTHA H
TOKCHYHOCT, NpH €THOBPEMEHHO MPHIIOKEHHE HAa NHTHIH W HHXHOUTOPH HA AHTHOTEH3NH
KOHBCPTHDALLIMS €H3UM, KAKTO M C aHTHOTEH3HH [I peuenTopHu aHTaroHUCTH, BRIIOYMTENHO
TeIMHCapTaH. Ako kOMOHHHpaHaTa ynoTtpeba ce okaxe HeoOX01HMa, € NpenopLYHTENIeH BHUMATENEH
MOHHTOPDHHI HA CEPYMHHTE HUBA HA NUTHUS.

Conomemsaya ynompeba, uzucksaua nosuweno eHumManue

Hectepouanu npoTHBOBbL3NANHTETHY cpeactra (HCIIBC)

HCTIBC (7.e. aueTuncannunnosa kucenvsa B NPOTHBOBLINATHTENHH 103H, COX-2-UHXUOHUTOPH, H
HecenexTuBHy HCTIBC) morat na HaManaT aHTHXHNEpTEHIUBHUS ¢dexkT HaaHrHoTeH3HH ]
PEUCNTOPHHTE AHTArOHUCTH.

Ipy HakoH nauueHTH ¢ HapyweHa 6b6peuna PyHKUMA (HAND. NAUKMEHTH C DEXMAPATALMS WK
NAlHEHTH B CTapuecka Bb3pacT ¢ HapyweHa 6b6peuna dyHkuMa), exHOBpeMeHHOTO fipunaraHe Ha
aHrHoTeH3uH Il peuenTophu aHTaroHucTv K nekapereeHn CPEACTBA, KOWTO HHXHOMPAT LHKNO-
OKCHIEHA3aTa, MOXKC 1a MMa KaTO PE3YNTaT NO-HATATBUIHO BIOLABAHE Ha GbGpeuHaTa PyHKLHS,
BIUTIOYHTCTHO Bb3IMOXKHO TeXKO ObOpeuHo yBpexaane, koeTo 06UKHOBEHO e obparumo. 3atona,
koMOuHalmaTa TpaGBa na 6bae npunaraxa ¢ noBULEHO BHHMaHHeE, ocobeHO Npu naumMeHTH B
CTapuecka Bb3pact. [lauventure Tpadsa na 6baaT anexBaTHo XHApaTHPaHH, KaTO NOA BHUMaHHE
TpabBa 1a ce BleMe M npocneagBaHeTo Ha 6BOpeuHaTa dyHKLMa cnen 3anouBaHe Ha CHITLTCTRALLATA
Teparnus ¥ NepyoaUYHO CAel TOBa.

PaMunpun

B enHo npoy4saHe, eAHOBPEMEHHOTO NpuiaraHe Ha TENIMHCAPTaH H PAMHNPHA € 10
KpaTHO nosuweHUe B AUCo.24 ¥ Crax Ha pamunipun u pamunpunar. Knunuunara 3
HabnmoaeHue e Hen3BecTHa.

HLUH { THAIWIHHU UIH ODHMKOBH HLIH




[pealuecTBaLLO leYeHHE C BUCOKM A03H MYPETHLM KATO (pyposemna (6pUMKOB AHYpPETHK) 1
XHAPOXTIOPOTHAIHA (THA3HIEH IMYPETHK) MOXKE N1a A0BEAE A0 NOABATA HA XHMNOBOIEMHS M PHCK OT
BbL3HUKBAHE HAa XHMOTOHHUA NPH 3aMN04BAHE HA JIEYEHHE C TEIMUCAPTAH.

Conememeaiya ynompeba, kogamo mpadea 0a ce uva npeoeuo

Jpyri aHTHXHNEPTEH3MBHU NEKAPCTBEHH NPOJYKTH

[MoHkaBalUMAT KPLBHOTO HasstraHe eeKT Ha TEAMHUCAPTaH MOXE 1a Gbae 3achieH MpH CbITBTCTBALIA
ynorpeba Ha Npyr! aHTHXMNEPTEH3UBHU AEKAPCTBEHH NMPOAYKTH.

JJaHHH OT KNHHHUYHH NPOYUYBAHMA MOKA3BAT, 4Ye ABOHHOTO O/10KHpaHe Ha CHCTEMATa PEHMH -
aHrHOTeH3HH anaocTepoH (PAAC) upes komGuuupanara ynotpe6a Ha ACE HHXHOHUTOPH,
8HrHOTEH3HKH ll-peuentophn 6510kepn WM anuckupeH ce CBbP3Ba C NO-BHCOKA YECTOTA HA HEXEIaHH
CBOHTHA, KATO HANPHMEP XUNOTOHHSA, XMNIEPKANTHEMHSA H HAMAIABAHE HA O1L6peyHaTa dyHkums
(BIITIOUHTENHO TeXKO OBbOPEUHO yBpexkaane), B cpaBHeHue C ynoTtpebaTta caMo Ha €IHO CpeacTBoO,
nercTeamo sepxy PAAC (Bxk. Touku 4.3, 4.4 n 5.1).

C ornea Ha papmaxonorHuHHTE UM CBOHCTBA, MOXKE [ Ce OYAKBA, Ye CNEIHUTe JIEKAPCTBEHH NPOAYKTH
MOrar 1a 3aCHisT XHNOTOHWUHHTE ePEKTH Ha BCHUYKH aHTHXMNEPTEHIUBHH CPELCTRA, BIIIOYHTETHO TO3H
JIEKAPCTBCH NPOLYKT, Hanp. baknogeH, aMudocTHH, HeBpoONeNTHUM Wik anTHaenpecaHTH. ChLO Taka,
OpPTOCTaTHYHATA XHIIOTOHHA MOXKE 12 Obae 3aCHNeHa B OT ATKOXOJ.

KoprukocrepouaH (3a cucTeMHO npunoxetine)

HamanaBane Ha aHTHxunepTeH3nBHug edekT.

Bzaumogeiucmeus, C8LPIARU C AMIOOUN UH

Edexmu na opyeu nexapcmeenu npodyxmu 8BLPXY aMI00UNUH

Huxuburopn na CYP3A4

EnHoBpemerHaTa ynorpeba Ha aMIOAHITMH ¢ MOLIHK WIH ymepenn CYP3A4 nuxuburopu (npoteasmu
HHXHOHTOPH, 230/T0BH aHTHMUKOTHLH, MAKPONMHIM KATO EPUTPOMULIHH WITH KNaPUTPOMHLIMH,
BEpanamMui MK JWITHA3EM), MOXKE A4 0BEE 0 3HAUMTENHO YBETHYEHHE HA EKCNIO3NLMATA Ha
AMJAONHIINH, BOACLLO [0 MOBHUICH PHCK OT XUNEPTOHHA. KinMHHUYHUTE nposeH Ha Te3u DK MPOMEHH
Morart Aa 6baaT Ne-U3pa3seHH NPH NaLKEHTH B HanpeaHana BbL3pacT. Moxe 1a ce HAOXKH KITHHHYHO
HAOMOAEHHE M KOPUIMPaHE HA A03aTa.

HMuaykropu Ha CYP3A4

[lpu enHoBpeMeHHO NPUAOKEHHE HA HIBECTHH HHIOYKTOpH Ha CYP3A4 nna3meHaTa KOHUEHTpalLus Ha
aMJIOAMNKH MOXe Aa Bapupa. Ilopanu ToBa KpbBHOTO HansraHe TpaGBa Aa ce npocaensea u aa ce
OOMHC/IH a1anTHPaHe Ha 103aTa KaKTO MO BpeMe, TaKa H Cles €{HOBPEMEHEH NpHEM, 0COOEHO CBbC
cunin CYP3A4 unaykTopu (Hanp. puamMnuuns, xuir KaHTapuoH).

I pelindpyT u cok ot rpeiindpyr

He ce npenopyusa ynotpebara Ha rpeitndpyT H cok ot rpeingpyT, Thit KATO NPH HAKOM NAUMEHTH
GHOHANMYHOCTTA MOXKE Aa CE NOBHLIH M a A0BE/E N0 3aCH/BAHE Ha aHTUXHINPETEHIUBHUTE €(DEKTH.

XHNEPKATHEMHUA CNIEQ NPHIIOKEHNE HA BEPANAMMI H HHTPABEHO3EH [AHTPOJNEH.
XHIIEPKATHEMHs, Ce NPENopbUBa, A4 Ce H30ArBa eIHOBPEMEHHOTO MPHIOKEHHE
KATLHEBHTEC KaHANK, KATO aMJIOAWNHH NPH NALMEHTH, NPeAPa3NOA0KEHH KbM
XHIEPTEPMHUA ¥ NDH OBNTAAABAHE HA MATHTHEHA XHUMEPTEPMHUA.




Edexmu na anrodunun evpxy opyeu sexapcmeenu npooyKkmu

pyru aHTUXHNEpTEeH3MBHH NEKAPCTBEHH NPOAYKTH
[NoHixaBaluMTE KPBBHOTO HalAraHe eEKTH Ha AMIOAMITHH ce 10GABST KbM MOHHXAaBaLUHTE
KPBBHOTO HandraHe eekTH Ha ApyTH AEeKAPCTBEHY NPOAYKTH ¢ aHTHXHNEPTEH3IUBHH CBOMCTBRA.

TakpoanMyc

HMma puck oT yBennueHde Ha HHBATa Ha TaKpOJIOMYC B KPBBTa NPH €IHOBPEMEHHO MNPHIOKEHHUE C
aMJTOJIMNHH, BBNPEKH Ye (haPMAKOKMHETHYHUAT MEXAHHIBM HA TOBA BIAHMOLEHCTBHE HE € HAMBIHO
H3ACHEH. 3a a ce u3BerHe TOKCHYHOCT Ha TAKPONTHMYC, B Clly4aH Ha €AHOBPEMEHHO NMPHNOKEHHE Ha
dMJOUNHH NPH NMALHCHT, IEKYBaH C TAKPOITMMYC, € HEOOX0UMO MOHHTOPHPaHE HA HWBATA Ha
TAKPOJUMYC B KPBBTA M CHOTBETHO KOPUIrMpaHe Ha 103aTa TAKPONHMYC NP HEOBGXOAUMOCT.

