KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA




1. HUME HA JIEKAPCTBEHHMA MPOAYKT Kbm Poa. A0/ 7o 0y 03 /vES0)

‘ennopuc 50 mg/5 mg puimMupaHu TabNeTKH . ) 6 S A2 -PJ 19 -05- 2025

‘eHsiopuc 50 mg/10 mg puamupanu TadlieTKH
‘eHsiopuc 100 mg/5 mg puamupanu TabneTku
‘ensiopuc 100 mg/10 mg puamupanu TabneTku

Tenloris 50 mg/S 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 KOJIMYECTBEH CbCTAB

Tennopuc 50 mg/5S mg duamupaHu TabaeTKH

Bcsaka ¢punmupana tabnerka cbabpika S0 mg nocapran kanui (losartan potassium) v 6,94 mg
amjioaMNKMHOB Oe3unar (amlodipine besilate) exkBuBaneHTeH Ha S mg amaoaunuH (amlodipine).
Tennopuc 50 mg/10 mg puamMupaHu TabaeTKH

Bcesika hunmupana tabnetka cbabpka 50 mg nocapran kanui (losartan potassium) v 13,88 mg
amJa0aunuHoB 0e3unar (amlodipine besilate) exkeuanenreH Ha 10 mg amnoaunuu (amlodipine).
Tennopuc 100 mg/5 mg ¢puamMupanu TabaeTku

Besaka ¢punmupana tabnerka cbabpka 100 mg nocapran kanuit (losartan potassium) v 6,94 mg
aMJ0aUNUHOB O6e3unar (amlodipine besilate) ekBuBaneHTeH Ha S mg amioaunuH (amlodipine).
Tennopuc 100 mg/10 mg puamMupanun TabaeTku

Beska ¢punmupana tabnetka cbabpka 100 mg nocapran kanuit (losartan potassium) v 13,88 mg
amyioaunuHoB 6e3unar (amlodipine besilate) exksuBanenteH Ha 10 mg amnoaunuu (amlodipine).

l'lomoumo BELIIECTBO C H3BECTHO JIEUCTBUE: JIAKTO3a

50 mg/5 mg 50 mg/10 mg 100 mg/5 mg 100 mg/10 mg
buIMHUpaHU dbuamMupaHu GUIMUpaHH ¢unmupaHu
Ta0JIETKH Ta0JIETKH TabJIETKH TabNEeTKH
JIaKTO3a 51,95 mg 51,95 mg 103,88 mg 103,88 mg

3a MbJIHUA CMUCHK HA MOMOLLHUTE BelLEeCTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Gunmupana Tabnerka.

Tennopuc 50 mg/5 mg punmupanu Tabnerku: puamupanurTe TabneTku ca kKahsaBO-OpaHKEBH, OBAJIHH
(15 mm x 7 mm), 1€KO IBOHHOU3MbKHAJIH.

Tennopuc 50 mg/10 mg punmupanu Tadbnerku: puamupanuTe TabneTku ca yepBeHo-Ka(saBU, OBATHH
(15 mm x 7 mm), 1€KO ABOHHOMU3ITbKHAJIH.

Tennopuc 100 mg/S mg punMupanu Tadbnerku: puaMupaHuTe TabNETKH ca po30BH, oBaIHM (18 mm x
9 mm), ABOWHOU3ITbKHAJIH.

Tennopuc 100 mg/10 mg puamupanm Tabaerku: GuaMupaHuTe TaONETKH ca XK bATO-KapaBH, OBAJIHH
(18 mm x 9 mm), ABOHHOM3ITBKHAJIH.

4. KJIMHHUYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA




JleueHHe HA eCEHUHATHA XHNEPTOHHA. TEHIOPUC € NOKAa3aH 3a 3aMECTUTENHA TEpanys NPH NALMEHTH,
YUETO apTEPHANHO KPBBHO HAIAraHE C€ KOHTPOJMpa aAeKBATHO € JI0CAPTaH Y aMJIOJUIUH, NPHEMAHH
€HOBPEMEHHO B CBLINATE AO3H.

4.2 [Jdo3upoBKa H HAYHH HA MPHJIOKEHHE

o3vpoBka

[IpenopruBaHaTa nO3UPOBKA HA TeHnopuc e eaHa TadleTka AHEBHO.

KombGHnHaunsaTa ¢ pMkcupaHa 03a He € NoAXOAALUA 3a HavallHa Tepanus.

[Tpeau npemrHaraHeTo KbM Teunopuc, nandeHTHTE TPAGBA 132 6BAAT KOHTPOJIHPAHU HA MOCTOAHHH
031 OT MOHOKOMIIOHEHTHTE, MPHEMAHH MO cbOTO BpeMe. [lozara Ha Tennopuc Tpadea na ce

OCHOBABAa HA JO3UTE HA OTACJIIHHUTE KOMITIOHEHTH Ha KOMﬁﬂHauHﬂTa no BpEME Ha NNpEMHHABAHETO.

Ako € HeoDxonuma ripoMsiHa Ha 103aTa, TpA0Ba Aa ce H3BbPLUBA Ype3 HHAUBHAYATHO TUTPUpAHE Ha
BCAKA OT OTAC/THUTE CbCTABKH HA KOMOHWHHMPAaHKUA NEKapCTBEH NPOAYKT.

Hanpe‘aHaJla Bb3pacT

[lp1 nauMeHTH B HanpegHana BL3PAcT Ce NMPENOpPbLYBAT OOUYAHHUTE PEKMMH HA RO3UPAHE KATO
MOBHIIABaHETO Ha Jo3aTa TPAOBA Aa CTaBa ¢ NOBHULIEHO BHHMAaHUE (BX. TOUKHK 4.4 n 5.2).

AMNOAUNHH, H3NOJA3BAH B noaA0OHH 103U ITpH MAUHCHTH B HANp€AHaAa Bb3pacT WIH NMOo-MJaH, CC

NOHAacs e¢aHaKBo Ao6pe.
OOHKHOBEHO He Ce Hajlara KOpeKLUMa Ha N03aTa Ha J10capTaH MPH NMO-Bb3PACTHHTE, BLIPEKH Ue NIPH
NnauMeHTHTe Haa 75-roAWiIHa Bb3pacT c/ieaBa Aa ce OOMHCAN 3aMoyBaHe Ha JISUEHHETO ¢ 25 mg

JOCAPTAaH.

