KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUA [TPOAYKT 5/“? /90 /0 %/(?J'—/-c? 6/ OL

Tennopuc 50 mg/5 mg ¢puamupanu TadIeTKH iy
Tennopuc 50 mg/10 mg puamupanu TadbieTKH }"’? ¢ e Z_/ 8 -09- 2026
Tennopuc 100 mg/5 mg punmupanu TadAeTKH

Tennopuc 100 mg/10 mg puamupanu tadieTku

Tenloris 50 mg/5 mg film-coated tablets
Tenloris 50 mg/10 mg film-coated tablets
Tenloris 100 mg/5 mg film-coated tablets
Tenloris 100 mg/10 mg film-coated tablets

2. KAYECTBEH U KOJITHHECTBEH CbCTAB

Tennopuc 50 mg/5 mg puamupanu TadnaeTku

Besika ¢unmupana rabnerka cbabvpxka S0 mg nocapran kanui (losartan potassium) u 6,94 mg
amJ10MNUHOB Oe3unar (amlodipine besilate) ekBUBaneHTeH Ha 5 mg amaoaunuH (amlodipine).
Tennopuc 50 mg/10 mg ¢puamupaHu TabaeTKH

Besika hunmupana tadserka cbabpka S0 mg nocaprad kanui (losartan potassium) n 13,88 mg
amaoaunuHoB Oesunat (amlodipine besilate) exkBuBanenten Ha 10 mg amuoaunuu (amlodipine).
Tenaopuc 100 mg/5 mg puamupanu TabaeTku

Beska duimupana tabnerka cbabpka 100 mg nocapran kanuu (losartan potassium) n 6,94 mg
ama0AuNKHOB Oe3unar (amlodipine besilate) ekBuBasieHTEH HA 5 mg aMJIOAMNIHH (amlodipine).
Tennopuc 100 mg/10 mg puamupaHu TadAETKH

Beska ¢puamupana tadbaerka ecvabspxka 100 mg nocapran kanui (losartan potassium) n 13,88 mg
amaoaunuHoB 0esunar (amlodipine besilate) ekBuBanenren Ha 10 mg amnoaunuu (amlodipine).

[ [OMOLIIHO BELIIECTBO C U3BECTHO AC€HCTBHUE: J1AKTO34a

50 mg/5 mg 50 mg/10 mg 100 mg/5 mg 100 mg/10 mg
$uamMHUpaHu ¢unamMupaHu dbuamupanu duamupanu
TabJIeTKHU Ta0JIETKH Ta0JIETKH TaOJETKH
J1aKTO3a 51,95 mg 51,95 mg 103,88 mg 103,88 mg

3a NMbJHUSA CIIUCHK HA NMOMOLLIHUTE BELleCTBa BUIKTE To4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tadbnerka.

Tennopuc 50 mg/S mg puamupanu TadbneTku: GpuamMupaHuTe TabNeTKU ca KapsaBO-OpaHKEBH, OBAJIHH
(15 mm x 7 mm), 1eKo ABOHMHOU3MbKHAJIH.

Tennopuc 50 mg/10 mg dbunmupanu tabaetku: puamupaHuTe TabneTku ca YepBeHO-Ka(psaBH, OBATHU
(15 mm x 7 mm), 1€eKO ABOHHOHU3IMbKHAJTH.

Tennopuc 100 mg/5S mg ¢puamupanu TabaeTku: GuaMupaHute TabJE€TKH ca pO30BH, OBaJHU (18 mm X
9 mm), ABOHHOU3MbKHAJIH.

Tennopuc 100 mg/10 mg puamupanu tabaetku: puaMupaHuTe TabIETKH Ca KbATO-KADABH, OBAJIHH
(18 mm x 9 mm), ABOHHOHU3MBbKHAJIM.

4. KJIUMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA




JleyeHHe Ha eceHUMATHA XHINCPTOHHA. TEHJ'IDPHC € NMOKA34dH 34 3aMCCTHUTCNIHA TCpaliHAa fIpH MaunuCHTH,
YHUCTO ApTEPHAIIHO KPBBHO HANATaHE CC KOHTPOJIMPA a4ACKBATHO C JIOCAPTAH H aMJIOAHIIHH, TpPHCMAaHH
COAHOBPEMEHHO B CBUIHTE NO3H.

4.2 [do3upoBKAa H HAMMHH HA NPHJIOKEHHE

Jo3upoBka

[lpenopbuBanaTa no3MpoBKa Ha TeHNOpHUC € eaHa TabneTka AHEBHO.

KoMmbOuHauuaTa ¢ ¢pHKcupaHa 103a He € NOAXOAAL1A 32 HavanHa Tepanus.

[lpean npeMHHaBaHeTO KbM TeHNOpUC, NALMEHTHTE TPAOBa Aa ObAAT KOHTPOAHPAHHU HA MOCTOAHHH
[03H OT MOHOKOMTIOHEHTHUTE, MPUEMAHH MO CbWOTO Bpeme. Jlozata Ha Teniopuc Tpadea na ce

OCHOBAaBa Ha NO3HUTC HA OTACJIAHHUTE KOMIMOHEHTH Ha KoMOHWHauMaTa no BPEMC Ha MIPEMHUHABAHCTO.

AKO e HeoDXoauma NMpOMAHAa Ha A03aTa, Tpﬂﬁﬂ‘d Ad €€ H3BbpUiBA 4PE3 HHAHBUAYANHO THTPUPAHE HA
BCAKA OT OTACTHHUTEC CHCTAaBKH HA KOMﬁHHHp&HHH JCKAPCTBCH MNPOAYKT.

HanpeaHana Bb3pacT

[lpy1 nauMeHTH B HANpeaHana Bb3pacT ¢e NpenopbyBatT OOHYAHHHUTE PEXKHUMY HA J03UPAHE KATO
NOBHILIABAHETO HA no3aTa TpAdBa na cTapa C NOBULUIEHO BHUMAaHKE (BX. TOUKKU 4.4 1 5.2).

AMNOAUNHH, W3NO/3BaH B NOAOOHH A03W NpH NalMEHTH B HANPeaHana Bb3pacT AU NO-MJaldH, ce
NMOHAacA €AHaKBo ao00pe.

OOHKHOBEHO HE CE HaJIara KOpPeKuUHa Ha A03aTa HA N10CAPTAaH MPH No-BbL3PacTHHUTE, BBIIPEKH Y€ NPU
NauHEHTHTE HaA 75-roAuiiHa Bb3PAcCT C/ieBa Aa ¢¢ OOMUCIM 3aMouBaHe Ha NeUeHKETo ¢ 25 mg
N0CapTaH.

Ynotpeba Npy NauMEHTH C HaMaNeH BhTPECHAOB 0beM

[Ipy nauneHTH ¢ HaManeH BLTPECHAOB 00em (Hanp. JleKkyBaHHU C BUCOKH A03H AHYpETHLUM), TpAOBA Aa
C€ WMa MPEeABUA HauaaHa n03a JocapTaH OT 25 mg BEAHBXK AHEBHO (BXK. TOuUKa 4.4).

bu6petHO yBpexaaHe

He ce Hanara Kopexkuus Ha HavyanHaTa A03a Ha TeHnOpHe Npy nauueHTH ¢ 6bOpeuHo yepexaate (BxK.
TO4Ka 4.4).

[IpoMeHHUTe B MIA3MEHUTE KOHLEHTPalUK Ha aMITOJMNHH HE ca 00BBLP3aHU ChC CTENEeHTa Ha
ObOpeuHO yBpexaaHe, nopaan KOeTo ce NpenopbtBa CTaHJapTHATa A03a. AMIIOAHIIUH He ¢
AuWanu3npa.

He ce Hanara kopekUHMA Ha HauyaHATa 1033 HA JI0CAPTaH NpH NauneHTY ¢ 6bOpeUHO yBpeKaaHe U NpH
NaUMEHTH HA XeMOoaHanNu3a.

HepHoapobHO yBpexaaHe
Tedsopuc € NPOTHBONOKAa3aH NPH MAUKEHTH € TEKKO YEPHOAPOOHO yBpeKAaHe (BxK. TOUKH 4.3 u 4.4).

[Ipu maumMeHTHTE C aHAMHE32 3a HEPHOAPOOHO yBpexXaaHe TpaOBa Aa ce MMa NpeABH MO-HUCKA 4032
aocaprad. Hama tepanesTHueH OMUT C NALKMEHTH C TEXKKO YEPHOAPOOHO YBPEKIAHE.
He ca ycTaHOBEHH A030BH NPENOPBLKH 32 AMIOAWIHH MPHU NALMEHTH C NEKO A0 YMEPEHE

HE € NPOyYBaHa NpH NALUUEHTHU C TEKKO YEPHOAPOOHO yBpEKAaHE.




[eouampuuna nonyrayun
BezonacHocTTa M ekacHocTTa Ha Tewnopuc npH aeua roa | 8 roanHu He ca ycranosenu. Tennopuc
He c€ NpenopbuBa 3a ynotpeda npyu nauyeHTH Ha Bb3pacT rnoa 18 roanum.

HauuH Ha_pUIOKEHHE
Tennopuc Moxe aa ce npuema ¢ Wau Oe3 xpana. [lpenopvusa ce Tennopuc aa ce npruema ¢ Boaa.

4.3 llpornBonoxazanns

- CBpBbXYYBCTBHTEIHOCT KbM aKTHBHHTE BELIECTBA, KbM JHXUIPONHPHIAHHOBH NPOU3BOIHHU HIIH
KBbM HAKOE OT MOMOLLHHTE BELIECTBA, H30pOeH! B TOUKa 6.1.

- 2-py W 3-TH TpHUMECTBp Ha OpeMeHHOoCTTa (BXK. Touku 4.4 1 4.6).

- Texko yepHOAPOOHO yBpeKAaHeE.

- Texxka XHNOTOHHUA.

- [Hlok (BKIIOUHTENHO KAPAHOTEHEH LWIOK).

- OOcTpyKUHA H2 U3X0/a Ha NABa KaMepa (Hanp. BHCOKOCTENEHHA a0PTHA CTEHO34a).

- XeMoarMHaMUuUHO HecTaOKWIIHA CbpAeYHA HEJOCTATBbYHOCT ClIEd OCTbp MUOKAPACH UH(APKT.

- EadospemetHaTa ynorpeda Ha TeHNopHUC C anHCKUPEH-ChAbPXKAILUH NPOLYKTH €
NPOTHMBONOKA3aHA MPH NALMEHTH CbC 3axapeH auadet unu 6bb6peuno yepexaane (GFR < 60
ml/min/1,73 m2) (Bxk. Toukn 4.5 1 5.1).

4.4 Coennaiud npelynpexIeHHs H NPeABa3HH MePKH NpH ynoTpeda
CBpBbX4YBCTBUTEAHOCT

Ancuoeoem. launenTy ¢ aHamHesa 3a aHrHoeeM (MoayBaHE Ha THUETO, YCTHUTE, MbPOTO H/HAH
e3uKa) Tpadsa aa ObaaT BHHUMaTENHO HabaKaaBaHH (Bxk. Tovka 4.8).

HNHTECTHHAIEH AHIHOEeEM

3a UHTECTHHAJIEH aHTHOEAEM Ce CHOOLIABA FPH NALMEHTH, NEKYBAHU C aHrHOTeH3HH [l peuenTopHu
AHTArOHMUCTH, BKIIOUUTENHO 1OcapTaH (Bx. Touka 4.8). Te3d nauMeHTH uMar kopemHa 60onka, raaeue,
NOBPbLUAHE K AHapHA. CHMNTOMUTE OTLUYMABAT CACA MPEYCTAHOBABAHE HA AHTHOTEH3HH I
PEUECTTTOPHUTE AHTATOHHCTH. AKO C€ JHArHOCTHUHPA HHTECTHHANEH aHTHOEAEM, JTIEUEHHETO C
nocapraH TpabBa na ce NPeyCTaHOBU H 1A C€ 3anoyHe noaxoasio HabmoacHHe A0 NbJAHOTO
OTLWYMABAHE HA CUMOTOMHTE.

XHUNOTOHUA H BOJHO-EJIEKTPOJHTEH auchananc

CUMIITOMaTHYHA XHNOTOHHUA, OCOOEHO Cnea AbpBarta J103a U ¢Jiell NOoBUlliaBaHe HA A03aTa, MOXe 1A Ce
NOSBH NpPU NALKUEHTH ¢bC 3aryba Ha obeM u/unu HaTpuii NpU HHTEH3IUBHO ANYPETHUHO JIeHEHHE,
JMETa ¢ OrpaHHUeH MpHEM Ha COJT, AMapHA KWW NoBpbluaHe. Te3n cueToaHnua Tpabsa na 6baar
KOPHUTHPaHH MNpPEdn NPUIOKEHHETO HA Tenaopuc, nunu Tpadbea aa ce u3noi3ea NO-HUCKa Ha4YaaHa a03a
(BkK. Touka 4.2).

EnextponuteH aucbanaHc
EnekrponutHuTe AucbanaHcH ca 4ecTy npu nauMeHTH ¢ 666peyHo yBpexaaHe, ¢ wid 6e3 guaber, n
TpaOea aa Obaat opAaacHU. [1pyM KNUHUYHO NMPpOyUYBAHE, NPOBEACHO NPU NALKMEHTH ¢ AHa0eT TMN 2 ¢
HedponaTua, YeCcTOTaTa Ha XUMEPKATHEMHATA € NO-BUCOKA B rpyrnara, 1€KyBaHa ¢ 10capTaH B
CpaBHeHHe ¢ rpynarta Ha mnauedo (Bx. Touka 4.8). CnheaosarenHo, I1a3aMeHHTe KOHLUEHTPALKWKY Ha
KaJIMH, KAKTO H CTOMHOCTHUTE HA KPEaTHHWHOBHA KJIHPBHC TPAOBa na ObaaT BHUMATENTHO
HabnoaaraHW, 0COOEHO NMpU NAUMEHTH CbC ChpACYHA HEAOCTATBYHOCT U KPEATHHHHOB KITHPBHC
mexcay 30-50 ml/ min.
EaHospemeHHaTa ynorpeba Ha KanuH-CbXpaHABALLK AMYPETHLH, KATHEBH N00aBKH,

TO4KA 4.5).

brOpeuHa TpaHciaHTanus




Hama narpynan onut ¢ TeHIOpUC Npy NaLHEHTH ChC CKOPOLUHA ObOpeUuHa TpaHCILIaHTALMA.

[TbpBHUEH XHNEpanI0CTEPOHHIBM

[lauMeHTHTE ¢ MBLPBHYUEH aNAOCTEPOHH3IBM OOUKHOBEHO HE OTrOBAPAT Ha AHTHXHUNEPTEH3UBHHUTE
JIeKapCTBEHH MPOAYKTH, ASHCTBALLKW Ype3 HHXUOMpPaHE Ha CHCTEMAaTa PEHUH-aHTHOTEH3KH. ETo 3alo0,
ynoTtpedara Ha TeHIopHUC He Ce NpenopbUBa.