[puuentu 3a panamuumu (mTOR) uuxuGuTOpHU

mTOR nHxu6uTOPH KaTo cUponKMYC, TEMCHPOJTMMYC H eBepoanMYc ca cyberpaTti Ha CYP3A.
AmnoaHnuH e cnab uuxuburtop Ha CYP3A. Ipu eaHoBpemeHHaTa yrniotpeba Ha mTOR uHxuGuTOpPH,
AMIOMITHH MOXeE Aa yBEAHYHK excno3nuuaTa Ha mMTOR uHxuGuTOpHTE.

uﬂKHOCHOEHH

He ca nposexkaanu npoyusanus 3a BzaumoaeiicTaue MENKIY LHKIOCTIOPUH H aMJIOAKTHH TPH 3APABH
AOOPOBOILM W APYTH NOMNY/ALHH, C M3KNIOYEHHE HA NALHEHTHTE C 6bOpeuna TpancnnanTauus, npx
KOHWTO € HabnwaaBaHo NpoMsHaTa Ha Hal-HUCKATa KOHUCHTPaUHA Ha UMKIIOCTIOPHH A3 Ce NOBHIIABA
(cpeano 0-40%). Crnensa na ce uma npeagna MOHHTOPHPAHE HA HUBATA Ha LIKKIOCNOPHH NPH
NALHEHTHTE ¢ 6L6peHa TPaHCTLIAHTAUNS, 1EKYBAHH C AMAOAHNMH, KAKTO H CHOTBETHO HAMAIABAHE
Ha 103aTa UHKIOCNIOPHH NPH HEOOXOAUMOCT.

CHMBacTaTUH

EaHoBpemeHHOTO Npunarase Ha MHOroKpaTHH 203H ot 10 mg aMJIOQMITHH ¢ A03H oT 80 mg
CHMMBAaCTaTHH BOOH A0 77% yBeJHYEHHE HA EKCTIOIMLMITA HA CHMBACTATHH B CPABHEHHE CbC
CaMOCTOATE/IHOTO NPHIOKEHHUE Ha CHMBAcTaTHH. Jl03aTa Ha CUMBACTAaTHH NPH NALKEHTH, KOHTO
npueMat aMAoAUNHKH, TpsGBa fa ce orpaHuum 10 20 mg QHeBHO.

[lo Bpeme Ha WIHHMYHHTE H3NUTBAHKA 33 OLEHKA Ha B3aHMOAECHCTBHATA, AMJIOJHNHH HE € MOBJIHA
(hapMaKOKHHETHKATA Ha ATOPBACTATHH, JUrOKCHH MM BapgapHH.

4.6 ®epruanTer, Gpemennoct B KEpMene

bpeMeHHoCT

He ce npenoprusa ynotpe6Sara Ha Tenaunun o BPEME Ha MbPBHA TPUMECTBP Ha OpeMeHHOCTTA (BXK.
Touka 4.4).

Tenpunnu e npoTueonokasaH no Bpeme Ha BTOpusA U TpeTHA TPHMECTBP Ha OpemMeHHOCTTa, nopaau
TEMUCAPTaHOBATa KOMIIOHEHTa (BX. TOUKH 4.3 1 4.4).

Teamucaprax
Hsama noctaTbuHo aaHHH 3a ynoTtpebara Ha TEIMHCapTaH NpH OpemeHHH xeHu. TpoydranusaTa ¢
TC/IMHCAPTAH NPH XHBOTHH Ca NOKA3a/H HATHYHME Ha PENpPOAYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).

EnunaemMnonoruuH1Te NaHHM 3a PUCKa OT TEPATOreHHOCT e excnosHums Ha ACE unxuburopu npes
MbPBUA TPUMECTLP Ha OpeMEHHOCTTa He ca y6eanTennu. Bee nak, He Moxe Na ce HIKNIOYM
NOBHIIEHHE HA pHCKA. JIOKAaTO NUNCBAT AAHHH OT KOHTPONHPAHO ENUAEMHONOHYHO MACHS
PHCKa OT NeHCTBHETO HA AaHrHOTEH3KH Il peuenTopHM aHTaroHKCTH, 3a TO3K Khac é4
NPOAYKTH TAKHBA PHCKOBE BUHArH MOXKe 11a HMa. OCBEH KOTATO NPOABLIDKHTENHO
aHruoTeH3uH Il peuenTopHK aHTaroHHCTH Ce CUMTA 33 HANONKHTENHO, MALMEHTK
na 3a0pemeHesT TpAGBa 1a NPEMHUHAT HA ANTEPHATHBHO AHTHXHIIEPTOHHYHO JIEHE
A0Ka3aHa GesonacHocT 3a 6pemennn. Koraro ce ycraHoswu OpeMeHHOCT, neueHne R}

R gy




aHrHOTEH3KH | peuenTopHu aHTaronncTH TpabBa Aa Gbae MpeycTaHOBEHO HE3ABABHO . aKO €
Bb3MOXKHO, A4 C€ 3aMOyHe aNTEPHATHHO JIEYEHHE.

H3BecTHO €, Ye excno3uumaTa Ha aHrHoTeH3uH | peLienTOpHM aHTaroHHCTH No BpEME Ha BTOPHSA U
TPETHS TPHMECTDPH, HHAYUHPA PETOTOKCHHHOCT (NOHMKeHa Gubpeuna dyHkuus, OJIMTOXUIPAMHHOH,
3a0aBsHe OCH(PUKALUHKATA HA YEPERA) U HEOHATAIHA TOKCHHHOCT (6B6peyHO yBpexaaHe, XHNOTOHUA,
XHnepkanHemua) (Bx. Touka 5.3).

[Mpu ekcno3uumns Ha aHrkotensuu Il peuenTopHU aHTarOHKCTH MO BpPEME Ha BTOPHA TPUMECTHP Ha
OpeMeHHOCTTa, Ce NpenopLYBa H3BBLPLIBAHE HA YATPa3BYKOB npernen Ha 6vbpeunara Gpykuma u
yepena.

KbpmMayerara, YHHTO MaiikH ca ca NpUEMaiTi aHrHOTEH3HH || peuenTopHu aHTaroHUCTH TpabBa na
Obaat HabnionaBaHM 3a NOSBA HA XMMOTOHHA (BHXKTE TOUKH 4.3 4.4).

Amaocounun

be3onacxocTTa Ha aMnoaMNMH NO BpeMe Ha GpEMEHHOCT He e yCTaHOBEHA.

[Tpu npoyusaHKs BbpXy KHBOTHH € HabNIOAABAHA PENPOAYKTHBHA TOKCHUHOCT MPH BUCOKH A03H (BX.
Touka 5.3).

KbpmeHe
Ynorpebara na TenaunuH He ce npenopbysa K € HEOGXOAUMO 18 ce [IPUCTBIKH KbM ANTEPHATHBHO

AeueHne ¢ aokasaHa Se3onacHocT mo speme Ha KbpPMEHE, 0COOEHO KOraTo ce KbpMH HOBOPOEHO
WKW HEAOHOCEHOo Oede.

Hama HannuHa undopmaima oTHOCHO ynoTpefaTa Ha TenMHCapTaH no BpEME Ha KbpMEHE.,

AMJIONHNHH Ce eKCKpeTHpa B KbPMaTa NpH xopa. YacTra or fo3aTa 32 maiikara, MOJIy4€Ha OT
KbpPME4ETO, € H3HHCIEHA C HHTEPKBAPTHIICH AnanasoH 3-7%, makcumyM 15%, EdekToT Ha
aMIOIHITHH BBPXY KbPMAUYETATA € HEHIBECTEH.

QepTunurer

Temucapman
B npeakaHHH4HK NpoyuBaHmus He ca HabnioaaBaHK e(eKTH Ha TEJIMHCAPTAH BbPXY MBKKHA H
KEHCKHUS DEPTHIIHTET.

Amaoounun
O6paTumMy GHOXMMHUHH NPOMEHH B INABUYKATA HA CHEPMATO30MANTE Ca GHIH AOKNANBaHHU MpH

HAKOHM NALHEHTH, JIEKYBAHH C B10KEpH Ha KanuWeBHTe KaHaNH. KIMHHUHHTE NaHHM ca HEJOCTATHYHH
MO OTHOLUCHHE HA NOTEHUHANHHA ePEKT Ha aMI0AWNHH BbPXY depTHauTeTa. B enHo npoyusane NpH
MIBLXOBE, Ca AOKNANBAHH HEONArONPHATHH ehEKTH BLPXY MBKKHS (epTUANTET (BK. TOUKa 5.3).

4.7 EdexTn Bupxy cnocoGHocTTa 33 modnpane u pabora ¢ Mammann

Tengunux cnabo wnu ymepeHo nosnusea BbpXy cNocoGHOCTTA 3a wogHpaHe W paboTa ¢ MaliuHu.
Ipu wodupare win pabora ¢ MawmHK TpaGea [a ce Bleme NpeABH], Y€ BHEHE HA CBAT WIIH
CHH/IMBOCT NOHAKOTa MOXKE 114 Bb3HHKHE NPH aHTUXMNEPTEHIHBHA TEPANHA, KATO HANPHMED
Tennaunuy. Ako nauxeHTHTE, NPUEMALLH AMAOANNHH CTPAAAT OT CBETOBBLPTEX, r1aBobonue, ymopa
Wy rafieHe CrocoOHOCTTa 33 pearvpane Moxe Aa Gbae Hapyiuena. [Tpenopbusa ce noBHLIEHO
BHHMaHHe, 0CODEHO B HAYANOTO Ha JIEYEHHETO.

4.8 HexenaHHd JekapcTBend peaknEn

QO6obieHre Ha npothuna Ha HezonacHoCT

Teamucapman
CepHO3HHUTE HexXenaHH 1eKapCTBEHH PeakUHH BKITIOUBAT aHAGHIAKTHYHH peaku




KOHTO MOXe a Bb3HHKHE paako (=1/10 000 1o <1/1 000) u ocTpa ObOpeyHa HedOCTATHYHOCT.

Obwara yecToTa Ha HexkeaHH NEKAPCTBEHH PeaKLMH, ChOBLIEHH npy ynotpeda Ha TeAMHCapTaH €
cpastinma ¢ niauebo (41,4% cpeuty 43,9%) B KOHTPOAHpanH NpoyuBaHus MPH NALMEHTH, JIEKYBaHH
33 XUNEPTOHHA. CAyHanTe ¢ NposBEHH HEXXENAHHTE PEaKLIMM HE ca CBHP3aHM C 103aTa H He NMOKa3BsaT
3aBHCHMOCT OT NONa, Bb3PacTTa HiK pacaTta Ha nauueHTuTe. [IpodunsbT Ha Ge3onacHocT Ha
TCAMHKCAPTaH MPpH NALKEHTH, ICKY BAHK 33 HAMAIABAHE HA CHPACYHOCBAORATA 3200/1eBAEMOCT €
CXOJIEH C TO3H MNPH MAUKEHTH C XHIEPTOHHA.

Hesxenanute peakunu, H3GpoeHu no-gony, oTpasssar PE3YNTATHTE OT KOHTPOJHPAHH KIHHHYHH
NPOYYBaHHA NPH NAUHEHTH, JIEKYBAHH 32 XHNEPTOHHA H OT NOCT-MAPKETHHIOBH JOKNANH.
H36posBaHeTo 0TUMTA M HACTBLNIWAKN CEPHO3HH HEKENAHH PEaKkLHH H HEXKENAHH PeaKUHH, BOJEWH 10
MNPCKBCBAHE HA NEYEHHETO, I0KNA/IBAHU NPH TPH ABATOCPOUHH KIHHHYHH NPOYYBAHHA, BKJIIOYBALLH
21 642 nauMeHTH, TEKYBaHH C TENMUCAPTAH 38 HAMAABAHE HA CbpACHHOCBAOBATA 3a001eBaeMOCT 34
NnepHoa A0 ILUECT FOANHH.