Ynorpeba npu nalHeHTH ¢ HAMAJIEH BbTPECHAOB 0OEM

[lpy nauveHTH ¢ HaManeH BETPECHAOB 00eM (Harp. JIEKYBaHH C BHCOKH J03H AHYPETHLH), TpaOBa aa
C€ MMa NPEBUA HA4aNHa [03a JlocapTaH OT 25 mg BeAHbX QHEBHO (BXK. To4Ka 4.4).

buOpeuHo yBpekaaHE

He ce Hanara kOpexkLusa Ha HayajlHaTa 1032 Ha TeHNopyC NpH NauueHTH ¢ OLOpeUHO yBpexaaHe {Bxk.
Touka 4.4).

[lpoMeHUTE B IL1a3MEHHTE KOHLIEHTPALIHH Ha aMJIOJIKTIKH He ca 0OBBbP3aHH ChC CTENEHTA Ha
0bOpeuno yBpexkaaHe, NOpaaHn KOETO e NPENOopbLYBa cTaHAapTHATa 403a. AMIOAUIIMH HE ce
avanusupa.

He ce Hanara kopekilMa Ha HavalHaTa 034 Ha IOCAPTaH NpPH NMaLKWeHTH ¢ 0b0peUuHo yBpeKaaHe H npH
NauMeHTH Ha XEMOAHANN3A.

YepHonpobHo yBpesxicaane
Tennopuc € NPOTHBONOKA33H NPH MALUEHTH C TEKKO YEpHOAPOOHO yBpekaade (Bxk. Touku 4.3 u 4.4),

[1pu nauKHeHTHTE ¢ aHaMHE3a 32 YePHOAPOOHO yBpexkaaHe TpabBa na ce Ma npeasua No-HUCKA 4034
nocaptaH. HaMa repaneBTHUYEH OMUT C NAaUKHEeHTH C TEXKO Y4epHOAPOOHO yBpexaaHe. 1,
He ca ycTaHOBEHH A030BH NPENOPEKH 32 AMAOAHIIHH NPH NMALMEHTH C JIEKO 10 YMEPOHQuTPHORT
YBPEKIAaHE, 3aTOBA C¢ Hanara sHuMaresien noadop Ha ao3ara karo Tpadbsa aa ce 3angg }‘y i
HHCKATa 1033 OT IHANa3oHa Ha Jo3HpaHe (BkK. ToukH 4.4 u 5.2). PapMakOoKHHETHKrAHAGD "{,""
He € NpPOy4BaHa NpH NaUKEHTHU C TEXKO YepHOAPOOHO YBpEeKaaHe. gy




Ileouampuuna nonyaayus
besonacHocTTa M eprkacHocTTAa Ha Tennopuc npu aeua noa |8 roanHu He ca yctaHOBEHH. TeHAOpPHC
He ce mpenopbyBa 3a ynorpeda npH nauxeHTH Ha Bb3pacT noa |18 roaunw.

HauuH Ha npruioxeHue
Tennopuc Moxe na ce npvema ¢ uin 6e3 xpasa. [Ipenopbusa ce Tennopuc ga ce npHeMa ¢ Boja.

4.3 IlIporHBOnoKasauus

- CBpBbXYYBCTBUTENHOCT KbM AKTHMBHHTE BELUECTBA, KbM AUXHAPONMUPHAHHOBH NPOU3BOAHM HIIH
KBbM HAKOE OT MOMOLLUHHTE BEllecTBa, H30pOoeHH B TOUYKaA 0. 1.

- 2-pH ¥ 3-TU TPUMECTBLP Ha OpeMEHHOCTTA (BXK. TOUKH 4.4 1 4.6).

- Texko uepHOAPOOHO yBpEKAaHE.

- Texxka XHNOTOHHMA.

- IIok (BKIIOUYUTENHO KapOHOMEHEH LLOK).

- OOcTpyKuUHS Ha U3XO0IA HA NABA KaMepa (Hanp. BUCOKOCTENEHHA a0PTHA CTEHO3a).

- XeMoRMHaMKHUYHO HecTaDMIHA CbhpaeUHa HEAOCTATHYHOCT CNEA OCTbP MHOKapAeH HHGAPKT.

- EaHospeMeHHaTa ynotpeda Ha TeHNOpHUC C anUCKUPEH-CBABPKALIH NIPOAYKTH €
APOTUBONOKA3aHA MPU NALHEHTH CbC 3axapeH nuabet unu 6B0peuHo yspexkaane (GFR < 60
ml/min/1,73 m2) (Bx. Touku 4.5 1 5.1).

4.4 CoeunajHn npeiynpexienHs H NpeANA3HH MePKH OpH ynorpeba
CBpPBLXUYYBCTBHTENHOCT

Aneuoeoem. [NauueHTH ¢ aHaMHe3a 3a aHrHoeaeM (NO4yBaHE HA JIMLETO, YCTHUTE, MbPJOTO H/HAY
e3uka) TpaOBa na 0baaT BHMMATENHO HabnlogaBaHu (BxK. Touka 4.8).

HUHTecTHHAIEH aHMMOoedeM

3a MHTeCTUHANEH aHrHoeneM ce cbobllasa NpH MaUUeHTH, IEKYBaAHH ¢ aHrHoTeH3uH Il peuenTopHH
AHTArOHMCTH, BKIIOYHTEAHO JocapTad (BxK. Touka 4.8). Te3n nmauueHTy HMaT kopeMHa 6onka, rageHe,
NnoBpbillaHe ¥ aAHapHa. CHMITOMUTE OTIWYMABAT CNejl NpeycTaHOBABaHE HA aHTHOTEH3UH [l
PELENTOPHHTE aHTANOHUCTH. AKO C€ IHArHOCTHLMPA HHTECTHHAJICH AHTHOEAEM, JIEHEHUETO C
nocapraHn TpabBa na ce MpeycTaHOBH H Aa Ce 3aMnoYyHe NOAXOAALUI0 HAOMIOAeHHE A0 MbAHOTO
OTWYMSABAHE HA CUMITTOMMTE.

XHMOTOHUA U BOAHO-CNECKTPOIUTEH ANCOanaHg

CHMNTOMAaTHYHA XMNIOTOHUA, 0COOEHO cnea MbpBaTa A03a M Clell NOBULLABAHE HA [103aTa, MOXKE A3 ce
MOABH NPH NAUKHEHTH CbC 3aryba Ha 0OeM W/ WK HATPUl NPU HHTEH3UBHO JUYPETUYHO JICYCHHUE,
AWETa ¢ OrpaHHYEH NMPUEM Ha CON, AHAPHA WK NoBpbllaHe. Te3n cbecToAHHA TpaOBa aa Obaar
KOpPHTHpaHH Npea npuaoxeHueTo Ha Tennopuc, unu Tpabea ga ce H3non3ea No-HHUCKA HavajlHa 1034
(BxK. TOUKA 4.2).