KopoHapHa 601€CT Ha CHPLUETO H MO3BYHOCHA0BA DOECT

KakTo npu BCHHKH aHTUXUNEPTEH3UBHU CPEACTBA, MPEKOMEPHOTO MOHKUKABAHE HA KPBBHOTO
HAJATAHE MPH NALKHEHTH C UICXEMUYHA CHPAEYHOCHA0Ba H MO3bYHOCHAOBA DOJIECT MOXKE 1a 4oBeE A0
HHPAPKT HA MHOKApaa MJTH HHCYIIT.

[TayMeHTH CbC ChpaeyHa HEAOCTATLYHOCT

[Ipy naumeHTH Cbe ChpAEHHA HEAOCTATBHHOCT, ¢ UK Ge3 6LOpeUHo yBpeXaaHe, ChllleCTBYBA - KAKTO
H MpU APYTH JTEKAPCTBEHH NPOAYKTH, IEHCTBALM BbPXY PEHHH-AaHTMOTEH3HHOBATA CUCTEMA - PUCK OT
TE)KKA apTepHAIHA XHNIOTOHMA U (4ecTo ocTpa) OBLOpeuHa HeaocTaTbuHOCT. HAMa nocratbyHo
TeparnesTHYEH ONUT C JOCAPTaH NPH MALMEHTH CbC ChbPAEUHHA HEAOCTATHUHOCT K CBNIPOBOKIAAULO
TexkKko 6bOpeUHO yBpeKAAHE, NPU NAUMEHTH C TEXKKa chpaeyHa HexocTaTbuHOCT (NYHA kaac 1V),
KaKTO W MPY NAUMEHTH CbC ChPACUYHA HEAOCTATHLYHOCT H CHMITTOMaTHYHH XHBOTO3acTpalliagauly
cbpAey4HH apUT™MHHK,. [lopaau ToBa nocapran TpaAOBa Aa ce H3NOJ3BA C NOBHULLEHO BHUMAHHE NPH TE3H
rpynu nauneHTH. KoMOHHauusaTa oT nocaptaH 1 bera-0nokep Tpabsa na ce U3ron3Ba ¢ MNOBULLEHO
BHHMaHMe {BXK. TOUKa 5.1).

bnokepuTe Ha KaNUHEBMTE KaHANM, KATO AMIOAMINKH B TeHNOpHC, TpadBa fa ce U3non3Bar ¢
MOBUILIEHO BHHMaHHE MPH NALUEHTH CbC 3aCTOHHA CHbpPAEHHA HEAOCTATLHHOCT, Thid KaTO T€ MOFaT J1a
YBENHYAT pUcKa OT ObJCILN CbPACHHOCHAOBH CHOUTHS H CMBPTHOCT. [Ipu avarocpouno, nnauebo-
KOHTPONIMPAHO NPOYUBAHE NPY NALKEHTH ¢ TEXKKA CbhpacuHa HeAoCTaTbYHOCT (NYHA xnac [11 u V)
AOKNaABaHUTE C1yvad Ha OeoapobeH OTOK ¢a NO-BUCOKH B rpynaTa, JIEKYBaHa C aMJIOAMUIIHH,
OTKOQJIKOTO B rpynara Ha nirauedo (Bx. Touka 5.1).

[TauneHTH ¢ HapylueHa YepHOApoOHa PyHKLUA
Tennopuc He TpabBa ga ce npuaara nNpU NAUUEHTH C TEKKO YEPHOAPOOHO yBpexcaaHe (Bxk. TOUKH 4.2,

4.3 un5.2).

[lony>xdBOTHT HAa aMTOAHUITHH € yabkeH H AUC ¢cTOMHOCTHTE Ca NO-BUCOKH NPH NMALUKHEHTH C
HapyLleHa YepHoApoOHa QYHKUMS; A030BH (IPENOPHKH HE €a YCTAHOBEHH. 3aTOBA aM/IOAUITUH TpadBa
Na ¢e HasHa4yM ¢ Hal-HUCKaTa J03a OT Kpad Ha Auana3oHa Ha no3upade kato Tpabsa aa ce uanonisa
NOBULLIEHO BHUMAHHUE, KAKTO NPY MbPBOHAYANHOTO JICYECHHE TaKa H MPH NMOBHILABAHE HA 103aTa.

Bb3 ocHOBa Ha dapMaKOKMHETHUYHUTE JAHHHK, KOMTO MOKA3BAT 3HAYHMTE/THO MOBULUABAHE Ha
NAa3MEHUTE KOHUEHTPALIMHK Ha NOCapTaH NpH NAaUUEHTH ¢ UMpo3a, TpaOBa Aa ce UMa npeaByl fo-
HMCKa 0032 NPH NAaLKMEeHTHUTE C aHaMHe3a 3a HepHoApoOHO yBpexaaHe. Hama TeparieBTUYEH ONnUT ¢
NIOCapTaH MPpH NALHEHTH ¢ TEXKO HepHOApoOHO yBpexaaHe. [Topaaun Toea nocapras He TpsOBa ga ce
npunara fipH NauHeHTH C TEKKO YepHOoaApodHO yBpexaaHe (Bx. Toukn 4.2, 4.3 u 5.2).

[lanuenrn ¢ 6bOpeyHO yRpexaaHe
B pe3yaraTt Ha HHXHOUpaHE HA CUCTEMATa PEHHH - aHFTHOTEH3UH, €A JOKJIAJABAHH MPOMEHH B

6b0peuHaTa QyHKUMA, BKIOYHTEIHO OBOpeUHa HEAOCTATHUHOCT (MO-CNEUHATHO, IPH NaLMEHTH,
yuATO 6BOpeuHa QyHKUKSA 3aBUCH OT CHCTEMATA PEHHH - AHTMOTEH3UH - 2110CTEPOH, KATO Te3H ¢
TEXKa CbPAEYHA HEAOCTATBYHOCT WM MpeaBapUTEIHO ChlUecTBYBaLLa OL0peuHa AuchyHkuu).
Kakro u npu apyru nekapcTBeHU NMPOAYKTH, KOUTO MOBAUABAT CUCTEMATA PEHHUH -aHTHOTEH3HH-
anJocTepoH, MPH NaLUeHTH C ABYCTPaHHA CTEHO3a Ha ObOpeuHaTa aprepusa Uiy / Ik ARTCRIATA
Ha €AHWHCTBEH OBOpeK ca OMIM NOKIAABAHHM NOBHUIUECHUE HA KPbBHATA Ypesd U Cep / s kpeaTi i,
KaTo Te3u npoMeHH B ObOpeuHaTa pyHkuUKUA Morat aa 6baat obpaTtuMu npy np DA 9
neyeHueTo. Jlocaprad Tpabea Aa ce U3NOJ3BA C NOBULUCHO BHHMAHHE NPH Nall X
CTEHO3a Ha 0bOpeuHaTa apTepUa WM CTEHO3a Ha apTepuaTa Ha €IMHCTBeH OOy




AMIOAMKH MOXE Aa Ce H3MOA3Ba NMPH TE€3U NALKMEHTU B OOMUYAHHK N03H. [IpOMEHHTE B M1a3MEHUTE
KOHLIEHTPALIMM Ha aM/IOJUITNH He ca OOBbp3aHU CbC CTEMEHTa Ha OBOpeUHO yBpexaaHe. AMIOAHNUH
HE CE€ AXanu3upa.

Ynorpeba npyu NALKEHTH B HanpeAHana Bb3pacT
[lpy naureHT B HaNpeaAHana BL3pacT NOBULIABAHETO HA A03aTa TPAOBa Aa ce U3BBLPIUBA C IOBHILEHO
BHHMaHHe (Bx. TOUKH 4.2 1 5.2).

AoprHa ¥ MUTpanHa KJanHa cTeHo3a, o0cTpyKTHBHA XUNEPTPOdHUHA KAPAHOMHONATHS
KakTo M npu ocTaHaNuTe Ba30AUNATATOPH, HEOOXOAMMO € MOBULUEHO BHHMAHHE MPH NALUUEHTH,

CTpanaili¥ OT a0PTHA WITH MUTPAIHA CTEHO3a UNH OOCTPYKTHBHA XHNEPTPOPHUHA KAPpAHOMHUONATHA.

bpEMEHHOCT

AHrvorensuH [l peuenroprute autaronucTn (AIIRA) He Tpabsa na ce HazHadaBar no Bpeme Ha
OpeMeHHOCT. OCBEH, aKo NPOABIKHTENHATA TEPAITHA ¢ IOCAPTAH HE CE CHUTA 34 KHIHEHO
HeoOXOAHMO, NALIMEHTKHTE, NAaHUPaLWH OpeMeHHOCT TpAOBa Aa NpeMHUHAT Ha AlTEpPHATHBHO
AHTUXHUTEPTEH3UBHO JIEHSHHUE, KOETO UMa YCTAaHOBEH Npodun Ha Ge3onacHoCT 3a ynorpeda no speme
Ha OpeMenHoCT. Koraro ce qguarHoctuuvpa SpeMeHHOCT, NeYEeHUETO ¢ 1ocapTaH TpaOBa Aa Ovae

npeycTaHOBEHO He3abaBHO M aKo e HeODX0AUMO a Ce 3aN0UYHE AJITEPHATHBHA Tepanug (BX. TOUKH 4.3
H 4.6).

U Npeayn €HUS M Npeana3Hi MepkH
Kakro e HabmonaBaHo npH HHXHOUTOPHTE HA AHFHOTEH3WH-KOHBEPTHPALLMSA €H3HUM, N10OCAPTaH H
OCTAHATUTE AHMTMOTEH3HHOBH AHTATOHMCTH €A OMEBHAHO NO-MANKO €PEKTHBHYU 3a [MOHHKABAHETO Ha
KPBbBHOTO HAMAraHe NpH 4YE€pHATA paca, OTKOAKOTO NPH APYTryUTe paci, BEPOSTHO Nnopaau no-iHpokKo
pa3npocTpaHeHHUE HA HUCKO HHBO Ha PEHWH NMPH NOMYJIAUHMATA XMIIEPTOHHLIM OT USPHATA paca.

Oeoiino 6nokKHpaHe Ha peHUH aHTMOTEH3NUH -anaocTepoHosara cucrema (PAAC)

HUma nanuu, ue eaHoBpemeHHaTa ynorpeda Ha ACE wHxubutopu, aurdorensuH ll-peuentopHu
ONOKEPH WM ATHCKUPEH MOBHLLABA PUCKA OT XUMOTOHHUA, XMIIEPKATUEMHA H HAMAJTABAHE Ha
ObOpeuHaTa QPyHKLMSA (BKIIOYMTENHO O0cTpa O1LOpevHa HepocTaTbuHOCT). [Topaau ToBa He ce
npenopbusa ABoHHO OnokupaHe Ha PAAC vpes komOHHKHpaHaTa ynotpeba Ha ACE nuxuburopu,
aHruoteHsuH ll-peuentopru 61okepu Wnu anuckHped (B. TOUKH 4.5 1 5.1).

AKO ce npeLieHH, e TepanuaTa ¢ ABoHHO BrokupaHe e abconoTHo HeoOxoauma, Tosa TpsiOBa 1a
CTaBa caMo NoJ HaOMIOAEHUETO Ha CNEUHATUCT U MPH YECTO BHUMATETHO MOHUTOPHPAHE Ha
0b0peyHaTa QPyHKUHA, CNEKTPONUTUTE U KPBBHOTO HANIATAHE.

ACE uHxubutopu v aHrnoteHsuH ll-peuenrtopiu 6nokepn He Tpabaa aa ce U3noA3BaAT €AHOBPEMEHHO
npy NalUeHTH ¢ AHabeTHa HedponaTus.

Ileouampuuna nonyarayus

AMAI0AMNKH/IOCAPTaH HE CE€ NpenopbHBa 3a ynorpeda npu NauMeHTH Ha Bb3pacT noa 18 roaunuy,
MOpaaH AWICA HA AaHHH 3a D€30MacCHOCT U e(PUKACHOCT.

TeHNOpUC ChObpPAKA JIAKTO3a U HATPHH.

[launeHTH C peaku HacaeacTBeHU NPoOieMH Ha HENOHOCHMOCT KbM rajlakTo3a, NbJeH JIaKTa3eH
neUUAT WK IIOKO30-TaTakTo3Ha ManabcopOumns He Tpadsa ga npueMar TOBa J€KapCTBO.

Topa nexkapcTBO ChabPHa NO-Manko oT | mmol HaTpuit (23 mg) Ha TabneTka, T.€. MOKe a ce Kaxe,
4e NPAKTUUECKU HE ChABLPKA HATPHH.

4.5 B3aumogeHcTBHE C APYTrH JEKAPCTBEHH NPOAYKTH H APYIrH GOpMH HA B3a

Bianmoaeicreus., oouiy 3a KOMOMHAUUATA
He ca npoBexaaHu npoy4BaHKA 33 NEKAPCTBEHUTE B3aUMOACHCTBUA MEXKIY Te
J1eKAPCTBEHH NPOAYKTH.




B3anMOJCHCTBHSA CBBP3aHH ¢ jlocapTaH

Jpyry aHTUXHNEPTEHIUBHU CPEACTBA MOTAT A MOBHMLUAT XHMOTEH3IUBHOTO AEHCTBHE HA IOCApTaH.
EnHoBpeMEHHOTO H3NOM3BaHe C APYFrH BELIECTBA, KOUTO MOTaT Aa HHAYLMPAT XUNOTOHHUSA KaTo
He)XenaHa peakund (Kato TPHUHKIMYHY aHTHASNPECAHTH, AHTHTIICHXOTHLH, DaksiodeH, aMUDOCTHH)
MOXK€E Na NOBUIUK PHUCKA OT XHIMOTOHUS.

Jlocapran ce metaGonusupa npeanmuo ot uutoxpom P450 (CYP) 2C9 no aktusen kapbokcu-
KuceuHeH MeTaboauT. [IpU KTHHHYHO HINUTBAHE € YCTAHOBEHO, 4€ (PIYKOHA30/ (WHHXHOMTOp Ha
CYP2(C9) HamansBa eKCno3vMLMATa H2 aKTHBHUA MeTabouT ¢ npubanzntento 50%. YCcTaHOBEHO €,
ye eIHOBPEMEHHOTO JIEYEHHE C 10CapTaH ¥ pUPAMIHULMH (MHAYKTOP Ha MeTabONH3HPALLUTE EHIHMH)
BOAM 10 NOHHXKEHHE HA IUIA3MEHATA KOHLEHTPAaUMA Ha akTHBHHUA MeTaboaNT ¢ 40%. KnuHnuHOTO
3HaUeHHEe Ha TO3H eeKT He € U3BeCTHO. He e ycTaHoBeHa pa3inka B €KCrno3uuMATa npu
eAHOBpPEMEHHO JieueHue ¢ duryBacTaTuH (ciad HHXuouTop Ha CYP2C9).