AMIOAUNKHH

Hafi-yecTo choOwasanuTe HexenaHy PEAKUHH NO BPEME HA JICYEHHETO Ca CLHJIMBOCT, BHEHE HA CBAT,
rnaBobonue, chpuebHeHe, 3auepessane, GONKH B KOPeMa, rajene, MOZyBaHE Ha FIE3EHHUTE, OTOK H
yMOpa.

CnMChK Ha HEXENAHUTE JeKADCTBEHH peakumny oA GopMaTa Ha Tabinua.

HesxxenaHute peakuuu ca onpeneneHu ciope/l YECTOTAaTa Ha Bb3HHKBAHE, ChINIACHO cleaHaTa
Knacurkaums: MHOro dyectu (21/10); wectu (>1/100 a0 <1/10); nevectu (=1/1 000 no <1/100);
peaku (=1/10 000 no <1/1 000); muoro peaku (<1/10 000), ¢ Heu3BecTHa YecTOTa (OT HANHYHHTE
NaHHH HEe MOXe na Obae HanpaBeHa OLEHKA).

BB Bcsika rpyna, HexenaHHUTe peakuHH €a MpeCTaBeHH B HU3XOIALL pel NO OTHOLWEHHWE HAa TAXHATa
CEPHO3HOCT.

MedDRA Hexenaan peaknun YecroTa
Cncremo-oprasen kaac AMJonEnHH Teamucapran
Hugexyuu u ungpecmayuu | Undbexumn Ha nuxouHuTe - HEYEeCTH

MbTHLLA, BK/. LIUCTHT,
WH(EKLUH HA FOPHHUTE
AWXATENHH MbTHULLA, BK.
GapHHIHT U CHHY3HT

CencHc, BKIIOUHTENHO ¢ - penKkH
neTaneH uxon '
Hapywenus na xpvema u AHEMHA - HEYeCTH
aumMpuama cucmema
Eo3nHodnnus - peakH
TpombGouurToneHus MHOrO peaku peaxu
JlerkouuTONEHNS MHOIO pe/iKH -

Hapywenun na umynnama | Anadpunaktvuna peakups, -

cucmema CBPBbXYYBCTBHUTEJIHOCT
AnepruyHa peakums MHOTO peaKH /

Hapywenua na Xunepkainemus - L

memaboruzma u E




'

xpanenemo Xuanornunkemuns (npy - peaAKH
natiweHTH ¢ anaber)

XHneprivkeMus MHOT'0 peaKH -

Hcuxuunu napywenun Henpecus, 6e3cbhue HEYEeCTH HEYECTH
[Ipomana Ha HacTpoeHHeTo HEYECTH
(BKNIOUHTENHO BE3MOKOMHCTRBO)
besnokoiicteo - peaKH
Ob6bpkaHocT peakH -

Hapywenun na nepenama | Cvuausoct YECTH peaKH

cucmema 3amasiHOCT, rnaBoBonue YecTH -

(ocobeHo B HayanoTo Ha

JIEYEHHETO)

Tpemop, aucreysus, HEYECTH -

XHNOECTe3us, napecresus

CuHkon HEYECTH HEYECTH

[ToBHwen Myckynen Tonyc, MHOIO pefkKH -

nepupepHa HeBponaTUs

ExcrpanupamuaeH cuHapom C HEU3BECTHA -
YeCcTOTa

3pumennu napywienun 3pHTENHH CMYLLIEHHA YECTH pelKH
(BKIIOYHTENTHO AHMACNHSA)

Hapywenua na yxomo u TunuTyC HEYeCTH -

nabupunma CeeToBbpTEX . HEe4ecTH

Cepdeunu napywenun [MannuTauun YECTH -
bpanukapaws HEYecTH HeYyecTH
Taxukapaus - peaKH
ADHTMHA (BKTIOUHUTENHO HEYEeCTH -

KaMEpHa Taxukapams,
NPeAChPAHO MBXKAEHE)
MrdapxT Ha Muokapaa MHOTI'O peaKH -

Crvdoeu napywenun 3a4yepBaBaHe Ha JIHLETO YyecTH
XunoTtoxus HEYeCTH HeuecTH?
OpTocTaruyHa XUNOTOHMS - HEUYeCTH
Backynur MHOrO peOKH -

Pecnupamopnu, zpyonu u AucnHes YECTH HEYECTH

MEOUACIMUNAIHU PunuT HEYeCTH -

Rapyuienun Kawuuua HEYECTH HEMEeCTH
HurepcTuunanta 6enoapobua MHOTO peaku®
bonecr

Cmomawuno-upesnu [IpomsiHa B puTBHMa Ha YeCTH -

HApyeHun Aedexauns (BKIIOYHTENHO
AHAPHA U KOHCTHNALIMSA), .

Y
rafeHe WA 110 \
Abaomunanua Gonka, YECTH o~ \
ANCTIENCHA o KN <) \
Huapns, ¢pnarynenuns - k_“_ - ,(;} =]
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Cyxora B ycTara

HEYCCTH

peaKH

Cromawen arckomeopr,
ANCTEY3Ha

peaKH

[Nankpearur, ractpur,
THHTHBAJIHA XHNIEpia3us

MHOTIO peaKH

Xenamobuauapru
Hapywenun

Xenatur

MHOr0 pe/IKH

Hapyuwena yepHoapo6ua
dyxuus, YepHOAPOGHH
HapYyLIEHHA

peaky’

A baTeHunua

MHOI0 peaKy

[ToBHluEeHW HHUBA Ha
YEPHOAPOOHHMTE eHIUMH

MHOrO peaku*

Hapywenun na xoxcama u
ROOKOMCHAMA MbKAN

Y prHkapns

HCYCCTH

peaKH

Koconan, nypnypa,
JENMUIrMEHTALMA Ha KOXKaTa,
€K3aHTeMa

HEYECTH

[lpypuTyc, 06pus

HECYCCTH

HCYECTH

XUnepxuaposa

HCYECTH

HCHCCTH

Epurema myntudopme,
ekcoauaTHBEH OepMaTHT,
CUHIpOM Ha Stevens-Johnson,
otok Ha Quincke,
foTovyBCTBHTENHOCT

MHOTO peaKH

Ex3ema, epurema, ypTukapus,
neKapcTaeH 0OpHB, TOKCHUEH
KOXeH obpus

peaku

AHruoeaem

MHOTO PEAKH

pelku

Tokcuuna enuaepmanna
HEKpOonHu3a

C HCH3IBECTHA
YECTOTA

Hapywienun na mycxyano-
CKeREMHAMA CUCIMEMA U
COeOUHUMERRAMA MYKAH

OTok Ha rneseHa, MycCKyHu
KpaMmIiy

YECTH

Muanrus

HEHCCTH

HEYECTH

bonka s repba

HCYECTH

HCYECTH

| ApTpanrus

HCYECTH

JAKH

MycKynHH cnasmu

HCYCCTH

bonku B kpaithuumTe, 601Kka 8
CYXOXKHIHE (NOAOOHH Ha
TEHAHHHT CUMMTOMH )

peaKH

Hapywenun na 6v6peyume
i RUKONRUmMeEe Momuia

brbpeuHo yspexnane,
BKJHOUYHTENHO TEXKA

ObOpeuHa HegocTaTLUHOCT

HCYCCTH

HapyLIEHHE Ha YPHHUPAHETO,
YECTO YPUHHPAHE, HOMHO
YpHHHpaHe

HCUECTH

Hapywienun ua
8v3npoussooumennama

cucmema u zepoama

Epextiana ancdynkums,
FMHEKOMACTHS

HCYCCTH

Obwiu napywienun u
edpexmu Ha macmomo Ha
npunodcenue

Enem

MHOT'O YECTH

YMopa

HYECTH




AcTeHus YeCTH HeYeCTH

bonka B repaunTe HEYECTH HEYECTH

Obuwo Hepa3znonoxeHue, HEYECTH -

boaka

['punonoaobHo 3abonasaue - peAKH
H3creosanun [ToBHLLEHO TEeeCHO Terno, HEUECTH -

NMOHHMKXEHO TeNIECHO Terno

[ToBMiLEeHH HUBA HA . HEeYeCTH

KPEaTHHHH B KpPbLBTA
[ToHuxeHH HHBA Ha - peaKH
XeMOornoduH, ysennueHa
KOHUEHTpaLus Ha NUKOYHA
KMCE/IMHA B KPLBTA,
MOBHLUIEHX HMBA HA
Y4epHOAPOOHHUTE EHIUMMU,
NOBHLUCHH HHUBA Ha
docokuHaza B KpbBTa

1, 2, 3, 4: 33 HOMBIHUTETHH OMUCAHHSA, MOJIS, BHXKTE noapasnen "Onucanue na uzbpanu nexceranu
peaxyuu”

* Haii-Beue B CLOTBETCTBHE ¢ X0/ecTasa

OnucaHne Ha W3OpAHH HeXeNaHH peaklHy

Cencuc

B npoyusaneTo PROFESS e HabGnroagaBaHa nosuiueHa 4ecToTa Ha BL3HHKBAHE HA CEHCHC npH
TE/IMHCApTaH B cpaBHeHue ¢ nnauedo. CrburneTo Moke A2 € cyyaiiHa HAXOAKA WIH CBBbP3aHa ¢ A0
MOMEHTA HEW3BECTEH MEXAHH3IBM (BXK. CBIIO TOUKA 5.1).

XHnoToHUs

Ta3u nexenana peakuma e cbo6LIEHA KATO YECTa MPH NALHEHTH C KOHTPO/IHPAHO KPbBHO HANATAHE,
KOMTO Ca /IEKYBaHH ¢ TEJIMHCapTaH 33 HaMalABaHe Ha CbPACYHOCHAOBaTa 3a001eBaeMOCT NpH
NPOBEACHO CTAHAAPTHO NleYEHHUE.

HapyweHa YepHoapobua ¢yHKUHA/MepHOApoSHO HapylueHue

[NoBeueTo cnyyaun Ha abHopMHa yepHOAPOGHA DYyHKUMA/MEPHOAPOBHO HapyLUEHHE OT NOCT-
MapKETHHIOBHUA OfIMT C& HACTBAKW/IM NPH NAUKWEHTH OT ANOHCKH Npou3xod. [Tpy nauMeHTH OT ANOHCKH
POH3XOA UMA MNO-rojAMa BEPOSTHOCT 3a PA3BUTHE HA Ta3M HEXKENAHA IEKAPCTBEHA PEaKLMS.

HurepcTuunanyia 6enoapobua Gonecr

Cnyuaun Ha uHTepcTHIIHANHA GenoapobHa GonecT ca IOKIaABAHM OT NOCT-MAPKETHHIOBHS OTIUT BhB
BPEMCBA BPB3Ka C MPHEM Ha TeMHcapTaH. Bunpekn ToBa, npHYHHHO-CNEACTBEHA BPB3Ka HE €
YCTaHOBEHA.

