KPATKA XAPAKTEPHCTHKA HA ITIPOAYKTA



1. HAME HA JIEKAPCTBEHHS NIPOAYKT

AIMLAHKNTENNA ATEHUAR N0 NEKAPCTBATA

Teunopuc 50 mg/5 mg punmupasu Tabnetku

Ternopuc 50 mg/10 mg Gpunmrpanu TabneTky Kparmwa xapacmapucmuns Ha npogyrme - [lpuson

1
Tennopuc 100 mg/S mg punmupanu rabneTku Kbm Poe. Ne Jﬁﬂ/ﬁ/gﬂ M€€ ..Q-E._
Ne

Teunopuc 100 mg/10 mg punmupann Tabnerku

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 H KOJITHYECTBEH ChCTAB

Tennopuc 50 mg/S mg dunmupaHu TabaeTkH

Beska dunmupana Tabnerka ceabpxa 50 mg nocapran kanu#t (losartan potassium) n 6,94 mg
amyIoAMITMHOB Oesunar (amlodipine besilate) exBuBaneHTeH Ha 5 mg amnonunuH (amlodipine).
Tennopuc 50 mg/10 mg duamupanu Tabnerku

Besika punmupana Tabnerka ceabprka S0 mg nocaprau kanuh (losartan potassium) n 13,88 mg
amoaMmuHoB Oeaunar (amlodipine besilate) exsusanenres Ha 10 mg amnoaunun (amlodipine).
Tennopuc 100 mg/5 mg dunmupaHu Tabnerku

Besaka dunmupana tabnetka ceabpka 100 mg nocapray xanmii (Josartan potassium) u 6,94 mg
amitopunuHos 6esunar (amlodipine besilate) exsuBanenred va S mg amnoaunun (amlodipine).
Ternopuc 100 mg/10 mg dunmupany TadbneTku

Besika dunmMupana Tabnerka ceabpxka 100 mg nocapran xanui (losartan potassium) v 13,88 mg
amioaMnmuHoB Geaunar (amlodipine besilate) exuBanented Ha 10 mg amnoaunu (amlodipine).

IHoMOIIIHO BelIeCTBO C U3BECTHO ACHCTBHE: J1IAKTO3a

50 mg/5 mg [ 50 mg/10 mg 100 mg/5 mg 100 mg/10 mg
¢wimupaHu ¢UnMHpanu ¢unmupaHu dbUnMUpaHH
TabaeTKH __Ttabaetkn TabneTku TabneTku_
nakToza 51,95mg | S51,95mg___ | 103,88 mg 103,88 mg

33 MTBJIHHAA CIIHCHK HA MOMOLIHMWTE BEIEeCTBA BIOKTE Todka 6.1.

3. JIEKAPCTBEHA @OPMA

OunmupaHa TabneTka.

Tennopuc 50 mg/5S mg drnmupanu Tabnerku: GuiMHpaHuTe TabNETKH ca KapIBO-OPaHXEBH, OBATHH
(15 mm x 7 mm), 1eK0 ABOMHOHU3ITLKHAIIH.
Tennopuc 50 mg/10 mg dunmupanu tabnerku: punmuparure Tabnerku ca uepseHO-KAQABH, OBATHH
(15 mm x 7 mm), nexo ABOHHOH3ITHLKHAIH.
Ternopuc 100 mg/5 mg dunmupaun Tabnerku: hpunmupasure TabaeTkH ca po3oBH, oBaIHH (18 mm x

9 mm), ABORHON3THLKHAJIH.
Tennopuc 100 mg/10 mg ¢punmupanu Tabnerkn: puaMupaHuTe TabAeTKH ca XKBIITO-KadABH, OBAIHH

(18 mm x 9 mm), ABOHHOHIMTLKHAIH.

4. KIHHHMHHA JAHHH

4.1 TepaneBTHYHH NOKAIAHHS




JledeHHE HA eCEHUHANHA XMNEPTOHUA. TEHNOpUC € NoKa3aH 32 3AMECTHTEHA TEParnta NPH NALHEHTH,
YHETO APTEPHATHO KPbBHO HAJIAraHE C€ KOHTPOJHPA aJlEKBATHO C JIOCAPTAH H aMJIOAHIIHH, IPHEMaHH
eIHOBPEMEHHO B ChILHUTE [JO3H.

4.2 [lo3npoBKA H HAYHH HA HPHJIOKEHHE

O3HUpOBKA
I[TpenoprysanaTa 103MpoBKa Ha TeHIOpHC € e1Ha TabneTka JHEBHO.
KoMOuHaumaTa ¢ GpHKCHpaHa 1033 He € NOIXO0AsAL1a 32 HayallHa TepanuA.

[pean npemuHaBaHeTO KbM TeHNOpHC, naunueHTHTE TpAOBA Na ObAAT KOHTPOAKPAHH HA MOCTOAHHH
11031 OT MOHOKOMITIOHEHTHTE, NPHEMAHH N0 ChoTO Bpeme. o3aTa Ha Tewtopuc Tpsbea na ce
OCHOBaBa Ha NO3HTE Ha OTAEHKTE KOMIMOHEHTH Ha KOMOHHaLMATA 110 BpeME Ha MPEMHHABAHETO.

Axo e HeobxoaHMa MPOMAHA Ha J03aTa, TpAOBa N1a CE W3BbPLIBA YPe3 HHAMBHAYATHO THTPUPAHE Ha
BCSKA OT OTHOENTHUTE CHCTABKH HA KOMOKHMpaHHS JIEKAPCTBEH MPOAYKT.

Hanpeaxana BH3pacT

[TpH maupeHTH B HANPEAHANA BH3PACT ce NpenopbysaT 00HUalHNTEe PEXKHMHU Ha J03HpaHe KaTo
MOBULIABAHETO Ha AO3ATA TPAOBA Jla CTABA C MOBHLICHO BHUMAaHHKE (Bx. TOUKH 4.4 1 5.2).

AMJIONUITHHE, H3MOA3BaH B NOACOHH JO3H NpH NalMEHTH B HANPEAHANA Bb3pacT WIH MM0-MJIalH, Ce
NoHacs eHaKkBo Jobpe.

OOUMKHOBEHO HE C€ Hajlara KOpeKUHsA Ha J03aTa Ha 10capTaH NpH [0-Bh3pacTHHTE, BMPEKH 4e MPH
NaLMeHTHTE Haj 75-roJHIIHA Bb3pacT CleABa A4 ce OOMHCAH 3ano4YBaHe Ha JICUSHHETO ¢ 25 mg
JIOCAPTaH.

Ynorpefa npy nauMeHTH ¢ HaMalleH BBTPEChI0B 0beM

[Ipu nauMeHTH ¢ HAMANIEH BBTPECHAOB 00eM (Hamp. JIEKYBAHH ¢ BUCOKH 1034 AHYPETHLH), TPAOsa na
ce UMa MpeJBH HaYanHa 4034 JoCapTaH OT 25 mg BeAHLXK AHEBHO (BX. Touka 4.4).

bx0peyHo yBpexiaHe

He ce Hanara xopeKijis Ha Ha4yanHaTa 103a Ha Teriopuc npH nauMeHTH ¢ 6b0peyHo yBpexxaaHe (BiK.
Touka 4.4).

[IpomeHHTE B IUIa3MEHHTE KOHLCHTPALHH HA aMJIOJHNHH HE ¢a OOBBP3aHH ChC CTENEHTa Ha
610peuHo yBpexaaHe, Mopaii KOeTo ce Npenopbysa CTRHAAPTHATA 034, AMAOJAHIHH He Ce
NHATH3HPA.

He ce Hanara KopeKLsA Ha HavualHaTa X03a Ha JiocapTaH NpH nauueHTH ¢ 6s6peuno yspexnaHe H nNpH
NalHeHTH Ha XEMOANaIH3a.

UepuoapobHo yBpexaaHe
TeHIOpHC € MPOTHBOMOKA3aH NPH NMAaLHEHTH ¢ TEKKO YepHOAPOOHO yBpexKaaHe (BX. Toukn 4.3 u 4.4).

HHCKaTa ,uoaa OT AHAara3oHa Ha Jo3upaHe (Bx. ToukH 4.4 u 5.2). DapMakOKHHETUKATA HA
He € MPoyYBaHa MNPH NallMeHTH ¢ TEXKO YSpHOAPOOHO yBpeKIaHe.,




Ieduampuuna nonynayus
BesomnacHocTTa H ehHKacHOCTTa Ha Tennopuc npy Aeua noa 18 roadHu He ca yCraHOBeHH. Tennopuc

HE ce MpenopbuBa 3a ynoTpeda npy NaLMeHTy Ha BB3pacT noA 18 roauny.

HayuH Ha npuiokeHue
Texnnopuc Moxe aa ce npuema ¢ unu 6e3 xpaHa. [Ipenopbusa ce TeHTOpHC Na ce npHeMa ¢ Boaa.

4.3 IIpormBOonoKa3amns

- CBpBXYYBCTBHTEIHOCT KbM aKTHBHHTC BELLECTBA, KbM JHXHAPONMHPHAMHOBH NPOH3BOAHH WIH
KbM HAKOE OT NMOMOLIHHWTE BelliecTsa, W36poeHH B TouKa 6.1.

- 2-pH H 3-TH TpHMeCTbP Ha OpeMeHHOCTTa (BX. ToukH 4.4 K 4.6).

- Texko uepHOAPOOHO YBpEKAAHE.

- Texxa XMNOTOHHA.

- Llok (BKTIOYHTENHO KApAHOreHEH LIOK).

- O6¢cTpyKUuMA Ha M3X0AA Ha IsBa KaMepa (HAnp. BUCOKOCTENEHHA A0PTHaA CTEHO34).

- XeMOoa®HAMHYHO HecTabHIHa ChpAEYHA HEIOCTATHYHOCT Cllell OCTbP MHOKApACH HH(DApKT.

- EnxnospeMeHHaTa ynorpeda Ha TeHnopUC ¢ anMCKHPER-ChABbPXKALIM NPORYKTH €
MPOTHBOINOKA3aHAa NPH NaLMeHTH CbC 3axapeH auadber win 6u6peuno yspexnane (GFR < 60
ml/min/1,73 m2) (Bx. Touku 4.5 u 5.1).

4.4 CuenMaJHB npelynpexicHHS H NPeRNaA3HH MEPKH NpH ynorTpeba

CBDBXYYBCTBHTEJIHOCT
Anzuoedem. TlaLMeHTH ¢ aHaMHE3a 3a aHrHoeeM (MToQYBaHe Ha JIHLETO, YCTHHUTE, MbPOTO H/ WK

e3uKa) TpsaOBa Ja Obaar BHHMaTenHo HabmonasaHM (BXK. TO4Ka 4.8).

XUnoToHHS K BOAHO-€JEKTPOAUTEH AuchataHC
CuMITOMaTHYHA XHIIOTOHHSA, 0COOEHO ciiea MBPBATA 4034 H C/Ie/ NOBHILABAHE HA N03aTa, MOXE Ja Ce

NMOABH TIPH NAilHEHTH CbC 3aryba Ha obeM U/HiH HATPHIA NMPH HHTEH3NBHO QHYPETHYHO JICYCHHE,
AHETA C OrpaHHYEH MPHEM Ha COJjl, AHApHs KM NoBpbiLaHe. Tean cheTosHud Tpadea na 6wvaar
KOpHI'MpaHH Npean npwioxeHueTo Ha Ternopuc, WM TpsOBa Aa ¢e H3no/38a NO-HUCKA HaYanHa 1034
(BxkK. TO4Ka 4.2).

EnextponaureH aucbanac
EneKTpoJMTHHTE AMCOAIZHCH ca YeCTH NMpH NauMeHTH ¢ Ou0peuHo yspexaane, ¢ Wik 6e3 nuaber, u

TpaOBa na 6baar opnaneHy. [IpH KMTHHUYHO NPOYH4BaHE, NPOBEAEHO NPH NALMEHTH ¢ aqHaber TH 2 ¢
HedponaTHs, YeCTOTaTa Ha XUNEPKAIMEMHATA € MO-BHCOKA B IPYNATa, IEKyBaHa C JIOCAPTaH B
cpasHeHHE ¢ rpynara Ha rinanefo (Bxk. Touka 4.8). CreaosatesHo, [1a3MEHHTE KOHLICHTPALMH Ha
KQJIMH, KAKTO H CTOHHOCTHTE HA KpeaTHHHHOBHA KIHMpPBHC TpabBa aa 6baaT BHHMATENHO
HabaronaBaHH, ocoOEHO NpPH NALUEHTH ChC ChPACYHA HEAOCTATHYHOCT H KPEaTHHUHOB KITHPBHHC
mexkay 30-50 ml/ min.

EnnoBpemenHara ynorpeba Ha Kanui-CoXpaHABallH AHYPETHLH, KATHEBH 100aBKH, KaIKH-
CHABLPKALIY 3aMECTHTENH Ha CONTTa WK APYTH JIEKAPCTBA, KOMTO MOTAT 12 NOBHIIAT CEPYMHHA KANHH
(Manp. NpoAYKTH, ChABPHKALK TPHMETONPHM ) €THOBPEMEHHO € 10CAPTaH HE CE MpenopbyuBa (BK.
Touka 4.5).

brOpeyHa TpaHCILIaHTALUA
Hama narpynau onut ¢ TeHIOpHC MPH MNaLMEHTH CBC CKOpolHA 6n0peuna TpaHCILIAHTALHA.

[IspBHYCH XUNEPANIOCTEPOHHIBM
[TaupeHTHTE C MBPBHYEH ANACCTEPOHU3IBM OOMKHOBEHO HE OTIOBAPAT Ha AHTUXHITCPTEH3H

JIEKApPCTBEHH NPOXYKTH, ASHCTBAIUM Ype3 HHXHOMpAHE HA CHCTEMATa PEHHH-aHTHOTEH3H
ynorpedara Ha TERIOPHUC HE CE NPENoPbYBA.

Koponapha Soject Ha ChpUeTO U MO3BYHOCHA0BA BontecT




KakTo npH BCHYKH AHTHXUNEPTEH3UBHH CPEACTRA, IPEKOMEPHOTO NOHWKABAHE HA KPBBHOTO
HANATaHE NPK NaLHEHTH ¢ HCXEMHYHA CHPAEYHOCHA0BA H MOZBHHOCHAOBA 0OJIECT MOXKeE 1a A0BEaE 10
nH(}APKT HA MHOKAPIA HJIH HHCYIT.