EnekTponuTed auchananc
EnekrponuTHuTe aucbanaHcu ca yecTH npu nauMeHTH ¢ 6u0peuno yBpexknane, ¢ unm 6e3 anaber, u
Tpabea ga 6bvaaT opnaacHu. [lpu KAMHKHYHO NPOYUBaHE, MPOBEACHO NMPH NAUMEHTH ¢ AHA0ET THT 2 C
HedponaTHsi, HeCTOTATA HA XHIIEPKATHEMHUATA € MO-BUCOKA B rpynara, JiIeKyBaHa ¢ J10capTaH B
CPaBHEHHUE ¢ rpynara Ha nnauedo (Bx. Todka 4.8). CnegoBarenHo, a3MeHHTE KOHLEHTPALIMY Ha
Ka/lHi, KaKTO H CTOHHOCTHTE HA KPEaTHHHHOBHUA KIHPBHC TpAbBa na ObAAT BHUMATENHO
HabnioaaBaHH, 0cODEHO NpH NALMEHTH CbC CbpAEYHA HEAOCTATBYHOCT H KPEAaTHHUHOB KIIHPBHC
mexay 30-50 ml/ min.

EnnoepemenHara ynorpeda Ha KAIWA-CbXPaHaBallK AUYPETULIH, KATHEBH 100aBKH, KaJl
CHABPAKALIHM 3aAMECTHTENH Ha COTA WIH APYIH JIEKAPCTBA, KOUTO MOTaT Ja MOBHUILAT ¢
(Hanp. NpPOAYKTH, ChAbPXKALUK TPHMETOINIPHUM ) €AHOBPEMEHHO € JIOCAPTAH HE CE NpE
Touka 4.5).

bu6peuHa TpaHcnaaHTaumA




Hama natpynas onut ¢ TeHAIOPHC NMpH MaLMEHTH ChC CKOPOLUHa ObLOpeyuHa TpaHCILIaHTaluA.

[IbpBHYEH XHIEPATAOCTEPOHHIBM

[TauneHTHTE ¢ NBPBHYMEH ANAOCTEPOHHIBM OOHKHOBEHO HE OTrOBAPAT HA AHTHUXHIEPTEH3IUBHHUTE
JeKapCTBEHH NPOAYKTH, NEHCTBALLH Ype3 UHXHOHpAHE HA CUCTEMATA PEHUH-GHIMOTEeH3MH. ETO 33110,
ynotpebara Ha TeHnopuc He ce npenopbyBa.

KopouapHa 60s1ecT Ha ChPLETO H MO3BUYHOCHAOBA OonecT
KakTo npu BCHYKW aHTHXHUNEPTEH3MBHH CPEACTBA, MPEKOMEPHOTO NMOHWKABAHE HA KPBLBHOTO
HAJIAraHe MPH MaLUMEHTH ¢ HCXEMHYHA ChPACYHOCHA0BA U MO3bYHOCHA0BA DONECT MOXKE [a J0oBele A0

HH(pAPKT Ha MHOKapAa WK HHCYIIT.

[laupBeHTH CBC ChpACYHA HEAOCTATHLYHOCT

[Ipu nauxeHTH CbLC CHPACYHA HEAOCTATBYHOCT, C HIIM Oe3 OLOpeUHO yBpexkaaHe, ChIIECTBYBA - KAKTO
U MPH APYrHd JIEKapPCTBEHHU NPOAYKTH, ASHCTBALIH BbPXY PEHUH-aHMHOTEH3HHOBATA CHCTEMA - PHCK OT
TEXKKA apTepHanHa XHNOoToHHA U (YecTo ocTpa) ObbpeuHa HepocTaTbuHOCT. HAMa noCcTaTbhuHO
TEpaNneBTHYEH ONUT ¢ N0CAPTaH NPH NALMUEHTH CbC ChPACUYHA HEAOCTATLHHOCT U CLMPOBOKAALIO
TeXKKO 0OpeyHo yBpexaaHe, MpU NaLMEHTH C TeXKa cbpacyHa HeaocTaTbyHOCT (NYHA knac [V),
KaKTO M NPH NAUMEHTH CHC ChPACYHA HEOOCTATHEHHOCT H CHMITTOMATHYHH XHWBOTO3acTpalLaBALLH
cbpaeuHd apuTMHH. [lopaaun ToBa nocapraH Tpsi®Ba A2 ce M3MO/3Ba C NOBHULLIEHO BHUMAHHE NPH TE3U
rpynu naunenTH. KomOHHauusaTa ot jocapran u Oeta-0nokep TpaOBa Aa ce H3NMONA3BA C NOBHIUCHO
BHUMaHHKeE (BXK. TOuka 3.1).

Bnokepute Ha KanuMeBHTE KAHANIH, KATO aMIOJUNKH B Tennopuc, Tpabsa aAa ce U3non3sar ¢
NOBHILEHO BHUMAHHE MNPH NALIMEHTH CbC 3aCTOHHA ChPAEYHA HEAOCTATHYHOCT, ThH KATO T€ MOraT Ja
yBEJAHYAT pucka oT Gbaeld CbpACYHOCHAOBH CHOUTHA H CMBPTHOCT. [IpH AwnrocpouHo, nnauedo-
KOHTPOJUPAHO NPOYy4BAHE NPH NALHEHTH ¢ TEXKKa cbpAcuHa HeAoCTaThUHOCT (NYHA knac [l u 1V)
NOKIABAHHUTE Cly4YaH Ha DenioapobeH OTOK ca NO-BUCOKH B rpynara, JIEKyBaHa ¢ aMJIORMITHH,
OTKOJIKOTO B rpynara Ha nnauebo (Bx. Touka 5.1).

[lauMeHTH ¢ HapyLUEHa YepPHO Ha QYHKLNA
Tennopuc He TpaOBa na ce npUara Npy NaUHEHTH € TEXKKO YEpHOAPOOHO yRpexnaHe (BxK. TOYKH 4.2,

4.3 n5.2).