Cobluenu ca cryuan Ha HHTECTUHANEH aHTHOEAEM cnes yrnoTpe6a Ha aHrHoTeH3uH 11 peuenTopHu
AHTArOHHMCTH (BX. Touka 4 .4).

Crobuwiapane Ha NOOO3IUPAHK HEXKENAHH DEaKLIMH

CbobluasaHeTo Ha NONO3IHPAHK HEXKENAHU PeaKLMK CJlel paspeLiaBaHe 3a ynoTpe
NMPOAYKT € BaXHO. ToBa NO3BO/IABA Aa NPOALIKH HADIIOAEHHUETO HA CHOTHOLLEH ¥ |
NEKApPCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CNELIHANIHCTH CE U3HCKRA [1a CHOOLLL AN [ \

" ot ' ot = 1

NOZO3UPAHA HEXENAHA PEAKLIUA Upes s AR
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Ten.: +359 2 8903417
yebcaiT: www.bda.bg.

4.9 Ilpeno3mpane
Ha paznonoxexue uma OrpaHU4eHa HHPOPMALIUA O OTHOLLEHHE Ha Npeao3vpaHe npu xopa.
CuUMITroMu

Hali-s8HuTe npossnenns Ha npenosupate ¢ TEIMHCAPTAH Ca XMMOTOHHA H TAXHKAPAKA, Ma
CbOOLLUEHHA H 32 GpaanKapaus, 3aMasHOCT, NOBULIEHHUE HA HUBATA Ha CEPYMHHUA KPEATUHHH, TEKKO

01B6peuHo yBpexaane.

Hanuunara undopmauns npenonara, ue 3HaudTenHo NPEAO3HPAHETO ¢ AMIIOAHIIHH MOXKE 13 HMa KAaTO
pe3y/ITaT TBLPAE 3HA4YUMa NepudepHa BasoaUIaTALMA, KAKTO M pedieKcHa Taxukapaus. Crobiuasa ce
W 38 HIABCHA M BCPOATHO NPOAB/DKHTENIHA CHCTEMHA XHITOTEH3HS, KOATO [1a MPEMHHE B LLIOK,
BIUTIOYMTE/THO LUOK, 3aBbPLIBALL ChC CMBPT.

Hekapauorenen 6enoapoben otok ce c1obiasa paako karo nocieamua or Npeao3npaHe ¢
AMIONMNKH, KOHTO MOXE 12 C€ NPOABH Che 3a6aBeHO Hauano Ha edexTa (24-48 yaca cnen
NOrbLIAHE) H 1a H3HCKB& H3KYCTBEHA BEHTHNIALMA. PaHHUTe PeaHHMAaLHOHHH MEPKH (BKITIOYHTENHO
HATOBApBaHE C TEYHOCTH) 3a NOAXbPKAHE Ha Nepdy3UATa U ChpaCHHHS 1e6HT MOraT na 6baaT

yCKOpsBalLlK (GakTOpH.

Jleyenne

INaurenTsT Tpaba na 6bae BHUMATENHO HAGTIOAABAH, 2 NEYEHHETO TpabBa na € CUMATOMAaTHYHO M
noaabpxailo. CxeMara 3a JIeHEHHE 3aBUCH OT BPEMETO OT MOMEHTA Ha NornbLaHe, KaKTo H OT
TeXeCTTa Ha cHmmTomuTe. [IpeanaranuTe MepkH BIIIOYBAT NPeAH3BHKBAHE Ha NOBpbLUIAHE W/ HWIH
JlaBaK Ha CTOMaxa. B cnyqan Ha npeao3HpaHe, KAKTO HA TEIMHCAPTaH, TAKa M Ha aMJIOJIMITHH, KATO
CPCACTBO MOXE 1@ CE U3MOJI3BA H AKTUBEH BBIJIEH.

HuBaTa Ha cepymHHTE enexTponnTy U KpeaTHHuHa TpabBa na 6baaT uaMepBaHu yecto. [pu Hanuuue
Ha XMNOTEH3HA, MALMEHTT TPAOBA Na Ce NOCTaBH NerHan no rpub, Karo yecTo My Gbae NPUIAraHo
ObP30 BIHBAHE HA COAM H OOEMO3AMECTHTENH.

Ba30KOHCTPHKTOp MOXeE 0a € OT NMon3a 3a Bb3CTAHOBABAHE HA CHAOBHA TOHYC H apTEPHATHOTO
HATATAHE, NPH yCNOBHE, Y€ HAME NPOTHBONOKA3aHKS 3a NPHIOKEHUETO My. HHTpaBeHo3HOTO
MPHJIOKEHHE HA KATLIMEB FIIOKOHAT MOXE Aa € OT N0/13a 32 NPeoaosisBaHe Ha edekTuTe oT 61okanaTa
Ha KanUHeBUTE KaHanH. ThH KATO aMIOAUNHUH Ce CBBP3BA 3APABO C MIA3MEHHTE MPOTEHHHTE,
AHANK3aTa BEPOATHO HiMa Aa Obae oT nossa. ChLUo TakKa, TENMHCAPTAH He Ce OTCTPAHABA Ype3
X€MOAHAH3a.

§. ®APMAKOJIOITHYHHA CBOMCTBA

5.1 <PapmaxkoarHaMAYHH CBOliCTBa

(bapMakoTepaneBTHYHA IPyna: AKTHBHH BELIECTBA, NeHCTBALUM Ha PeHHH-2HIFHOTEH3UHOBATA
CHCTEMa, aHrHOTeH3HK Il peuentophu 610kepu (APB), 610kepy na kanunesnte kananu; ATC koa:

C09DB04.

Teamucapman

MexaHH3bM Ha aelicTBHE




Ha AT - peuentopa. TenMucapTaH ce CBbP3Ba CEEKTUBHO KbM AT] - peuenTopa, KaTo CBLP3BAHETO
¢ TpaHHO. TeMucapTaH He Noka3Ba apUHUTET KbM APYrH PeLENTOpH, BKIOUHUTENHO AT2 u aApyru no
cn2bo npoyuenun AT- peuentopu. OyHKUMOHANHATA POAg HA Teu PELENTOPH € HEUIBECTHA, KAKTO M
ePeKTbT HA Bb3MOXHATE MM CBPbXCTHMY/IALUMS OT AHFHOTEH3HH il, yuuTO HMBA ce noeuwaBaT OT
TeAIMUcapTaH, TeanMucapTaH HamManABa NiIa3MeHHTE KOHUCHTpaLMK Ha aNA0CTEPOH. TeIMHCapTaH He
MHXMOHPA YOBELIKHAT IUIA3MEH PEHHH K He 6nokupa HoHHuTe kananu. Teamucapran He HHXHOUpa
aHTHOTCH3HH-KOHBEPTHPAUIMA €H3HM (KHHUHA3a II), kouTo pasrpaskna v 6paaukunnH. 3aToBa He ce
OH4KBA 3ACWIIBAHE HA OMOCPEACTBAHHTE OT OPAAHKHHHUH HEXKENAHH JICKADCTBEHN PEaKLUHH.

Ipu yoseka, no3a ot 80 Mg TenMHUCcapTaH NOYTH HILATO NOTHCKA NPEeIHU3BUKAHOTO OT AHTHOTEH3MH 1]
FMOBHILCHHE Ha KPBLBHOTO HanaraHe. EdexTsT Ha noTuckaHe npoawkmkasa 24 yaca M e H3MEPHM 110

48 yaca.

Kannnyna epukacHocT W 6e3onacHoct

JleueHHe Ha eceHUHaNHa XHOEPTOHHUA

Cnen nbpsarta 1032 Te/IMHCAPTaH, AHTHXMNEPTEHIMBHATA AKTHBHOCT MJ1ABHO 3ANOYBa Aa ce nposBasa
C/IER 0KOJ10 3 Haca. MakCHMaIHOTO NOHMKEHHE HA KPLBHOTO HAAT2HE Ce MOCTHIE B oOwma cnyuaii
38 4 10 8 cenMHLIM clten 3aMoYBAHETO HA NEYEHHETO, H Ce NoAALPXKA NO BPEME HA LCTHA NEPHOL HA
JeyeHHue.

AHTHXHNIEPTEH3UBHHAT edekT ce Noaabpka B TeueHHe Ha 24 yaca Cjle1 NnpYeMaHe U BKJIIOYBa
NOCNEHHTE 4 Yaca Npeau CIeABalLaTa 1034, KOETO CE YCTAHOBABA Ype3 H3MepBaHe Ha KPbBHOTO
HanaraHe B aMOynaropHH ycnosHa. ToBa ce NoTBbPXAaBa OT ChOTHOLIEHUATA Ha NMHKOBETE, KOMTO ca
HaeHTHUHH Haa 80 % cnen npuemane Ha no3u ot 40 u 80 mg TEJIMHCApTaH B M.1aLe60-KOHTPONKUPaHH
KITHHUYHH M3MHTBAHHA. Y CTAHOBABA Ce 3a0eNenuMa TEHACHLIUA KbM 33BUCHMOCT Ha 103aTa OT
BPEMETO 3a Bb3CTAHOBABAHEC HA HAYAIIHOTO ChCTONHYHO KpbBHO HanaraHe (CKH). B To3H cMuCHA
AAHHUTE OTHOCHO HACTONHYHOTO KpbBHO Hansrade (JIKH) ca npotueopeynsn.

Ipn naumnenTy ¢ xunepronus, reamucapran PEAyUHPa CHCTONHHHOTO H JHACTOTHYHOTO KPBBHO
HansaraHe, 6e3 1a 3acara 4ecToTara Ha cbpueGueHe. [TpHHOCHT Ha AYMpPETHUHHMA H HATPHYPETHUHMS
e(PEeKT Ha NEKAPCTBEHHSR NPOAYKT KbM HErOBATA XMNOTEH3IWBHA AKTUBHOCT € B npouec Ha
yCTaHOBABaHE. AHTHXHNEPTEH3UBHATA €PHKACHOCT Ha TE€IMHACAPTaH € CpaBHMMA C Ta3K Ha
BELICCTBATA OT APYrH K/1aCOBE AHTHXHMEPTEH3UBHH IEKAPCTBEHH NPOAYKTH (KOETO € JOKa3aHO B
KAMHHYHHY U3NUTBAHUSA, KHAETO ePEKTUBHOCTTA HA TEJIMUCAPTAH € CPABHEHA C Talu Ha aMJIOAMITHH,
aT€HOJION, €HANANPHN, XHAPOXJIOPOTHA3HI, H THIHHONPHI).

an BHEC3AIMHO NPEKbCBAHE HA JIEYEHHETO ¢ TCIIMHCAPTAH, B PAMKHTE HA HAKONKO JHH KDPBBHOTO
HaNATaHE NOCTEIMEHHO CE BBL3CTAHOBARBRA 0 [TbpBOHAYANUTE napaMeTpH OTNpeau 3ano4YBaHETO Ha
JIEHCHHWETO, KATO HE € JOKA3AHO Bb30OHOBIBAHE HA XHNCPTCH3HUATA.