[TalHeHTH Che ChpAEYHA HEAOCTATHLYHOCT
[Tp# nalueHTH CBC ChpaAeUHa HEAOCTATBYHOCT, ¢ MM 6e3 6BOpeuHo yBpekaane, CHIIECTBYBa - KAKTO

M MPH RPYTY NEKAPCTBEHH NMPOAYKTH, AeHCTBALIM BBPXY PEHHH-AHIMOTCH3IHHOBATA CHCTEMA - PHCK OT
TeX(KA apTepHATHa XMIIOTOHHMA U (decTo ocTpa) ObbpeuHa HepoCTarbuHOCT. HAMa A0CTATHYHO
TEpANnesTUYEH OMUT C JIoCApPTaH NpH NaLHEHTH CbC ChPACUHA HEAOCTATLYHOCT M CHIIPOBOXKAALIO
Texko OpOpeyHo yBpexaaHe, PH NALMEHTH ¢ TeKKa cbpicuHa HeaocTarbyHocT (NYHA knac IV),
KAKTO H ITPH NALMEHTH CbC ChpAeYHA HEJOCTATBYHOCT H CHMITTOMATHYHH XXHBOTO3aCTpalllaBallu
chpaeunu apurmun. [lopaan Toea nocaprad TpadBa Ja ce H3NMON3Ba ¢ NOBHUICHO BHUMAaHKE NIPH Te3H
rpyny naumeHTd. KomOGuHaimsTa ot nocapraH u 6era-6nokep TpabBa na ce H3NoN3Ba ¢ NOBUUICHO
BHHMaHKe (BX. TOUKa J.1).

BNOKepHTe Ha KaNlLHeBHTE KaHaH, KaTo amnoaunud B TeHnopuc, Tpabsa na ce wsnosnssear ¢
MOBHLIEHO BHUMAHHE FPH NALUHEHTH ChC 3aCTOHHA ChpJCYHa HENOCTATbYHOCT, Thil KATO T€ MOTaT Aa
YBEJIHYAT PUCKA OT 6bAeLUM CHPASYHOCHAOBH CHOUMTHA U CMBPTHOCT. [IpH Apirocpousno, rinauedo-
KOHTPOMHMPAHO NPOyUBaHe NPK NALHEHTH ¢ TexKa cbpaeuHa HenocTaTbuHoCT (NYHA knac Il u 1V)
ROKNANABRHHTE ciaydaK Ha 6enoapobeH oTok ca NO-BHCOKH B IpynarTa, JIEKyBaHa ¢ aMIOAHIIHH,
OTKOJIKOTO B Ipynara Ha ruiauefo (Bxx. Touka 5.1).

€HTM C HapYLlIeHa YEePHO Ha QYH
Tennopuc He TpabBa fa ce NpHiara Npy NaLKEHTH C TEKKO YEPHOAPOOHO yBpexnane (BX. TOYKH 4.2,
4.3 u 5.2).

[Toay>XHBOTHT HA AMJIOAHITHH € yaswkeH H AUC cTOHHOCTHTE ca o-BHCOKH MPH MALHCHTH ©
HapyilleHa yepHoapoGHa GyHKIMA; RO30BH NPENOPHKH HE Ca YCTAaHOBEHH. 3aTOBA aMIIOAMITHH TpsOBa
[a c¢ HA3HAYM ¢ Hali-HHCKATa 03a OT Kpasd Ha JAHana3oHa Ha N03upaHe Kato TpAOBa Aa ce H3MNoJ3Ba
NOSHINEHO BHHMAaHKE, KAKTO MPH IbPBOHAYMAIHOTO JICYEHHE TAKAa H MPH NOBHILABAHE HA A03aTa.

B13 ocHoBa Ha (apMaKOKUHETHUHHTE JAHHH, KOMTO NMOKA3BAT 3HAYMTEHO MOBHILIABAHE Ha
nJ1a3sMEHHUTE KOHLICHTPALMH Ha JIOCApTaH MpH NauHeHTH ¢ LMpo3a, TpA0Ba Aa ce uMa npeasyi no-
HMCKa /1032 NTPH NAUMEeHTHTE C aHaMHe3a 3a uepHoapodHo yBpexnaHe. HaMa TepaneBTHHEH ONUT ¢
nocapTaH NpH NaLMEHTH ¢ TEXKO YepHOApoOHO yBpexkaane. Ilopanu Tosa nocapran He Tpabsa pa ce
Np4iara NpHM NalMeHTH ¢ TeKKO YepHOApobHO yBpexaaHe (kK. TOUKH 4.2, 4.3 u 3.2).

NanuenT ¢ 6BOpeuHO YBpEXKaaHe
B pesyntar Ha HHXHOHpaHe HA CHCTEMATa PEHHH - aHTHOTEH3HH, Ca AOK/IaJiBaHH IIPOMEHH B

On6peuHara GyHKLHA, BKTIOYHTENHO OBbOpeuHa HEAOCTATHYHOCT (MO-CIICLHATHO, TIPH TALIHEHTH,
uusTo OBOpeuHa QyHKIMA 3aBHCH OT CHCTEMATA PEHHH - AHTHOTEH3HH - A/1A0CTEPOH, KaTO TE3H ¢
TEXKA ChbpACYHA HEAOCTATHYHOCT KM MIPEeBAPUTENHO ChilEeCTBYBalla GpOpeuna AHCPyHKIHS).
KakTo v npu ApyTH NeKapCTBEHH MPOLYKTH, KOHTO [TOBIMABAT CHCTEMATA PEHHH -AHTHOTCH3UH-
aNnOCTEPOH, NMPH NALMEHTH C JIBYCTPaHHA CTeHO3a Ha OpOpeyHaTa apTepHd HIH CTEHO3a HA apTEpUsTa
Ha eIHHCTREH OB0pek ca OunM NOKNaABaAHH NOBHIEHHE HA KPHBHATA YPEs M CEPYMHHA KPEaTUHHH;
KATO Te3H NpoMeHy B 6b0peuHaTa pyHkuua Morat aAa OpaaT oOpaTHMH NPH NpEKpaTABAHE HA
aevenuerto. Jlocapran Tpafea 4a ce H3n0/13B4a ¢ MNOBULLCHO BHUMaHKE MPH NALUMEHTH C ABYCTpaHHA
CTEHO3a Ha OLOpeUHAaTa apTepHA WK CTEHO3a Ha apTepHATA Ha eHHCTBeH OBOpex.

AMJIOIHITHH MOXeE 1 C€ H3MOA3BA NMPH Te3H NauMeHTH B 0OHyaiiHi 1034. [IpoMenHTe B nasMeHHTE
KOHLIEHTpAlMH HA aMJIOIHNKMH He ca OOBBP3aHH ChC cTencHTa Ha 6p0peuHo yBpexxaaHe. AMIOAHNHH

HC CC JUAITH3NDpA.

BHHMaHHe (BXK. TOukH 4.2 n 5.2).




AOpTHA M MMTPAITHA KNaNHa cTeHO3a, 00CTPYKTHBHA XHIMEPTPOGDHHUUHA KAPAHOMHONATHS
KakTo ¥ npu OCTaHAJIXTE BA304WIATATOPH, HEOOXOAUMO € NOBHIUICHO BHUMAHHE NPH MALHeHTH,

cTpafalld OT A0PTHA WIH MHTpPAJIHa CTEHO3a WM OOCTPYKTHBHA XUNepTpodHYHA KAPAHOMHOTIATHS.

bpeMeHHOCT

Auruorensui Il peuenropuure antaronuctd (AIIRA) ne Tpabsa na ce HasHauaBar no speMe Ha
GpemennocT. OcBeH, aKO NMPOABIKHTETHATA TEPANHMS € JIOCAPTAH HE CE CYMTA 33 JKH3HEHO
HeOOX0IHMO, NALIHEHTKHTE, IUTaHHpaLM OpeMeHHOCT TpAOBa Ja MpeMHHAT Ha ATTePHATHBHO
AHTUXHIICPTEH3UBHO JIEYEHHE, KOETO HMa YCTaHOBEH Mpodun Ha He30macHoCT 3a ynoTpeba no Bpeme
Ha GpemenHocT. Koraro ce AuarHocTHuHpa GpeMeHHOCT, JICUEHHETO ¢ jocapTaH Tpabea aa Onae
NpeycTAHOBEHO He3a0aBHO U aKO € HeOOXOAHMO J1a CE 3aMoYHe ATCPHATHBHA TEpaNnus (BX. TOUKH 4.3

1 4.6).

T I 1 €HHA M NPEana3Hy MEepKu

Kakrto e HaOmonasaHo nNp# HHXHOUTOPUTE Ha AHFHOTEH3HH-KOHBEPTHPAIIMA €H3HM, JIOCAapTan H
OCTAHAJIMTE AHTMOTEH3HHOBH @HTArOHKCTH €A OYEBHIHO NMO-MAJIKO ePEKTUBHH 32 MOHKKABAHETO HA
KPBBHOTO HANAraHe fPH YepHAaTa paca, OTKOJIKOTO NPH APYTHTE PACH, BEPOATHO MNOpPagH No-iHpPoKo
Pa3NpOCTPAHEHNE HA HHCKO HHBO Ha PSHHUH FIPH NOIMy/al{MATa XHNEPTOHHLIK OT YepHaTa paca.

IIsoiino GnokHpaKe Ha peHHH aHTHOTEH3HH -ajinocTepoHoBaTa chucTtemMa (PAAC)

Wma nannn, 4e eaHospeMenHaTa ynorpeba Ha ACE uHxubHTopH, aHrHoreHsuH I1-penenTopHy
OnoKepH WiIH aNTHCKHPEH MIOBHIABA PHCKR OT XHITOTOHHA, XHIICPKANIHEMHA H HaMansBaHe Ha
6n6peunara ¢yuxuma (BxmouurenHo octpa 6b0peuHa HeaocTaThuHOCT). [lopanu ToBa He ce
npernopwysa AsoiiHo 6nokupane Ha PAAC upe3 komOGuHupaHaTa yrorpeda Ha ACE nuxuburopu,
aurnoredsuH lI-petienrropHu Ookepyu Uiy airckupen (BX. Touku 4.5 1 5.1).

AKO ce MpeLeHH, e TepanuaTa ¢ ABOHHO OnokHpaHe e abecomoTHo HeobxonuMa, ToBa TpOBa Aa
cTapa caMo noa HabMIOJEHHETO Ha CNELIMATIMCT H MPH Y€CTO BHUMATEIHO MOHHTOPHPAHE Ha
616peunaTa GyHKLMA, ENEKTPOIMTHTE H KPBBHOTO HAJLITaHe.

ACE nuxuGurops u aHruorensnuH II-petenropHu 6nokepy He TpaOpa fa ¢e H3NON3BAT €AHOBPEMEHHO
NnpHU naipeHTH ¢ AuaberHa HedponarTi.

Ileouampuuna nonyaayus

AMJIOAMITHH/IOCAPTAH He Ce MPenopbyBa 3a ynorpeda npu NalMEeHTH Ha BB3pacT noA 18 roautu,
MOpaJH JIMTICR Ha AaHHH 38 H€301acCHOCT H eHKACHOCT.

Tennopuc ChaABpAxKa NAKTO33 H HATPHIA.

[TauneHTH C PeAKH HACJICACTBEHH NPOodIEMH HA HENOHOCHMOCT KbM rANAKTO34, IThJICH JIAKTa3eH
ReDHLUHMT WIH IMIOKO30-TalakTo3Ha Manabecopbuusa He TpsOBa 1a npHeMaT TOBA JIEKAPCTRO.

Toea nekapcTBo ¢hABPXKA no-Manko or 1 mmol natpuii (23 mg) Ha Tabnerxka, T.€. MOX€E /1a C€ Kaxe,
ye NPaKTH4YECKH HE ChABPKA HATPHIA.

4.5 BiaamopeiicTeEe ¢ APYIE JeKAPCTBEHH NPOIYKTH H APYrd $OPMH HA BIAHMOJEHCTRHE

BaaumoaeiicTeus, oO1IK 38 xXoMOHHALIMATA
He ca npoBexaasy NpoyYBaHHA 34 JIEKAPCTBEHHUTE B3aHMOACHCTBUA MEXKIY TEHIOPHC H OCTAHAIINTE

NEKapCTBEHH MPOLYKTH.

B3anmoneicTBHA CBBP3AHH € NOCAPTaH

JpyTH aHTHXHIICPTEH3UMBHH CPEACTSA MOTAT /1a MOBULIAT XHITOTEH3UBHOTO ACHCTBHE Ha A0CAPTAH. .. .
EJHOBPEMEHHOTO M3MO3BAHE C JIPYIY BELIECTBA, KOMTO MOraT a HHAYLUMpPAT XUIIOTOHHA e
He)KeJlaHa PeaKuns (KaTo TPHLMKIHYHH aHTUACTIPECAHTH, AHTHIICHXOTHLIY, OaktodeH,
MOXE JIa TIOBHIUH PHUCKA OT XHNOTOHHS.




JlocapraH ce metabonusupa npeaumto or ruroxpom P450 (CYP) 2C9 no akrvBex kapOokcH-
kuceauHeH MeTabosuT. [Ipyd KTHKHYHO U3NIKTBAHE € YCTRHOBEHO, Y€ (urykoHazon (MHHXUOHTOD Ha
CYP2C9) namansBa eKCno3HUMATA Ha aKTUBHHS MeTabonut ¢ mpubnusurenHo 50%. YcraHoseHo ¢,
ye eJHOBPEMEHHOTO JIeUeHHe ¢ JIOCapTaH H puPaMnuuMH (HHAYKTOp Ha META00NU3HPAILMTES EH3HMH)
BOJAM [0 MOHIDKEHHE Ha TU1a3MEHATa KOHUCHTpaLMA Ha akTHBHHA MeTabormT ¢ 40%. KinanyHOTO
3HAYEeHHE Ha TO3H edeKT He € H3BecTHO. He e ycTaHOBeHa pa3iHKa B €KCNO3HLUHATA NPH
e/HOBpPEMEHHO NieyeHHe ¢ ¢myBacTaTuH (cnab nuxudburop Ha CYP2C9).