[TonyXUBOTHLT Ha aMNOAUNKH € YaBKEH H AUC cTOHHOCTHTE Ca NMO-BHCOKH MPH MALMEHTH C
HapyllueHa YyepHoApoOHa GyHKLIMA; 1030BH NPENOPbKH HE Ca YCTAHOBEHHK. 3aTOBa aMNOAMNIKHH TpAabBa
[a ce Ha3Ha4H C Hal-HHCKaTa 1034 OT KpasA Ha JHara3oHa Ha Jo3upaHe KaTto TpaOBa na ce U3nosi3pa
[MOBULUIEHO BHHMAHHUE, KAKTO MNPH MbPBOHAYATHOTO JICYCHHE TAKa H NPH MOBHILABAHE HA JO3aTAa.

Bb3 ocHoBa Ha papMaKOKHHETHYHHTE AAHHK, KOWTO MNOKA3BaT 3HAYHTE/HO NOBUILIABAHE Ha
J1a3MEHUTE KOHLIEHTPALMK Ha JIOCAPTaH NpH NalMeHTH ¢ uKpo3a, TpAOBa Aa ce MMa NpeaBua no-
HUCKA [03a NPY NaUHEHTHTE C aHAMHe3a 3a YepHOAPOOHO YBpeXxaaHe. HaMa TepanesTHYEH OIMT ¢
J0CapTaH NpH NaLMEeHTH C TeXKKO YepHoapobHo yBpexkaade. [lopaau ToBa nocaptaH He TpabRa Aa ce
IpUnara fMpHy NauMeHTH ¢ TEXKO 4epHOAPOoOHO yBpexaaHe (Bx. Touku 4.2, 4.3 1 5.2).

[NauneHrtu ¢ 6BOpeUHO YBpeKIaHE
B pesyaraTt Ha wHxubupahe Ha CHCTEMATa PEHHH - RHTHOTEH3HH, Ca JOKNaABaHH NPOMEHH B
ObOpeuHaTa QyHKUMSA, BKITIOUHTENHO ObOpeyHa HEAOCTATBYHOCT (NO-CNeUHaNHO, NIPH MALUEeHTH,
uuATO OBOpeuHa GpyHKLHUA 3aBHCH OT CHCTEMATA PEHUH - AHMMOTEH3HH - aNAOCTEPOH, KAaTO TE3H C
TEXKKa Chp/le4uHa HENOCTATHYHOCT WK NMPEABAPUTENHO ChIUECTBYBalla 6uOpeyHa aAuchyHKUHA).
Kakro v npu Apyry jieKapcTBEHHU NMPOAYKTH, KOUTO NOBIHABAT CUCTEMATA PEHHH -aHMHOTEH3
anAOCTEPOH, NPU NALIMEHTH ¢ ABYCTPaHHA CTeHO3a Ha ObOpeuHaTa apTeprsa MK CTEHO3AA,
Ha €JHHCTBEH 6bOpex ca OnaM AOKNAABAHHM NOBHIUEHHUE HA KPbBHATA ypes 1 CepyMH f ‘
KaTo Te3H NpoMeHH B 6bOpeuHaTa dpyHkuHa MoraTt ga 6paaT oOpaTHMH NpH NpexkpaTABES
neuenunero. JlocapraH TpabBa 1a ¢ M3M0a3Ba C NOBHUIIEHO BHUMAHYE NPH NALWEHT
cTeHO3a Ha ObOpeyHaTa apTepys WM CTEHO3a Ha apTepUATa Ha €AUHCTBEH OBOpEK.
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AMITOMIIHH MOXE [1a C€ H3MON3Ba NPH T€3W NauUeHTH B 00uuaiiu ao3n. [IpoMmenuTe B niazmeHure
KOHUEHTpALIHX Ha aMJI0JAMNIHH HE ca 0OBBP3aHMU ChC CTENEHTa Ha OBOpeyYHo yBpeXKaaHe. AMITOAMITUH

HE CC AHANTH3HpA.

Ynorpeba npy nauMeHTH B HanpeaHaaa Bb3pacT
[lpy naureHTH B HanNpegHana Bb3PacT NMOBMLLIABAHETO HA J403aTa TPAOBA 4a C& H3BRBPLLBA C MOBULIEHO

BHHUMaHHe (BXK. TOUkH 4.2 1 5.2).

AOpTHa H MHTpAa/IHA KJIanHa cTeHo3a, 00CTPYKTHBHA XUNlepTpodHUYHA KapAHOMHONATHA
KakTo W npu ocTaHa/IUTE Ba30AM1ATATOPH, HEOOXOAHMMO € NMOBULLIEHO BHUMAHHE NPH NALIKEHTH,

CTPaAalllK OT a0PTHA MJIH MHTPAJIHa CTEHO3a UM OOCTPYKTHBHA XUNEPTPOdHHHA KAPAHOMHOMNATHA.

bpeMeHHOCT
AHruorensuH Il peuentopHure aHtaronuctu (AIIRA) He Tpabea na ce HazHa4yaraT NO BpEME Ha

O6peMenHoCT. OCBEH, aKO NPOAWIKHUTENHATA TEPANUA C TOCAPTAH HE CE CYHUTA 32 HKHUIHECHO
HeO0X0AHMO, MALUMEHTKHUTE, MAaHUpalyd OpeMEHHOCT TpaOBa Aa NPEeMHHAT Ha ANTEPHATUBHO
aHTUXHIMEPTEH3UBHO JieueHHE, KOETO UMa yCTaHOBEH npodua Ha Oe30nacHOCT 3a ynorpeda no BpeMe
Ha 6peMeHHoCT. Korato ce AnarHocTHuMpa OpeMeHHOCT, JIEUEHHETO ¢ jlocapTaH TpaOea na 6bae
NpeycTaHOBEHO He3abaBHO M ako ¢ HeOOXORMMO Aa ce 3anoyHe anTepHaTUBHA Tepanus (BXK. TOUKH 4.3

n4.6).

Hpyru npeaynpexiacHus 4 npeanazHi MEpKH
Kakro e HabsnoaaBaHo npd HHXHOUTOPUTE HA AHTHOTEH3HH-KOHBEPTHPALLHA €H3UM, JIOCAPTaH H

OCTAHAJTUTE AHTHOTCH3HWHOBH aHTArOHHUCTH €a OHYCBHUAHO NO-MaJIKO e(bBI{THBHH 34 NOHHKABAHCTO HA
KPBEHOTO HANATaHE NpHd Y€pHAaTa paca, OTKOJIKOTO NPpH APYFHATC pacH, BEPOATHO NOopaigH HO-LIHPOKO
PaspoOCTpaHEHHE HAa HUCKO HHBO Ha pCHHUH TIPpH NOoNTyNalHuATa XHINEPTOHHLUH OT HEpHATa paca.