HecToTaTa Ha Cyxa KaLLIMLA € 3HAYMTETHO NO-HUCKA NPH NALMEHTHTE, NeKyBaHH C TeIMUCApPTaH,
OTKOJIKOTO NMPH TE3H, KOWTO Ca IEKYBAHH C MHXHOHTOPH HA AHMHMOTEH3IWH-KOHBEPTHPALLMTE EHIHMH,
KOETO C€ YCTAHOBABA B KITHHHYHH H3MMTBAHHUA, AHPEKTHO CPABHABALUM ABATA THNA
AHTHXHMNEPTEH3UBHO JIeYEHHeE.

CbpaeuHOCHA0BA NPEeBEHLMS

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHsABA €DEKTHUTE OT MPUNOIKEHHETO HA TEIMHCApTaH, paMUNpui U KOMOHHALMATA OT TENMHCAPTaH
H PAMUIPHIT BbPXY PE3yNTATHTE MO OTHOILEHUE HA CHPAEYHOCHAOBATA CHCTEMA, npy 25
MAUHEHTH Ha Bb3PAcT > 55 roauHH, C aHaMHE3a 3a KOPOHapHa aprepuanHa bonect, M
IPEXOAHO HAPYLUCHHE HA MO3BLYHOTO KPbBOOOpALLEHHE, YBPEKAaHE HA NepuhepHH
3aXapeH QKadeT THN 2, CLMBLTCTBAH ¢ AAHHH 33 yBpexaaHe Ha NPHLIETHHTE OPraHu
PETHHONATHA, NEBOKAMEDHA XHNEPTPO(PHA, MAKPO- HIH MHKPOANGYMUHYPHA), KO
PHCK OT HACTBINBAHE HA ChPAEYHOCHAOBH HHUMAECHTH.




[MauneHTHTE Ca paHAOMHU3IKUpAHH B €0HA OT ClenHUTE TPH rpyny 3a nieyeHue: Tenmucaprtad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) win koMEGuHAUMA OT Teamucaptad 80 mg u pamunpun 10 mg
(n=8 502), nocnensano ot npocneassaHe cbe cpeaHa MPOABMKHTETHOCT OT 4,5 roanHm.
Tenmucapran nokassa cxoneH edekT ¢ paMUNIPUA MO OTHOWEHHE HAMATIBAHE Ha MbpBUYHATA
CBCTABHA KpalHa TOUYKa OT CbPAEYHOCHAOBA CMBPT, HedaTaneH HH(pAPKT Ha MHOKapaa, HedaTaneH
MOIBUCH MHCYAT WK XOCNHTANH3AUWA NOPAIH 3ACTOMHA ChpAeyHA HEAOCTATBYHOCT. YecToTaTa Ha
NbpBUYHATE KPaHHA TOYKA € CXOAH2 B MPYMHTE Ha TenMHcapTaH (16,7%) v pamunpun (16,5%).
KoedHumnenTsT Ha puck npw Te/IMHcapTaH crnipaMo pamunpun e 1,01 (97,5% C1 0,93 -1,10; p (1e no-
Maska epukactoct) = 0,0019 npu mapx or 1,13). IMpoueHTHT Ha cyyauTe HA cMBPT NO Besika
pHYHHA € ChOTBETHO 11,6% W 11,8% npu nauuenTHTe, NekyBanu c TENIMUCAPTAH X paMUNIPUIL.

YcTanoBeHO e, ye edeKTHBHOCTTA Ha TEIMHCApTaH € CXO/1HA C Ta3H HA PAMHIIPHA NPH NPEABAPHTENHO
Onpe/leI€HaTa BTOPHIHA KpaiHHa LEN OT ChPACYHOCHAOBA CMBPT, HedaTaeH HH(papKT Ha MHOKapaa
HedaTanes MosbueH uucyaT [0,99 (97,5% CI 0.90 ~1,08; p (He no-manka emkacuoct) = 0,0004)],
MbPBHYHA KpaHHa uen B peepeHTHOTO npoyusae HOPE (The Heart Outcomes Prevention
Evaluation Study), koero uscnenpa edekra Ha PaMHNIPHA cnpaMo auedo.

B npoyusaneTro TRANSCEND ca PaHAOMHW3IHPaHH NALMEHTH C HENMOHOCUMOCT kKbM ACE-I
HHXHOHTOPH, HO HHa4e CbC CXOMHU KPHTEPHH 33 BKIIOYBAHE KAKTO B npoyusaHeTo ONTARGET B
rpyna, npuemaila tenmucapral 80 mg (n=2 954) wau nnauebo (n=2 972), karo u asara NPOAYKTa ce
fipUarar B JOMbIHEHHE KbM CTAHAAPTHOTO NedeHne. CpeaHaTa npoablKUTeNHOCT Ha npocneasBaHe
€ 4 roaunn u 8 meceua. He ce ycTaHOBABa CTaTHCTHYECKH 3HAYMME pazniuka B 4ecToTara Ha
TbPBHYHATA ChCTABHA KPaHHA TOUKA (ChPAEYHOCHA0BA CMBPT, HedaTaneH HHGApKT Ha MHOKapAa,
HedaTaneH MO3bYEH HHCYNT WIH XOCTHTATHIALUMS NOpaaH 3aCTOHHA ChpAeYHA HEROCTATHYHOCT)
(15,7% B rpynara Ha Tenmucapran u 17,0% B rpynara Ha nnaueto, ¢ koeduuneHT Ha puck 0,92

(95 % CI1 0,81 —1,05; p = 0,22)]. Uma aaHHM 3a non3aTa ot TEJIMUCAPTaH B CpaBHEHHE ¢ nnauedo no
OTHOLUCHHE Ha NPENBAPHTETHO ONPEAE/IEHaTa BTOPHYHA ChCTABHA KPaiiHa TOuKa OT CBPAEYHOCHA0BA
CMBPT, HedaTaneH HHPapKT Ha MHOKapAa U HedaTaleH MOTbUeH HHcynT [0,87 (95% CI 0,76 —1,00:
p = 0,048). Hama naunu 3a nonsa no oTHOLIEHHE Ha HAMANIBAHE Ha CbpE4HOCHAOBATA CMBPTHOCT
(koedmumneHT Ha puck 1,03, 95% CI 0,85 —1,24).

Kawnuua 1 aHrnoenem ce cbo6iuaBar no-psaako Npy NauHeHTH, NEKYyB&HH C TEIMHCAPTaH, OTKOJIIKOTO
fpH NALKEHTH, ICKYBAHH C PAMHNPHJI, A0KATO NPY TEPANHA C TENMHCAPTAH N0-4€CTO ce choGLIaRa 3a
CYYaH Ha XWUIMOTOHMS.

KoMbunHpaneTo Ha TesMucapTaH ¢ paMHNpPUA He 1aBa NOMWIHUTENHA NON3A CrpAMO
CaMOCTOATENHATA TEPANKA C PAMHIMPU WK TenmucapTad, ChbpaeuHOCHAOBATA CMBPTHOCT H
CMBLPTHOCTTA NO BCAKA MPHYHHA, KATO YHCIEHO H3paKEHHE, Ca 10-BUCOKH MpH KOMOHHHUPAHOTO
neveHue. OCBEH TORA, HMa 3HAYHMO MO-BUCOKAE YECTOTA Ha XunepkanneMHus, OvbpeuHa
HEJOCTATBLHHOCT, XHIIOTOHHSA H CHHKOM B PAMOTO ¢ MAalMEHTH Ha KOMOHHHPAHO fleyeHue, [Mopaawu
Ta3H NpHYKHA, €IHOBPEMEHHATA yNOTpeba Ha TEIMUCAPTAH H PAMHNPKA He ce NpenopbLYBa NMpH Ta3M
nomynaius.

B npoyusareto “IIpodunaxtruen pexum 3a edeKTHBHO npeana3saHe OT NOBTOPEH MO3bYEH HHCYNT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu naumenTH Ha 50
FOAHHH WM NO-BB3PACTHH, KOHTO HACKOPO Ca NOJTYYWIH MO3BYEH MHCYAT, ce 3a6eNq38a NoBMILIeHa
HCCTOTa HAa Bb3HHKBAHE Ha CENCUC NPH TeIMHCAPTaH B CPaBHEHUE ¢ niauebo, 0,70% cnpamo 0,49%
[RR 1,43 (95 % nosepurenen unrepsan 1,00 - 2,06)]; yecToTaTa Ha Bb3HMKBAHE HA CENCHC ¢ ¢partaneH
W3XOL € NOBHILICHA NDH NAUNEHTHTE, NpUEMallH TeamucapTaH (0,33 %) CNpAMO NALHEHTHUTE HAa
nrauedo (0,16 %) [RR 2,07 (95 % nosepurenen HHTepsan 1,14 - 3,76)). Habatonasanara nosuiueHa
1ECTOTA HA BL3HHKBAHE HA CENCUC, CBBP3aHa ¢ ynoTpebara Ha TeNMHUcapTaH MOXe Aa
OTKPHTa WJIH N2 € CBbP3aHa C MEXAHH3BbM, KOHTO € HENO3HAT 332 MOMEHTA.

/lBe ronemMu paHIOMH3HPaHH KOHTPOAKPaHH npoyusanus — ONTARGET (ONgo
Alone and in combination with Ramipril Global Endpoint Trial - Texyuio rmo6an
KpaHHU TOUKH HA TEJIMHCAPTAH, CAMOCTOATENHO H B KOMOHHALIMS ¢ paMHNpun) M



(KnunuuHo npoyusaue cabp3ano ¢ passuthe Ha HedponaTtus npyu auaber, nposeaeHo oT
MHHHCTEPCTBO MO BLNPOCHTE Ha BeTepaHuTe) — MpoyuBar ynorpedara Ha komOuHaumnara or ACE
WHXHOHTOP W aHrnoteHsun lI-peuenTtopen Onoxep.

ONTARGET e npoyuBake, npoBeneso npu nauMeHTH ¢ aHamHesa 3a CbpPACYHOCHAOBA HIH
MO3B4YHOCBHAOBA BotecT, Wnu 3axapen avaber Tvun 2, NPHAPYKECHH C AaHHH 3a yBpeXKJaHe Ha
edexTophu opraun. VA NEPHRON-D e MPOYH4BAHE MPU NALUMEHTH CbC 3aXapeH Anaber Tun 2 U
AuadertHa HedponaTua.