KakTo ¥ npH ApYrH N€KAPCTBEHH NPOAYKTH, KOUTO 610KHpaT aHrnoTeH3HH [ Wi HeroBute edekTH,
eAHOBPEMEHHOTO H3MO/I3BAHE Ha APYTH JICKAPCTBEHH MPOLYKTH, KOHUTO 32XbPXKAT Kajini (Hanp.
KaJTHI-ChXpaHABAUIK MY PETHLIM: aMIIOPHA, TPHAMTEPEH, CIIHPOHO/IAKTOH) HITM MOTaT A4 NOBHIIAT
HMBATa Ha kKanuii (HATIP. XeNnapuH, JIEKAPCTBA, ChAbPKALIY TPUMETONPHM), KANHEBH 100aBKH HITH
3aMECTUTEJIH Ha COITA, ChABPKAINU KAIHIA, MOXKE [ja AOBEe A0 NOBULIABAHE HA CEPYMHHA KATHH.
EnHOBpEMEHHOTO NPHIIOKEHHE HE ¢€ NPENophYBa.

O6paTHMO NOBHINABAHE HA CEPYMHHUTE KOHLEHTPAUHH Ha NMHTHH M TOKCHYHOCT Ca ChoOLeHH no
BpeMe Ha eIHOBPeMEHHO npunokenye Ha nutui ¢ ACE HHXHOHTOpH. MHOrO peAKkH ciiyyan ca
CHOOABAHY CHINO H C aHrHOTEH3HH Il peuenTopuy asTaroHHCTH. EnHOBpEeMEHHOTO NpHaaraHe Ha
nutkii ¥ aocapran TpaOea Aa ce NpeanpHeMa ¢ MOBHIIEHO BHUMAaHKe. AKO Ta3d KOMOHHALMA € OT
CBIIECTBEHO 3HA4YECHHE, Ce NpenopbyBa HabMmoAeHHe Ha CCPYMHUTE HHBA HA JIMTHH MO BPEME Ha

€ JHOBPEMEHHOTO NPHIOKEHHE,

Koraro auruoreusuH I anraronncrure ce npunarar egHospemenno ¢ HCTIBC (t1.e. cenexrusuu
COX-2 uHxubHUTOpH, aALIETWICANHIHIOBA KMCETMHA B NPOTHBOBB3NANHTEIHH JO3H H HECEJIEKTHBHH
HCIIBC), Moxe aa HacTeNH oTciabBaHe HA AHTHXHUNEPTEH3UBHUA edekT. EnHOBpEeMEHHOTO
npuacKeHKHe Ha aHrHoTeH3HH Il anraronuctH win auypetuud 1 HCTIBC moxxe na aosene no
MOBHILEH PHCK OT BiIOilaBaHe Ha OnOpeunara QyHKUHA, BKIIOYHTEIHO BB3MOXKHO € Pa3BHTHE Ha
ocTpa 6s0peuHa HEeAOCTATHYHOCT H NOBHILIABAHE HA CEPYMHHSA KanHH, 0COOEHO NPU NaLMeHTH C
peaumecTsaulo Hapywenue Ha OhOpeunara dyHkums. KomOuHaumaTa Tpsbsa na ce npunara ¢
NOBMINCHO BHHMaHHe, 0cO0eHO MpH NaLMEeHTd B HanmpeAHala pp3pact. [lauvenTuTe TpaOBa na bbnaart
aJCKBATHO XKWAPATHPaHH K TPpAOBa Na ce 0OMHCIIN npocieaspaHe Ha OnOpeunara QyHkLUaA criea
3anousaHe Ha KOMOHHHPAHOTO NleYeHHe d NEPHOANYHO ClIe] TOBS.

MaHHW OT KAMHMYHY NPOYYBAHHA NMOKA3BAT, Y€ ABOHHOTO OnoKMpaHe Ha peHHH AHTHOTEH3HH
anaoctepoxosara cucteMa (PAAC) upes komOuHHpaHara ynorpeba va ACE nHxuburopy,
aHruoreHsuH II-peuenropHn GnokepH MM AIHCKHPEH C& CBBP3BA C NTO-BHCOKA YECTOTA HA HEXKENAHU
ChOUTHSA, KATO HANPUMEP XHMNOTOHUA, XHIICPKAIHEeMHUs H HamaiaBaHe Ha 6bp0peuHaTa QyHKLMSA
(BKmouHTENHO OcTpa OBOpeuHa HeaOCTATHYHOCT), B CpABHEHHE ¢ ynoTpebarTa caMo Ha eaHO
cpencrso, aelictraulo BbpXy PAAC (Bx. Toukn 4.3,4.4 1 5.1).

CokbT OT FpeiindpyT ChabpXKA KOMIOHEHTH, KOHTO HHXHOHpaT ensumuTe CYP450 u mMorar na
[OHMXKAT KOHLICHTPALMATa HAa AKTUBHUA METAOONUT Ha NOCAPTAH, KOETO MOXe 1a HaMalH
TepanerTHYHHA My edekT. KoHCyMaumaTa Ha cok ot rpefindpyT Tpabsa na ce u3064rsa no BpeMe Ha
JIeYEHHE C JIOCApTaH.

B3auMonenCcTBHA CBBPIAHH C AMJIOHIHY
Egbexmu na opyzu nexapcmsernu npodykmu 6bpxy amaoounum

CYP3A4 unxuburopn: eqHOBpeMeHHaTa ynotpeba Ha aMNAOAUITHH ¢ MOLIHHM WIH YMEPEHH

unxuburopu Ha CYP3 A4 (nporeasHu uHXHUOHTOPH, 830/10BH AHTHMHKOTHLIM, MAKPOJIHAH KATO s

ePUTPOMHULIMH HIH KIAPHTPOMHLIMH, BepanaMuI WiH JHJITHA3EM) MOTaT Aa JOBEAAT A0 3Hay
NOBHILIABAHE HA €KCMO3HLMATA Ha AMIOAMIIMH, KOETO HMAa KaTO pe3yJ/ITAT MOBHIIEH PHCK OT
xunoronus. KniHHYHATA KapTHHA Ha Te3d ©K Bapuauyu mMoxke aa Obhe no-u3paseHa npH n
HanpeaHana pb3pact. [10 Ta3H MpruviHa MOXE 14 C€ HANTOXKH KIIHHHYEH MOHHTOPHHT H KOPEe
no3ata.




Huaykropy Ha CYP3A4: [Ipu eqHOBpEeMEHHO NPHIOKEHHE Ha U3BECTHH HWHAYKTOpH Ha CYP3A4
[1a3sMeHaTa KOHLEHTPALKA Ha aMIOOHITHH MOxe 1a Bapupa. [lopaau ToBa KpLBHOTO Handarade TpsaOaa
Ja ¢e fIpoceaaBa U Aa ce 0OMUCIHY ananTHpaHe Ha R03aTa KaKTo Mo BpeMe, TaKa H ciiell
eJHOBpEMEHEH nipreM, ocobeHo cbe ciitHn CYP3A4 unayxropy (Hanp. pudaMnuuMH, XbJIT
KAHTAPUOH).

[punoKeHHETO Ha aMNOAMNUH ¢ rpeindpyT WK COK OT rpeindpyT He Ce nNpenopbuBa, ThH KaTo MpH
HAKOM MalMEeHTH CHOHATMYHOCTTA MOXE /Ia CE YBEIKYHM, KOETO BOAH A0 3acHIBaHEe Ha €(eKTa Ha
NOHHXKABaHE HA KPLBHOTO HAJATAHE.

NantponeH (mHdY3HA): PH XXKHUBOTHH € HabnioaaBaHa fleTanHa kaMepHa GpubpHraLKMa U
CBPACYHOCHAOB KONANC BbB BPb3Ka C XHAEPKAIIHEMHS Ce/| NMPHIOKCHHUE HA BEpanaMill H JaHTPONEH
MHTpaBeHO3HO. [Topaay pHCK OT XHNepKanHeMus, ce MpenopLYsa aa ce H30Arsa €AHOBPEMEHHOTO
NpuIoKeHne ¢ OJOKEPH Ha KANLHEBHTE KAHANH KATO aMJIOAHITHH NPH NALHEHTH, TIORATIMEY Ha
310KAYE€CTBEHA XHIIEPTepMUA MPH KOHTPOJIA HA AIOKAYECTBEHATA XHNEPTEPMHIL.

Epexmu na awnoounun 8bpxy opyzume nexapcmeenu npooyKmu
EdekTHTe Ha aMJIOAMIIHH BbPXY MOHIDKABAHE HA KPLBHOTO HasAraHe 3acHIBaT €eKTa Ha OPyTHTE

NIEKAPCTBEHH MPOLYKTH € aHTUXUIIEPTEH3HBHO ICHCTBHE.

Taxponumyc: ChblIecTByBa PHCK OT MOBHINABAHE HA KPbBHUTE HHBA HA TAKPOJHMMYC, KOraTo ce
MPHIAra € JHOBPEMEHHO ¢ aWIOAMIMHAH. 3a 1a ¢e H3Der#e TOKCHYHOCT Ha TAKPOJIMMYC, MPIIOKEHHUETO
HA AMJIOAHIIHH MPH MALMEHT, JICKYBaH ¢ TAKPONMMYC, H3HCKBA KOHTPON HA KPbBHHTE HHBA Ha
TaKPOJTHUMYC H KOPEKLMA Ha [03aTa Ha TAKPOJIHMYC, KOraTo € HeoOX0AHMO.

Ilpuyennu 3a panamuyur (mTOR) unxubumopu: mTOR HHXHOKTOPH KaTO CHPOJHMYC,
TEMCHPOJHMYC K eeeponuMyc ca cyScrpatd Ha CYP3A. Amitoxunun e cnab uuxnourop Ha CYP3A,
Ipu enHospeMeHHaTa yrorpeba Ha mTOR dHXHOHTOPH, aMIOAUITHH MOXKE 14 YBENTHYH
ekcriosuuuaTa Ha mTOR unxuburopure.

Kaapumpomuyun: KnapurpomuuuH € HHxXU6uTop Ha CYP3A4. CruiecTByBa NOBUILEH PUCK OT
XHITIOTOHHS NPH NAIMEHTH, NMPUEMAIH KIaApHTPOMHIIMH C aMsloauNuH. [IpenopbiBa ¢e BHUMATETHO
HabMoNeHHe Ha NALMEHTHTE, MPH €IHOBPEMEHHO NMPUIOKEHHE Ha AMJIOHITHH C KIIAPHTPOMHLIHH.

Luxnocnopun: HiMa npoy4BaHHA 3a JIEKAPCTBEHH B3aHMOICHCTBHS, NPOBEAEHH ¢ LHKJIOCIIOPHH H
AMJIOAMIIHH TIPH 3pasy A0OPOBOJILM KNH APYTH MONYNALMH, ¢ H3KIOYCHHE Ha NauKHeHTH ¢ 0p0peyHa
TPAHCILIAHTAUMS, KbETO c& HAOmoNaBaT MpoMeHTHBH nosuiieHHs (cpeano ¢ 0% no 40%). Tpabsa
aa ce OOMHUCIH 332 MOHHTOPHHT Ha HMBAT2 HA LIMKNOCIIOPHH MpH NauHeHTH ¢ 0n0peuHa
TPaHCIUIAHTALIHA HA JIEYEHHE C aMJIOQMIIKH, a A038Ta HA LIMKIIOCTIOPHH TPpsi0Ba Aa ce HaMalK Cnopen
HeOOXOAHMOCTTA.

Cumeacmamun.: EQHOBPEMEHHOTO W MHOTOKPAaTHO NPWIOKEHHE Ha 103 oT 10 mg Ha AMJIOAMITHH C
80 mg cMMBacTaTHH BOAH AO NOBHILABAHE HA EKCMO3UIIMATA HA CHMBACTATHH B CPABHEHHE CBbC
CaMOCTOSTEITHOTO MPHUJIOKEHHE HA CHMBACTATHH Che 77%. [1pn nauneHTH, npHeMaiitH aMIOAHITHH,
03aTa Ha CHMBACTaTHH TpAOBa aa ce orpanHus 10 20 mg AHEeBHO.

[Tpy KAMHHYHH NPOYUBAHHA 32 B3aUMOJEICTBHE, AMAOAMNIMH HE NOBNUABA PapMaKOKHHETHKATA Ha
ATOPBACTATUH, IMIOKCHH WIH BapdapHH.

ITeouampuuna nonyaayus
Hsama npoBeaeHH Mpoy4BaHHs 3a JIEKapCTBCHH B3AHMOACHCTBHA NPH €AHATPHYHATA MOy
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Jlocapman

Ynorpebara Ha aHruoreHsuH I peuenropHu anraroudctTy (AlIPA) He ce mpenopbuBa no Bpeme Ha
MbpBHS TPHMECTHP Ha GpeMeHHOCTTA (BK. Touka 4.4). Ynorpebara Ha AIIPA e npotuBonokasaHa no
BpEMe Ha BTOPHA W TPETHA TPUMECTBP OT OpeMEHHOCTTA (BX. TOUKH 4.3 1 4.4).

EnuaeMHOAOrHYHHUTE JAHHA 33 PUCKA OT TepaTOreHHOCT ciel ekcno3Huwa Ha ACE nnxuburopy no
BpEME HA TbPBHA TPHMECTBP OT OPEMEHHOCTTA HE BOOAT RO OKOHHATE/IHH 3aKmoveHud. Bee nak,
MAJTKO NOBHMLUICHHE HA PUCKA He MOXE Aa C€ U3K/IIOYH. Bbipexd ye HaMa AaHHH OT KOHTPOJIIHpaHH
eNKrIEMHOJOrHYHHE NPOYYBaHHA 3a pycka NpH aHrdoTeHsuH Il peuenrropauTe aHraronvery (AIIPA)
noao0eH pUCK MOXE a ChLIECTBYBA 3a TO3M KIAC JEKAPCTBEHK NPOAYKTH. OCBEH, aKo
npoab/ikasaHeTo Ha AIIPA TepanusaTa ce cMeTHE 3a XKH3HEHO BXKHO, MALKMEHTH C TUIaHHPaHA
OpeMeHHOCT TpA0Ba A2 NMpeMUHAT HAa AITEPHATHBHO AHTHXUIIEPTEHIUBHO JICUYEHHE, KOETO UMa
ycTaHoBeH npodun Ha 6ezonacHOCT npyu OpeMeHHOCT.