IBoiiHo §i0KMpaHe HA PEHUH AHTHOTEH3HWH -anaocTepoHoBaTta cicrema (PAAC)

Hma naHHH, ye eaHoBpeMeHHaTa ynorpeba Ha ACE nuxubutopu, aHrnorensut ll-peuentophu
Oa0KepH HNM ATHCKHPEH TMOBULLABA PUCKA OT XHUMOTOHHS, XMIMIEpXATHEMHUA H HAMANTABAHE Ha
ObOpeuHaTa GyHKUMA (BKIKOUYHTENHO ocTpa 6n0peuna HegocratbuHocT). [lopagu ToBa He ce
npenopbusa apoiiHo 6nokupaHe Ha PAAC upe3 komGuHupaHaTa ynotpeda Ha ACE uHxubuTopm,
aHrnoTeH3u Il-peuentopHn 6nokepy WK anHCKUpeEH (Bx. TOUkH 4.5 1 5.1).

AKO ce npeLeHH, e TepanuaTa ¢ ABoiHO Onokupade € abconoTHO Heobxoauma, Tosa Tpsadea na
crasa caMo noj HabNIOJCHUETO HA CNEUHAITHUCT M MPH YECTO BHUMATENHO MOHHTOPHUPAHE HA
ObOpeunara PpyHKkLMA, ENEKTPOJHTHTE U KPBBHOTO HandraHe.

ACE unxnburopu u anrorensut lI-peuentopHn 6nokepn He Tpsabsa aa ce M3NON3BAT €AHOBPEMEHHO
rpy nauueHTH ¢ anaberHa Hedponarus.

ITeouampuuna nonyaayus

AMIIOAUMUH/NOCAPTaH HE CE NpenopbUBa 3a ynorpeba npu NauMeHTH HA Bb3pacT noa 18 roauuwy,
nopajH JIHNca Ha JaHHH 3a 6e30MacHOCT M ehHKACHOCT.

Tennopuc cbaAbLPKA NTAKTO3a H HATPHIN.

[TauneHTH ¢ peakH HACEACTBEHH NpobdneMH Ha HEMOHOCUMOCT KbM FajlakTo3a, MbJIEH JIAKTA3¢H
AeUUMT WK FNIOKO30-rajlakTo3Ha ManabcopOuus He TpaOBa Aa MpHEMAaT TOBa NEKapCTBO.

Tosa nexapcTBo cbhaAbpxka no-Manko ot | mmol Hatpuit (23 mg) Ha Tabnerka, T.e. MOXe Na ce kaxe,
ye NPaKTHYECKU HE ChABP)KA HATPHH.

4.5 Bs3auMmoaeiicrBHe ¢ APYrH JieKaApCTBeHH NPOAYKTH H APYrR popMH HA B3aH

B3aumopelicTeus, o014 3a komOuHaLMaTa
He ca nposexxaaHy NpoyuyBaHUs 3a A€KAPCTBEHUTE B3aUMOAEHCTBUA Mexay TeHn

NEKAapCTBEHH NPOOYKTH.



BianMoaeHCTBUS CBbP3aHH C IOCapTaH

Jpyru aHTUXHNIEPTEH3UBHH CPEACTBA MOraT Aa NOBUIIAT XUMOTEH3UBHOTO JEHCTBUE HA 1OCAPTaH,
EnHoBpeMeHHOTO H3NON3BaHE C APYIH BELIECTBA, KOUTO MOraT Aa HHAYLUPAT XHIIOTOHHA KaTo
HexeNaHa peakuua (KaTo TPHUMKIIHYHK aHTHAENPECAHTH, aHTHIICHXOTHUH, HaknodeH, aMHPpocTHH)
MOXKe Aa MOBHILM PUCKA OT XHMOTOHHS,

JlocapTtaH ce Merabonuaupa npeaumuo ot uutoxpom P450 (CYP) 2C9 pno aktuseH kapOOKCH-
KHCceNUHEHR MeTaboauT. [Ip1 KIMHAYHO W3NHTBAHE € YCTAHOBEHO, Y€ (YKOHAa30/1 (MHXHOUTOp Ha
CYP2C9) HamansiBa eKCro3vMuuaTa Ha akTHBHUA MeTaboMHUT ¢ npubnuzutento 50%. YcraHoseHo e,
Yye eJHOBPEMEHHOTO JIeUeHHE C JIOCApTaH U pUdaMMUUMH (MHAYKTOP Ha META0OTH3HPALLMTE CH3UMM)
BOAM [0 MOHHKEHHE Ha IUIA3MEHATA KOHLICHTPpaLKa Ha akTUBHUA MeTabonur ¢ 40%. Knunnudorto
3HAYEHHE HA TO3MH eeKT HE € u3BecTHO. He € ycTaHoBeHa painvka B €KCNO3HUWATA NPy

e JHOBPEMEHHO JieyeHue ¢ uiyBacTaThH (c¢nab nHxubutop Ha CYP2(C9).

KakTo 1 npu apyru nexapcTBeHH NPOAYKTH, KOHTO Onokupar aurnoreHsuH Il win nerosure edexrm,
€JHOBPEMEHHOTO W3MO/A3BAHE HA APYrH AEKAPCTBEHHU NPOAYKTH, KOMTO 3aAbPKaT Kalui (Hanp.
Kalui-CbXpaHABalLLY JHYPETHLH: AMHUITIOPHA, TPHAMTEPEH, CMHPOHONAKTOH) HJTH MOTAT Ja NOBHILAT
HUBATa HA KaNH# (Hanp. XxernapuH, 1eKapcTea, ChAbPKALUY TPHMETOTNPHUM), KATUEBH 100aBKH UK
3aMECTHTEJIH Ha COJITA, ChAbPKALLMA KANTHH, MOXE [1a 10BEAE A0 NOBHILIABAHE HA CEPYMHHS KAJTHM.
EAHOBpEMEHHOTO NPHIOKEHHE HE CE NMPENOPHYBA.