Te3n npoyuBaHus He Noka3BaT 3HAYUM GnaronpuareH edekr abpxy 616peunuTe u/mmn
CbPACHHOCHAOBHTE NOCIEAHLIM M CMBPTHOCT, KAaTO CHLIEBPEMEHHO ¢a HAGTIOAABAHH NOBHILEH PHUCK
OT XHNCPKATUEMHS, OCTPO yBpeRaaHE HA GBOPELHTE H/HIH XHNOTOHHS B CPRBHEHME C
MOHOTepanmusTa. KaTo ce uMat npeasua cxoaHHTe UM papMakoAHHAMHYHM CBOKHCTBA, TE€3H pe3yNTaTH
Ca NPpHUIOXKHUMH H 3a ApYrd ACE HHXMOHTOPH H @HFMOTEH3HH [I-peuentopxu 6nokepu.

ACE uHxu61TOpH M anrvotensmH [I-peuentopuu 610kepH cnenosarenno He Tpa6ea na ce winon3eaT
CAHOBPEMEHHO NPH NAUKEHTH ¢ JHabeTHa HedponaTus.

ALTITUDE (KnunnuHo npoyusane nposeaeHo ¢ ATHCKHUPEH NPH NALHEHTH CbC 3axapeH auaber THn
2 ¢ U3N0/13BaHE Ha ChPAEHHOCHAOBH U 616peunu 3a60n19BaHuA KaTO KpaiiHyM TOYKH) e Npoy4BaHe,
APEAHAIHAYCHO la U3C/1IEABA N10/13aTa OT A06ABAHETO Ha ANHCKUPEH KbM cTaHaaptHa tepanus ¢ ACE
HHXHOUTOP MK aHMHOTEH3HH ll-peuenTopen Gaokep npu naumeHT! che 3axapeH anabdet THN 2 u
XpOHHYHO ObOpeyHo 3a6onsBane, CHPAEHHOCHIOBO 3a60NIBAHE WIH W IBeTe. [IpoyuBanero ¢
MPCKPaTeHO NPEXACBPEMEHHO NOPANH NOBHLIEH PUCK OT HebIaronpuaTHH nocienruM. Kakro
CBPACHHOCH0BATA CMBPT, TAKa H HHCYATDLT €A MI0-YECTH B IPYNAaTa Ha anuCKHPeH, OTKOIKOTO B
rpynara Ha nnaue0o, a NpeACTaRIABAKTE HHTEPEC HEXKENAHH CLOMTHS M CEPHO3HH HeXKeaHH
CLOHTHS (XUNEPKATHEMHS, XHIOTOHHS U 6bOpeuHa aucdyHkuma) ce crOGWABAT NO-YecTO B rpynara
Ha AIHCKUPEH, OTKOJIKOTO B rpynara Ha riaueto.

Amrodunun

AMIOUNHH € HHXHOHTOP Ha HHONYKCA Ha KANLIHEBHTE HOHH OT AHXHAPONHUPUAHHOBATA IPyna
(Onoxep Ha 6aBHHTE KAHANH WK AHTArOHKCT Ha KAJILUEBUTE HOHH) H HHXHOUpa TpaHCMeMBpaHHuS
HHQYKC Ha KATUMEBH HOHU B rnankHTe MYCKYJIH Ha CbPUETO H KPbBOHOCHUTE ChIOBE.

MexaHu3MbT Ha RHTHXMNEPTEHIHBHO ACHCTBHE Ha AMIOMITHH C€ IB/DKH Ha AHPEKTHHUR penakcupatl
edeKT BbPXY ChAORATA r1aAKa MYCKynartypa. ToYHHAT MexaHH3bM, upes KOHTO AMIOJHITHH
o0niekyaBa CTEHOKAPAHATA, HE € HAMMBL/IHO H3IACHECH, HO aMNOAHNHH HaManNABa OOLLIOTO HCXEMHYHO
HAaTOBAPB&HE NO CICIHUTE ABa MEXAHHIMA:

l. AMNOIUMNHH NPEAH3BUKBA JHAATALMA HA nepudepHUTE aPTEPHOIM K 1O TO3H HAYUH HAMANABA
0611O0TO nepudepHo CLNPOTHRIEHHE (Cnen HaTOBApPBAHETO), CpelLy KOSTO ChpLeTo paboTH.
Tb# kaTo cbpaeunaTa yecTota ocTapa crabuiHa, ToBa 0OpeMeHsaBaHe Ha CbpLETO HaMaJIABA
CHEprulHaTa KOHCYMALMs U HYXIHTE OT KACIOpOd HAa MUOKap/a.

2. MexaHn3MbT Ha gelicTBHe Ha aMNOAUMUH BEPOATHO BKJTIOYBA AWNATALHA HA OCHOBHHUTE
KOPOHApHH apTepHH H KOPOHAPHHMTE aPTEPHOITH, KAKTO B HOPMAJTHUTE TAKa M B MCXEMHUHHTE
obnactu. Ta3zu ounaraums ysennuasa NPHTOKA HA KHCIOPOA KbM MHOKApPAA NIPH NMALUEHTH ¢
KOPOHapeH apTepuaneH cnaibm (anruHa Ha Prinzmetal wau sapuaHTHa CTEHOKpaaus).

Ilpn naumeHTH ¢ XMNEPTEHINA NO3HPAHETO BEAHBIK AHEBHO OCHIYpABa KIIHHHYHO 3HA4YMMO

HaMaJICHHE Ha APTEPHANHOTO HRNATAHE B JIETHANO M H3NPABEHO NONOKEHHE B MPOALIKEHHE Ha
24 yaca. [opaau 6aBHOTO Hauano Ha neficTeHe OCTPaTa XHIOTOHHA HE Ce CPeLUa NPH NPHIoK
Ha AMJIOJHITHH,

Ha PU3MYECKO HATOBAPBAHE, BPEMETO O NPOBOKMPAHE HA AHFHO3HHSA NPHCTBN M BIA
Aenpecua Ha ST cermenTa ¢ Imm M HaMansBa KAKTO YECTOTATA Ha NPUCTBIMTE Ha 0}
H NpuemMa Ha TaG/eTKH MULEPH TPHHHTDAT. T




Ynompeba npu nayuenmu ¢ xoponapua 6o1ecm na copyemo (HEC)

EheKTHBHOCTTA Ha aMIOAHNKH NPU NPEAOTBPATABAHE HA KNMHHYHM NPOABH NPH NALMEHTH C

kopoHapHa 6onect Ha cbpueto (MBC) e oueHeHa B He3aBHCHMO, MYTH-LUEHTPOBO, PAHAOMU3HPAHO,
ABOHHO-CNANO, N1aue60-KOHTPOINPaHO npoyuBaHe npr 1997 nauueHTH. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3u naLKeHTH, 663 ca Onau
NleKyBaHu ¢ amnogunuH 5-10 mg, 673 naumenTy ca 6uaun nexysanu ¢ eHananpua 10-20 mg u 655
MALUKEHTH Ca NIEKYBaHH ¢ M1aLedo, B 10MbHEHHE KbM CTAHIAPTHATA TEPANUS HA CTaTHHY, GeTa-

6/I0KEPH, AUYPETHLIH K aCNUPHH, B NPOABIKEHHE HA 2 roauHu. KiouosHTe pe3y/TaTH 3a

e(PHKACHOCT ca npeicTaBeHH B Tabnuua |. PesynraTuTe nokasear, ue JeHeHUETO C AMJIOIMTNHH €

CBBP3aHO C MO-MANKO XOCNHUTATH3aALMH rnopaigd CTCHOKA

nauuveHTu ¢ UBC.

PAXA H MPOLEAYPH 3a peBacKyNapH3aumnd npv

Tabnuua 1. Yectora Ha 3HAUMMMTE KIMHMYHU CLOUTHS npu CAMELOT

ChbpaeuHocba0BH CHOMTHS, AMIOINUNUH C/y

No. (% [Lnaue6o
—— CrvoTHOLIEHHE p

Y Amnoaunun | [nane6o | Enananpun | Ha pucka HuBa
(95% CI)

[1baBMYHa KpaiiHa Touka
HexxenaHHu cupaeyHoCHA0BH 151 0,69 (0,54-
- 110 (16,6) (23.1) 136 (20,2) 0.38) 003
OTgenHuTe KOMITOHEHTH
KopoHanna pesackynapusauus 103 0,73 (0,54-

78 (11,8) (15.7) 95 (14,1) 0.98) .03
Xocnyranuzaums nopaau 0,58 (0,41-
cTeHOKapMS 51(7,7) 84 (12,8) | 86 (12,8) 0.82) .002
Hegaranen MU 14(2,1) 1929 | 11(1,6) ?’Iz)(om' 37
Huicyar uin MTHA 6 (0,9) 12(1,8) |8(1.2) tl),gg)(o,w- 15
Cppae4yHoChA0BA CMBPT 5(0,8) 2(0.3) 5(0.7) ?:24%(0,48- 97
Xocnuranuzauus nopaau 3CH 3(0.5) 5(0.8) 4 (0,6) g,ig)((},lrt- 46
[losTOpeH cupaeueH apect 0 4(0,6) |1(0,1) NA .04
Hosonosasuno ce nepudepho
CHAOBO 3a6015BaHe 5(0.8) 2 (0,3) 8(1,2) 2,6 (0,50-13,4) | .24

Cokpawenns: 3CH 3actolina cbpaeuHa HeaoctaTbusoct; Cl- RoseputeneH uurepsan; MU- undapkr
Ha mHokapaa; [IMA npexonHa ncxemHuuna araxa.

Ynotpeba npu naLMeHTH cbC CbPAEYHA HEAOCTATHYHOCT

XeMOAMHAMUYHHTE H3CNEABAHUS H KOHTPOIHPAHUTE KIMHUYHH NPOYy4YBaHHSA C (PUINHECKO
HATOBapBAHE NPH NAUHEHTH CLC ChpaeYHa HeAOCTaTbUHOCT OT Knac [I-IV ot NYHA nokassar, ue
@MJIOJIHITHH HE BOAH RO KIMHHYHO BAOLUABAHE, OLUCHEHO YPE3 TONEPAHCA KbM (PHIHYECKO
HaToBapBaHe, PpakiMATA HA H3TIACKBAHE Ha NABATA KAMEPA M KNMHHUHATA CUMITOMATHKA.

[Nnauebo konTponupaHoTo npoyusane (PRAISE), NnpeaHa3HaY€HOo Aa OUEHH NMALMEHT w no%
CbpaevHa HeaocTatbyHoCT knac 11-1V NYHA, nonyuaeaiuu aurokcun, ANYPeTH

HHXHOHTOPH, NOKa3a, ue aMJIOAHNHH He BOAM N0 NOBHILABAHE HA pUcKa OT CMBPT
KOMOHHHMPAHA CMBPTHOCT U 3a60/1€BAEMOCT CbC CHPAEYHA HENOCTATbYHOCT.