AKoO ce yCTaHOBH OpeMeHHOCT, JieweHnero ¢ AIIPA Tpabea na ce npeycTaHOBH He3aDaBHO H, &KO €
YMECTHO, Ia C€ 3aNo4YHe alITepHaTUBHA TEpanus.

ExcnosHuusta Ha AIIPA no Bpeme Ha BTOpHSA H TpeTHS TPHMECTHP HA OPEeMEHHOCTTA MOXKE a ROBENE
no deroTokcHYHOCT (HaManeHue Ha ObOpeunara QyHKUKs, ONHroXHAPaMHUOH, 3abaBeHa ocHpUKaLHA
Ha Yyepena) ¥ HEoHaTa/IHa TOKCHYHOCT (6bOpedHa HeAOCTATBYHOCT, XHITOTOHHA, XHIICPKATHEMHA)
(BX. TOUKa 5.3).

B ciayuaii ue ce yctaHoBM ekcrosnuma Ha AIIPA ot BTopus TpumecTsp Ha OpeMeHHOCTTa, ce
NpenopbsBa NpoBepka Ha 6bOpeyuHaTa GpyHKUMA M Yeperna Ha IUIoAa Ype3 YITpa3ByK.
Hosopoaetu, uniito Maiiku ca npuemanu AHPA, Tpabsa BHuMaTesiHO na 6BAaT HabmonaBaHH 3a
XHNOTOHUA (BXK. TOUKH 4.3 v 4.4).

Amaoounurn
Be3onacHOCTTA HA aMIIOJHMITHH N0 BpeMe Ha OPEMEHHOCT He € YCTAHOBEHa.
[Ips npoyusaHus BLPXY KHMBOTHH ¢ HaOnl0asaHa penpoOQyKTHBHA TOKCHMHOCT NIPH BHCOKH 103U (BXK.

TOMKA 5.3).
Vnorpebara no speMe Ha OpeMEeHHOCT ce IpenopbYBa caMo, KOraTo HaMa no-6e3onacHa aTepHaTHBA

M KOraro caMoTo 3aboigBaHe HOCH NO-TONSIM PHCK 3a MaiikaTa ¥ roja.

Knpmese

Jocapman
JIuncea uHGOpMAaLIMA OTHOCHO ynoTpebaTa Ha TOCAPTaH MO BpeMe Ha KbpMEHE.

Amnoounun

AMJIIOIHINHHK C€ eKCKPEeTHPA B KbpMaTa npu Xopa. Yactra ot no3ara 3a MaikarTa, NOJMy4eHa OT
KBPMAYETO, € HIUHCIIEHA C UHTEPKRAPTHIEH auana3oH 3-7%, makcumym 15%. EdekroT Ha
aMJIOAHMITHH BBPXY KbPMa4eTaTa € HEH3BECTCH.

[Topaau Taszu nmpuunHa TeHIOPHC HE ce NPEnOpPbYBA, a CE MPEANOYHTA ANTEPHATHBHA TEpanui, ¢
yCTaHOBEH npodun Ha 6€30MacHOCT MO BpeMe Ha KbpMEHE, 0CODEHO NpH KbpMEHE HA HOBOPOACHH

HIH NPEXICBPEMCHHO POACHHN A€LIA.

(DepTHRUTET
[Ipyn HAKOM NALMEHTH, TEKYBAHHU ¢ ONIOKEPH Ha KANLMEBHTE KaHAMH ca Oy poxkiansaHH odp ?
L s )
6HOXHMHYHM FIPOMEHH B IJ1aBATa HA cepMaTo3ouanTe. KNHHHYHHTE AaHHH C2 HEJOCTaThY R
OTHOWICHHE Ha NOTCHIHATHNA eheKT HA AMAOAHNHH BbDXY depTnnTeTa. Ilpn enHo mpoypsdNefpy, , ™ ™ %\i;
IUTHXOBE Ca Hab/1loAaBaHH HeXKENaHH e(PeKTH BbPXY MBKKHA GEepTHIHTET (BXK. TOUKA 5.3)@/ IR Y \
: . | Vo P - _*'?II:-I; l :]‘_E )
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He ca mpoBexaaHu NpOy4YBaHKA 32 epeKTHTE BBPXY cnocobHOCTTA 3a wodMpane U paboTa ¢ MallIHHH.
Brnpeku ToBa, fpH wWopupaHe wiu padora ¢ MawuuHK TpAOBa na ce HMa B NIpeaABHA, Y€ NpH
aHTHXHNEPTEH3UBHATA TEPAINKA MOTAT A4 CE NPOABAT BHEHE HA CBAT, CHHIMBOCT, NMO-CNEUHAJIHO 1O
BpeMe Ha 3aMo4BaHe Ha JIEYEHHETO UM NPH MOBHLLIaBaHe Ha no3ara. [IpenopbtiBa ce BHUMaHHME,
0cOoOEHO B HAYAMIOTO Ha JIEUEHHETO.

AMJIOAMITHH MOXe JIa HMa JIEKO MK YMEPEHO BIMAHHE BBPXY COCOOHOCTTA 3a WwodHpare H pabora ¢
MaliHHA. AKO NAUHEHTHTE, NPUEMALIY AMIOMNHMH fIOYYBCTBAT 3aMasHOCT, r1aBobonue, ymMopa wiu
rageHe, cnocoGHOCTTA 34 pearupaHe Moxe na 6bje HapylleHa.

4.8 Hexenand JICKAPCTBEHH PCAKTHE

O6obmenue Ha npoduia 3a 6€30NaCHOCT

Jlocapman
Haii-yecTo 40KAAABAHOTO HEXEIAHO CHOUTHE NPH KNTHHUYHHTE U3MUTBAHHKA € OO CBETOBLPTEK.,

Amnoounun
Hali-yecTo chOOLIABAHUTE HEXEIAHHN JICKAPCTBCHH PEaKiMH N0 BPEME HA ICYEHHETO Ca ChHAWBOCT,

BHEHE Ha CBAT, rMaBobonue, chplieOHeHe, 3auepBaBaHe, OOJIKH B KOpeMa, rajieHe, NoxyBaHe Ha
rNe3eHHTE, OTOLM H YMOpa

TabnuuHo NpeacTaBIHe HA HEXENAHUTE PeaKLIH

CrnenHuTe HEXEJTAHH JIGKAPCTBEHH PEaKLMK ca HabmoNaBaHH MO BpeMe Ha JICUSHHETO ¢ AMJIOAKIIHH
WIH 10CapTaH MposiBeHH OTAENHO M ce Knack$uuHpar cnopea MedDRA cucremMo-opranu kn1acose
MPH YeCToTAa MO CIACIHNUS HAYHH!

- Mmuoro 4ectu (1/10)

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

- Heuectu (=1/1 000 gpo <1/100)

- Peaxn (>1/10 000 no <1/1 000)

- Muoro peaxu (<1/10 000)

- C HeH3BEeCTHA HECTOTA (OT HATHYHHTE J2HHHN HE MOXKe Aa O'be HanpaBeHa OLEHKA).

Hexenand peaknil HectoTa

MedDRA cucreMo- AMJIOJBNHB Jlocapran
__OPraHHH KJIACOBE | h

HH(peKLHH HA YPHHAPHUA TPaKT | - C HeW3BECTHA
Hudexnnn n 4eCTOTA
HEQecTANHN L )

NIEBKOMECHHU ___| MHOro peaxku -
Hapymienns Ba KpsBTa B | TpoMOOLMTONEHHA MHOTO PeAKH C HEU3BECTHA
JEMpHATA CHCTEMA | yecToTa

aHEeMHSA - C HCH3BECTHa

4yecToTa
| aHadHAAKTHYHH peaKiMH - _penku

Hapymenuag Ha aHrHoeaem™ MHOI'O peAKH pefiku
BEMYHHATA CHCTEMA BACKyIuT** | -

peakuyy Ha MHOI'0 peaKH

| CBPBXUYBCTBHTEHOCT i

XHIICPriMKemMus MHOI'O peIKH
Hapymensas na
meTabonnima n
XPRHCHETO




HHCOMHHS/HApYIIIEeHHA Ha CbHA | HEYeCTH -
IIcHXHYHRA HApYIEAHS _(BonouMTENHO 6€3nMOKORCTBO)
AerpecHs HEYECTH C HEU3BECTHA
. YeCTOoTa
00BpKaHOCT peaKku -
3aMasHoOCT YeCTH YECTH
HapymeHHus Ha HePBHATA | CHHAHBOCT 4YEeCTH HEUEeCTH
cHCTeMA rinasofosnue YECTH HEYeCTH
HApYLUCHHUS HA ChHSA - HEYECTH
napecTe3ys | HEYeCTH -
XHIIOTEeH31A | HEYECTH -
TPEMOp | He4eCTH -
oUCrey3us HEYECTH C HEHU3BECTHA
YeCTOTA
CHHKOT HEYECTH -
XHMNEPTOHYC (NOBHILIEH MHOI'0O pEeOKH -
MYCKYJIEH TOHYC), nephdepHa
| HeBponaTHA
MHIpeHa - C HEU3BECTHA
4ecToTa
eKCTpANUpaMUIHH HAPYUICHHA | C HEH3BECTHA
! ) | YecToTa
3PUTETHH HAPYLICHUS YecTH -
Hapyumienns Ha O9HTe (BKTIOUYMTENIHO JHILTONHA)
| BEPTHIO - YecTH
Hapywmwenaus B2 yX0TO H THHMTYC HEUECTH C HEU3BECTHA
Ja6RpHAT 4eCTOTa
HAINUTALH YECTH HEYECTH
Chpaeuss BapymeHas CTEHOKApAUA - HEe4ecTH
APHUTMHSA, (BIUTIOUHTETHO HEYeCTH -
Opanukapans, xamepHa
TaxXUKapAusa ¥ NPeICHPAHO
MBXIOEHE)
_| MHOKapaeH HHQapKT MHOI'O peIKU
3a4EPBABAHE YeCTH -
C1ba0BH RapylIeRHs (opTOCTaTHYHA) XHUIIOTOHHA - HEUeCTH
(BKJIIOYHTETHO J030-CRbP3IAHH
oprocrarduny edexry) !
XHNOTOHUA He4eCTH -
BACKYJIUT MHOT'O PEAKH -
OHCITHES | 4eCTH -
PecnupaTopun, rpuABE H | PHHUT | HEYeCTH -
MEARACTHHAJIHH KalLIMLA HEUeCTH C HEH3BECTHA
HAPYIICHHSA YeCcToTR
kopemHa 60/1ka ] | 4ecTH
CroMamuBo-IpesHH rajeHe, AMCIENCHA, IPOMEHEHA | MECTH
BAPYIICHAA YpeBHA NEPUCTAITHKA
(BIJIIOYMTENIHO [HApHs H 3AMEK)
NoBpHLUAHE, CYXOTa B YCTara HEYECTH -

341K




FacTpHT,
XHIepruIasus Ha BEHLIUTE

MHOI'O peaKv

AHApRA

¢ HCH3BCCTHA

| yecToTa
XenaTyT MHOTO peIKH peakH
XenarobuEAPDEE MaHKpeaTHT MHOTO pPeaKH C HEHU3BECTHA
HAPYIIECHHAS | YecToTa
aHOpMasiHa PYHKIMA HA - C HEU3BECTHA
yepHHS apod | 4yeCcToTa
XBJITEHHLIA MHOTO PEIKH -
| noBuIIaBaHe Ha MHOIO PEIKH -
YEepHOAPOOHUTE CH3UMH* **
_obpus HEYeCTH HEYEeCTH
HapymieR#s Ha KOAKRTA H | ajloneiud, Mypirypa, HEYECTH -
HOAKOKHATA ThKAR ofe3upeTaBaHe Ha KOXKATA,
XHIIEPXHAPO34, EK3aHTEM
PYPHUTYC HEYECTH C HEM3BECTHA
_| uecToTa
ypTUKApHS HEYeCTH C HEH3BECTHA
4ECTOTA
POTOUYBCTBHTETHOCT MHOTO PeaKH C HEU3BECTHA
| | | Hecrora
epHTeMa My ITHPOpPME, MHOTI'O pPeaKH -
eKChONHATHBEH ACPMATHT,
CHHApPOM Ha Stevens-Johnson,
_ | enem Ha Quincke
TOKCHYHA enHepMalHa C HEH3BECTHA -
HEeKpOoJIH3a _ | uecroTa
[0JyBaHE HA IME3CHHTE, YeCTH -
HapymeHEs HA MYCKYJIHH KpaMIIH,
MYCKYJHO-CKe1eTHATA MUANTHA HEYeCTH C HEH3BECTHA
CHCTEMA H _ YecToTa
CLEeJHHHTEJHATA THKAH apTpajirus HEe4YecTH C HEH3BECTHA
4eCTOTa
pabaoMHONK3a - C HEH3BECTHA
4yeCcTOoTa
Gonku B repba HEYECTH C HEH3BECTHA
1 ) 4YeCTOTa
HapYyLICHUA Ha MUKI{HATA, HEYECTH -
Hapymenus 5a HHKTYPHA, NOBKLLIECHA YeCTOTA
0L0penaTe B NRKOYHRTE Ha YPHHHUPAHE
DbTHINA J
epeKTUIHA HEeYeCTH C HEM3BECTHA
Hapymenns Ba RMCOYHKLMA/UMITIOTEHTHOCT | _ 4eCTOTA
Bb3IPOR3BOAHTEHATA rHHEKOMACTHA HE4eCTH -
CHCTEMA H I'bpAaTa
ymopa | YeCTH _| HeuecTH
O6mr Bapymenns u eaem MHOT'0 4eCTH HEYECTH
eeKTH HA MRCTOTO HA acTeHHA ‘L YECTH
OPHJIOKCHEE PpU3HYECKO REepasiloNoKEHHE HE4YECTH
| boska :_HEHGCTH
O0Jika B IbpPAHTE HEYECTH




rpUNoONOA0OHH CHMIITOMH -

C HCHU3BECTHA

. 4ecToTa
XUNEPKATHEMHA - YyecTH
H3ceaBaHHas MOBHLLIABAHE HA AJTAHHWH - peaKu
amuHoTpaHchepaszata (ALT)* |
XHIIOHATPHEMHA - C HEH3BECTHA

HeCTOTA

NOBHLIABAHE HA TETNIOTO, HEUYECTH

otTcnadbsauHe

*BKAIOYMTENHO OTOK HAa JapHHKCa, IMI0THCA, THULETO, YCTHUTE, (papHHKCa WHITH e3uKa (NIPHYHHABA
OOCTPYKLIMA HA AMXATEIHHTE MbTHLIA), 4 MPH HAKOM OT TE3H NalMeHTH € ChOOIIaBaAHO 33 AHTHOEAEM B
MMHAJIOTO BhB BPh3KA ¢ MPHIAraHETO HA APYTH NieKapcTea, BKMoYnTenHO ACE-vHXHOUTOPH

» » BxmounTtenHo nmypraypa Ha Henoch-Schdnlein

| Ocobeno npu naumerTn ¢ HamaneH BLTPECHOB 06EM, HANPHMED MALMEHTH ¢ TEXKA ChpACHHA

HENOCTATHYHOCT WK NPH NEUYEHHE C BUCOKH JO3H AMYPETHUH
§ oOMKkHOBeHO He ce Habmioapa cnel NPEKPATABAHE Ha JICHEHHETO
*** [IpeauMHO B CLOTBETCTBHE C XOJIECTa3a.