O6paTUMO NOBUILIABAHE HA CEPYMHHTE KOHLUEHTPALUHH Ha JIMTHHR U TOKCHYHOCT Ca CHOOUIEHH MO
BPEME Ha €OHOBPEMEHHO NpuiokeHHe Ha nuthii ¢ ACE nHxubutopu. MHoro peaks ciiyyas ca
¢cHOOLIaBaHM CBINO U ¢ AHMHOTEH3HH ] pelienToOpHH aHTaroHKCTH. EQHOBpEeMEHHOTO NpriaraHe Ha
JUTHH U locapTad TpAOBa a ce npeanpyeMa ¢ NMOBHILEHO BHUMaHHE. AKO Ta3d KOMOHHALUA € OT
CHLLUECTBEHO 3HAYEHHE, Ce NMpenopbuba HAbMOAeHHE Ha CEPYMHUTE HUBA HA AUTHH MO BpeMe Ha

CAHOBPEMCHHOTO [MTPHTOXKCHHUC.

KoraTto aHruoreHsuH Il aurarouucrure ce npunarar egHospemeHHoO ¢ HCIIBC (1.€. cenekTuBHuU
COX-2 HERXUOHTOPH, aLEeTHICATHLUHIOBRA KHUCEIMHA B IPOTHBOBDL3NAIHTETHH A03H H HECENeKTHBHH
HCIIBC), moxe na HacTbIH OTCNabBaHe HA AHTUXUNEPTEH3IUBHHA eekT. EAHOBpeMeHHOTO
npwioxeHue Ha aHrnoTeH3uH [l auraronucTrt nan anypernun ¥ HCIHIBC moxe na aoseae ao
MOBUILEH PUCK OT BJouwasaHe Ha ObOpeunaTa PyHKLUHA, BISTIOUYUTENHO BE3MOXHO € PA3BHTHE HA
ocTpa ObOpeyHa HeAOCTATBYHOCT K NOBULUABAHE HA CEPYMHUA Kanuid, 0COOEHO NPH NALUEHTH C
npeallecTBaLlO HapyleHHe Ha ObOpeunara pyHxkuua. KomOuHaunsaTa Tpabsa na ce npunara ¢
NOBUILIEHO BHUMaHHE, 0COOECHO MpH NMALHEHTH B HanpeaHana BbL3pacT. [lauventurte Tpsabpa ga 6baar
aJeKBaTHO XHApaTHpaHH W TpAOBa aa ce odbMucau npocneassane Ha ObOpeuHaTa yHKLUMA chen
3a71104BaHE Ha KOMOHHHUPAHOTO IEYEHHUE U NTEPHOAUYHO CIEA TOBA.

JaHHH OT KIHHHYHH NPOYUYBaHHA MOKA3RAT, Y€ ABOHHOTO ONOKUpaHE HA peHHH AaHTHOTEH3HH
anaocrepoHoBata cuctemMa (PAAC) upes komOuuupadara ynorpedba Ha ACE uHxuburopy,
aHrHoTeH3MH [[-peuenTopHK OIOKEPH UM ATHUCKHPEH €€ CBBP3BA C MO-BHCOKA HECTOTA HA HEXEaHH
cbOMTHA, KATO HANPHUMEP XHITOTOHHSA, XHINEPKATHEMHUA U HaMansBaHe Ha ObOpeuHaTa PyHKUMA
(BKTIOMHTENHO ocTpa 6b0OpeyHa HeJoCTaTHLYHOCT), B CpaBHEHHE ¢ ynoTpebaTa caMoO Ha €HO
cpeacTBo, AcdcTBao 8bpXy PAAC (Bxk. Touxku 4.3,4.4 n 5.1).

COKBT OT rpehndpyT CbALPKA KOMIIOHEHTH, KOUTO HHXHOUpAT eH3uMUTE CYP450 u Morart na
NOHWXAT KOHUEHTPALHATA Ha aKTHBHHA MeTabOIMT Ha 10capTaH, KOSTO MOXe 1a HaMaJlu
TepaneBTHYHUA My edexT. KoHCyMauusaTa Ha cOK OT rpedndpyT TpabBa aa ce U3bAraa no BpemMe Ha

neveHue ¢ JocapTaH.

B3auMoaeHcTBUA CBbP3aHH C aMJIOINUITHH

Eghexmu na opyau nexapcmsenu npooyxmu 8bpxy amioounus




CYP3 A4 uuxnburopn: eaHOBPEeMEHHaTa ynoTpeda Ha aMIOAHIHH C MOIUHH HIIH YMEPEHH
HHxuouTopH Ha CYP3 A4 (npoTteasHu HHXUOUTOPH, a30N10BH RHTUMHKOTHLIH, MAKPOTH/IH KaTO
EPUTPOMHLMH WIH KIaPUTPOMULIMH, BEpPanaMHI HIH AHWITHA3EM) MOraT Aa AOBEJAT 10 3HAYHTENHO
MOBUILABAHE HA €KCNO3WUUATA HA AMIOJMWNNH, KOETO MMA KATO pe3yJITAT NOBULLUEH PUCK OT
xunoToHusa. KnuuuuHara kaptuHa Ha Te3d OK Bapuaunn Moke aa Obae no-u3paseHa npy naLUeHTy B
HanpeaHana Bb3ipacT. [10 Ta3u npHyHHa MOXKE Aa €€ HANOXH KIHHHYEH MOHHTOPHHTI U KOPEKLIHA Ha

A034Ta.

Unaykropu Ha CYP3A4: TIlpH eaHOBpeMEHHO NPUIOKEHHE HA H3BECTHH HHAYKTOpK Ha CYP3A4
nJazMeHaTa KOHLIeHTpal1sa Ha aMJIOOUNHMH MOXKe Aa Bapupa. [lopanu ToBa KpbBHOTO Hansrane Tpsdea
Ia ce npocneassa U Aa ce oOMUCIIH aganTUpaHe Ha 403aTa KakTo 1O BPEME, TaKa U Clej
elHOBpEMEHeH npuHeM, 0ocobeHo cbe cuaHU CYP3A4 unaykTopH (Hanp. pugaMuumH, bt
KAHTAPHOH ).