KakTo v npn Apyry fleKapCcTBEHU NPOLYKTH, KOUTO Baokupar aurHoteHsuH Il unu Herosure edekry,
€AHOBPEMEHHOTO H3MOA3BAHE HA APYIrH NeKAPCTBEHU NPOAYKTH, KOMTO 3aaLpXKaT KanH# (Hamp.
KATHA-ChbXPaHABALUMK AUYPETHLIM: aMUJIOPUI, TPHAMTEPEH, CIMPOHOIAKTOH) UK MOraT Ja NOBULLAT
HMBATA Ha KAJIWI (Hanp. XeNapuH, JlekapcTea, ChbAbPKALUH TPUMETONPHM), KANHEBH N100aBKH HIH
3aMEeCTHTEJIH Ha COITa, ChABPXKALLHK KANHHA, MOXKE 1a JoBee 10 NOBUILIABRAHE HA CEPYMHHS KaJiHH.
EIHOBPEMEHHOTO NMPUIOKEHHE HE CE NPENOPDHUBA.

O0paTHMO NOBHUIABAHE HA CEPYMHHUTE KOHUEHTPALIMK Ha JIMTHHA Y TOKCHYHOCT €a CbOOLLEHH 1O
BpeMe Ha eIHOBpeMeHHO npuioxeHne Ha nuTHE ¢ ACE nHxubHuTopH. MHOro peaku cnydau ca
cbOOLIABAHH CHUUO H C AHTHOTEH3UH I peuenTopHH aHTAaroHHCTH. EAHOBpEMEHHOTO NpuiaraHe Ha
NWTHIA W nocapTaH TpAOBA Ja ce NpeanpHeMa ¢ MOBULLIEHO BHUMAaHHUE. AKO Ta3W KOMOHHaLUA € OT
CBLUECTBEHO 3HAYEHHE, C& NMPenopbYBa HAbDIIOAEHWE HA CEPYMHHTE HUBA HA NTHTUH MO Bpeme Ha
€OHOBPEMEHHOTO MPUIIOKEHHE.

Korato aurnorensvH Il antaronucrute ce npuaarat eanospemMeHHo ¢ HCTIBC (1.e. cenexTusHHM
COX-2 HHXUOHUTODH, AUSTHICATHLIMIOBA KMCEIMHA B MPOTUBOBB3MAIMTENHY 103U U HECENEeKTHUBHH
HCTIBC), moxe na HacTbnH OTcNabBaHe HA aHTHXHNEpTEH3IUBHUA edekT. EaHOBpEMEHHOTO
nNpuIoXKeHHe Ha aHrHoTeH3uH Il anrarouucty unu anyperuun H HCIIBC Moxke aa noeeae no
MOBHIIEH PUCK OT BlIOLIABaHE HA OnOpeuHaTa PyHKUHA, BKJIIOYUTETHO Bb3MOXKHO € Pa3BHTHE Ha
ocTpa 61L0peyYHa HeJOCTATHLYHOCT M MOBULUABAHE HA CEPYMHHS KU, OCOOEHO NMPHU NaUMEHTH C
npellecTBallo HapylueHue Ha 6bOpeunara pyukuna. KomOunauusra tpadea aa ce npunara ¢
MOBHILEHO BHUMaHHE, 0COOEHO NPU NALMEHTH B HanpeaHaia su3pact. [launenTure Tpabea na 6vaar
ajleKBaTHO XMApPaTHpaHu W TpaOBa 1a ce oOMUCIH npocaeassaHe Ha 6bOpeyHara pyHKUMS ciea
3aMoyBaHe Ha KOMOUHHPAHOTO NEMEHHUE U NEPHOAUMHO Cllell TOBA.

JaHHH OT KIMHHYHHK NPOYyYBAHMA NOKAZBAT, Y€ ABOHUHOTO DNOKUpPAHE HA PEHHH AHTHOTEH3UH
anaocrepoHopara cuctema (PAAC) upes komOGnuupanaTa ynorpeba Ha ACE unxubutopn,
aHrHoTeH3HH ll-peuentopiu BAOKEPH HIM AJTHCKHPEH CE CBBP3BA C MO-BMCOKA YECTOTA Ha HEXKENAHH
CHOMTHA, KATO HANPUMEP XMNIOTOHUA, XHIEPKATUEMHA Y HaManaBaHe Ha ObOpeyuHaTa QyHKUUA
(BKIOUMTENTHO OCTpa OLbpeuHa HeAOCTaTBLUHOCT), B CpaBHEHHWeE ¢ yrnoTpebaTa caMo Ha eaHO
cpeacTeo, geiicreamo Bbpxy PAAC (Bx. Ttouku 4.3,4.4 u 5.1).

COKbT OT rpeindpyT CbAbPKA KOMMOHEHTH, KOUTO HHXHOUpaAT eH3umHTe CYP450 W Morar na
MOHMKAT KOHLICHTPALUMATA HA aKTHBHHA MEeTabONHNT Ha n0ocapTaH, KOETO MOXKe Ja HaMallH
TepaneBTHYHHA MY edekT. KoHcyMauuaTa Ha cok oT rpedngpyT Tpabea aa ce uzdarsa no speme Ha
NIEYEHHUE C JIOCapTaH.

BHHMGQEﬁCTBHﬂ CBbpP3aHH € aMIOAHIIHH

Echexmu na opyau nexapcmeernu npooyxmu 6bpxy amI00UNUH




CYP3A4 uuxuOuTOpH: eAHOBpeMeHHaTa ynoTrpeda Ha aMNOJUINHH C MOLLHHY UK YMEPEHH
nuxwbntopu Ha CYP3A4 (npoteazHun HHXHOUTOPH, a30/10BH AHTUMHKOTHLIH, MAKPOJIHAH KATO
E€PUTPOMULIUH WY KNADUTPOMULIMH, BEPANaMui MK JUNTHA3EM) MOFaT N1a A0BEAAT 10 3HAYHTEHO
NMOBHLIABAHE HA EKCNO3ULIMATA HA AMJIOAMINHH, KOETO HMA KaTO pe3ynTaT NOBULUEH PHUCK OT
Xxunotouus. KnunuuHara kaptuHa Ha te3u DK sapuauuu Moxe na 6bae no-uipazeHa npy NaUHMEHTH B
HanpeaHana sb3pacT. [10 Ta3n npHYHHA MOXE 1a C€ HAJIOXKH KIMHHYEH MOHHUTOPHHI H KOPEKLUA Ha

203aTa.

HUnaykropu Ha CYP3A4: [Ipy eaHoBpeMeHHO NPUTOKEHHE HA2 U3BECTHH MHAYKTOpH Ha CYP3A4
nJa3MEHATa KOHLIEHTPAUKWA Ha aMNOAMIIMH MOXKe aa Bapupa. [lopanu T0Ba KpbBHOTO Hansraxe Tpadea
11a ce Npoc/eaaBa 4 Aa ce OOMUCAN ajanTUpaHe Ha 103aTa KaKTo 10 BpEME, TaKa H clie]
eJHOBpPEMEHeH rnpHeM, ocobero cbe cunHu CYP3A4 nnaykropu (Hanp. pudaMnuuyH, KbaT
KaHTApPHUOH).

[TpunoxeHneTo Ha aMIIOAHMUH C TPEANPPYT WK COK OT FPeAn@pyT He ce NPernopvUBa, Thit KaTo MpY
HAKOH MalHEHTH OUOHANHYHOCTTA MOXKE 1a CE YBEAHUH, KOSTO BOAM A0 3aCHABAHE HA edeKTa Ha
NOHWKABAHE HA KPBbBHOTO HANATAHE.

HanTtponeHd (MHQY3Hs): NpH )KUBOTHY € HabnioaaBaHa neTanHa KamepHa GudOpunaums v
CbPAEYHOCHAOB KOJANC BbB BPb3KA C XHNEPKATHEMHUS Clell NPUIOKEHHE HA BeparnamMui 1 AAHTPOIEH
HMHTpaBeHO3Ho. [Topany puUCK OT XHNEpKalneMus, C€ NPenopbYBa Ja ce U304rsa €AHOBPEMEHHOTO
npuaoxeHue ¢ 6/I0KEpU Ha KATLMEBHTE KaHAIH KATO aMJIOAUIHH NPU NALUEHTH, NOJATIWBH Ha
3/10KAYECTBEHA XUNEPTEPMHUA NPH KOHTPONA HA WTOKAYECTBEHATA XMNEPTEPMHA.

Edhexmu na avaoounun evpxy opyzume aexapcmsgeHu npooykmu
EdekruTe Ha aMnoguMNUH BbpXY NOHH)XABAaHE Ha KPLBHOTO HANAMAHE 3aCHIIBAT €(PEKTA HA APYruTe
NEKAPCTBEHU NPOAYKTH C AHTHXHIMEPTEHIUBHO NCHCTBHE.

Taxpoaumyc: ChliecTBYBa pyUcK OT NOBHILaBaHe HA KPLBHMTE HUBA HA TAKPOJIMMYC, KOraTo ce
NnpHaara e AHOBPEMEHHO C aMJIOAHMNHH. 3a Aa ce u30erHe TOKCHYHOCT Ha TaKPOJIIUMYC, FIPUNOKEHHETO
Ha aMJIOAUTIHH NPH NMAUMEHT, IEKYBaH C TAKPOIHMYC, H3UCKBA KOHTPOA Ha KPbBHUTE HUBa HA
TAKPOJHUMYC W KOPEKLIHA Ha J03aTa HA TAKPOIUMYC, KOraTo € HeoOX0AHMO.

ITpuyennu 3a panavuyun (mTOR) unxubumopu: mTOR HHXHOUTOPU KATO CHPOIUMYC,
TEMCHPOJIMMYC U eBeponurmyc ca cybcTpat Ha CYP3A. AMnoaunuH e ciad uuxudburop Ha CYP3A.
[lpu eaHoBpeMeHHara ynotpeba Ha mTOR UHXHOWTOPH, aMAOAMITHH MOXKE [a YBETHYH
excniozuuuaTa Ha mMTOR nHxHOUTOpHTE.

Kaapumpomuyun: KnaputpoMuumnH € HHxubuTop Ha CYP3A4. CbulecTByBa NOBULLEH PUCK OT
XWINOTOHHA NMPH NALKEHTH, MPUEMALLM KNAPUTPOMHULIMH ¢ amnoaunuH. [IpenopbuBa ce BHUMATEHO
Ha0loaeHHe HA MALUWEHTUTE, [PHU EAHOBPEMEHHO NPHNOKEHHE HA AMIOAUMHUH ¢ KIIAPHUTPOMHULIMH.

L{uxrocnopun: Hama npoyuBaHus 3a JIEKAPCTBEHW B3AUMOACHCTBUA, TPOBEACHH C LIMKAOCTIOPHH U
aMITOIMIIUH NPHY 34paByU J0OPOBONLKM WIK APYrd NOMyNaLUH, ¢ U3KNOUYEeHHe HAa nalMeHTH ¢ ObOpeuna
TPaHCMIAHTAUMA, KbAETO ce HabnoaaBaT npoMeHauBH nosuieHUs (cpeaHo ¢ 0% no 40%). Tpabaa
1a ce OOMHC/IM 38 MOHHTOPHHT Ha HUBATA HA LMKJIOCTIOPHH NPU NayueHTH ¢ O1OpeuHa
TPAHCNNAHTALMA HA JleYeHHe C aMAOAHUIHH, a 103aTa Ha LIMKJI0CNOpPKHH TpA0Ba Ja ce Hamanu cnopen
HeobxoauMoCTTA.

Cumeacmamurn. EAHOBPEMEHHOTO H MHOTOKPATHO MPUIOKEHUE HA A03M OT 10 mg Ha aMJIOOUNKH C
80 mg cUMBACTaTHH BOAM A0 MOBHILABAHE HA EKCMO3ULIMATA HA CHMBACTaTHH B CPABHEHHE ChC

CAMOCTOATEHOTO NPHUIOKEHUE HA CHMBACTATHH cbC 77%. [1pH nauneHTH, npuemMall
103aTa Ha CUMBACTaTHH TpaDBa aa ¢ce orpaHuuu Ao 20 mg AHEeBHO.

[lpu KTMHKWYHKM NpOYYBaHYA 32 B3JAUMOACHCTBUE, AMIOAHIIUH HE NOBMUABA (Pa
aTOPBACTaTHH, IKWFOKCHH UK BapgapHH.



{lTeduampuuna nonyaayus
Hama npoBeacHH NPOYyYBAHHUA 32 JIEKAPCTBEHHU B3AHMOACHCTBUA MPH MEAHATPHYHATA NOMNYALIHA.

4.6 Pepraanrter, OPpEeMEHHOCT H KbpPpMEHE

bpeMeHHOCT

J ocapmax

Ynorpebara Ha anrnoteH3nH 1l peuentopHn antaronucTu (AlIPA) He ce npenopbusa 1o BpeMe Ha
NMbPBUS TpUMECTHLP Ha OpeMeHHOCTTa (BXK. Touka 4.4). Ynorpebara na AIIPA e npoTtvBonokasaHa no
BpEME Ha BTOPHA ¥ TPETHUA TPUMECTBP OT OPEMEHHOCTTA (BX. TOYKH 4.3 U 4.4).

EnuaemMuonornuHyute JaHHH 3a PUCKa OT TepaToreHHOCT ciaen ekcnolnuus Ha ACE nnxubutopu no
BpEME Ha NbPBUA TPUMECTBLP OT OPEMEHHOCTTA HE BOAAT A0 OKOHYATENHH 3aKkmoueHHd. Bee nax,
MAJTKO MOBULUEHHE HA PUCKA HE MOXE 1a CC H3KMOUM. BbNpekH ue HiMa NaHHK OT KOHTPOJIHpaHH
eNUAEMHONOMMYHH NPOYYBAHMA 34 pUCKa NnpH aHrnoTeH3uH 1l peuentopHuTe aHTaroHKUCTH (AHHPA)
noao0eH PHCK MOXKE /1a ChLUECTBYBA 32 TO3H KJac nexkapcTseHy npoaykTu. OcseH, ako
npoab/kaBaHeTo Ha AIIPA TepanusaTta ce cMeTHE 3a )KU3HEHO BOKHO, NALIHEHTH C I1AHUpaHa
OpeMeHHOCT TpAOBa a MPEMHUHAT HA AITEPHATUBHO AHTUXHINIEPTEH3IHBHO NICUEHHE, KOETO HMa
ycTaHoBeH npodi Ha 6e30nacHOCT NpH OpeMeHHOCT.

AKO ¢e ycTaHOBH OpeMeHHocCT, eueHneTo ¢ AIIPA tpadea na ce npeycraHoBu He3abaBHO H, aKO €
YMECTHO, Aa Ce 3arnovHe anTepHaTHBHA TEpanHA.