JlocapraH

YectoTa Ha HeXKeNIAHHUTE JIEKAPCTBEHH PEaKiHK, YCTRHOBEHH MO BpeMe Ha Mnale0o-KOHTpONHpaHH
KJTMHUYHY NPOYUBAHKA H MOCTMAPKETHHIOB OITHT

| Hesxenaua peaknns | UecToT2 HA HEXKEJIRHATE PCAKNHH MO NOKASABHE Apyru
Xunepren3asan | XpoEndaa | Xuneprosus B | IHocr-
NALHEHTH € chpaeuna | aEaber TRN 2 ¢ | MAPKETHHIOB OOHT
JIeBoKaMepHA HepocTa- | 6n0peano
XHnepTpodas THYHOCT 3abonusane
HapymmeHEs Ha KPHBTA H JEMQHATA CHCTEMA q
aHeMus C HEH3BECTHA
YECTH
| YecToTa
TPOMGOLIHTONEHNS C HEH3IBECTHA
4eCTOTa
| Hapymenng Ha HMYHBHATA CHCTEMA
peakuHH Ha
CBPBXYYBCTBHTE/IHOC
T aHaQHIAKTHIHH
pCAKn
peaKtmH,
aHruoenemM¥*, v
_packyaur**
IlcaxHaTpH4YHA HAPYIIeHHN
fenpechs ] C HEH3BECTHA
YECTOTA _
Hapymenng 5a HEPBHATA CHCTEMA
3aMaliBaHe 4eCTH 4ECTH 4ECTH |
rnasobosme HEYeCTH |
| IApECTCINA PCAKH
C HEH3IBECTHA
MHIpCHA wecToTa
nwcreysus ¢ HEH3BECTHA

Haéymcnm HA YXOTO H .nﬁﬁngnm

 BEPTUIO

HCCTH

THHUTYC

Copaeynd napymeHHAs




CHHKOIT peaKy
MPeAChPAHO MBKIECHE penKH
MO3BUYHOCHIOB peaky
HHLHAEHT
ChA0BH BApYIIEHHY
(oprocraTuuHa)
XHITOTOHUA
(BKTIOMMTEITHO 1030~ decTH -
CBBP3aHH
OPTOCTATHYHH
 epexrn)t 1
| PecnRparopas, rpbAHA H MEIRACTHHAJIHE HAPYUICHHY
AHMCIIHES HEUYECTH
HEYECTH C HEM3BECTHA
KalUTMLA 4ECTOTA
CromMamBo-4peBHH HApYIUCHAS _
HEYECTH C HEM3BECTHA
AHapis yecToTa
rafieHe | HeyecTH
nospbllaHe HEYECTH
XenaroOn.THAPDHH HADYINEHHAN
C HEM3BECTHA
MaHKpeaTHT | ecTOTA
XenaruT | ‘ | peaxu
HapyTicHyS Ha C HEM3BECTHA
yepHoapoOHara €ecTOTa
HapymeHRS HA KOAATA K HFOAKOKHATA ThKAH
HEYECTH C HEH3BECTHA
ypTHKapHi | HCCTOTA
| HEYECTH C HEM3BECTHA
APYpHTYC 4ecToTa
HEYECTH C HEU3BECTHA
obpia _ 4eCTOTA
C HEH3BECTHA
¢$OTOUYBCTBHTEHOCT HeCTOT

Hapymmea#s HA MYCKYJTHO-CKEJIETHATA CHCTEMA H CHE¢AHHHTE/IHATA ThKAH

C HCHU3BECTHA

MHANITUS | | HeCTOTA
C HEU3BECTHA

apTpanrus o
paGaoMuonusa z;wﬂa
Hapymenns 5a 6u06penare B NHK0IHATE NHTHINA _
6u6peuto yBpexaaHe YECTH
OLOpeuHa -
HCAOCTATLIHOCT A . 1

| Hapymenas 5a Bh3NPOHIBOARTEIHATS CHCTEMA H I'bPAATA |
epeKTHIHA
ANCHYHKIUA/ UMIIO-
TCHTHOCT

O6mu napymenng H eQexTH HA MSCTOTO HA upWIoKeHHe

ACTEHHA YECTH HEYeCTH YEeCTH
| yMopa YECTH HE4ECTH YECTH




I

$puzHyecko C HEM3BECTHA
HEpa3noioKeHHE YeCcTOTa
HzcaeaBaHns
XHIepKanHeMus

Heyectut | uectni

NOBHILABAHE Ha
ypeara B KpbBTa,

YeCTH
CepyYMHHA KpEaTHHHH
H CCpYMHHA KAJIHAH | |
XHIIOHATPHEMHSA C HEH3BECTHA
YeCcTOTa
XHINOTIHKEMHUA YECTH

*BnioyMTeNIHO NOAYBaHe HA JIAPHHKCA, ITIOTHUCA, JIMLIETO, (PapHHKC WWIH €3HKA (MPHYHHABAHKH
0OCTPYKLIHA Ha BE3TYXOHOCHHUTE MHTHILA); NPH HAKOH OT TE3H NALKMEHTH € NOKNANBAH aHMMOESIEM B
MHHAJIOTO BbB BPh3Ka ¢ NPUEMa Ha IpYyFH JiekapcTsa, skiatounTento ACE nHxuburopu
*Brmounrenso myprypa Ha Henoch-Schonlein

lOcoGero npu naumeHTH c BHTpECHAOBH HApYLIEHHUS, HANP. NALMEHTH C TEXKKA ChpAe4YHa
HEAOCTATHYHOCT WK TPETHPAHH C BHCOKH 103K NHYPETULIH

* {Ipu KIKHHYHO MPOYUBAHE, IPOBEAEHO NPY NaLMEHTH ¢ THI 2 auaber ¢ Hepponartua, 9,9% ot
NalHeHTHTE, JIEKYBaHH ¢ jocapTaH TabJeTky pa3sHBaT xunepkaneMmus™> 5,5 mmol/l 1 3,4% ot
allMeHTHTE, JICKYBaHH C 1wiauebo.

Hapywenus na 6vbpeyume u nuxounume nomuua.

KaTto pe3ynTaT OT OTHCKAHE HA CHCTEMATA PEHHH-aHIHOTCH3HH-AIOCTEPOH, HMa CHOOLUEHHA 32
npoMeHH B 6b6peyHaTa GyHKuMA, BKAIOUHTENHO HbOpetHa HEROCTATHYHOCT NPY NAaLMEHTH,
W3ANOXKEHH HA PUCK; Te3H NMpoMeHH B 6b0peunara dyHkuMs Morat na 6baaT 0dpaTHMH Nnpx
npeKpaTABaHE Ha JICHCHHETO (BiK. TOYKa 4.4)

Cro0111aBaHe HA TOROIUPAHH HEWKEIAHH PEAKUHH
CrobuiaBaHeTo Ha MOAO3MPAHH HEXKENAHM peaKkLMH Cliell paspetiaBaHe 3a yrorpeda Ha jieKapCTBeHHA

NPOAYKT € BaxkHO. TOBa MO3BONABA Aa MPONBL/DKH HAGMIOAEHHETO Ha CHOTHOIIEHHETO NON3a/PHCK 32
NeKapcTBEHKA NPOAYKT. OT MEANUMHCKHTE CELHANMCTH €€ H3UCKBa a ChoOLIaBaT pcaka
NoAO3MpaHa HexXeNlaHa peakLys Ype3

HM3nbiHvTenHa areHums 1o J1eKapcTnaTa

yi. ,,JdamsH ['pyes” Ne 8

1303 Codusa

Ten.: +359 2 8903417

yeOcaitt: www.bda.bg

49 Ilpeao3mpane

CHMITTOMH HA HHTOKCHKALHMSA

HanuuuuTte naHHH NOKA3BAT, Y€ MPego3upaHeTo ¢ aMNOAHITHH MOXE 1a JOBEAE AO NPEKOMEpHa
nepudepHa BasoAMIATALHS H BeposTHO peduiekcHa TaxHkapaud. MMa cro0iueHns 3a H3paseHa U
BEPOATHO MPOIBLKHTENHA CHCTEMHA XHUIIOTOHUA JOCTHIaLlA A0 WOK C daraneH H3XOA.
Hexapanorenen 6enoapobes oTok ce cpodiliapa pAaKo KATO NOCaeaAHiia OT PSAO3HPAHE C
aMJIOAWITUH, KOMTO MOXeE Aa ce NMpoABH Che 3a0aBeHO Havano Ha edekra (24-48 yaca cnen
NOTTbIAHE) H AA U3KHCKBA H3KYCTBEHA BEeHTWIALMA. PaHHHTE peaHHMALIMOHHH MEPKH (BKJIIOUHTEHO
HATOBAPBAHE C TEYHOCTH) 33 NOMIbPKAHE Ha Nepdy3HATa U ChpAeuHHA JeOHT Morar na Onnat

yckopsaBamy GakTOpH.

HMma orpaHryeHH AaHHH 110 OTHOLLEHKE Ha Npeao3ypade ¢ nocapTaH npH xopa. Haii-pe
MpofABa Ha Npeao3upane 6u Gruna XUNOTORMSA H TaXKWKapausa. bpanukapaua Moxe Ja Ha
napacHMNAaTHKOBaTa ( BArycoBa) CTUMynaLyA.



JleyeHHe HA HHTOKCHKALIUATA

B HakoH chyuad Moxke Aa Obae oT nosza croMalliHa npomuexa. Cnea siepopaieH npueM € noxkasaHo
pWiaraHe Ha A0CTaTh4HA 032 akTHBeH BhrieH. IIpu 3apasyu noOpoBORLIM H3NOM3BAHETO Ha BBIJIEH
no 2 yaca cieq npuioxeHue Ha 10 mg aMaoaUMnuH € MoKasano HaMangBaHE Ha CKOPOCTTa Ha

abcopOLMs Ha aMJTOUITHH.

KAMHUYHO- 3HAYMMATA XHITOTOHHUS NOpaau npeao3dpaHe Ha TeHI0pHC U3HCKBA aKTHBHA
CHPACYHOCHA0BA PeaHUMAaLNA, BKITIOYBALLA YECTO KOHTPOJIMPAHEe Ha ChpAe4yHaTa U AHXATE/THA
dbyHKLMA, NOBIMraHe Ha KPARHULMTE 1 BHHMAHHE MO OTHOIIEHHE HA LHPKYNaTOPHUS 0beM U
nuypesara. [IpunoxeHHeTo Ha Ba3OKOHCTPHKTOP MOJKE /1a € OT M0JI3a 38 Bb3CTaHOBABaHE Ha ChAOBHS
TOHYC H apPTEPHATHOTO HAJAraHe, B CTy4Yal Y€ HAMA NPOTHROIIOKA3AHUSA 32 NMPHIIOKEHHETO MY.
HHTpapeHO3HOTO NPHIOKEHHE HA KaNLHEB TJIIOKOHAT MOXKe Aa ObJe OT No/13a 32 NpeoAo/sBaHe Ha
edekTa Ha O1OKMpaHe HA KATTLUHEBHTE KAHAIIH.

KaxTo nocaprai, Taka H aMJIOAKINHH HE ¢ OTCTPAHABAT Ype3 XeMoauanusa.

5. @®APMAKOJIOIMYHH CBOMCTBA
5.1 <dapmaxojaHAMHYHE CBOHCTBA

dapMaKkoTepaneBTHYHA IPyTa: CPEACTBA MOBNUABAILHN PEHHH-AHMMOTEH3HHOBATA CHCTEMA;
aHrHoTeH3HH Il peLienTopHH AHTArOHHCTH M KanuueBy aHTaroHucTd, ATC koa: CO09DB06

JlocapTaH

JlocapTaH € CUHTETH4EH NEPOpaNeH aHTaroHUCT Ha aHrdoTeHsuH II peuenrop (Tun ATh).
Anrnorensud 1, MoOllIEH Ba30KOHCTPUKTOD, € OCHOBEH AKTHBEH XOPMOH Ha CHCTeMaTa
PEHHH-AHIHOTEH3HH U € OCHOBEH ofnpeaenanl GakTop B NaTo(HU3HOIOrHATa HA XHIIEPTOHHATA.
Anrnorensus II ce ceup3Ba ¢ AT: - peLienTopsT, KOHTO C€ HAMHPA B MHOTO THKAHH (Harp.
BaCKyJapHATA rNaJka MyCKynaTypa, Han6n6peunara xe3a, Ob6peunTe ¥ ChpLIETO) U NpeIN3BHKBa
BRXKHH OHOJIOrHYHH JEHCTBHSA, BKIIOYHTENHO BAR3OKOHCTPHKLIHA H OTAENKAHE Ha anaocTepod. Chio
TaKa, aHrHoTeH3HH 11 cTumynupa nponudepanuaTa Ha KIETKUTE Ha IJIaJKaTa MycKy/aTypa.

JlocapraH cenexkruBHO Onoxupa AT peuenrropa. In vitro 1 in vivo TocapTaH H HErOBUAT
dusHonorudHo akTuBeH kapbokcwteH metabonut (E-3174) Onokupar BCHUKH ASHCTBUA Ha
aHruoTeH3HH II, He3aBHCHMO OT M3TOUHMKA H ITETA HA CHHTE3A.