[TpunoxeHUeTO Ha aMITIOAMITHH ¢ TPEUN@PYT UK COK OT rpedndpyT He ce NpenopbYBA, Thid KATO NpH
HAKOH NALHEHTH OHOHATHYHOCTTA MOXeE 12 C€ YBEJIHYH, KOETO BOAH A0 3aCHIBaHE Ha e(eKTa Ha
MOHKWXKaBaHE Ha KPbBHOTO HANATaHE,

JlantponeH (HHQY3HA): MpH )KUBOTHH € HaOMOAaBaHA NeTanHa KaMepHa pudpunaums 1
CbPAEHHOCHIOB KOJIANIC BbB BPBH3Ka € XUIEPKANHEMHUS Clie]l [IPHIOKEHHUE Ha BepanaMKil U JaHTPOJIEH
MHTpaBeHo3Ho. [lopaay puck oT XHnepkanuemus, ce npenopbUBa Ja ce H30Area e AHOBPEMEHHOTO
nNpUIoKeHHUe ¢ ONOKEPH Ha KAILHMEBUTE KaHAIU KATO aMJIOAMITHH NPH NALHEHTH, NOJAT/IMBH HA
3JI0KA4YECTBEHA XMNIEPTEPMHSA NPH KOHTPOJIA HA AOKAYECTBEHATA XHMEPTEPMHA.

Egdexmu na anroounun evpxy opyeume rexapcmeesu npooyKkmu
EdexTnTe Ha aMNOANNHH BbLPXY NOHHIKABAHE HA KPBBHOTO HAJIAATAHE 3aCUIBAT eEKTA HA ApPYruTe

NIeKapCTBEHH NMPOAYKTH ¢ aHTHXUINIEPTEH3WBHO OCHCTBHE.

Taxponumyc: CbUIECTBYBA PHCK OT NOBHIIABAHE HA KPLBHUTE HHUBA HA TAKPOJIUMYC, KOraTo ce
npuiara €AHOBPEMEHHO C AMJIOMIMMH. 3a Aa C€ U30ErHe TOKCHYHOCT HA TAKPOIMMYC, MPUJIOKEHHUETO
Ha aMNOJHUITHH NPH NALHEHT, IEKYBaH C TAKPOJIUMYC, H3UCKBA KOHTPOJ Ha KPBBHHTE HHBA HA
TAKPONUMYC M KOPEKLHMA Ha 103aTa Ha TAKpOJHUMYC, KOTaTo € HeOOXOAHMO.

Ipuyeanu 3a panamuyun (IMTOR) unxubumopu: mTOR nHxubutopu karo cuponumyc,
TEMCHPOJMMYC K eBeponuMyC ca ¢cybcTpat Ha CYP3A. Amnoaunut e cnad unxuburop Ha CYP3A.
[Tpu eanoBpemennara ynorpedba Ha mTOR uuxuburopu, aMnoIUNNH MOKE 12 YBENHUYH
ekcno3ruuaTa Ha mTOR uHxubHTOpHUTE.

Knrapumpomuyun: KnapurpomuusH ¢ HHxubutop Ha CYP3A4. ChuiecTByBa NOBHLIEH PUCK OT
XHMOTOHHS NPH NMAUUEHTH, NPHEMALIH KIaPHTPOMHULMH ¢ amMaoaunudH. [lpenopbuea ce BHUMATENHO
HaOnogeHUE HA NALUUEHTHTE, NPH €AHOBPEMEHHO NPUIOKEHHE HA AMIOAUNKH ¢ KI2PHUTPOMHLIHH,

Luxnocnopun: HaMa npoyyeaHHg 3a eKapcTBeHH B3aUMOIEHCTBHA, NPOBEAEHH C LMKJIOCTIOPHH M
aMJIOZMNHH NPH 3ApaBH A0OPOBOLM WIKM APYTH NOMYyNALKH, C H3KITKOUEHHe Ha nauueHTd ¢ OubpeuHa
TPaHCIUVIAaHTALHA, KbAETO ¢€ HadM10AaBaT NPOMEHIHBH NoBHLLEHHUA (CpenHo ¢ 0% no 40%). Tpabea
na ce 0OMHCIM 32 MOHUTOPHHI Ha HMUBATa H& UHKNOCTIOPHH NMPH NaLMEHTY ¢ ObOpeuna
TPaHCIVIAHTALMA HA NeYeHHe C aMJIOAMIKH, a 103aTa Ha LUKIOCNOPHH TpabBa Ja ce HaMalH criopen
Heo0X0AUMOCTTA.

Cumeacmamur: ENHOBPEMEHHOTO W MHOMOKPATHO NPHIOXKEHHE Ha 203K OT 10 mg Ha aMAOAUNMH C
80 mg CHMBACTATHH BOAM 10 MOBHULLIABAHE HA €KCIIO3HLIHATA HA CHMBACTAaTHH B CPaBHEHHE Cb
CaMOCTOATEIHOTO NPHIIOKEHHE HA CHMBACTATHH CbC 77%. [1pH naumeHTH, NnpremMalny
[03aTa HA CUMBACTATHH TpabdBa na ce orpaHuuu A0 20 mg AHEBHO.

[Ipy KITHHUYHH NPOYYBaHHUA 3a B3aMMOAECHCTBHE, aMJOAUITHH HE NOBAWsABA (dapMak
aTOPBACTATHH, QUIOKCHH WK BapdapHH.




ITeduampuuna nonyaayus
Hama npoBeaeHyn Npoy4BaHHA 34 JIEKAPCTBEHH B3aUMOACHCTBMA NPH NEAHATPHUHATA MOMYAaLUA.

4.6 DeprHanTeT, OPpEMEHHOCT H KhpMeHe

bpeMeHHOCT

Jlocapman

Ynorpebara Ha anrdoTeH3uH Il peuentopau aHTaroHucTH (AIIPA) He ce npenopbusa no Bpeme Ha
MbPBUS TPUMECTHLP Ha OpeMeHHOoCTTa (BK. Touka 4.4). Ynorpebara Ha AIIPA e nporuBonokazana no

BPEME HA BTOPUS U TPETHA TPUMECTbP OT OPeMEHHOCTTA (BX. TOUKH 4.3 1 4.4).