Excnosnumara Ha AIIPA no BpemMe Ha BTOpHA W TPeTHS TPUMECTbP Ha OpeMEHHOCTTa MOXKE 1a 10BeIe
no HeTOTOKCHYHOCT (HamaneHHue Ha ObOpeuHaTa pyHKLUHA, ONHrOXHAPAMHUOH, 3a0aBeHa OcHPUKaLHS
Ha yepena) ¥ HeOHaTallHA TOKCHYHOCT (0pOpeyHa HEOCTATLHHOCT, XMNIOTOHUSA, XUIIEPKATHEMHSA )
(BK. TOUKa 5.3).

B cnyuaii ye ce yctaHoBHU ekcrio3nuna Ha AlIPA ot BTopus TpuMecThp Ha OpeMEHHOCTTA, C€
npenopbusa NpoBepka Ha ObOpeyHaTa PyHKLUA ¥ HEpeErna Ha IU10aa 4pe3 YITpa3ByK.
HosopoaeHu, uuiiTo Maiku ca npuemanu AlIPA, tpabea sHumMaTenHo aa 6baar HabnropaBaHy 3a
XHNOTOHHA (BK. Touku 4.3 U 4.4).

Amaoounun

Be3zonacHOCTTa Ha aMNOAHUITHH NO BpeMe Ha OPEMEHHOCT HE € YCTAHOBEHA.

[Tpy npoyyBaHMA BbLPXY KHBOTHH € HAONIONABaAHA PENPOAYKTHBHA TOKCHYHOCT MPH BHCOKH J03H (BXK.
TOuKa 35.3).

YnorpeGara no BpeMe Ha OpeMEHHOCT ce Npenoprysa caMo, KOrato HaMa no-6e3onacHa aarepHaTHBa
H KOraTto camMoTo 3abongasaHe HOCH NO-ro/IAM PUCK 3a MaHKaTa M rJioJa.

KspMeHe

Hocapmarn
JIuncea uadopmaums oTHOCHO ynoTpebara Ha iocapTaH O BpEME Ha KbpMeEHe.

Amaoounun
AMNOAMNHKH C€ EKCKPETHPA B KbpMaTa npH xopa. YacTtra OoT 103aTa 3a MailKaTa, noy4eHa oT
KbPMauYeTo, € N3UUCIeHa C HHTEPKBAPTHIIEH Axana3oH 3 - 7%, MakcuMyM [5%. EdekTsT Ha

aMJIOAHUMNHH BbPXY KbPMAYETATa € HEU3BECTEH.

[lopagu Ta3u npyurHa TeHNOPUC HE Ce NpenopLYBa, a C€ NPEANOYMTA ANTCPHATHB
YCTRHOBEH NPoPua Ha 6€30MaCHOCT MO BPEME Ha KbpMEHE, 0COOEHO NpU KbpMEH
HJIY NIPEXAEBPEMEHHO POACHHM AcLA.

POEpTUNHTET




[lpy HAKOM MAUHEHTH, AeKyBaHH ¢ OIOKEPH Ha KATUMEBUTE KaHaH ca DMK A0KIaABaHH 00pPaTHMH
OMOXUMHYHH NPOMEHH B r1aBaTa Ha cnepmMarolonaure. KnHHHYHYTE 1aHHH Ca HEAOCTATbYHH NO
OTHOLLECHHE HA NOTEHUHANHNHA eeKT Ha aMI0AXNHH BbpXY deprunurera. [1pn enno npoyusade npu
NAbXOBE ca HabNIAaBaHH HEXKENMAHH €(PEeKTH BbPXY MBAKKHS QEPTUNANTET (BXK. TOUKaA 5.3).

4.7 EdexTH BLpPXY cnoco0HOCTTA 32 mopHpaHe H padoTa ¢ MALIHHH

He ca nposexaaHy npoy4saHus 3a eeKTUTE BLPXY CMOCOOHOCTTA 3a WwogHpaHe U paboTa ¢ MalIMHAM.
Bbnpekh ToBa, npu wodupane nin pabora ¢ MaliMHK TpAOBA Ja ce UMa B NPEABHA, Y€ NMPH
aHTUXHUIEPTEH3IUBHATA TEPANWA MOTaT Aa Ce MPOABAT BUEHE HA CBAT, CbHIHBOCT, NO-CHELMATHO 10
BpEMeE Ha 3arnouBaHe Ha JIEYEHUETO WK NpU NOBHILABaHE Ha go3aTa. [IpenopbuBa ce BHUMaAHHE,
0CODEHO B HAYAOTO HA JIEHEHHETO.

AMNOAMIIHH MOXKE J1a HMa JIEKO MIIY YMEPEHO BIIMAHWE BbPXY CNOCOOHOCTTA 3a ot upaHe ¢ padora ¢
MaLUIHHK. AKO NAUHEHTHTE, NPHUEMALUH aMIOJHIMHH OYYBCTBAT 3aMasHOCT, raBoboKe, yMOopa WiK
rageHe, cnocoOHOCTTA 32 pearupaHe MOxXe Ja Obae HapyuleHa.

4.8 HexenaHd J1eKAPCTBEHH PEAKIHH

Q6061eHKe Ha npoduna 33 He3onacHoCT

HHocapmarn
Haii-4yecTo 10KN1anBaHOTO HEXKENAHO CbOWTHE NPU KIIHHUYHHUTE U3NKUTBAHUA € OWJIO CBETOBLPTEXK.

Amaoounun

Haii-uecTo chOOLLIABAHHTE HEXKENAHN IEKAPCTBEHH PEAKLHAH MO BPEME Ha AEYEHHETO Ca CHHIUBOCT,
BMEHE HA CBAT, rAaBOoOOIIHE, chbpuedueHe, 3auepBsaBaHe, OOIKH B KOpeEMa, rajeHe, NoayBaHe Ha
rN€36HUTE, OTOLUM H YMOpaA

Tabnu4yno NPEACTABAHE HA HEXKENAHHTE PEaKLMHK

CleJHUTE HEXEAHH NIEKAPCTBEHHU peakuuH ca HaboaaBaHK MO BpEME Ha N€YEHUETO ¢ aMIOAMITHH
UJIY JIOCAPTaH MPOoABEHK OTAEIHO U ce Knacubuumpar cnopen MedDRA cucTeMo-oprady Kiacose
NPY YECTOTa NO CAEAHHA HAYMH:

- Muoro uectn (=1/10)

- Yectu (=1/100 go <1/10)

- Heuectu (21/1 000 go <1/100)

- Peaku (=1/10 000 oo <1/1 000)

- Muoro peaku (<1/10 G00)

- C HeH3BECTHA 4eCcTOTa (OT HANHUHHMTE JAHHU HE MOXKe Aa Obae HanpaseHa oueHKa).

Hexenann peaknuy HecToTa
MedDRA cicTeMo- AMJIOIHIHH Jlocapran
OpraHHH KJacoBe

HHPEKUMH Ha YPUHAPHUA TPaKT | - C HEU3BECTHA
Huajgexnuu H 4eCcToTa
HHpeCTAUHE

NEBKOMEHHSA MHOrO peaKH -
HapymieHus HA KPLBTA H | TPOMOOLIUTONEHUA MHOI0 peakH
JuMpHaTa CHCTEMR

aHEMUH -

aHADUNAKTHYHH PeaKLHH -
Hapymenuna Ha aHruoeaem* MHOT'O peaKY
HMYHHATA CHCTEMA BACKYIUT** -




Hapymenns na
MeTaADO0IH3MA H

peakLHM Ha MHOIC peaKH PEAKY
CBPBXYYBCTBHTEJIHOCT
XHAEPriuKeMH MHOIO peaKu -

XpAHEHeTO
HHCOMHUA/HAPYLUEHHS HA CbHA | HeYyecTH -
IIcHXHYHH HAPYIUECHHH (BKNKOMUTENTHO DE3MOKOHCTBO)
aenpecus HEYECTH C HEM3BECTHA
4eCTOTa
o6 BbpKaHoOCT peaKy -
3aMasHOCT 4YECTH YECTH
HapymeHHs Ha HepBHATA | CHHIMBOCT YECTH HEUYECTH
CHCTEMA rnasobonue YECTH HEUYECTH
HapyLWeHHs Ha ChbHA - HEUECTH
napecre3us HEUYECTH -
XHNMOTEH3MA HEYECTH -
TPEMOP HEUYECTH -
ANCTEY3NA HEYeCTH C HEU3BECTHA
YyeCcTOoTa
CHHKOI HEYECTH -

XUNEePTOHYC (MOBUILEH
MYCKYJIEH TOHYC), nepudepHa
HeBponaThs

MHOI'O peaKH

MUrpEeHa - C HEH3BECTHA
yecToTa
eKCTpanMpaMHMAHW HAPDYWEHHA | C HEH3BECTHA
YyecToTa

3PUTENHH HApPYLUEHHA qYecTH -
HapyuieHHs Ha OUYHTE ( BKJTHFOMHUTETHO AUMMAONHA)

BEPTHIO - 4eCTH
HapynieHns Ha yXOoTO H THHUTYC HEYECTH C HEU3BECTHA
JAOHpAHT YyecToTa

NANTNUTALUH YeCTH HEUEeCTH
CypaeyuHu HapyuIeHus CTCHOKAPAHUS - HEe4eCTH

apuTMug, {BKIIKOMHUTENHO HEYeCTH -

Opagukapaus, KaMepHa

TaXHKapAUd U NpeachbpaHo

MBXAEHE)

MHOKapAeH HHOAPKT MHOI'Q peiKH

3a4epPBABAHE HeCTH -
C1ba0BH HapyUieHHd (OpPTOCTaTHYHA) XUNOTOHUA - HEUECTH

(BKJIHOUHTENHO J030-CBLP3aHH
OPTOCTATH4HH eDEeKTH) "

XHMOTOHHSA HEYeCTH
BACKYJIHT MHOIO pEaKH
JAUCIIHES YeCTH //

PecnHpATOPHH, (PbAHA H | pPUHHUT HEUYECTH

MEIHACTHHANHA Kalnauua HeyecTH

HAPYWIEeHHNA




kopemHa 0osika YECTH HEYECTH
CToMalIHO-YpeBHH raaeHe, JMCNEncH, NPOMEHEHA | YECTH -
HApYIIEHHSH YpeBHA MEpUCTAITHKA
{BKJIIOUYHTENHO AHAPHS H 3aMeK)
MOBPBLUAHE, CYXOTa B YCTaTa HEYECTH -
3anex - HEYECTH
racTpur, MHOrO peiKH -
XHNEPrna3is Ha BEHUHTE
AHapHs - C HEH3BECTHA
HECTOTA
HHTECTHHAJIEH AHTHOEAEM - peaKH
XEMaTHT MHOTO pelKH pEAKH
XenaroOuaHapHH MaHKpeaTuT MHOTO pelaKH C HEH3BECTHA
HApYIIEeHHA HECTOTa
aHOpMaiHa PYHKUHSA Ha - C HEHW3BECTHA
JepHHa apod 4ECToTa
KBJITEHHLA MHOTO peAKH -
MOBULLIABAHE HA MHOIO peaKH -
yepHOApOOHHUTE EH3UMU™ **
obpus HevecTH HEYECTH
Hapymenun Ha Koxkata H | anoneuus, nypnypa, HEYeCTH -
NOJAK0XKHATA THKAH ofe3uBeTaBaHe Ha KOXaTa,
XHNEPXHAPO3a, EK3aHTEM
NpypHUTYC HEYECTH C HEH3BECTHA
4ecToTa
ypTHKapHa HEYECTH C HEU3BECTHA
YecToTa
GOTOUYBCTBUTENHOCT MHOIO PeAKH C HEH3BECTHA
4ecToTa

epuTeMa MynTudopme,
ekchonHaTHBEH 1€PMATHT,
CHHApPOM Ha Stevens-Johnson,
eaeM Ha Quincke

MHOIO pEOKH

TOKCHU4YHA CMTHACpMallHa

C HCH3BCCTHA

HEKpOnH13a 4ECTOTA
MOAYBAHE HA riIe3eHHUTE, YECTH -
HapymeHns Ha MYCKYJHH KpaMIly,
MYCKY/THO-CKE/IeTHATA MU U HEYeCTH C HEHM3BECTHA
CHCTEMA H YECTOTA
ChEAHMHHATEIHATA ThKAH apTpanrug HCYCCTH C HEH3BCCTHA
YECTOTA
pabaoOMHO/IH3a - C HEHM3BECTHA
YECTOTA
60s1K4 B rbpda HE4eCTH C HEH3BECTHA
YECTOTA
HapylEeHHS Ha MUKLIHATA, He4ecTH -

Hapymeunus ua
6L0penuTe H RHKOYHHUTE
NbTHINA

HHUKTYPHA, TOBHMILEHA YE€CTOTA
Ha ypHHUpaHe

Hapymenua Ha
BbL3NPOHIBOAHTEIHATA
CHCTEMA H I'bpAATA

€PEKTUIHA HEYECTH
AMCQYHKLUA/ HMNOTEHTHOCT
rMHeKOMAacTusd HEYECTH

yMopa




OO0 HADYLIEHHA H eneM MHOTO Y€CTH HEYeCTH
eheKTH HA MACTOTO HA ACTEHUS 4ECTH HEYECTH
NPHIOKEHHE (hU3UHECKO HEPA3NONOKEHHE HEYECTH C HEH3BECTHA
4eCTOTA
0oJika HEYECTH -
00JIKa B I'bpaMTE HEeYeCTH -
rpUNonoOACOHU CUMNTOMH - C HEH3BECTHA
YeCTOTa
XHMepKaTHEMHA - YECTH
H3caenpaHus NOBULIABRAHE HA AJTAHHH - peakH
amuHoTpancepasara (ALT)
XUMOHATPUEMHSA - C HEW3BECTHA
4ECTOTA
MOBHIUABAHE HA TETNOTO, HEYECTH -
oTcnabBane

*BKNIOYHTENHO OTOK Ha TapUHKCa, FIOTHCA, JIMLETO, YCTHUTE, (DapHHKCA W/HTH e3MKa (NMPUUHHABA

OOCTPYKLIHA HA AUXATETHUTE MBbTHLLA), @ MPU HAKOH OT TE3H MALUEHTH € ChOoOLAaBaHO 3a AHTHOCAEM B
MHUHAOTO BbB BPb3Ka C NPHJIAraHEeTO Ha APy AeKkapcTBa, BKAOUUTENHO ACE-HHXHOMTOPH
* x Bkmouurenvo nypnypa Ha Henoch-Schénlein

| OcoGeno npu naunenTH ¢ HamManeH BLTPECHAOB 06EM, HANPUMEP NALIMEHTH ¢ TEXKA ChpAEYHa
HEAOCTATLYHOCT WIH NPU AEHYEHHE C BUCOKH A03H AHYPETHLH

§ OOMKHOBEHO He ce HabnoaaBa cliel NpeKpaTABaHE Ha JIEYEHHETO

*** [IpeaHMHO B CHOTBETCTBHE C XOJIECTA3A.

JlocapraHn
YecToTa Ha HEXKENAHHTE NIEKAPCTBEHH PEaKUHH, YCTAHOBEHH O BPEME Ha M1aLledO-KOHTPOIMPaHH
KJIMHHYHH NPOYYBAHHA K NOCTMAPKETHHIOB ONUT