Jlocapran HAMa arOHMCTHYEH e(PEeKT M He ONoKMpa APyrd XOpMOHANHH PeuenTopy WM HOHHH KaHanu
BKHH B ChPAEYHOCHAO0BaTA perynauus. [Ipu Toea socaprad He HHXHOHpa ACE (xvHa3a 1I), eHsumsT,
KOWTO pasrpaxaa GpaavxuHrHHTE. CNe0BaTeNHO, HAMA NOTEHLHPAHEe Ha NPEAN3BUKAHUTE OT
OpaJiMKHHHH HEXeaHH e(eKTH.

ITo BpeMe Ha MPUACKEHHE HA TOCAPTaH, NPEMAaXBAHETO HA aHrHOTeH3uH Il HeraTHBHOTO BB3JICHCTBHE
BbPXY PCHHHOBATA CEKpELMA BOAM A0 MOBUIIABAHE HA IUTA3MEHATA PeHUHOBA akxTHBHOCT (PRA).
[Mosuwasanero Ha PRA BoaH A0 moBuInaBaHe Ha aHrHoTeH3HH I B mnazmara. Bunpeku Te3u
MOBHICHHS, AHTUXHNEPTCH3UBHUAT e(PEKT H MOTHCKAHETO Ha IUIa3MECHHTS KOHLUIEHTPALIMH
a1JOCTEPOH C€ TIONNbPXKAT, roKasBaiiku edpexkrusHa 6nokasa Ha aHrnoTeHsuH 1 peuenropa. Cnexn
npekbcsade Ha jocaptal, PRA crolinocTre Ha anrnorensut Il cnagar ao tpy AHM A0 U3XORHHUTE
CTOMHOCTH.

H nocaptaH ¥ HeroBHs OCHOBEH aKTHUBEH METabOIHT HMAT MHOTO MO-TOJIAM aQUHUTET KbM i
peuenTopa, oTkonkoro kbM AT,-penemrropa. AKTHBHHAT MeTabormmt e 10- no 40- mbTH N Bek
NI0CapTaH Mo CHla Ha Ta3U OCHOBA.

1
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[Tpu KOHTPONMpAHH KIHHHYHH W3NWTBAHUA BbPXY MALMEHTH C JieKa OO CpeaHa CCCHLUHATHA
XHIIEPTOHHSA, IPUAAraHETO HA JIOCAPTAH CAMH ITLT JHEBHO, € NPEAH3IBUKATO CTATHCTHYECKH 3HAYHUMO
MNOHIKEHNE HA CHCTONMMUHOTO M JHACTONIMHHOTO KPBbBHO HandraHe. MiaMepBaHusaTa Ha KpbBHOTO
Hafasrate 24-yaca cjiel AO3HpaHe OTHECEeHO KbM 5-6 uaca ciiea J03aTa NOKa3Ba OTHOCHTENIHO fL1aBHA
pedyKLHs HA KPbBHOTO Ha/IaHe 3a NepHOA OT 24 uaca; eCTECTBEHHTE AHEBHH PUTMH Ce 3arasBar.
PenyKIUHATA HA KPBBHOTO HANATaHE KbM Kpasi Ha R0308HA HHTepBan ¢ Ouna npubansutrento 70-80 %
ot eekTa, HaGnonasad 5-6 waca cien nNpUAaraHe Ha nosara.

CnupaHeTo Ha JIoCapTaH, MPH XMINEPTOHHYHH NALMEHTH, HE € BOAC/O J0 PA3KO BH3CTAHOBIBAHE Ha
KpBBHOTO Hajisrase (pubayna). HezaBHCHMO OT 3HAMHTENHOTO HAMANABAHE H2 KPLBHOTO HAJIAraHe,
HPWIAraHETO HA I0CAPTAH HE € OKA3AJ0 KIMHKHYHO 3HAYHM edeKT BhpXY ChPACUHATA YECTOTA.

JlocapraH € €aHaKBO e(peKTHBEH 32 MBXE H XKCHH, 3a No-MAaIH (1104 65 roAMHH) H NO-CTapy
XHANESPTOHHLIH.

[Tpoyusane LIFE

[Tpoyusanero Losartan Intervention For Endpoint Reduction in Hypertension (LIFE) e
PaHIOMHM3HPAHO, TPOHHO-CNANO, AKTHBHO KOHTPOJIMPAHO Iipoy4saHe ¢ 9 193 xHunepTeH3HBHYU
naL{eHTH Ha Bb3pacT oT 55 o 80 roannu ¢ nokymenripada ¢ EKT nesokamepHa xurneptpogus.
[TaumeHTHTE Ca PAHOOMH3NPAHH 33 NPUEM eXXKEeAHEBHO Ha jlocapran 50 mg WK eOQHH LT JHEBHO HA
aTeHonos 50 mg. AKO He Ce MOCTHrHe leneBaTa CTOHHOCT Ha KpbBHOTO HanaraHe (< 140/90 mmHg),
ce nobasa mepBo xuapoxyopTHasuA (12,5 mg) U, ako € HeodxoaHMO, 103aTa Ha JIOCAPTAaH WIH
aTeHoNoN ce yeenuuasa A0 100 mg eaun meT aHeBHO. JIpyrH aHTUXHINIEPTEH3HBHH CPEACTRA, C
wskmouenue Ha ACE-uuxubutopu, anrnorensut 11 antaronuctr uiu 6era-6nokepH, ce nobassar npu
HeoOXOMMMOCT 338 NOCTUTaHE HA LICNIEBUTE CTOHHOCTH Ha KPLBHOTO HAJIATAHE.,

Cpeanara MPOABLDKUTEHOCT Ha MpocieasBaHeTo € 4,8 roquHu.

[TepBHYHATA KpaiiHa TOUKA € ChCTARHA M BK/IIOYBA CHPAEYHOCHAOBATA 3a00/1€BAEMOCT H CMBPTHOCT,
M3MEPEHH 10 HAMAIEHHETO Ha KOMOHHHMpaHAaTa YecToTa Ha ChbpASTHOCHAOBA CMBPT, HHCYAT U
unbapkT Ha Mrokapaa. Ilpy ABeTe rpynH KPbBHOTO HANATaHe ce MOHWKABA 3HAYHTENHO 10 OaH3KH
Hupa. Jleuenuero ¢ ocapraH Boay ao 13,0% noHwkeHue Ha pucka (p = 0,021, 95% nHrepnan Ha
noseputenHoct 0,77-0,98) B cpaBHeHue ¢ aTeHONON NPH NAlMEHTH, AOCTHIALLH ITBPBUYHATA CHCTABHA
KpaitHa Touka. ToBa JonNpHHACA OCHOBHO 3a HAMAJICHUE HA YECTOTAaTa Ha HHCYNTA. JIeueHHeTo ¢
nocapTaH HaMalsiBa pUcKa OT HHCYNT ¢ 25 % B cpaBHenMe ¢ areHonon (p = 0,001 95 % unreppan Ha
noseputenHoct 0,63-0,89). YectoTuTe Ha chpaeuHOCHI0BO 00yclIOBEHa CMBPT H HHMAPKT Ha
MHOKAp/ia He Ce pa3/iiuaBaT 3HaAYUTETHO MEKRY NPOBSKAATIHTE JICUEHUE I'PYIIH.

Paca

B npoyusasero LIFE naumenTHTe OT YepHaTa paca, JIEKyBaHH C JIOCApTaH, Ca ¢ NO-BHCOK PHCK OT
[OCTHraHe Ha ITbpBHYHATA KOMOKHMpaHa kpaiiHa TouKa, T.€. KAPAHOBACKYJApHO ChOHTHE (Hanp.
ChpAeUeH HH(APKT, CHPAEHHOCHAOBA CMBPT) H 0COOEHO HHCYJIT, OTKONKOTO NAIMEHTHTE OT Ye€PHATa
paca, JeKysaHH ¢ aTeHos0i. [lopaau ToBa pesynraTuTe, HaOHONABAHH NIPH JIOCAPTaH B CPABHECHHE C
areHonon B npoyusaHero LIFE no oTHomeHHe Ha ChpACUHOCHAOBATA 3860/16Ba€MOCT/CMBPTHOCT, HE
ca TIPHITOKMMH 32 NALMEHTH OT YEPHATAa paca C XHMIlePTOHHSA M JIeBOKAMEpHa XunepTpodus.

IlBe rosieMM paHaOMHU3MpaHH kOoHTponupaHH npoy+saHua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Tral - Texymo rnobanHo H3nuTeaHe 3a
KpaliH¥ TOYKHM Ha TEJIMHCApTaH, CaMOCTOATENHO H B komOuHaims ¢ pamunpua) 1 VA NEPHRON-D
(KnuHu4YHO npoy4BaHe CBbP3aHO ¢ pasBHTHE Ha HedponaTusa npu auaber, mposeaeHo OT
MUHHCTEPCTBO [0 BHIPOCHTE HA BETepaHHTE) — npoyusaTt ynorpebara Ha kombunaumsaTa ot ACE
MHXHOMTOP U aHrMoTeH3HH Il-peuerrropen 6nokep.

ONTARGET e npoyusase, TPOBSACHO MPH NMalHEeHTH C aHaAMHE3a 33 ChPASYHOCHA0BA HI
MO3BUHOCH0Ba 60nect, WM 3axapeH Auaber Tun 2, NpUAPYXEHH ¢ JaHHH 33 YBpexaaH
edexropuu oprand. VA NEPHRON-D e npoyuBane npu NauMeHTH ChC 3aXapeH nuaﬁ
Auabetna HedponaTua. e ,
Te3n npoyuBaHHs He NOKa3BaT 3HaYUM OnaronpHaTeH ePekT BbpXy ObbpeunnTe W’HJI |
CHPACHHOCHROBUTE NOCHSAHLIM M CMBPTHOCT, KATO CHLUEBPEMEHHO ¢a HabI0AABaHK N ﬁ‘qgeu pm:x B
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OT XHNEPKATHEMHS, OCTPO YBpEXKAaHe Ha OBOpELIHTEe H/IIH XHIIOTOHHSA B CPABHEHHE C
mMoHoTepanusTa. Kato ce uMar npeaBui CXoaHHTe UM dapMakoaHHAMKHYHH CBOUCTBA, TE3M PE3yNTaTH
ca MpUIoKHUMH W 3a Apyrd ACE nHxuburopu v anruoreHsud ll-peuentopHu OaokepH.

ACE uxxuburopu 1 aHruorensu II-peuentophu 6nokepu caeaoBaTeNHO He TpSOBa 1a ce U3NOoN3BaT
eIHOBPEMEHHO 1P NaLHEeHTH ¢ AuabeTHa HeQpOonaTHs.

ALTITUDE (KausnuHO npoy4BaHe NPOBEACHO C AHMCKUPEH NPH NAalHEeHTH CbC 3aXapeH auabeT Tun
2 ¢ H3MOM3BAHE HA CHPACYHOCHAOBH K OBOpeunH 3a0019BaHNA KATO KPAHH TOUKH) € Npoy4BaHe,
NpeAHa3HAYEHO A HICJEBa NoJi3aTa OT J00aBIHETO Ha ATHCKHPEH KbM CTaHAApTHA Tepansia ¢ ACE
HHXHOKTOP WK anrHoTeH3uH [I-peuentoper Gnokep NpH NaUMEHTH CbC 3axapeH aHaber THN 2
XpOHH4HO OBOpeuHo 3abonssaHe, CbpAeUHOCHAOBO 3abonaBake UK K AseTe. [1poyyiBaneTo e
NPEKPATEHO NMPEXAESBPEMEHHO NMOPaAH NOBHIIECH PHCK OT HeOnaronpuATHH nocneanum. Kakro
CBPAEYHOCHAOBATA CMBPT, TAKa M HHCYATHT Ca M0-4€CTH B IPynaTa Ha anHCKHPEH, OTKOJIIKOTO B
rpynara Ha riaue6o, a NpeACTaRIABALINTE HHTEPEC HEXENaHH ChOUTHA H CEPHO3HH HEXKENTaHH
cpOuTUA (XBNepKaTHeMHA, XHNOTOHUA K 6B0peuna auchyHkLma) ce cpobiiasar no-4ecTo B rpynara
Ha aJTACKHPEH, OTKOJIKOTO B rpynara Ha muiauebo.

AMNIORUNHH
AMJIONMITHH € HOHEH KAJILIMEB MHXHOHTOD OT rpynara Ha JuxuaponupuauHnTe (bnokep Ha OaBHHTE

KAHAJIM WJIM AaHTATOHUCT HA KaJliHeBHsA HOH), KOWTO NMOTHCKA TPAaHCMEMOPaHHOTO HABIK3AHE HA
KaJILUHeBH MOHH B KJICTKMTE Ha ChpCYHATA M ChAOBATA IMIaJKa MyCKyJ1aTypa.

MexaHu3MBbT Ha aHTHXHMIIEPTEH3HBHO AEHCTBHE Ha AaMJTOJIHIIMH C€ XB/DKH Ha JMPCKTHHA pejtakCcHpalll
edeKT BBPXY CHAOBATA [JIaAKa MycKynaTypa. TOUHHAT MEXAHH3BM, YPEe3 KOMTO aMJIOAUNUH
ofbnek4aBa CTEHOKAPAHATA, HE € HAMKIHO H3ACHEH, HO AMJIOAMITHH HAMANABA OOLIOTO HCXEMHUHO
HATOBAPBAHE MO C/IEJIHWUTE B& MEXAHH3MA:

1. AMIOIHNHH NPEeAU3BHKBA AUNATALKSA HA NepHPEPHUTE apTEPHOIH 4 0 TO3H HAYMH HAMa/ABa
obwwoTo nepudepHo CHNPOTHBIEHHE (CJieA HATOBAPBAHETO), CPeLLy KOATO CHPLIETO paboTy.
Twit kaTo cppAeYHaTa YecToTa OcTaBa crabwina, ToBa ocOpeMeHsBaHe Ha CHPIIETO HAMAABA
eHeprufiHaTa KOHCYMAaL{Hi U HYXKQHTE OT KHCIIOPOA Ha MHOKapa.