NpH NARKEHTH C CbpaevHa HEAOCTATBYHOCT NYHA 11 v IV 6e3 knuHHYHK cuMnToMU WK 05eKTHBHM
HaXOAQKH 32 BB3MOXHA HIIH HAaHYHA UCXeMUYHA DonecT Ha chpueTo, NP nocToaHHa Tepanus ¢ ACE
HHXHOMTOPH, AUFHUTAIHC H ANYPETHUH, AMIOAMMHH HIMA edexT BLpXY obuiaTa chbpaeHHOCHAOBA
CMBPTHOCT. [IpH chbiuaTa nonynaums aMNOAHNKH Ce CBLP3BA C YBENWYEHA YECTOTA HA ChOBLIEHUS 3a
benoapoben otok.

HU3nuTeane Ha neyerHe 3a NpoduUNaKTHKA Ha cbpaeueH npucten (ALLHAT)

PaHaOMH3MpaHO NBOHHOCAANO NPOyuBaHe 3a 3a601eBaeMOCT H cMbpTHOCT ALLHAT
(AHTHXHNEPTEH3UBHO U THMUAONOHHKABALIO JEYEHHE 3a NPOMUIAKTHKA HA CbPACYEH NPUCTBN)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeneHo ¢ uen
CPaBHABAHE Ha HOBHTE TEPANHH: aMAOAHNKH 2,5-10 mg/neH (kaluMeB aHTaTTOHKUCT) WK JH3HHONMpPUN
10-40 mg/nex (ACE uuxubuTop) ¢ THa3HaHHS OHYPETHK xnopranuaoH 12,5-25 mg/nen kaTto neueHue
OT MbpBA IHHHA MPH NAUUEHTH C JieKa A0 YMEPEHA XHIEPTOHMS.

O6110 33 357 nauneHTH ¢ XUNIEPTOHHUA HA BBL3PACT 55 roAMHM U noBeve ca Gunu PaHAOMH3IHPAHH H
MPOCNEaeHH 3a cpeaHo 4,9 ronnHu. [TauHeHTHTE Ca UMANK NOHE eIHH JOMbIHHTENEH PHCKOB (akTop
33 KOpOHapHa DONECT Ha ChPLETO, BKIHOYHTENHO NPeLIECTBaLL MHOKapAeH WHPAPKT WK UHCYNT (>6
McCelia TpEAu BKMHOUBAHE B NPOYHBAHETO) WM SOKAIAHO APYTO aTEPOCKIEPOTHUHO CHPAEHHOCHAOBO
3abonaBane (Hag 51,5%), 3axapen auaber Tun 2 (36,1%), nunonpotenuy ¢ BUCOKA NIBTHOCT -
xonectepoa <35 mg/dl nin <0,906 mmol/l (11,6%), nesokamepHa XHNEPTPOPHA, IHATHOCTHLIMPAHA
1pe3 ENCKTpOKapAHOrpaMa unm enexrpokapauorpadeku (20,9%), Hactoaum mywauu (21,9%).

[TbpBuuHaTa kpaiiHa Touka e 6una cbLCTaBeH nokasaren ot dataneH KOpoHapeH HHLMACHT HAH He-
(paTaneH muokapaeH undapkr. He ca HaBmoaasaHu 3HaYHMK Pa3HLHA N0 OTHOLLEHHE HA
MbPBHYHATA KPaAHA TOUKA MEXULY TEPANHATA C aMIOAKNHH K TEPANHATA C XJIOPTATHIOH: KoeHLHMEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. INpu BTOpHuHHTE KPalHH TOYKH, 4ECTOTATA Ha ChPACHHA
HEOCTATLYHOCT (KOMMNOHEHT Ha ChCTaBHATa KOMOUHMPAHA CHPAEYHOCHAOBA KpaiHa TouKa) € Onia
CHIHU(QHKAHTHO NO-BMCOKA B IPYNAaTa Ha aMIOJHMHH, OTKONKOTO B rpynara Ha xiuoprannzgoH (10,2%
cnpsimo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bonpeku ToBa, He ce HabMONABAT 3HAYMMH
PA3THYHA 11O OTHOLIEHHE Ha obLuaTa CMbPTHOCT MEXKAY rPyNaTa Ha TEPanMA C AMIOAKNHH M Ta3H Ha
Te¢panua ¢ xnopranuaox RR 0,96 95% CI [0,89-1,02] p=0,20.

5.2 @apMaxoKHHETHYHH CBOHCTBA

Teamucapman

Abcopbuus

AbcopbumsaTa Ha TeMucapTaH € Gbp3a, BbIPEKH Ye abcopbupaHoTo konnuecTso Bapupa. CpeaHara
abcomoTHa 6MOHATHYHOCT 3a TeMHcapTaH e okono 50 %. Koraro TEJIMHCAPTaH Ce NPHeMa ¢ XpaHa,
HAMANIBAHETO Ha MNIOWITA MO/ KPMBATA HA CLOTHOLUEHHETO M1a3MEHa KOHUEHTpauHa-speme (AUC(-

o0) BapHpa oT NpHGau3uTenHo 6 % (no3a ot 40 mg) a0 npubaun3nTenHo 19 % (noza or 160 mg). Ho 3

1aca Ce]l pUeMm, NJ1a3MEHHTE KOHLUEHTPALIMH ca NOA0OHH, HE3aBHCHMO Nanu TEIMHCAPTAH Ce
nMpHema ¢ wiH H6e3 xpaHa.

JIMHEAHOCT/HeNHHEHOCT
He ce ouaksa ciaGoto nonmkasaxe Ha AUC 3a Tenmucapran, na NOHHKH TepaneBTU4YHATa MY

etpuxacHocT. Hama nuueiina 3aBUCUMOCT MEXKAY NO3UTE U NnasmetinTe kusa. Tlpu no3u Han 40 mg
Cmax M, B no-manka creneH, AUC ce noBHIIABAT HENPONOPLIMOHATHO.

Paznpeaenexue
Tenmucapran ce cBbp3Ba BLB BUCOKA CTENEH C M1a3MEHHTE nporeurH (>99,5 %), oc
anga-1 xucennte rnukonpoTenny. CpeaHnaTt CTaUuHOHAPEeH NPUBUAEH 0OeM Ha pasn
e npubaunauTenHo 500 nutpa.

buorpancgopmanus




Tenamucapran ce MeTabonnsnpa upes koHorauus Kbm FIFOKYPOHHA HA OCHOBHOTO CheaAHHeHHe. He e
HabntofaBaHa GapMaKoNOrH4Ha aKTHBHOCT NTPU KOHIOraTa.

EnnMuHnpane

TenmucapraH ce xapakTepusnpa ¢ 1ByeKCNOHEHUWANTHA KHHETHKA Ha pasrpaxkaaHe, ¢ TepMHHaIEH
CTHMHHALIHOHEH NOMYXHUBOT OT >2() yaca. MakcuManHaTa njiaaMeHa KOHUeHTpauna (Cma) M, B No-
Majika CTENCH, NnIoLTa Noa KpHBaTa “ruiasmMeHa KoHueHTpauus-speme” (AUC), ce noBuwIaBaT
HEMpONOPLHOHATHO Ha f103aTa. HAMa n0Ka3aTencTBo 38 KTHHHYHOZHAYHMO HaTpynBaHe Ha
TC/MHUCAPTaH, NPHUET B NPENOPBLUMTENHATA 1034, [Ina3MerHTe KOHLEHTPALHH Ca MO-BHCOKH npu
AKCHHTE, OTKONKOTO NMpH MBXKETE, O3 1a € HATULIE 3HAYHTETHO NOBJMABAHE Ha e(PHKacHOCTTA.

Cnea nepopanHo (W HHTPABEHO3HO) APHIOKEHHE, TEMHCApTaH ce OTaeNS MOYTH H3LANO ¢ (eeca,
OCHOBHO B HEMpOMEHEH BuAl. KyMynaTuBHaTa ekckpeLms 4pes ypHHata e <1 % ot nozarta. OGwmsT
nnasMeH KIHpbHC (Clia) € Bucok (npubausutento 1 000 ml/min) s CPaBHEHHE C TO3H OT
4E€pHOAPOOHHS KpbBeH TOK (0kono | 500 ml/min).

Crneumansu nonynaumu

Iion
Habmonaeanu ca pasznuke B masmenuTe KOHUEHTDALMH Ha TEAMHCapTaH, ¢ 2-3 KPaTHO NO-BHCOKH
Cmax #t AUC, CHLOTBETHO, NpH 3EHH, B CPABHEHHE C MBIXKE.

Cmapuecka eévipacm
DapmMaKkOKHHETHKATA Ha TENIMHCAPTAH HE Ce pavuiuyaBa NpH MAa0U NALKUEHTH H NaLHCHTH.B
CTapyecka Bb3pacT (Hax 65-roAMwiHa BL3pacT).

bvopeuno yspescoaue

[pu nauneHTH ¢ neka, N0 yMepeHa u Texka cTeneH Ha 61n6peuno yepexanane, ce Habmonasa
YABOABAHE HA NNA3MEHHUTE KOHLCHTPAUMH Ha TeaMHcapTaH. Bee nak, npu naupenTy c 6b6peuHo
YBPEHKAAHE, NOIOKEHH Ha NHANN3A, Ce HAONIOAABAT NO-HHCKH NTA3MEHH KOHUEHTPALIMH, Hpu
MALMEHTHTE C ObOpeuHO yBpexkKIaHe, TEIMHCAPTAH € BLB BHCOKA CTereH CBBbP3aH C MNa3MEHHTE
NPOTEHHH U He MOXe Na Obae oTcTpaneH ypes ananusa. [TonyKHBOTHT Ha enHM HHHpaHe He ce
NPOMEHA NpH nauueHTHTe ¢ 6Br6peuno yspexnaue.

Yeproopobuno yepexcoane

DapMaKOKHHETHYHHTE NPOYYBAHHA NPH NALMEHTH C YEPHOAPOOHO YBPEXKAAHE NOKA3BAT YBE/IHYABAHE
Ha abcomoTHaTa GHOHATHYHOCT Ha TenMucapTaH 10 6an3o 100 %. [TonykHBOTBLT Ha enUMHHHpaHe Ha
TC/IMHCApTaH HC CE NPOMEHA NPH NALMEHTHTE C YBPEXKIAHE HA YEPHUS ADPOD.

Amaoounun

Abco A, pasnpeaentne, CBbP3BaHe ¢ NNA3MEHHTE NPOTEUHH

Cnen nepopanHo npuioxeHue Ha NEKAPCTBEHUTE NO3M, AMIOIUIHUH ce abcopbupa nobpe, ¢
MaKCHMAalHa KOHUEHTpauKs B KpbBTa MeXAy 6-12 yaca cien npuemane. YeraHoseHaTa abComoTHA
OHOHANHYHOCT € Mexay 64 u 80 %. BHOHANHYHOCTTA Ha AMTOLMITHH He Ce NORIHSRA OT TIpUEMAHETO
Ha xpaHa.