Hexenana peakuds | Yecrora Ha HeXKeNaHHTe PeAKIHH MO NOKA3AHHUA JApyru
XunepreH3uBdH | XpouuiHa | Xunepronna v | Iloct-
NANHEHTH C chpAedyHa | AHA0eTTHN 2C¢ | MAPKETHHIOB ONHUT
JIEBOKAMEpPHA HexoCTa- OLOpeuHo
xHneprpogpus ThYHOCT 3afoanBane
HapyuienHs Ha KPbBTA H JHMQHATA CHCTEM2
aHEeMMA C HEU3BECTHA
4ECTH
4EeCTOTa
C HEU3BECTHA
TpoMOoUHUTONEHUS
4eCcTOTa
HapyuieHHd HAa HMYHHATR CHCTEMA
peakLHK Ha CBPbX-
4yBCTBUTETHOCT
aHa(QUNAKTUHHH
peaKH
peaKLuy,
aHruoenemM™, u
BaCKyauT**
IIcHXAATPHYHE HADYILIEHHSA
C HEH3BECTHA
aenpecus
4YeCTOTa
Hapymenus Ha HEPpBHATA CHCTEMA
3aMailBaHe 4ECTH YECTH YeCTH
rnarobonue HEYECTH
napecre3us pelKH
MHUIPEHa




AUCTEY3NS

C HCHU3BECTHA
Y€CTOTAa

Hapywenns Ha yX0TO H 1adupunTa

BEPTHIO 4ECTH
C HEM3BECTHA
THHHTYC
HECTOTA
Cubpaeund HapylICHAR
CHHKOM peaxu
| NPEACHPAHO MBXKAECHE peaKH
MO3BbYHOCHA0B peaKH
HHUHAEHT
Cuvaosa napyuieHHs
(opTOCTATUYHA)
XHMOTOHUA
(BKJTIYOUHMTENHO 2030-
HECTH 4ECTH
CBbP3aHH
OpPTOCTATHYHH
edexctn)!
PecnHpaTOpHH, FTPHAHH H MEAHACTHHAJIHHA HADYIICHHSA
AHCTIHEA HEUYECTH
HEYeCTH C HEM3BECTHA
Kalwnvua
4ECTOoTa
CromamHo-uYpeBHH HAPYIIEHHHA
HEYECTH C HEH3BECTHA
Anapvs
4ECTOTA
raaeHe HEUYECTH
NOBpbUIAHE HEYECTH
MHTECTHHANEH
peaku
aHTHOEIEM
XenaroOHTHADHA HADYIICHHS
C HEU3BECTHA
AaHKpeaTUT
4eCTOTa
XENaTHUT PEAKH
HapylIeHHUA Ha
C HEHU3BECTHA
yepHoApoOHaTa
4ecToTa
pyHKLHS
HapymieHHS Ha KOXKaTA H NOAKOKHATE ThKaH
N HEYEeCTH C HEW3BECTHA
ypTHKap YECTOTA
I HEeYeCTY C HEN3BECTHA
PYpHTY YECTOTA
HEYECTH C HEU3BECTHA
0bpus
4ECTOTA
C HEU3BECTHA
(POTOUYBCTBHTEAHOCT
4ECTOTA
HapyuieHHS HA MYCKYJHO-CKEIE€THATA CHCTEMA H CheIHHHTE/IHATA ThKaH
C HEW3BECTHA
MHAITUS
4ECTOTA
A TOANHS C HEU3BEC
YECTO pERLAS
CH @ a &
pabaommuonusa 5 vI VN fz;,
e yge v § oy
Hapymenns na 0L0penuTe B NHKOYHHTE DHLTHINA S gt 'é‘ ]
O0bOpetHo yBpexaaHe YECTH AN L R NN
L \'\. e :‘F v
E.b(l X i{.




O0BLOpeuna
HEAOCTATbYHOCT

YECTH

HRE}TIIIEHHH HA BHINPOHIBOAHTC/IHATA CHCTEMA H I'LDAATA

€PEKTHIIHA
AHC(yHKUKA/UMNO-
TEHTHOCT

C HCHU3BECTHA
HECTOTA

Obmu HapyuieHHS H eeKTH HA MACTOTO HA NPHJIGKEHHE

dCTCHHA HECTH HCUCCTH YCCTH

yMopa YECTH HEYECTH YEeCTH
(PH3NYECKO C HEW3IBECTHA
HEPa3NOJOXKEHHE yecToTa

Hiciieapanng

XUNEpKanHeMHs
HeuecTHt | yecTni

NOBHIIABAHE Ha
ypeara B KpbBTa,
CEpPYMHHA KPEaTHHHUH
H CEPYMHHSA KaNHH

YECTH

XHIMOHATPHEMHUA C HCH3BCCTHA
HCCTOTa

XHINOINNITHKEMHA YCCTH

*BxIOYMTENHO NOAYBAHE Ha JApUHKCA, MIOTHCA, JTHUETO, PapUHKC HW/HIH e3HKa (MPUYHHABANKH
oOCTPYKUMA HA Bb3AYXOHOCHUTE MbTHUIAY, NPH HAKOK OT TE€3M NALKMEHTH € JOKNAABAH AHTHOEAEM B
MHUHAIOTO BbB BPb3Ka C MpyMeMa Ha ApPYTrH nekapceTea, BKIoUMTenHo ACE uHxubHTOpH
*BrmourTenHo nypnypa Ha Henoch-Schénlein

bOco6eto NPH MALHEHTH ¢ BbTPECHIAOBH HAPYLUECHMUA, HAMP. NALMEHTH ¢ TEKKA ChpAEeYHA
HEJIOCTATHYHOCT WK TPETHPAHH C BUCOKH JO3H AUYPETULH

TIpu KAMHUYHO NPOYYBaHE, NPOBEAEHO NPH NauUeHTy ¢ Tun 2 auaber ¢ Hedponatusd, 9,9% ot
NMalHeHTHTE, NEKYBaHHU C nocapTaH Tab/eTKkK pa3BUBaT XHNCPKaaHeMHMa> 5,5 mmol/l u 3,4% ot
NALMEHTHTE, NEKYBaHH ¢ nnauedo.

Hapywenua na 6vbpeyume u nuxoynume novmuwya.

Karto pe3yaraT oT NOTHCKAHE HA CHCTEMATA PeHUH-AHTHOTEH3UH-ANA0CTEPOH, MMa ChOOLLIEHMS 32
npoMeHH B ObOpeuHaTa pyHKUMA, BKIIIOUMTENHO OBbOpeuHa HEAOCTATBEYHOCT NPH NALUEHTH,
H3J0XKEHH HA PUCK; Te3n npoMeHH B ObOpeuHara gyHkUMA MoraT aa Obaar obparumu npu
NPEKPATABAHE HA NEUCHHUETO (BXK. Touka 4.4)

CohobiuasaHe Ha NOAO3UPAHH HEXKENAHHU PEaKUHH

CbobiasaHeTo Ha NOA03HPAHH HEXE/aHW PeaKUMH clie] pa3peluasaHe 3a ynorpeda Ha nekapcTBeHus
NPOAYKT € BaXKHO. T0OBa No3BONABA A3 NPOABLIKUA HADNOAEHHETO HA CHOTHOLUEHHETO NOM3A/PUCK 32
nexapcTBeHUs NpoaykT. OT MEAHLIMHCKHUTE CNIELIHANTUCTH C€ M3UCKBa f1a cbobiaBar BCaka
NOJ03KpaHa HEXETaHa PEaKLUs ypes

M3nbaHuTenHa areHums No nekapcreara

yn. ,,JdamaH ['pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417
yeOcaiT: www.bda.bg

4.9 Ilpenozmpane

CUMNTOMM HA MHTOKCHKALIUA




HanvuHuTe AaHHH NOKAa3BaT, Y€ NPEAO3ZMPAHETO C AMIOAHIMHAH MOXKe [a A10BEAE A0 MPEKOMEPHA
nepudepHa BazoaMIaTaUus H BEpOATHO pedaexcHa Taxvkapansa. Hma cvobluenus 3a uipaszera H
BEPOATHO NPOABLAKHTEIHA CHCTEMHA XUMOTOHHA NOCTHralla A0 WOK ¢ (haTalieH U3XOA.
HekapanorerneH 6enoapoden otok ce cnobluasa paako KaTo ocieaua oT npeao3HpaHe ¢
aMJIOIMINHH, KOMTO MOXCE Aa C€ NpOsiBH Cbe 3abdaBeHO Ha4ano Ha edekra (24-48 uaca cnea
NOrTbIUAHE) U A2 W3NCKBA U3KYCTBEHA BEHTUAUMA. PAHHUTE peaHMMALIMOHHH MEPKH ( BKITIOUUTENHO
HATOBAPBaHE C TEUHOCTH) 32 NOAAbPKAHE HA NepPy3HATA U CbPACHHHUA AeOUT MoraT Aa Obaat
yCKOpsBalWM MaKTOPH.

Mma orpaHuueHy A2HHH NO OTHOWIEHUE HA NMPEAO3UPAHE C 1ocapTaH npu xopa. Hal-sepodrHata
NMPOABa Ha Npeao3rMpane O OHNa XMNOTOHKS U Taxukapauvs. bpaavxkapans MOXe 1a HacTbNH OT

NnapacHMIIATHKOBATA (Bﬂl"}’CUBEl) CTUMYJIdLLHA.

JeyeHnve HA MHTOKCUKALHATA

B Hakou ciyuan Moxe na Obae oT nonsa cromatuHa npoMuska. Ciea nepopaneH fpueM € oKaszaHo
npujaaraHe Ha 10CTaTb4YHa 4033 aKkTHBEH BbrieH. [Ipu 3apasu A0OPOBOILM U3NMON3ZBAHETO HA BBLIIEH
no 2 qaca cnen npunoxeHue Ha 10 mg aMIoOUNKH € NOKa3ano HaMalABaHE Ha CKOPOCTTa Ha
abcopbums Ha aMNOAUNIHH,

KnrMHHYHO- 3HaYMMaTa XHNOTOHUS NOopaay npenounpane Ha TEHNOPUC H3UCKBA aKTHBHA
ChpAEYHOCHAOBA PEAHHMMALKS, BIUTIOUBALLA YECTO KOHTPOJIUPAHE HAa ChPAEYHATA W UXATeNHA
$YHKUHA, NOBAHraHe Ha KPalHULIWTE H BHUMAHHE NO OTHOLLIEHHE HA UHPKYJIaTOpHUA 00eM U
auypezara. [IpunoxeHUeTo Ha BA3OKOHCTPHKTOP MOXKE A4 € OT Mo/3a 3a Bb3CTAHOBABAHE Ha CbAOBHA
TOHYC W ApTePHATHOTO HANAraHe, B Ciiydai 4€ HAMA MPOTHBOMOKA3aAHUA 3a MPHIOKEHHETO MY,
HuTpaBeHO3HOTO NpUIOKEHHE HA KalLMeB MNTIOKOHAT MOXE aa Oble OT NnoJiza 3a NpeonosisBaHe Ha
edekTa Ha OnokvpaHe Ha KANLUMEBUTE KaHaH.

KakTo nocapran, Taka # aMJIOIHIMKAH HE C€ OTCTPAHABAT YPE3 XEMOAHAIK3A.

5. ©®APMAKOJIOIrHYHH CBOMCTBA
5.1 dapMakoJHHAMHYHH CBOHCTBA

DapmMakoTEpaneBTUYHA rpyna: CpeACTBa MOBNHABALUM PEHUH-AHMHOTEH3HHOBATA CUCTEMA;
aHruoreH3uH Il peuerrropiu aHTaroHUCTH M KanuueBHr aHTaroHUCTH, ATC koa: CO09DB06

JlocapraH

JlocapTaH € CHHTETHYEH MepopaneH aHTaroHUCT Ha auruoTeH3uH 1l penenrtop (Tun AT)).
AHruoteH3ut I, MOLEH BA3OKOHCTPUKTOP, € OCHOBEH aKTUBEH XOPMOH Ha CHCTEMATa
PEHUH-AHMHOTEH3UH W € OCHOBEH onpelesisil PakTop B NaTOPHIUONOrMATA HA XUNEPTOHHUATA.
AHruorensnH Il ce cebpasa ¢ AT, - peuenTopsT, KOUTO ce HAMHUPA B MHOFO TbKaHU (Hanp.
BACKynapHaTa rinajka MycKynaatypa, HaadbopeuHara xnesa, 6b0peuuTe U CLpUETO) U NPEAMU3BUKBA
BAXKHU OHONOTMYHU AEACTBHUA, BKIOYHATENHO BA3OKOHCTPHKLMA H OTAC/ISNHE HA anaocTepoH. Chilo
Taka, aHrHoTeH3uH Il cTuMynupa nponudepaunsta Ha KIETKMTE Ha r1aJKaTa MycKyJartypa.

Nocapran cenektuBHo Onokupa AT peuenrtopa. In vitro v in vivo 10CapTaH U HEFOBHUAT

(bU3KOTOTHYHO aKkTHBEH KapOokcuneH metadonur (E-3174) 6nokupaT BCHUKH AeHCTBHA Ha
aHruoTeH3uH [, He3aBHCHMO OT H3TOYHHKA H MbTA Ha CUHTE3A.

JlocapTaH HAMa aroHHCTUYeH eekT K He 610KHpa APYTH XOPMOHANHH PELIENTOPH WM
Ba)KHU B ChpAeHHOCHAOBaTa perynauud. [1pu Tosa nocaprad He uHxubupa ACE (kun
KOWHTO pasrpaxkaa OpagnukuHuHuTe. CleaoBaTenHo, HAMa NOTEHUWPAHE HA NPean3B
OpaIMKMHHH HEeXeNMaHU edeKTH.




[To BpeMe HA NpPUIOKEHHE HA NOCAPTAH, NPEMAXBAHETO Ha aHIMOTEH3UWH |l HeraTHBHOTO Bb3AEHCTBHE
BbPXY PEHHHOBATA CEKPELMR BOAM 0 NOBULIABAHE HA MIa3MEHATA PEHHHOBA aKTHBHOCT (PRA).
[ToBuwiaBaHeTo Ha PRA Boau no nosuwasaHe Ha aHrHoteHsud Il 8 nnasmara. Bonpeku Te3un
NOBHIIEHWS, AHTHXHUNEPTEHZUBHUAT €(PEKT W MOTUCKAHETO Ha NJA3MEHHTE KOHLEHTPAaUHH
aNJOCTEPOH Ce NOAABbPKAT, NoKa3BaHku edexTuBHa Onokana Ha aHrMoTeH3uH 1l peuentopa. Cnea
npeKbCcBaHe Ha tocapTaH, PRA cToilHocTHTE Ha aHrnoTen3uH Il cnagat 5o Tpu AHH A0 H3XOAHHUTE
CTOHHOCTH.