2.  MexaHH3MET Ha JelicTBHE Ha aMJTOIMITMHE BEPOATHO BKIIOUBA JWIATALIMA HA OCHOBHHTE
KOPOHAPHH apTEPHH H KOPOHAPHHUTE APTEPHONH, KAKTO B HOPMATHUTE TaKa H B HCXEMHYHHUTE
obnactd. Taszu aUnaTauys yBe/iduaga ApUTOKA Ha KUCIOPOJ KbM MHOKApAA MPH NALMEHTH C
KOpPOHApeH apTepHaieH cnasbM (aHruHa Ha Prinzmetal wiM BapHaHTHa CTEHOKApAMS).

[Ipu nauMeHTH ¢ XKIMEPTEH3NUA JO3HPAHETO BEAHBXK JHEBHO OCHIYPSBa KIHHHYHO 3HaYHMO
HaMaJIeHHe Ha apTEepHAIHOTO HANAraHe B JISTHAIO H H3NPABEHO NOJOKEHHKE B NMPOABDKEHHE Ha

24 yaca. INopaau 6aBHOTO HA4aN0O HA JeiicTBHE OCTPATA XMIIOTOHHA HE CE CPELLA NPH NPUNOKEHHETO
Ha AMJIOAMINHH.

[Ipu nauveHTH CHC CTEHOKAPAKA NPUIOKEHHUETO HA aMJIOAHNHMH BEAHEK JHEBHO YBE/IHYaBa BPEMETO
Ha (PM3HYECKO HATOBApBaHE, BPEMETO A0 NPOBOKHPAHE HA AHFMO3HHMA NPUCTBN H BPEMETO 3a
aenpecus Ha ST cermenTa ¢ lmm u HaMasIABa KAKTO 4eCTOTATa HA MPHCTHIIHTS HA CTCHOKAPIHA Taka

B TIpHeMa Ha TabneTxH riHuepusI TPHHUTPAT.

AMIOZUNMUH HE BOAH A0 HUKAKBY MeTA0OAHTHH HEXeJIaHH PEakl{HH HIH NPOMEHH B IUIA3MEHHTE
JMIHAM ¥ € NOAXOOALL 328 ynoTpeba NpH NaUHEHTH ¢ acTMa, auaber U nojarpa.

Ynompeba npu nayueumu ¢ xoporapna borecm na copyemo (HbEC)

EdexkTHBHOCTT2 HA aMJIOAHIIHH MPU NPEAOTBPATABAHE HA KITMHHYHU MPOABH MPH NMALUCHTH C
kopoHapHa 6onect Ha cppuero (UBC) e ouieHeHa B HE3aBHCHMO, MYJITH-LIEHTPOBO, PAHAOMH3HPAHO,
HBoHHO-cAANo, auebo-KOHTPOAKpaHo npoy4saHe npd 1997 nauuenru. Comparison of Aml

-,
P '
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vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3u naunenTH, 663 ca g gﬁi—iﬁ‘ﬁ_, e
neKyBaHu ¢ aMmnoaunek 5-10 mg, 673 naumenTr ca SuwiM eKysann ¢ eHananpui 10-20 m 555’ N
NALMEHTH Ca JIeKyBaHH ¢ INALEGO, B AOMBIHEHHE KbM CTAHIAPTHATA TEPANHS HA CTATHHY, GeTa- - o/ \"
6noKepH, IMYPETHLIH H aCTIHPUH, B NPOAb/DkeHHe Ha 2 roanuu. Kmouosure pesynmaru3a! ' o 0 -
epMKACHOCT ca npesicTaBeHy B Tabnuua 1. PesynraTvTe MOKa3Bart, 4e JICYEHHETO C aMITONAHH € )
S ’



CBBP3aHO € MO-MAJIKO XOCTIHTa/IM3atiMK MOpaan CTCHOKAPAHA H MPOLESHYPH 32 PEBACKYIapH3aLIHA MPH
nauueHT ¢ UBC.

Tabauua 1. Yecrora Ha 3HauMMuTe KAHHHYHH ChOuTHs npy CAMELOT

Cbpae4yHOCHAOBH CHOUTHS, AMIONWIHH c/y
No. (% [Lnaue6o
CBOTHOLLIEHHE
Pesynrarh [inaue- P
AMIORUTIHH 6o EHananpun | Ha pucka I
(95% CI)
[IbpBRYHA KpaliHa TOUKA
HexxenaHu ¢CbpACHHOCHAOBH 151 0,69 (0,54-
| Ty 110 (16,6) (23,1) 136 (20,2) 0,88) ,003
OTJenHHTE KOMIIOHEHTH
KoponapHa 103 0,73 (0,54-
DERACKYIAPHUIALIHA 78 (11,8) (15.7) 95 (14,1) 0,98) ,03
| XocnuTanwsaumsa nopanu 10,58 (0,41-
CTEHOKAPNS 51(7,7) 84(12,8) | 86(12,8) 0,82) 002
Hegaranen MH 14 (2,1) 19(2,9) | 11(1,6) 0’? %3 - | 37
! 2 ]
Hucyorr s ITHA 6 (0.9) 12(1.8) | 8012 0’5? %19' 15
1 ’ 4
CbpAeYHOCHA0BA CMBPT 5(0.8) 2(0.3) 5 (0,7) 2,4162(3,)48- 27
XocnuTranu3anHa rnopaaH 0,59 (0,14-
3CH 3 (0,5) | 5 (0,8) 4 (0,6) | 2 47) 46
IloBTOpEH CHpACUEH apecT 0 4 (0,6) 1(0,1) NA 04
Hosonoasuno ce
nepu¢epHO CbLOBO 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) | ,24
3abonaBaHe

ChbKpallCHHA: 3CH 3acToiina c'bp,ueqﬂa nepocrarhuHocT; CI- goBepurenen nurepean; MH- ungpapkr
Ha MHokapaa; [IMA npexoana HcXxeMHYHa aTaka.

Ynompeba npu nayuenmu ¢ xunepmorus

PanxoMu3HpaHo ABoiHOCNANO MpoyuBaHe 3a 3abonesaemocT U cMbpTHOCT ALLHAT
(AHTHXHNEPTEHIHBHO H JIMIIMIONOHIKABALUO ICHEHHE 38 NPOPUNAKTHKA HA CHPAEYEH NPUCTDI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e npopeaeso ¢ uen
CpaBHABAaHE HA HOBUTE TEpanuu: amwloAunuH 2,5-10 mg/neH (Kanuues aHTArOHKCT) WIH JIM3HHOMPKH
10-40 mg/nen (ACE uHxubMTOp) ¢ THa3HAHHKA AHYPETHK X0pTanuaoH 12,5-25 mg/neH Kato neyeHue
OT ITbpBA JIMHMS MPH NALMEHTH C JIeKa 1O yMEepeHa XHIICPTOHHA.

O6wo 33 357 nalMeHTH C XHIIEPTOHHUA Ha BL3PacT 55 roaMHH M nosexe ca Onnu paHAOMH3UpaHH U
npocieAcHH 3a cpeaHo 4,9 ronunu, [laupeHTHTE ca HMaTH NOHE €AMH AOMBLJIHHTEICH PHCKOSB (akTop
33 KOpoHapHa GonecT Ha ChpLETO, BKIHOUUTETHO NPeIllieCTBAL MHOKapAEH HHGAPKT HIH HHCYNT (>6
Mecela NpeH BKIOYBAHE B MPOYYBAHETO) HITH JOKA3AHO JPYTO aTEPOCKICPOTHYHO ChPACYHOCHAOBO
zabonapande (Haxn 51,5%), zaxapen quaber tun 2 (36,1%), AMNONPOTEHHH C BUCOKA MUIETHOCT -
xonectrepoa <35 mg/dl unn <0,906 mmol/l (11,6%), neBokamepHa XHnepTpodua, AHArHOCTHUMPAHA
upe3 eNIeKTPOKapAMorpamMa itk enekrpokapanorpadcku (20,9%), vacrodiuu nymaus (21,9%).

HCI[GCTHTB‘-IHOCT (KOMHQHBHT Ha CBCT&BH&T& KOMﬁHHHpaHE C‘bpﬂﬁ‘lHOC'bﬂOB& Kpaﬁﬂa
CHI HH(bHKﬂH'l‘HD [10-BHCOKA B Irpyrara Ha aMmJa0aUINHH, OTKOJIKOTO B rpynara Ha XJIOpT.



cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Brnpeku ToBa, He ce HAOMONaBaT 3HAYHMH

pasJIHYHs MO OTHOIEHHE Ha o01aTa CMBPTHOCT MEXIY IPYyNaTa Ha TEPanHs ¢ AMNOJKITHH U TA3H Ha
tepanus ¢ xaopranuacH RR 0,96 95% CI [0,89-1,02] p=0,20.

Ynompeba npu nayuenmu cvc copoeuna He0ocmamuvuKocm
XeMOAHHAMHYHHTE POYYBAHKSA W KOHTPONMHPAHUTE KIHHHYHH H3MUTBAHUS C HATOBAPBAHE NPH

NnalyeHTH Che ChpaedHa HenocTarbuHocT Knac H-1V no NYHA ca nokasanu, ye amiogunus He BORH
N0 KJIMHHYMHO BJOIIABaHEe, H3MEPEHO Upe3 MOHOCUMOCTTA Ha HATOBAPBAHE, JIEBOKAMEpHATA (PpaKLus
HA M3TIACKBaHE H KTHHUAYHATA CHMITTOMATHKA.

Enno nnaunebo-koHrponupaso KiuHHYHO H3nuteaHe (PRAISE), npeanassaueHo aa ouexssa
MalLHEHTH CbC ChpiievHa HenocTaTbuHocT knac -1V no NYHA, noayuasaiiid AHTOKCHH, JHYPETHLUH
H ACE pHXxuOHTOpH, € NMOKa3ano, ye NpHIOKEHHETO Ha aMJIOHITHH HE BOJH IO NOBHILIEH PHCK OT
CMBPTHOCT WM KOMOMHHP2HN CMBPTHOCT H 3200.1€BaEMOCT NPH NMALKHEHTH ChC ChpACYHA

HCAOCTATBYHOCT.

[Ipu npocneasBaHeTo HA MALMEHTHTE NMPH NPOAL/DKHTENHO, 1a1e00 KOHTPOIMPAHO MPOYYBaHE
(PRAISE 2) na amnoavnun npu nauueHTs ¢ NYHA 1 u IV cspaeyHa HegocTaThuHOCT O€3
KITHHWYHH CHMITTOMHK Wik OOEKTHBHH HaXO/KH, MPEAONAaraiia ce, ye € Ha OCHOBATa HA HCXEMHUYHA
bonect n npuemaiuy cTabunHu 203 ACE-HHXHOMTOPH, AMIHTANUC H JUYPETHLH aMJIOAHITHH HAMA
edekT pBPXY 00L1aTa KapAMOBacKy/IapHa CMBPTHOCT. TIpy chinara nonynaius aMIOLHIIHH € Oun
CBLP3aH ¢ NOBHIUABAHE HA ChOOUICHUATA 3a BenogpobeH oTox.

5.2 dapMaxkoxEHECTHYHH cBOlicTBa

AGcopOums

HAocapman

Cnen nepopalnHo NpHIOKeHHE ocapTaH ce abcopbupa nobpe 1 npu MetabonnsMa npu Mupso
npeMHHaBaHe GOpMHpPa aKTHBEH KapOOKCHIHOKHCETHHEH METAGO0NHT M ApYTH HEAKTHBHH
merabonut. CucreMHaTa GHOHANTMYHOCT Ha nocapral tabnerku € npubnusurenHo 33 %. Cpeanure
BLPXOBH KOHIEHTPALMH Ha JIOCAPTAH H HEMOBMA aKTHBEH METAaBONHUT ce AOCTUIrAaT CHOTBETHO 3a | uac
H 3-4 yaca.

Amnoounun

Cnex nepopanHo NPHIOKEHHE HA TepaneBTHYHH A034, amIoduiiHH ce abcopbupa nobpe ¢ nukosu
nIa3MeHu HUBa MexIy 6-12 yaca ciien npueMa Ha noszata. AGcomoTHaTa OHOHATHYHOCT C€ O4aKBa Ja
Onae mexay 64 u 80%. bBHOHaNHYHOCTTA Ha aMJIOJIHITHH HE CE BJIMAC OT fIPHEMa Ha XpaHa.

PasnpeneieHue

Hdocapman

KakTo nocapTaH, TaKa H HErOBHUAT aKTHBEH METabO/IHUT ce CBbp3BaT B > 99 % ¢ nuiasMeHure
npoTedHN, OCHOBHO andOyMuH. O6eMbT Ha paznpenesieHde Ha JOCapTaH € 34 nuTpa.

Amnoounun
O6eM1T Ha pasnpeacneHue e okono 21 Vkg. U BUTPO H3cne BaHKHA ca NOKa3aIu, Yye NPHOITHIHTERHO

97,5% oT UMPKYTHpALIHA aMJIOJAHITKH € CBBP3aH C IUIa3MEHHUTE NPOTEHHY.

buorpancdopmanms

Jocapman

Ok010 14 % OT BEHO3HO H NEPOPATHO IPUIOKEHATA 1034 JIoCapTaH Ce NPeBPhIlA B HETOBHA aKTH
meTabomuT. Cnell NepopaiHO H BEHO3HO npuiaoxkeHue Ha 6ea3ad ¢ 14C- nocapraH xaaui

LIMPKYIHPALLATA JUIa3MEHA AKTHBHOCT OCHOBHO C€ JBJDKH HA JIOCAPTaH H HErOBHA AKTHBCH
MeTabonnT. MUHHMANHO NMpeBphIlaHEe HA TOCAPTaH B HErOBHSA aKTHBEH MeTabonuT ce Habpon
0KOJ10 €IHH NPOLEHT OT YUACTBAJIHTE B MPOYUBAHETO HHIMBUIH. | B

OcBen akTHBHHA MeTabonuT ce GOopMHUPAT H HEAKTHBHH METAOOIHTH.



AMAoounux
AMJIOJIHNHH Ce MeTabONH3HPa EKCTEH3HBHO B YEPHHA Apob N0 HEaKTHBHH MeTaboNHTH.