O6eMbT Ha pasnpeneneHue Ha aMAOAHIHH e npubnusutentso 21 Vkg. In vitro npoyusanunsta
N0Ka3BarT, e NpHGIN3NTENHO 97,5 % OT UMPKYTHPALLHAT AMJIOIHIIHH € CBBP3aH C IIa3MEHHTE
NMPOTEHHH NPH NAUHEHTHTE C XHNEPTOHHA.

bHOHANMYHOCTTA HA aMNOAKNHKH He ce NoBIHABA OT NpHeMa Ha XpaHa.

buorpancopmauus/ennmunupane

TepmuHaneHnaT eTMMUHALMOHEH NNA3IMEH NOTYKHBOT e npubaunsnrento 30 o 50
CAHOKpaTHA THEBHA 11032 AMOMITHH Ce MeTaboNH3Npa HIKIIOYHTENHO (NpUBAU3
YepHUA Apod A0 HEaKTHBHH MeTaboNHTH.




Creyuainu nonyiayuu

HepHonopbHo yepexaane
Hanuuxu ca orpaHnueHy KIHHHYHY JaHHH OTHOCHO fnipunaraHe Ha aMNAOAMIIHH NPH NALMEHTH C

YEPHOAOPHOHO yBpexaaHe. [TauneHTtHTe C YEPHOAPOOHO YBpeXkaaHe ca ¢ NOHHKEH KIUPHHC Ha
AMJIOMINHKH, KOETO HMA 3a pe3ynTat ysenuvaratie Ha AUC ¢ npubnusutento 40—60 %.

Crapuecka Bb3pacT

BpeMeTo 3a noctHrane Ha nUKOBHTe naazMeny KOHLUCHTPALUA aMIIOAUNHH € NOAOOHO NpH MHAHBHAM
B CTAPHECKA BL3PACT W M1aau WHAHBHAK. [IpH nauneHTHTe B cTapuecka Bb3pacT, KIHPBLHCBT Ha
aMJIOIMMUH HamMaNABa, KOETO HMa 3a pe3ynTaT yBenu4asane Ha AUC M enMMHHaLMOHHUS MOJIY>XXHBOT.
YBeanuenunero Ha AUC W eauMHHALMOHHUS NOJTYKHBOT NPHU NALKMEHTH ChC 3aCTOHHE ChpacUHA
HE€AOCTATEYHOCT Ca OWIH cnopen OYakBaHeTo 3a CLOTBETHATA Bb3PACTOBA Ipyna.

5.3 [Ipeaxansnunn gaunuu 3a 6ezonacHocr

Teamucapman

[pn npeaknnuuunnTe M3nUTBaHUS 32 6esonacHocT, 1o3uTe, onpeaensiuy €KCITO3HLIMA, CPaBHHMa ¢
TasH B KNIMHHYHHA TEPaNeBTHYECH OOXBAT Ha JIEKAPCTBOTO, NPEAN3BUKBAT HAMAIEHM napaMeTpH Ha
HCPBEHUTC KPbBHH KICTKH (CPHTPOLMTH, XEMOTJIOOHH, XCMAaTOKPHT), H3MeHeHHUA B ObOpetHaTa
X€MOAHHAMHUKA (NIOBHLIEHH HHBA Ha ypeltHus a30T, 1 KPEaTHHHUH), KAKTO W MOBHUILEHH HUBA HA KATHI
B CCPYMa TIPH KHBOTHH C HOPMANTHO KPbBHO Hanaraue. [1pu kyuyeTa, ce Habmoaarar AniaTauMsa v
arpodus Ha 6x6peynnTe TySyau. Ipu KYH€Ta H ITLXOBE, CBLIO TAKA, C€ OTYHTA H YBPEKAaHE Ha
CTOMalUHaTa NHraBuua (epo3us, yauepaunn Wid sbinaneHue). Tesu hapMakonoruuHo- MeauupaHu
HEXEIAHH €(eKTH, H3BECHH OT NPEAKIHHUYHHTE HINUTBAHKS C HHXHOMTOPH Ha AHIHOTEHIUH-
KOHBEPTHPALUH €H3UMH K aHrHOTEeH3HH I peuenTopen anTaroumcr, ce NpenO0TBPATABAT Ype3 OPATHO
NPHJIOKECHHE HA CONEBH Pa3TBOP.

H npu nBata Buaa KMBOTHK, ce HABNIOAABAT ¥ NOBULIEHA AKTHBHOCT Ha U1a3MEHHSA PEHHH H
XHNEPTOPHA/XHnepnnazus Ha 6b6peunure IOKCTarioMepyTHK KnetTku. Te3u npoMeHu, KakTo U Kiac-
CneunprUHHA edekT Ha UHXHOHTOPH Ha AHTHOTEH3HH-KOHBEPTHPALIUK €H3UMH U APYrH aHTHOTEH3HH
Il peuenTopen aHTaroHucT, Uarnexkna HAMAT KIMHHYHA JHAYUMOCT.

He e Habmonasano nokasarencTso 3a TepatoreHen eheKT, BLNPEKH Ye TENIMHCAPTAH B TOKCHYHHU [O3H
OKa3Ba €EKT BbPXY NOCTHATATHOTO Pa3BHTHE HA MOTOMCTBOTO, KaTO [T0-HHCKO TENECHO TEr/o U
KbCHO Nporiaexanaxe.

Hawma nokasarencteo 3a myrarenen eeKT HAH KNACTOreHHa aKTHBHOCT M0 BpeMe Ha in vitro
NPOY'4BAHKA, KAKTO M JOKA3aTe/ICTBA 32 KAPLIHHOTEHHOCT MPH NNbLXOBE H MHLLIKH.

Amr00unun

Penpo/ivKTHBHA TOKCHYHOCT

PenponykTHBHHTE NpOyUBaHHA NPH MABLXOBE M MULIKK NOKA3BAT 3aKLCHING paXKaaHe, YIb/DKEHO
PaXIaHe ¥ HaMA/ICHA NIPEXXHBAEMOCT Ha MaJIKHTE NPH A03H NPUGAHIHTENHO SO MbTH NMO-BHCOKH OT
MakcHManHaTa npernopLYHTENHa 1032 NPK Xopa Ha 6a3aTa Ha mg/kg

Hapywenne Ha pepTHANTETA

He e yctanosen edext Bupxy depTHnuTeTa Ha nnwxoBe, Ha KOUTO € NPUIIOKEH NEPOPAITHO
AMJIOAWNTHHOB Maneart (Ha MBXKKH 32 64 NHH K Ha KeHCKH 3a 14 aHu npeay yudroceane) ppt
no 10 mg amnoannun/kg/nex (okono 8 nbTH* MakcUMaAIHATA npenopbUuMTe/iHA N03a M
10 mg/nen Ha 6azara Ha mg/m2 ). B apyro NMPOY4BaHE NP NABXOBE, B KOETO HA M3 K
NnpHiaraH aMnoaMnKHOB He3unar B npoawbkeHne Ha 30 aHu NPH 103a, CpaBHUMA C
Ha ba3aTa Ha mg/kg, ca ycTaHOBEHHM NOHMKEHHU N1a3MEHH HHBA Ha poNuKyn0CTHMY
TECTOCTEPOH, KAKTO M HAMANEHa TUTbTHOCT Ha CNepMaTa U HamaneH Gpoii 3IPEU ¢ne
KieTkd Ha CepTonu.




KaHnueporenesa, MYyTareHesa

I[nbX0Be U MHLLKHM, HA KOUTO e NPpH1arad aMJIOOWNKH C XpaHaTa B NPOAB/DKEHHE Ha BE MOAHHH, B
KOHLUEHTPALMH, H3YHCIIEHH TaKa, Ye 1a OCHIYPABAT AHEBHH 1030BH HuBa 0.5, 1,25 2,5 mg/kg/neH,
HE NOKA3BaT NaHHK 3a KaHUCporeHHOCT. Hali-BHcokaTa n03a (3a MUKW Noa06Ha Ha, a 32 IUIbXOBe
ABOHHO NO-BUCOKA* OT MaKkCHUMAanHaTa NpenopbYHTENHA KIWHHYHA 103a OoT |0 mg Ha Gazara

Ha mg/m2 ) e 6una 6;1M3Ka 10 MAKCHMATHATA NOHOCHMa 103a 33 MHLUKH, HO HE U 3a MILXOBE.

[lpoyuBaHuATa 38 MyTareHHOCT He Noka3ear CBbLP3aHH C NCKAPCTBOTO €PEKTH HHTO HA FrEHHO, HUTO
Ha XpPOMO30MHO HHBO.

*basnpana Ha nauyeHT ¢ TenecHo Terso 50 kg
6. DAPMAHEBTHYHH JAHHU

6.1 CnHcnk HA NOMOUWIHHTE BemecTsa

Iosuaon K30
HaTtpues xunpokcun

MauxuTton

Lienyno3a, MukpokpucTanna
MernyMuH

Kpockapmenosa HaTpuii
XKenesen okeuna, xuat (E172)
Marnesnes creapat (E470b)
Kenesen okcun, uepaen (E172) fecamo 3a 40 mg/10 mg u 80 mg/5 mg]
6.2 HecnramecTrMOCTH
Henpunoxumo.

6.3 Cpox na rogaocr

2 rOOUHY

6.4 Cnenmanna ycnosHs Ha ChXpaHeHHe

To3n nekapcTBeH NPOoYKT He U3IUCKBA CrELHATHM TEMNEPATYPHU YCIIOBHA 33 CbXPRHEHHE.
Jla ce cbxpaHsBa B OPUrHHAIHATA OMAKOBKA, 38 N3 ce npeanasy oT Bjara.

6.5 lanHnu 3a onakosxaTa
bancrep/n (OPA/AVPVC donno - Al donmo): 14, 28, 30, 56, 60, 84, 90 u 98 Tabnerkn, B KyTHA.
He BcHuKH BHAOBE ONakoBKM MOrart aa 6bhaat YCHATH Ha nasapa.
6.6 Cneunannm npeanasas Mepks npH A3XBLpJRHE

Hsama cneunanHu u3nckBaHHA.

Heuznonssaunar nekapcreen npoaykT win otnagbynuTe MaTepHa/u OT Hero Tpabaa
B CbOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. IIPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEEA




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

8. HOMEP HA PABPELHIEHHETO 3A YIIOTPEBA
Teaannuu 40 mg/S mg — Per.Ne 20170072
Teaannuu 40 mg/10 mg — Per.Ne 20170073

Teaaunun 80 mg/5 mg — Per.Ne 20170074
Teaannuu 80 mg/10 mg — Per.Ne 20170075

9. JAATA HA ITbPBOTO PA3ZPEIIABAHE/TIOTHOBSIBAHE HA PA3PEIIEHUETO 3A
YINOTPEBA

/lata na nbpBo pa3speluasate 3a ynorpeba: 15.02.2017
Jlata Ha nocaeano noavospane: 06.04.2022

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA
27 Anpun 2025

[Nonpobxa uHdopmaums 3a T03u NeKapcTBEH MPOLYKT € NMpeaocTaBeHa Ha yebcaitra Ha U3nbanuTenta
Arenums no Jlekapcrsara (MAJ) http://www.bda.bg.