U nocapraH n HeroBMs OCHOBEH aKTUBEH MEeTaboNUT HMAT MHOTIO NO-rosiaM aprHuTeT kbM AT ~
peuenTopa, OTKOAKOTO KbM AT:-peuentopa. AKTHBHUAT meTabonut € 10- 10 40- NbTH NO-aKTHBEH OT
AOCapTaH Mo CHila Ha Ta3d OCHOBA.

B npoyuBane, npoBeAcHO CNEUMATHO, 3a 1a C€ OLUEHAT CJIYUYAHTE HA KALWTHUA NMPH NALKEHTH,
YecTOTaTa Ha KaliuduaTta HabaaBaHa nNpy TE34, JEKYBaHY C JIOCAPTAaH UITU XHAPOXI0pOTHA3NUA €
noaodHa, H 3HAYUTENHO MO-HUCKA OTKOIKOTO MpH NauHeHTH, nekyBaHu ¢ ACE-uuxuburopu. B
NOMbAHEHHE, MpH 00001LeH aHanu3 Ha |6 ABOHHO-Chenu UicneaBaHus, npoeeaeHy ¢ 4 131 nauueHTy,
C/IY4aHTE Ha CMOHTAHHO AOKNAABaHA KALLIHUA MNPy NALHECHTHTE, JCKYBAHH C 1I0CAPTaH, € NoAoOHa
(3,1%) xaxkTO npk Te3u TpeTHpanu ¢ mauedo (2,6%) nau xuapoxnoporvasua (4,1%), nokaro
cnydaute npy ACE-uuxubutopure ca 8,8%.

[Tpu xuneproHHuM 6€3 auabeT ¢ NPOTEHHYPHA, NPUNOIKEHHETO HA 10CAPTAH KAJTHH 3HAYHTETHO
HamanABa NPOTEHHYPHATA, YaCTHYHATa ekckpeums Ha andbymuH n 1gG. JlocapraHn 3anassa ckopoctra
Ha raomepyiHa buntapuna U HaMansaea guiatpupaHata ¢gpakuna. Karo usno, 1ocaprad Boau 1o
HamasiBaHe Ha NUKOYHATa KHceNnrHa B cepyMa (06ukHoBeHO < 0,4 mg/dl), k0eTo € NOCTOAHHO NpH
XPOHHYHO JCUCHHUE.

Jlocapran HAMa eexT BbPXY aBTOHOMHHTE pedieKCH U HAMA NPOABIKUTENEH €PEKT BbpPXY
M;1a3MEHUS HOPEMUHEPHH.

[Ipy nauHeHTH ¢ IEBOKAMEPHA HEAOCTATBHHOCT, 034 OT 25 mg 1 50 mg nocapran BOIST 10
MO3UTHBHH XEMOAHHAMUYHU U HEBPOXOPMOHAMHU edEeKTH, XapaKTEPHU3Upallli ¢€ C MOBUILABAHE Ha
CbPAEYHHA HHAEKC ¥ HAMAaABaHE HA BKJIMHEHOTO OEIOAPOOHO KANMWIAPHO HANATAHE, CHCTEMHATA
CbAOBA PE3UCTEHTHOCT, CPEAHOTO CUCTEMHO APTEPHANIHO HANANAHE K CHPACHHATA YECTOTA, U
CLOTBETHO HaMaIEHHUE Ha UUPKYTHpalUWTe HUBA HA aNI0CTEPOH W HopenuHegpuH. [lossaTa Ha
XHMOTOHHA NMPH TE3HW MALHEHTHU CbC ChbpAEUYHA HEAOCTATHYHOCT € J030-3aBMCHMA,

X UNREPMOHUMHU UZRUMEBARUAR

[Ipu KoHTpOAHpPAHY KAWHWYHU W3NMUTBAHUA BbPXY MALUMEHTH C JIEKa JO CPEAHA €CEHLMANHA
XMIEPTOHHA, NPUNAraHeTO Ha NOCAPTaH €AHH MbT AHEBHO, € MPEeAHIBUKAIO CTATHCTHYECKH 3HAMUMO
NOHUKEHUE HA CUCTONUYHOTO W JHACTONIHYHOTO KPbBHO HanAraHe. UsmepeaHuaTa Ha KpbBHOTO
HangraHe 24-yaca cnea Ao3MpaHe OTHECEHO KbM 5-6 yaca cnea 403aTa MoKasBa OTHOCHTENHO J1aBHA
pEAYKLIMA Ha KPBBHOTO HANAraHe 3a nepuos ot 24 yaca; ecTeCTBeHHTE JAHEBHH PUTMH Ce 3aMa3Bar.
PenyxumnATa Ha KPbBHOTO HANAraHE KbM Kpas Ha J030BUA uHTEepBan € 6una npubauszurenno 70-80 %
oT eekTa, Haboaaead 5-6 yaca ciea npuaaraHe Ha n03arTa.

CHHP&HBTO Ha N1oCapTaH, [Ipd XHIICPTOHHYHH MMALHCHTH, HE € BOAC/IO A0 PA3ZKO Bb3CTAHOBABAHC HA

KpbBHOTO HanaraHe (pubaynna). He3aBUCHMO OT 3HAYMTENHOTO HAMAIABAHE HA KPLBHOTO HalAraHe,
APWIAraHeTo Ha JIOCAPTaH HE € OKA3aa0 KJIMHHUYHO 3HA4YMM e(EKT BbPXY ChbpAEe4HaTa YECTOTA.

XHIMEPTOHHLM.

[IpoyuBane LIFE
[IpoyuBaneTo Losartan Intervention For Endpoint Reduction in Hypertension (LI




PaHIOMM3IHUPAHO, TPOHHO-CANMNO, aKTHBHO KOHTPOJIHPAHO npoyusade ¢ 9 193 xunepreH3suBHH
nayMeHTH Ha Bb3pacT oT 55 no 80 roanuu ¢ nokymenTupada ¢ EKI™ nesokamepHa xuneprpogus.
[MauueHTUTE ca pAHAOMU3UPAHH 32 NPHEM €XKEAHEBHO Ha slocapTadH 50 mg uau eayH BT JHEBHO Ha
ateH0a0J 50 mg. AKO He Ce MOCTUrHe LenesarTa CTOMHOCT Ha KpbBHOTO HanaraHe (< 140/90 mmHg),
ce nobasa mbpeo xuapoxaopruasua (12,5 mg) 4, ako € HeoOX0aMMO, 103aTa HA JIOCAPTAH UK
aTeHonoJ ce yeenuyasa 10 100 mg eanus nuT aAHEBHO. [lpyrH aHTHXHNEPTEH3UBHHU CPEACTBA, ¢
nikaoueHre Ha ACE-unxuburopn, aHrnotensud [l auraronncTu unu 6eta-610kepu, ce 400aBAT NpH
HeODXOAUMOCT 3a JOCTUIraHe HA LEJEeBHUTE CTOHHOCTH HA KPLBHOTO HaslAraHe.

CpeaHata NpOALIHKMTEIHOCT Ha nNpocseassaHeTto € 4,8 roaMum.

[TbpBHUHATA KpaliHa TOYKA € ChCTABHA M BKAKOUMBA ChPAEHHOCHA0BATA 3a00./1€BaEMOCT U CMBPTHOCT,
U3MEPEHH MO HAMANEHHETO Ha KOMOMHKpaHaTa YeCTOTa HA ChPACHHOCBAOBA CMBPT, HHCYAT H
HH(apKT Ha MHOKapaa. [Ipy ABeTe rpynu KpbBHOTO HANATAHE Ce MOHMXKABA 3HAYUTENHO 10 ONU3KH
HHBa. JleueHueTo ¢ nocaprad soam a0 13,0% noHwxenune Ha pucka (p = 0,021, 95% unTepsan Ha
noseputennoct (,77-0,98) B cpaBHeHHE C aTEHONON NPH NALMEHTH, NOCTUrALLKA MbPBHYHATA CLCTABHA
KpaiHa To4yka. ToBa JonpHHacs OCHOBHO 3a HAMAJIEHHUE HA YECTOTATa HA UHCYATA. JleyeHHneTo ¢
N0CapTaH HAMANIABA PUCKA OT MHCYAT ¢ 25 % B cpaBHenMe ¢ ateHonod (p = 0,001 95 % wxrepsan Ha
noseputenHoct 0,63-0,89). HectoTute Ha chpaeyHoCHA0BO 00YCNOBEHA CMBPT H HH(APKT HA
MHOKapJa He C€ paIMyaBaT 3HAYUTENHO MEXIY NPOBEXKIAIHTE JICUEHHE I'PYTIH.

Paca

B npoyusanero LIFE nauneHTHTe OT UepHaTa paca, N1eKyBaHH ¢ J10CApTaH, ca C MO-BHCOK PUCK OT
AocTUraHe Ha MbpBHUYHaTa KOMOMHMpaHA KpaiHa ToUKa, T.€. KapAHOBACKYAapHO chOMTHE (Hanp.
cbpaeyeH HHPAPKT, CbPASHHOCHA0BA CMBPT) H OCOOEHO HHCYIIT, OTKOJIKOTO NALUUEHTHTE OT YepHaTa
paca, neKyBahu ¢ atredonon. [lopaau Tosa pesynararure, HadDAKOAABAHM MPH NOCAPTAH B CPABHEHHE C
atedonon B npoyusanero LIFE no oTHoweHue Ha cbpaeuHOCHAOBATA 3a00/1EBAEMOCT/CMBPTHOCT, HE
ca MPHIONKHMH 3a NaLUWEHTH OT Ye€pHATa paca ¢ XHNEPTOHHA H IEROKAMEpHA xunepTpodus.

JiBe ronemu paHaomusnpaHu koHTposdpadu npoyupaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo raobanHo u3nureaHe 3a
KpaHHK TOYKH HA TEAMUCAPTAH, CAMOCTOATENHO M B KOMOMHauua ¢ pamunpuil) H VA NEPHRON-D
(KnuHnyHO npoyuBaHe CBBP3aHO ¢ pa3BUTHE HA HEdponaTus npu anadber, NnpoBEACHO OT
MHUHUCTEPCTBO MO BLAPOCHTE HA BETEPAHHUTE) — NPOYyYBaT ynorpedara Ha komOuHauusTa ot ACE
HHXHOUTOP M anrnoTeH3uH ll-peuentopen Onokep.

ONTARGET e npoy4BaHe, npoBeASHO NpH NaUKEHTH C aHAMHE3a 3a CbpACYHOCHA0BA UIH
MO3bYHOCHAOBA DONeCT, K 3axapeH AHadeT TUN 2, NpUAPYAKEeHH C JaHHH 3a YBPEX/IaHE Ha
edpexTopHu opraun. VA NEPHRON-D e npoyusaHe NpH NaLKMEHTH CbC 3axapeH avader Tun 2 U
auadeTHa HedponaTus.

Te3n npoyuBaHKA He NOKa3eaT 3Ha4UM OnaronpusaTteH edexkT Bbpxy ObOpeyHUTE W/ UK
CbPACHHOCHAOBUTE NOCIEAHUN H CMBPTHOCT, KaTO ChLUEBPEMEHHO ¢a HabNIOAaBaHH AOBHILEH PHCK
OT XHMNEPKATHEMHS, OCTPO YBpeXaaHe Ha ObOpeunTe u/MNK XUIMOTOHUSE B CPABHEHHE C
MOHOTepanuaTa. Kato ce uMat npeasya CXoaHUTE UM (hapMaKoAMHAMHUYHA CBOUCTBA, TE3U Pe3YJITATH
ca NpUIOXKKUMHK 1 3a Apyru ACE nuxubutopu v aHruoreHsud ll-peuentopuu 6aokepw.

ACE unxubutopu v anrnoreHsus [l-peuentopru 6aokepH cneaopateHo He TpadBa 1a ce H3nom3BaT
eIHOBPEMEHHO NPH NAUMEHTH ¢ AWabeTHa HedponaTHa.

ALTITUDE (KnyuHM4YHO npOy4BaHE NMPOBEACHO ¢ ATHCKHPEH NPH NALKEHTH CbC 3axapeH adader Tun
2 C U3MNON3BaHE HA CLPACHHOCHAOBH H OBOpeYHU 3abonaBaHUA KaTO KpaidHU TOUKHU) € NpOY4BaHeE,
npeaHa3sHavYeHo Aa U3cneapa nonsara ot 400aBaIHETO HAa aTUCKHpEeH KbM cTaHaapTHa Tepanus ¢ ACE
WHXUOUTOP MKW aHrHOTEH3UH lI-peuenTopen OOKEp NpH MaLUMEeHTH Cbe 3axapeH anader Tun 2 u
XpOoHUYHO 6BOpeyHo 3adonsaBane, Cbpac4HOCHLAOBO 3abongaBane unu u asere. [IpoyusaHeTo e
NPEKpaTeHo NPEXKASBPEMEHHO MOPAIN NMOBUALICH PUCK OT HebnaronpuaTHu nocneauuu. Kakro
CBHPACYHOCHAOBATA CMBPT, TAKA U HHCYJTHLT Ca NO-4E€CTH B rpynaTta Ha aAlMCKHPEH, OT
rpynara Ha nnauedo, a nNpeACTapIABALUTE HHTEPEC HEXKENAHH CHOUTHS U CEPHO3HH
cbOUTHA (XHUnepkanueMus, XUNOoToHus U ObOpeuna aucdyHkUMA) ce ¢CroOLWABAT N
Ha aJIMCKMPEH, OTKOJIKOTO B Mpynarta Ha rauedo.

AMIOAUTINH




AMIOAMOUH € HOHEH KanuMeB HHXHOMTOpP OT rpynaTta Ha auxuaponupuanHHute (6nokep Ha OaBHUTE
KaHa/W UJIH AHTArOHHUCT Ha KAnUHWeBHA HOH), KOUTO NOTHCKA TPAHCMEMOPAHHOTO HaBIM3aHe Ha
KaniMeBH HOHKU B KIETKHTE HA CbpAevHaTa H CbA0BaTa r1aaka MyCcKyaaTypa.