EanmnHupate
Jocapman

[TnasMEHHAT KJIHPBLHC HA 10CAPTAH H HErOBUA aKTHBEH MeTabonuT e choreeTHO okono 600 ml/min u
50 ml/min. beOpeuHHAT KAMPHHC Ha TOCApTaH H HETOBHUA AKTHBEH META0OMUT € CHOTBETHO OKOJIO

74 m/min 1 26 ml/min. Koraro nocapraH ce npunara nepopanHo, 0kono 4 % ot fno3aTa ce eKcKpeTHpa
HEMPOMEHEHA B YPHHATa, & 0K0J0 6 % OT fAo3aTa ce eKCKPEeTHPa B YPMHATA KATO aKTHBEH METabOHT.
(dapMakOKHHETHKATA Ha JIOCAPTaH H HEroBUTE METabONMTH € NMHEHHA NPH NEPOpanHK JO3H JIocapTaH

kanuit o 200 mg.

Cnen nepopaiHo NPHIOKEHKE MIA3MEHHATE KOHUSHTPALIHH HA JIOCAPTaH H HErOBHA 8KTHBEH
MeTaboNHT CNagar NONUEKCNOHEHLHATHO ¢ TEPMBHAIHO BPEME Ha NOJTY>XHBOT ChOTBETHO 2 Yaca U 6-
9 vaca. [1pu nosupaHe eauH nuT JHEBHO cbC 100 mg HATO JlocapTaH, HHTO HETOBHAT AKTHBEH
MeTaOONHT ce HATPYNBAT 3HAYHMO B MIa3MAara.

3a eIMHMHHMPAHETO HA JIOCAPTAH W HErOBHTE METaOOIHTH AONPHHACAT KaTO XKABYHATA, TaKa B
ypHHHaTa ekckpeumsa. Cnea nepopanHa 403a/BEHO3HO MpUIOKEHHe Ha OensasaH ¢ 14C nocapraH npu
xopa okoJio 35 %/43 % ot paxHoaKTHBHOCTTA C€ OTKPHBA B YPHHaTa, a 38 %/50 % — BbB dekanuure.

Amaoounun
Kpa¥iHusaT na3MeH eIMMHHALMOREH HOMY>KHBOT € OKOI0 35-50 yaca ¥ ce J0CTHTa NMPH €IHOKPATHO
aneBHo npuraoxenue. Okono 10% ot nekapcTBoTO B HeNpoMeHeH BuA U 60% ot meTabonxTUTe CE

CKCKpPETHPAT 4Ype3 YpHHATA.

brOpe4Ho yBpexaaHe
Jocapmari

[InazMeHKTe KOHLICHTPALMH Ha NOCapTaH He Ce MPOMEHAT MPH NaLHeHTH ¢ KPEAaTHHHHOB KIIMPBHC
Hag 10 ml/munyra. B cpaBHense ¢ naipest ¢ HopmaiHa SubpeuHa ¢pynknua AUC Ha nocaprad ¢
OKOJIO 2 ITBTH NMO-BHCOK MNP NALMEHTH Ha XeMOAHaNH3a,

[InasMenuTe KOHUEHTPALHH Ha aKTHBHUA META0ONUT HE C& MPOMEHST NPH natueHTH ¢ 610peuno
YBPEXKAAHE HITH Ha XeMOJHANN3A,

Hurro niocapTaH, HUTO akTHBHUA MeTabonuT MOraT 1a 6baaT OTCTPaHEHH C XEMOAKANH3A

Amnoounun
AMIORMITHH ce MeTabonu3upa 10 HeakTUBHK MeTabomuTi. 10% oT U3X0AHOTO CheAHHEHHE Ce

eXCKpETHpa HENpPOMEHEHO B YpUHATa. [IpoMeHHTe B KOHLIEHTpaLMATa HAa aMJIOAMITHH He Ca OOBbP3aHH
CBC CTeNeHTa Ha 60peuno yBpexkaaHe. AMNOJUIIHH HE Ce NHATH3HDA.

YepHoapoGHoO yspexnaHe
Jocapman

[Ipy mauyeHTH C NEKa A0 YMEPEHA AIKOXOJI-HHAYUHpaHa YepHoApoOHa LHpo3a, N1a3MEHUWTEe HHBA Ha
NOCApTaH H HETOBHA AKTHBEH MeTaboNIKT cnejl NEPOPATHO NMPHIOKEHHE ¢a CHOTBETHO 5 M 1,7 mbTH
NO-BHCOKA, OTKOJIKOTO IPH MITaAH Mbxe A00posoaLm (Bxk. Touka 4.2 u 4.4).

Amnoounun
MHoro orpagH4eHu ca JAHHUTE N0 OTHOUICHHE Ha NMPWIOKEHHETO HA AMJTIOJIMNHH {IPH ML
yepHOAPOORO yBpexaane. [lauveHTUTE ¢ YepHOAPOOHA HEJOCTATHUHOCT UMAT HaMaJIeH
aMJIOAMINHH B PE3YJITAT HA NO-ABITHI NONY-XKUBOT U yBenuuasaHe Ha AUC ot okono 40-

Ton .
Jlocapman )
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ﬂpﬂ KCHH C XHIICPTOHHA IL1a3MCHHTC HHBA HA J10CApTaH €a A0 ABa NbTH MO-BHCOKH B CPABHEHHE C
MBIKE C XHNICPTOHHA, J0KaTO [Ta3MCHHUTE HHBA HA AKTHBHHA meTadonuT He ce padnH4asa IIpH MbXXC H

AKCHH.

TlayveHTH B HanpeaHana Bu3pacT
Jlocapman

[Mpu NalKEHTH B HAMPEOHAIA BH3PACT C XHAESPTOHHA ILIa3MEHHTE KOHUCHTPALMH Ha /10CaPTaH H
HErOBHA aKTUBEH METAOONHT He CE pa3M4aBaT CHLIECTBEHO OT TE3H IIPH MJIAAH [ALHEHTH C
XHIEPTOHUAL.

Amnoounun

BpemeTo 3a AOCTUraHe Ha MHKOBH TUIA3MEHH KOHLCHTPALIHM Ha @aMJIOAMIHH € CXOAHO Ha Te3H MpH
MAaiHEHTH B HATNIPeAHAa BB3PACT U [PH MJIAIM UHAKBHIH. KAHPLHCHT HA AMJIOAHITHH € C TEHACHLMA
Ia ce HaMANdBAa, KOETO BOJIM 0 NOBHHIEHKHE Ha "miourta nmoa xpueaTta" (AUC) u BpeMeTo Ha
MONYXHBOT NpH NALHEHTH B HafpeAHANA Bb3pacT. Y BeanueHueTo Ha AUC u emMMHHAUMOHH KA
MOMYXHBOT NP NAUHEHTH CbC 3aCTOHHA ChpAe4Ha HEJOCTATHPYHOCT ¢a OWH crnopel] O4YakBaHMATA 3a
BB3PACTOBATA IPyNa HA NALUHEHTHTE B TOBA NpoyuBaHe (BXK. Touka 4.4 "CrieuHanHy npexynpeskacHus
H NMpeAna3sHy MEPKM NpH yriorpeda”).

5.3 Ilpeaxaunn9sn nanHH 3a 6ezonacHocT

AMIOAHOHH

Penpodyxmuena moxcuynocm

[TpoyuBaHus 3a penpoOAYKTHBHE TOKCHUMHOCT NPH IUTBXOBE U MULUKH ca Noka3anH 3abassHe Ha
TEPMMHA, YIB/DKEHA NPOIL/DKHTE/IHOCT HAa ODpEMEHHOCTTA M HAMANIABAHE XKM3IHEHOCTTA Ha
HOBOPOAEHHTE NpH A03H NpubauauTenHo 50 mbTH NPEeBUIIABALIY MAKCHAMANHATA MPENOPbYHTEIHA
1034 3a Xxopara Ha Dazara Ha mg/kg.

Yepeacoane na pepmunumema

Hama edekT BbpXy deprunurera Ha IUTbXOBE, TPETHPaHH C AMIOXUNHUH (MBXKKH 64 nHu H xkeHckH 14
AHH npead undroceatero) npu 403u Ao 10 mg/kg/nen (8 meTH * MakcumanHara npenopsYBana 03a
ot 10 mg no3a Ha Gazara Ha mg/m?). [Ipu ApYro Mpoy4yBane ¢ IUTLX0BE, MBXKKHTE IUTbXOBE ¢a OUnu
NEeKyBaHH C aMJIOAHNUH Oe3HNAT B NMpoaAwDKeHHE Ha 30 OHM npH 1034, KOATO € CPaBHHMA C 1034 33
xopa, Ha 6azara Ha mg/kg, ca OTUETEHU MOHHXEHHE HA TUIA3MEHHAT PONHKYIOCTHMYARPALL XOPMOH H
TECTOCTEPOH, KAKTO M HAMANABAHE HA TUTBTHOCTTA HA CIIEPMATa H OPOAT Ha 3peJiHTe CIIEPMATO30HAH H
CepronueBu kneTkH.

Kapyunozenesa, mymazenesa

Hama naHH# 33 KAPLIMHOTEHHOCT TIPH IUThbX0BE K MHIIKH, TPETHPAHH ¢ aMJIOJMITHH B AHETATA 32 ABE
rOAHWHH B KOHLEHTPALHH, H3YHCICHH 1a OCHTYPAT AHEBHH NO30BH HUBA OT 0,5, 1,25 u 2,5 mg/kg/aeH.
Haif-sucokaTra no3a (npu Mutuky, 6113Ka H0, a npH IUTbXOBE- ABA ITETH* NO-BUCOKA OT MaKCHMMaJlHaTa
NpenopbLYMTEIHA KIHHHYHA J03a oT 10 mg, w3uuciaeHa HA mg/m?) e Guna 6/M3Ka N0 MAKCHMAIHATA
TONEPHPaHa 10338 MPH MHULIKH, HO HE 33 ILUThXOBE.

TIpoyuBaHus 338 MyTAr€HHOCT He MOKA3BAT JIeKAPCTBEHO-00YCI0BEHH €eKTH HATO Ha F€HHO, HHTO Ha
XpPOMO30OMHO HHBO.

*Ha 6azara Ha nauneHTs ¢ Terno 50 kg.

Jlocapran
[IpeAKNHHWYHHTE NAHHHU He I0KA3BaT HAKAKBE cneHpHYEeH PUCK 3a X0opa Ha 6a3arTa Ha

KOHBEHI[HOHA/THH NMPOYYBAHKA 33 001 PapMaKONOruieH, ’EHOTOKCHUYCH M KAPUHWHOTEHEH MoTe
IIpn npoy4yBaHHs 32 TOKCHYHOCT MPY MHOTOKPATHO NO3HPAHE NPHJIAraHETO Ha JIocAapTaH |
MOHHXABAHE Ha CTOKHOCTHTE HAa YEPBCHHTE KPLBHH TEALA (EPHTPOLIMTH, XeMOTA00HH, XeMa @uf);’ R anY N

*“-::"-."; Y
[OBMIIABAHE Ha ypes-N B CepPyMa M B OTAEIHH CJIY4YaH NOBKIUCHHE HA CEPYMHHA lcpeamnmfj L ;}ﬁ_ =N
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NIUTaBYLIATA, A3BH, EPO3HH, KPBBOK3TMBH). KakTo U Apyru BeulecTsa, KOUTO ZHPEKTHO Bb3ACHCTRAT
BLPXY CHCTEMATA PEHHH-aHIHOTeH3WH, JIocapTal J0Ka32HO HHAYLHPa HEXeIaHH PEaKiHH 1o
OTHOLIEHHE H2 KbCHOTO Pa3BHUTHE HA TUI0AA, KOETO BOAM A0 CMbPT Ha IUT0Aa ¥ MangopMaliHH.

6. GPAPMAIEBTHYHH JAHHHU

6.1 Chnuchk Ha DOMOIIHHETE BeNiecTna

Japo Ha Tabnerkara:
RAKTO38 MOHOXHMApAT

Lenyno3a, npax (E460)

HULIECTE, NMPEXKENATHHHIKPAHO

IIAPEBHYHO HULIECTE

MHKPOKpHCTATHA Henyio3a (E460)
CHIHLIHEB IHOKCH, KONOHAeH Oe3BoacH
marse3sneB creapart (E470b)

HATPHERB HHINECTEH MIMKOAAT (THN A)
BT xeneseH okeng (E172)

OUIMOBO NMOKPUTHE:
NOJH({BHHHUIIOB &IKOXOI)
TuTaHoB aHokcua (E171)

makporoa 3000
Tank (E553b)

yepseH xeneseH oxkcun (E172)*
WHAT xesne3eH okcua (E172)**

* qanudeH 8hB puimupanure Tabnetku 50 mg/S mg, 50 mg/10 mg u 100 mg/5 mg
** yanuueH BBB punmupasuTe Tabmerku S0 mg/5 mg 4 100 mg/10 mg

6.2 HechrBMeCTHMOCTH

HenpunoxrMo
6.3 Cpox =Ha roanocr

3 roavHu

6.4 CrnenuanHu YCJIOBHS H2 ChIpaHeHHe
To3u nexapcTBEH NPOOYKT HE H3HUCKBA CICILIHAIIHH YCIOBUS HA CHXPaHCHHE.

6.5 Baa B cpALPAKAREE HA ONAKOBKATA

Bancrep (OPA/AI/PVC donno, Al donno): 10, 28, 30, 56, 60, 84 n 90 purmupaun Tabnerxu, B

KYTHA.

He BcHukH BHOOBE ONAKOBKM MOrar Aa ObAaT IMyCHATH Ha nasapa.
6.6 ChnenBAIHE UpPeANAIHA MEPKH IpH H3XBLPJASEe H pabora

Hama cneMaiRd H3HCKBAHHA.

7. NPHATEXATEJI HA PASPEIIEHHETO 3A YVIIOTPEBA
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KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA
Tennopuc 100 mg/10 mg — Per.Ne: 20140107
Tennopuc 100 mg/5 mg - Per.Ne: 20140106

Tennopuc 50 mg/10 mg - Per.Ne: 20140105
Tennopuc 50 mg/S mg - Per.Ne: 20140104

9. JATA HA ITbPBO PA3BPEIIABAHE/TTIOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBO paspewaBane: 31.03.2014 r.
JlaTta Ha nocneaHo noaHosaBaHe: 06.02.2020 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

20 KOnu 2024

[MoapobHa uHpoOpMaLIHs 3a TO3H JIEKAPCTBEH NMPOAYKT € NpeAocTaBeHa Ha yebcaliTa Ha U3nmeanuTenHa
Arenuus no nekapcreara (UAJI) http://www.bda.bg.
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