MexaHH3MBT Ha aHTHXHTIEPTEH3UBHO ACHCTBUE HA aMJIOAUNHMH CE AB/IKHU HA AUPEKTHHUA penakcupall
e eKT BLPXY CbA0OBATA [NIAJKa MyCKYJIaTypa. TOMHHAT MEXaHH3IBM, YpE3 KOUTO aMIIOIHITHH

obnexyaBa CTCHOKApPAHATA, HE € HANBJAHO H3ACHEH, HO AMI0AHIIHH HAMATABA 06].I.I,DTO HCXCMHYHO

HAaTOBapBaHE MO CNEAHUTE 1BAa MEXaHU3Ma!
. AMNOIMMUH NpeIH3BUKBA AWNaTalKUA Ha NEpUDEepHUTE apTEPHUONH U 1O TO3W HAUMH HaMansABa

oOLoTO NnEpUdEpHO ChIIPOTUBACHUE (Clled HATOBAPBAHETO), CPELLY KOATO ChPUETO pabOTH.
Twit kKaTo cbpAe4HATA YECTOTA OCTaBa CTabWIIHA, TOBa OOpPEMEHABAHE Ha CHPLETO HAMA/IABA

eHepruiiHaTa KOHCyMaLUs H HY)KIHUTE OT KHCAOPOA, HA MHOKapAa.
2. MexaHH3MBT Ha ACHCTBHE HA aMITIOAWIIMH BEPOATHO BKIKOYBA AWIaTAUHMS HA OCHOBHHTE

KOpPOHapHH apT€pHH H KOPOHAPHHUTC apPTCPHOJIM, KAKTO B HOpDMAJIHHUTE Taka H B HCXEMHYHHTC

obnactu. Tazu aunarauus yBeaMyaBa MpPUTOKA HA KMCIOPOA KbM MUOKApJa MPU NALMEHTH C

KOpPOHapeH apTepHaieH cna3dbM (aHruHa Ha Prinzmetal iy BapuanTHA CTEHOKAPAUSR).

[pu nauMeHTH C XUNEPTEH3US JO3ZUPAHETO BEAHDBK JHEBHO OCHIYPABA KIIMHKUYHO 3HAYHMO
HaMajiEeHHe Ha apTEPHANHOTO HAIAraHe B JIEFHAN0 W U3NPABEHO NOJOKEHHE B MPOABLIDKEHHE HA
24 vaca. [lopaau 6aBHOTO HaYaANO Ha AeHCTBHE OCTPaTa XHANOTOHHA HE CE CPELLA MPH NMPHUIOKEHHETO

Ha aMJIOJHITHH.

[Tpy NalWeHTH CbC CTEHOKAPAHMA NPHIIKEHHETO Ha AMJIOJHNHH BEAHBXX JHEBHO YBEMYABA BPEMETO
Ha PH3IMHECKO HATOBAPBAHE, BPEMETO R0 MTPOBOKHPAHE HA aHFHO3HHUA MPUCTLI M BPEMETO 3a
aenpecks Ha ST cerMenTa ¢ Imm M H&MaNABA KAKTO YECTOTATa HA NPUCTBIWTE Ha CTEHOKAPAHUA Taka
1 NpHema Ha TabJIETKH MMULUEPHI TPUHUTPAT.

AMNOAMNKH HE BOAKH A0 HHKAKBH META0O/TUTHU HEXKENAHH PEAKLIMH HNH NTPOMEHMU B MIA3MEHUTE

JTAMHIH W € NOAXOAs 33 ynoTpeda npu nauneHTH ¢ acTMa, auader ¥ noaarpa.

Ynompeta npu nayuenmu ¢ xoporapua boaecm na copyemo (HbC)
EdekTHBHOCTTAa HA aMNOAUNUH NPH MPeAOTBPATABAHE HA KIIMHHYHHU NPOSABH NPU NALMUEHTH C
kopoHapHa 6onect Ha ¢cbpueto (MBC) e oueHeHa B HE3aBUCUMO, MYJITU-LEHTPOBO, PaHAOMU3HPAHO,
ABOHHO-CAANO, NAauedo-KOHTpOoAWpaHo npoyuBaHe npd 1997 nauuenTu. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot te3u nauwedTu, 663 ca 61unn
NEKyBaHH ¢ amaoaunui 5-10 mg, 673 naunentu ca 6unu nekysaHu ¢ eHananpui 10-20 mg 1 655
NauMEeHTH Ca JIEKYBAHH ¢ IU1auedo, B AOMIHEHHE KbM CTAHAAPTHATA Tepanus Ha CTATHHHM, Dera-
610kepH, AUYPETHLIM H ACTIHPHH, B NPOABLLKEHHUE HA 2 roauHd. Knio4oBUTeE pesynTaTtH 3a
epuKacHOCT ca npeactapenu B Tabnuua 1. PeayataTure nokasear, 4e IEUEHUETO ¢ AMJIOJMUIHH €
CBBP3aHO ¢ NO-MANKO XOCNIUTAIM3AUKY NOPAAH CTEHOKAPAUA W NMPOLEIYPH 3a peBaCKY1apy3auua Npu

naumeHTH ¢ UBC.

Tabauua 1. Yecrora Ha 3HauuMuTe KIHHHYHH ¢bOUTHS npH CAMELOT

Cobpae4yHOCHAOBH CHOUTHA,

AMIOINNKH ¢y

No. (%) [Lnauebo
C1OTHOLLUEHHE
PesynTatu [Lnaue- P
AMJIOAUTIHH 60 Exananpun | Ha pUcka HuBa
(95% CI)

[1bpBHuHaA KpaiiHa TOuKa

Hexenanu cbpaeyHOCHAOBH 151 0,69 (0,54

i 110 (16.6) (23.1) 136 (20,2) 38
OraenaHHTE KOMIIOHEHTH

Kopoxapua 103

peBacKynapusauus 78 (11,8) (15,7) 95 (14,1)




Xocnuranuszalug nopaau . 0,58 (0,41-
CTEHOKAPANA 51(7,7) 84 (12,8) | 86(12,8) 0.82) ,002
Hegaranen MU 420 | 1929 | 1101.6) 0*713 %37' 37
Uucyat unu [MAA 6 (0.9) 12 (1.8) 8 (1.2) O,S? gg,)l 9- 15
CobpaeuHoCcbA0Ba CMBPT 5 (0.8) 2(0.3) 5(0,7) 2,4162((;,)43- 27
Xocnurain3aunua nopaau 0,59 (0,14-

3CH 3005 | 5(08) | 4(06) bamy | A6
[ToeTOpeH cbpacUEeH apecT 0 4 (0,6) 1 (0,1) NA .04
HoBonoaswuno ce

neprudepHO CbAOBO 5(0,8) 2 (0,3) 8 (1,2) 2,6(0,50-13,4) | 24
3a0os1gBaHe

Crukpawenusa: 3CH 3acToiina cepaeuHa neaoctatsudocT; Cl- noBepuTenieH nHtepsat, MU- nHgapkr
Ha muokapaa; [IMA npexogHa ucxeMHYHa aTaka.

Ynompeba npu nayuenmu ¢ xunepmonus

Panaomu3npaHo nBOHHOCIANO Npoy4BaHe 3a 3abonesaeMocT U cMbPTHOCT ALLHAT
(AHTHXHNEPTEH3UBHO H JUMHUIONORHKABALLO JIEYEHHUE 3a NPOHUIAKTHKA HAa CHPACUYEH MPUCTBIT)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeneno ¢ uen
CpaBHABAHE HA HOBUTE Tepanuu: amnoaunul 2,5-10 mg/aeH (kanu1eB aHTaroHUCT) HITH JIH3HHOMNPHA
10-40 mg/nen (ACE uHXHOMTOP) ¢ THA3HMAHKA AHYPETHK XnopTanuaoH 12,5-25 mg/neH xaro neveHune
OT MbPBa NWHHUS NPH NALHEHTH C JIEKA 10 YMEPEHA XHMNEPTOHHUAL.

O61wo 33 357 naUMEHTH ¢ XMMEPTOHHUA HA BBL3PACT 55 rogUHK KM noseue ca OUNH paHAOMH3HPAHH U
npocnenaeHu 3a cpeado 4,9 roonun. [lauueHTyure ca UMaIU NOHE eAXH AONBJIHHTENEH PHCKOB GaKTOp
3a KOpOHapHa O0JIECT HAa CHPLIETO, BKIOYHUTENHO NPEALIECTBAL MHOKAPpAEH HHPAPKT KIH HHCYAT (>6
MECEeLla NPEAY BKJIKOUBAHE B [MPOYUYBAHETO) WIH JOKA3AHO APYro aTePOCKIEPOTHYHO ChPAEHHOCHAOBO
3abonasaHe (Han 51,5%), 3axapex anadert tun 2 (36,1%), nUNonpoTenHy ¢ BUCOKA MITBTHOCT -
xonectepon <35 mg/dl unu <0,906 mmol/l (11,6%), nesokaMepHa xuneprpodus, AHarHOCTHUMpPaHa
ype3 efEKTpoKapaHorpama uiu enekrpokapanorpadpceky (20,9%), nacroswu nywauu (21,9%).

[TbpBUuHaTa KpaiiHa Touka ¢ O1ila CbCTaBeH Mnokasaren oT GaTaleH KOPOHAPEH MHUMIEHT HIH He-
¢daranen muokapaeH uHdapkt. He ca HabarogaBaHK 3HAYMMH Pa3/IU4HUA NO OTHOLLIEHHUE HA
MbPBUUHATA KpaiHa TOYKA MEXAY TEPANMHATA C aMJIOAWNKWH H TEPANKATA C XJIOPTATHAOH: KOEPHLIUEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. I1pn BTOpHYHMTE KPAHHH TOUYKH, 4E€CTOTATA HA CbPACUHA
HEeAOCTATBYHOCT (KOMIMOHEHT Ha ¢CbeTaBHaTa KOMOMHHUPaHa CbpPACUYHOCHAOBA KpaiHa Touka) ¢ Ouna
CUrHH(HUKAHTHO MO-BHCOKA B rpyrnara Ha aMJ10UIMKH, OTKOJKOTO B rpynaTa Ha xnoptainaou (10,2%
cnpamo 7,7%, RR 1,38, 95% CI[1,25-1,52] P <0,001). Beopexu ToBa, He ce HabaroaapaT 3HaYUMMHU
pPa3IMyUd MO OTHOLUEHKE HAa 00UIaTa CMBPTHOCT MEXIY rpynaTa Ha TepanHus ¢ aMIOaMMUH K Ta3H Ha
Tepanud ¢ xaopraniuaoH RR 0,96 95% Cl1 [0,89-1,02] p=0,20.

Ynompeba npu nayuenmu cvc copoeuna neoocmamvyHocm

XeMOAHHAMHYHHATE MPOYUBAHHA U KOHTPOJUPAHHUTE KITMHHUYHH U3MHTBAHUA C HATOBApBaHe MpH
NALHEHTH CbC ChpaedHa HeaocTtaTbyHOCT Knac [1-1V no NYHA ca nokazanu, ue aMioaunuH He BOAM
A0 KJIMHHYHO BJIOLLIABAHE, H3MEPEHO Ype3 NOHOCUMOCTTA HA HATORAaPBaHE, IEBOKAMepHaTa (ppaKkuus
HA M3TNACKBAHE U KJIMHUYHATA CUMINITOMATHKA.

EnHo nnauebo-konTponupano kKntHu4HO uanuteade (PRAISE), npeaHasHaueHo ga o
NAUMEHTH CBC CbpaedHa HeaocTaTb4HOCT Kaac -1V no NYHA, nonyuyasawiy auro
n ACE uHXUOHTOPH, € NOKa3ano, ye MPUIOKEHHETO Ha aMJTIOAKUNIKMH HE BOAM 10 NoB
CMDBPTHOCT WIH KOMOWHHUPAHHA CMBPTHOCT H 3a00/1€BAEMOCT NPU NALUHEHTH CHC ChP
HEAOCTATBHYHOCT.



[Ipu npocieasBaHeTo Ha NALUEHTUTE NPU MPOABIKHTENHO, N1AUEDO KOHTPOSHPAHO MPOYUBAHE
(PRAISE 2) na amnoavnun npu nauneHTd ¢ NYHA [l u [V cppaeuna HegocTaThuHOCT €3
KAHHUYHK CUMINTTOMH WKW OOEKTMBHM HAXOAKHM, Npeanosaraila ce, Y€ € Ha OCHOBaTa Ha HCXEMHYHA
6onecT 1 npueMally cTabwiHu 1034 ACE-HHXHOHUTOPH, JHMHTAIHC H AHYPETHLIY aMAOIKNHH HAMA
edekT BbpXy oOLIaTa KapayoBackylapHa cMbPTHOCT. [lpu chliata nonynauus aMao04HNKH € OuUn
CBBbP3aH C MNOBHILABAHE HA CHOOLUEHHUATA 3a OeogpoOEH OTOK.

5.2 @apMakoOKHHETHYHH CBOHCTBA

Abcopbuus

Hdocapman

Cnen nepopalHO NPUIOKEHHUE JTOCAPTaH ce abcopbupa nodpe u npu mertabonansmMa NpH NupBo
npeMUHaBaHe opMHpa aKTHBEH KapOOKCHITHOKHCENHHEH META0ONIMT U APYIH HEAKTHBHH
metabonutu. CHcTeMHaTa OHOHANMYHOCT Ha ocapTaH TabneTku € npubansuTento 33 %. Cpeanure
BbPXOBH KOHLIEHTPALMH Ha JIOCAPTAH M HErOBMA AKTUBEH METADONIMT ce JOCTHUraT CbOTBETHO 3a | uac
u 3-4 yaca.

Amaoounun

Cnea nepopajiHoO MPWIOKEHHE Ha TEPANEBTUYHHU 103U, aMJIOJAHNYH ce abcopOupa 1odpe ¢ NHKoBH
nJa3MeHH HUBa Mexay 6-12 yaca cnen npuema Ha no3ata. AOCOmMOTHaTa OMOHANMYHOCT ce O4aKBa Aa
obae mexay 64 1 80%. broHaNMUHOCTTa HAa AMNOAHMIIHH HE C€ BJIHAE OT NPHEMa Ha XpaHa.

Pasnpegenetne

Jocapman

KakTo nocapTtaH, Taka M HEFTOBHAT aKTHBEH MeTaboHT ce ¢Bbp3BaT B > 99 % ¢ nnazmexHure
MPOTEHHH, OCHOBHO andyMuH. O0EMDBT Ha pa3npenencHue Ha nocaprad € 34 navTpa.

Amaoounun
O0embT Ha pa3npenenerdue e okono 21 I/kg. UH BUTpO u3cneaBaHus ca nokasanu, 4e NPHONH3UTENHO
97,5% OT uMpKyIHpalUHA aMNOAWIIMH € CBBLP3aH C NIa3MEHHTE TPOTEUHM.

BuotpaHcdopmanus

Jocapman

Okono 14 % oT BEHO3HO M NEPOpaNHO NPHAMKEHATA 4034 JIOCAPTaH CE NPEBPbLUA B HEMOBHA aKTUBEH
MeTa0ouT. Cliea nepopantHo ¥ BEHO3HO NpHAoKeHHE HA Oena3aH ¢ 14C- nocapraH kanui
UMPKYAHpaLlaTa y1a3mMeHa akTHBHOCT OCHOBHO C€ AbJXKH HA J1OCapTaH U HEMOBUA AKTHBEH
MeT200n1HT. MUHHMATHO MPEBPBIUAHE HA JIOCAPTAH B HEIOBHA aKTHBEH MeTabouT ce Habnoaasa npu
OKOJIO €AHH NPOLEHT OT YYACTBAIUTE B MPOYUBAHETO HHIUBUIIK.

OcBeH aKTUBHHA MeTabONHT ¢e POPMUPAT U HEAKTUBHH METADONUTH,

Amiaoounun
AMNOAUAHH ce MeTabOU3HPa EKCTEH3UBHO B UePHHA APOO 10 HEAKTUBHHU MeTaboNUTH.

EJMMUHUpaHe

Jlocapman

[ln1a3MEHUAT KAMPDHHC HA N1OCAPTAH H HErOBHA AKTUBEH MeTabonuT € CroTBeTHO 0KONO 600 ml/min u
50 ml/min. bpOpeuHUAT KAHPBHC HA 1O0CAPTaH U HEMOBHA AKTUBEH METADOUT € CHLOTBETHO OKOJIO

74 m/min » 26 ml/min. Koraro nocaprtat ce npunara nepopanHo, okono 4 % ot go3ara ce ekckpeTupa
HEMPOMEHEHa B YPHHATA, a 0KOJIO 6 % OT 103aTa Ce EKCKPETHPA B YPHHATA KATO aKTHBCH METANQNT

®apMaKOKMHETUKATA Ha JIOCAPTaH U HErOBUTE METabOIUTH € THHEHHA NPU NepopatHYZQM NIoca,
kanuid g0 200 mg.

Q
£

Cnea nepopanHo NpUIoKEHHE MIA3MEHHTE KOHUEHTPALMH Ha NOCAPTaH U HErOBUA § K§| ‘
METa0OJMT CMAafaT NOJHEKCTIOHEHUMANHO ¢ TEPMHHAIHO BPEME HA NONYKHBOT CHO eﬂ-l R -




9 vaca. [lpn go3npane eanH NbT AHeBHO cbe 100 Mg HUTO JTOCapTaH, HHTO HETOBUAT AKTHBEH
MeTaboNUT Ce HaTpynBaT 3Ha4YUMO B IL1a3MarTa.

3a eNMMUHHUPAHETO HA JIOCAPTAaH KW HErOBHUTE METADONHUTH AONMPHHACAT KATO XUTbYHATA, TAKa H
ypruHHaTa ekckpeuus. Cnea nepopasina 403a/BEHO3HO npuaokeHue Ha G6enssaH ¢ 14C nocapran npu
xopa okono 35 %/43 % oT paaAMOaKTHRHOCTTA € OTKPHBA B YpHHata, a 58 %/50 % — Bu8 Pekanuure.

Amiaoounun
KpaliHHAT nna3zMeH eJIMMHHALKMOHEH MOTYXKHBOT € 0K0N0 35-50 yaca U ce A0CTHra MPpH €JHOKPATHO

AHeBHO npunoxeHre. Okoso | 0% ot nekapcTeoTo B HenpoMexeH B U 60% ot meTaboautuTe ce
EKCKpPeTHpaT 4pe3 ypyHarTa.

b1OpeuHo yBpexaHe
Jlocapman
flna3zMeHHTE KOHLEHTPALMK HA NTOCAPTAH He Ce MPOMEHAT MPH NAUHEHTH ¢ KPEaTHHHHOB KIHPBHC

Hag 10 ml/MmuHyTa. B cpaBHEeHHE C NaUMeHTH ¢ HOpManHa ObOpedHa pyHkuns AUC Ha jocapTaH €
OKOJI0 2 MbTH NO-BUCOK MPH MAUMEHTH Ha XEMOIHANK3A.

[1na3zMeHHTe KOHLEHTPALUMH HA AKTUBHUA META0ONUT HE C€ NPOMEHAT pY NaLueHTH ¢ ObOpPeUHO
YBPEXAaHE WK HA XeMOHaJTH3a.

Huto A0CapTaH, HUTO aKTUBHHA MeTabOJIHT MOraT Aaa OBOaT OTCTPaHCHH C XCMOAHA/IN34d

Amaoounun
AMN0oaHNUH ce MeTabonu3upa 1o HeakTUBHU MeTabonuTH. 0% OT U3IXOAHOTO ChEAHHEHHUE Ce

EKCKPEeTHpa HEMPOMEHEHO B yprHaTa. [lpoMeHHTE B KOHLUEHTPAUMATA Ha aMJIORUINHH HE ¢a OOBBLP3aHH
Ch¢ CTENEHTA HA OBOpeUHO yBpeXKaaHe. AMIIOHUITHH HE C& AHANN3UPA.

YepHoapobHo yBpexkaaHe

Jocapman

[Ipy nauneHTH C IeKa 10 YMEpeHa alKoXo/-HHAYyUMpaHa YEPHOAPOOHA UHpPO3a, MNa3MEHUTE HHBA Ha
N0CapTaH U HEMOBHA aKTHBEH METAOONHT CAed NEpOPaTHO NPHUITIOKEHHE €a ChOTBETHO S ¥ 1,7 mbTH
NO-BHCOKA, OTKOMKOTO NPH MIaAH Mbxe J00poBOaLH (BXK. TOuKa 4.2 1 4.4).

Amuoounun
MHOro orpaHMY€HH ca JAHHUTE MO OTHOLUEHWE HA NPHIOKEHHETO Ha aMNOAHIKHH NPU NALHEHTH C

YepHOAPOOHO yBpexkaaHe. [launeHTHTE ¢ YepHOAPOOHA HEZOCTATHUHOCT MMAT HAMAIEH KITHPBHC HA
AMJTOAMIIHH B PE3Y/ITAT HA NO-ABBI MOAY-KMBOT U yBenuqasane Ha AUC ot okono 40-60%.

Ilon

Hocapman

[Ipu xeHHn ¢ XUNepTOHUA Ma3MeHUTe HHBA Ha 10CapTaH ¢a J0 ABa NbTH MO-BUCOKHU B CPaBHEHHE C
MBXKE C XMIMEPTOHMA, JOKATO M1a3MEHUTE HMBA HA AKTUBHUA MeTabonyT He ce pa3ninyaBa NPU MBXeE U

ACHH.

[lauuMeHTy B HanpeAHANa Bb3pacT
Jocapman

[Ipy nauneHTH B HanmpeaHana Bb3pacT C XHINEPTOHUA NJIA3MEHUTE KOHLUEHTPALMH Ha 10capTaH H
HEeroBUs aKTUBEH MeTabOINT HE Ce pa3nH4aBar CHLLECTBEHO OT TE3H NPH MNAAY NMALMEHTH C
XUMEPTOHMA.

Amaoounun

BpeMeTo 32 10CTUraHe Ha NUKOBH [TA3MEHU KOHLIEHTPALUMH Ha aMIOAHIMUH € CXOH
MAUKWEHTH B HaNpeaHana BL3pacT U NPy MIaau HHAKMBHAK. KNHPBHCHT Ha aMJIONHAH
Ja € HaMalfABa, KO€TO BOAX A0 NOBUINEHHUE HA "mnowra noa kpuBara' (AUC) u Bpe
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NOJIYKHBOT NPH MALKMEHTH ChC 3aCTOMHA CbpAeYHA HEAOCTATLUYHOCT ca DX crnopea O4aKBaHHUATA 3a
BBL3PACTOBATA MPYNa HA NALMEHTHTE B TOBA MpPOyuBaHe (BXK. Touka 4.4 "CneuranHy npeaynpexaeHus
W npeanazHd MepKU npu ynorpeda™).

5.3 IlpeakiHHHYHH JAHHH 32 De30NACHOCT

AMIOAUITHH

Penpooyxkmusna moxcuynocm

[lpoyuBaHus 3a penpoayKTHBHA TOKCHYHOCT MPH IUTBXOBE M MHULLKH Ca Nokasanu 3abaBsHe Ha
TEPMHUHA, YAb/HKEHA NPOIBAKMTENIHOCT HA OPEMEHHOCTTA M HAMAABAHE )KH3HEHOCTTA Ha
HOBOPOAEHUTE NpU A03M NpuUbIK3nTENHO S0 MLTH NpEeBKLLABALLH MAKCHMATHATA MPENOPbUYHTENHA
1032 3a Xopara Ha Oazarta Ha mg/kg.

Vepeocoane na goepmurumema

Hsama edekT Bupxy deprunurera Ha N1bXOBE, TPETHPAHH € aMJIOWNKUH (MBXKKHY 64 IHHU U KeHCKH 14
AHH npean YngToceaneto) npu go3m g0 10 mg/kg/nen (8 nbtu * makcumanuaTa npenopbuBaHa 103a
ot 10 mg no3a Ha 6asata Ha mg/m?). [Ipu Apyro npoyuBaHe C MITbXOBE, MbXKHUTE MUILXOBE ca Gunu
NIEKYBaHH ¢ aMIIoAUNHH De3unar B npoawkeHue Ha 30 AHK NpH A03a, KOATO € CpaBHUMa ¢ 103a 3a
xopa, Ha Da3ata Ha mg/kg, ca OTUETECHH NOHWKEHHUE HA NMNAIMEHUAT PONHKYAOCTHMYNYpALL XOPMOH U
TECTOCTEPOH, KAKTO ¥ HAMAIABAHE HA MIBLTHOCTTA HAa CriepMaTa # OpOAT HA 3PEJIMTE CNEPMATO3ZOUAHN H
CepTonneBy KNeTKH.

Kapyunoceneza, mymazenesa

Hsama gaHHu 3a KapuyHOTeHHOCT MPH NIBXOBE Y MHLLUKH, TPETHPAHH C AMNORMIHH B TUETATA 34 ABE
roOJAUHH B KOHUEHTPAUHH, HIUHCEHH A3 OCHFYPAT AHEBHU N030BH HUBa oT 0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Bucokara nosza (npu MullukH, 65K3Ka 10, a NPY IUTbXOBE- ABA MbTH™ MO-BUCOKA OT MAKCHMMAIHATA
[IpeNnOpPbUYUTENHA KIHHHHYHA 1032 0T 10 mg, u3uncneda Ha mg/m?) e 6una 6au3ka 10 MaKCHMATHATA
TOMIepUpaHa 003a MPH MULIKH, HO HE 3a IUTBXOBE.

[TpoyusaHus 3a MYTareHHOCT HE MOKA3BAT JIEKAPCTBEHO-00YCIOBEHH €DEKTH HUTO HA FreHHO, HUTO Ha
XPOMO30MHO HHUBO.

*Ha Ga3aTa Ha nauuenTy ¢ Terno 50 kg.

JlocapraH

[TpeAKTHHUYHHATE AAHHH HE NOKAa3BaT HAKAKDLB crieuMpHUEH PHCK 3a Xxopa Ha 6a3ara Ha
KOHBEHLIMOHAJIHU MPOy4BaHHUA 3a 00 GapMaKoTOrMueH, FEHOTOKCHYEH W KAPUHHOMEHEH NOTECHUMHAT.
[Ipy npoyuyBaHus 3a TOKCHYHOCT NPH MHOTOKPATHO JO3UpaHe NPUIAraHeTO Ha locapTaH WHAYUHpa
NOHKWXKaBaHe Ha CTOMHOCTHUTE HA YEPBEHHUTE KPbBHU TeNUA (EPUTPOLMUTH, XeMOrIoOMH, XeMaTOKPHT),
NOBHLLIaBaHe Ha ypea-N B cepyMa M B OTACNHHU CIYYaW NOBULLIEHHUE HA CEPYMHHA KPeaTHMHMUH,
HAMAJICHO TErNo Ha CbpLETO (6€3 XUCTONOrHYHA BpB3Ka) H CTOMAIHO-YPEBHH MPOMEHH (NE3HH Ha
NMraBULATA, S3BH, €PO3HH, KPbBOU3IHUBH). KakTO U ApYrH BEWECTBA, KOUTO AUPEKTHO Bb3ACHCTBAT
BbPXY CHUCTEMATA PEHHH-AHMMOTEH3HH, NOCAPTAH AOKA3AHO HHAYUHPA HEXETAHH PEaKLMK o
OTHOLLEHHE Ha KbCHOTO PAa3BHTHE HA 104, KOETO BOAH A0 CMBPT HA 1043 U MaOPMALIKH.

6. OAPMAIIEBTUYHU JAHHHU
6.1 CnoHcbK HA NOMOIIHHTE BEIIeCTBA

Anpo na Tabnerkara:

NaKTO3a MOHOXHAPAT

uenynosa, npax (E460)

HULIECTE, NMPEKETATUHUIUPAHO {LAPEBHYUHO)
LLApEeBHYHO HUILECTE

MHUKPOKpPHUCTanHa ueaynosa (£460)




CHIMLHER AHOKCHA, KOAOHAEH De3BOACH
MarHesues creapat (E470b)

HaTpHEB HULLECTEH [JIMKONAT (THIT A)
HBJIT 2KeNne3eH okcua (E172)

OuiaMOBO MOKPHTHE:
NOAW(BHHHIOB ATKOXON)

TutaHos auokcua (E171)
maxkporona 3000

Tank (E553b)

yepBeH xkeneseH okcua (E172)*
XKBIAT KeneseH okeua (E172)**

* HanHYeH BbB puamMupaduTe TabaeTkn 50 mg/S mg, 50 mg/10 mg u 100 mg/5 mg
** HanvyeH BbB PHIMHpaHuTe Tabnetku 50 mg/S mg v 100 mg/10 mg

6.2 HecnBMECTHMOCTH

Henpunoxumo

6.3 Cpox Ba rognoer

3 rOAHHH

6.4 Chnendanuu ycJJOBHR HA ChbXpaHeHHe

To34 nekapcTBeH NPOOYKT HE H3UCKBA CNEUHANHY YCIOBUA HA ChbXPaHEeHHeE.

6.5 Buau chabpKaHHE HA ONAKOBKATA

Bauctep (OPA/AI/PVC donno, Al donuo): 10, 28, 30, 56, 60, 84 u 90 dunmupanu Tabnetku, B
KYTHA.

He Bcuuku BMAOBE OMAKOBKH MOrar Aa ObAaT NyCcHATH Ha nasapa.
6.6 Cneunanuu DpeaANa3IHH MEPKH NPH HIXBLPJIAHE H padoTa

Hama cneuuvasHH H3HCKBAHMA,

7. MMPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoBeHus

3. HOMEP(A) HA PAZPEILIEHHETO 3A YIIOTPEBA

Tennopuc 100 mg/10 mg — Per.Ne: 20140107
Tennopuc 100 mg/5 mg - Per.Ne: 20140106
Teunopuc 50 mg/10 mg - Per.Ne: 20140105
Tennopuc 50 mg/5 mg - Per.Ne: 20140104

9. JATA HA ITHPBO PAPEHIABAHE/TIOJHOBABAHE HA PA3PEIIE
YTIOTPEBA




JlaTa Ha nbpBO paspewasane: 31.03.2014 r.
Jlata Ha nocnaeaHo noaHossiBaHe: 06.02.2020 r.

10. JIATA HA AKTYAJIMBUPAHE HA TEKCTA
25 ABryct 2026

[Moapo6Ha HGOpMAaLIKA 3a TO3M JIEKapCTBEH NMPOXYKT € NpeAocTaBeHa Ha yebcaiita Ha U3nmbanuTeHa
Arenums no nekapcreara (MAJI) http://www.bda.bg.