EnuaeMHOnOrHYHKTE JaHHH 332 PUCKA OT TEPATOreHHOCT ciel eKcno3uung Ha ACE nHxubuTopH no
BpeME Ha NbPBUA TPHMECTBLP OT OPEMEHHOCTTA HE BOAAT A0 OKOHYATENHH 3aKkimoueHnd. Bee nak,
MAJTIKO MOBUILIEHHE HA PUCKa HE MOXE Aa ce U3KINIOYH. BbNpeKH 4e HIMa JaHHH OT KOHTPOJIHpaHH
ENUMACMHUOMIOrHUHH NPOYYBAHMA 34 PUCKA NpU aHruoTeH3UuH Il peuentopHuTe aHTaroHucTy (AIIPA)
Moao0EH PHUCK MOXE [1a CbLUECTBYBA 3a TO3H KJac IEKaApCTBEHH NpoayKTH. OcBeH, ako
npoab/okaBaHeTo Ha AlIPA TepanugaTa ce CMETHE 3a XKH3HEHO BAXKHO, NAUMEHTH C MNJ1aHHpaHa
OpeMeHHOCT Tpsabpa Ja NPEMHHAT HA AITEPHATHBHO AHTHXHIMEPTEH3UBHO JIEYEHHE, KOETO HMa
ycTaHOBeH npodun Ha He30nacHOCT NPpU OPEeMEHHOCT.

AKO ce ycTaHOBH OpeMEHHOCT, neucHueTo ¢ AlIPA Tpabea na ce npeycraHosy HezabaBHO 1, ako €
YMECTHO, 1a Ce 3anouyHe alTepHaTHBHA Tepanus.

Excnozunusara Ha AIIPA no epeme Ha BTOpUS ¥ TPETUS TPUMECTbP Ha OpeMeHHOCTTa MOXKE 13 JoBee
10 PeTOTOKCHUHOCT (HamateHue Ha 6bOpeuHaTa QyHKUHA, ONIMITOXHAPAMHHOH, 3a0aBeHa ocHpHKaLIUA
HA YEPEena) U HEOHATATHA TOKCHYHOCT (O1OpeuHa HeAOCTATBYHOCT, XHNOTOHHA, XHNEPKAJTHEMHA)
(B, TOUKA 5.3).

B cnyuait 4ye ce yctaHoBH eKcno3uuusa Ha AlIPA ot sTopHusa TpuMecTsp Ha OpEMEHHOCTTA, ce

npenopbyBa Nposepka Ha ObOpeuHaTa GyHKLMA U Yepena Ha M1oaa Ype3 YNTpa3ByK.
Hosoponenu, uniiTo Maiiku ca npuemanu AlIPA, Tpabea HHMaTenHo aa 6baaT Habmonapany 3a

XUMOTOHHUA (BXK. TOUKH 4.3 u 4.4).

Amaoounun
besonacHocTTa Ha aMJIOAMIHH NO BpeMe Ha OPEMEHHOCT HE € YCTAHOBEHA.

an NMNPpOYUYBaHUA BbPXY AHBOTHH € HabnogaBaHa PENpOadYKTHBHA TOKCHYHOCT NPH BHCOKH N03H (B}K.

TouKa 5.3).
Ynotpedara no BpeMe Ha O6peMEHHOCT ¢€ NPEenopbYBa CaMo, KOrato HaMa no-0e3onacHa ajTepHaTHBRa
M KOrato ¢aMoTo 3abosBaHe HOCH MO-rOJIAM PHCK 3a MaiKarTa M rjioza.

KbpMeHe

Hocapman
Jluncea nHgopMauKng OTHOCHO ynoTpefara Ha IocapTaH No BPEME Ha KbPMEHE.

Amaoounun
AMNOOMITHH CE EKCKpPETHPA B KbpMaTa NMpH Xopa. Yactra OoT Jo3aTa 3a MaikaTa, noayveHa or
KbPMA4€TO, € H3UMUCIEHA ¢ MHTEPKBAPTUIEH auana3oH 3-7%, makcumyM 15%. EdexTbT Ha

aMIOAYIHH BbPXY KbPMA4Y€TaTa € HEU3BECTEH.

[lopanu Ta3u npuuriHa TeHNOpHUC He ce NpenopbLuyBa, a ce NPeAnoYMTa anTepHaTHBHA
YCTaHOBEH npodun Ha He30NacHOCT Mo BpeMe Ha KbPMEHE, 0CODEHO NPH KbPMEHE H
WK NPEeXKAEBPEMEHHO POAEHH Acua.

DeprravTeT




[Ipn HAKOM NMaLMEHTH, TeKyBaHy ¢ 610kepu HA KanuueBUTe KaHaH ca bunu fokiaaBaHy obpaTHMu
OHOXHMHYHH NPOMEHH B TIaBaTa Ha cnepmarolouaute. KnHHHYHWTE JaHHH €3 HEAOCTAaTh4YHH MO
OTHOWIEHHE HA NOTEHUHATHUA ePEeKT Ha aMJIOAUIUH BbPXY PpeprunureTa. [Ipu eano npoy4BaHe npu
MABXOBE ¢a HabNI0AABAHHN HEXENAHH e(DEKTH BbPXY MbXKHS PEPTHIIHTET (BXK. TO4Ka 5.3).

4.7 EdexTn pLpxy cnocodnocTTa 32 MOoPHPAHE H padoTa ¢ MAIIHHH

He ca npoBexxaany npoy4BaHus 3a €PEKTHTE BLPXY CrocoOHOCTTA 3a WwogupaHe H paboTa ¢ MallIMHHK.
Bnnpeku ToBa, npu wodupaHe unu padora ¢ MaiuuHH TpsaOBa 1a ce Uma B NpeaBu, 4e nNpu
AHTUXHNEPTEH3WBHATA TEPANIHA MOraT Aa Ce NPOABAT BUEHE HA CBAT, CHHIIMBOCT, NO-CNELHAJIHO M0
BpeMeE Ha 3arovBaHe Ha JICYEHHUETO WIH NPH NOBHILABAHE HA Ao3aTa. [Ipenopbusa ce BHUMaHHE,

0coBeHO B HAYATOTO HA JICYEHHUETO.

AMNOAMIIHH MOXKE J1a HMA JIEKO MJIH YMEpPEHO BJIMAHHE BbpPXY ¢cNOCOOHOCTTA 3a LodgHpaHe U pabora ¢
MalllUHH. AKO NAUMEHTHTE, NPUEMALUH aMJIOLHNWH NOYYBCTBAT 3aMasHOCT, rMaBodonue, ymopa WM
raneHe, cnocobHOCTTa 3a pearupaHe MoXe 1a ObIe HapyLLeHA.

4.8 HexenaHn JeKAPCTBEHH peaKkiHH

Ob6o6uieHne Ha npoduna 3a 6e3onacHoCT

Jlocapman
Haii-uecTo noknaaBaHOTO HEXKENAHO CHLOUTHE NPH KIHHHUYHUTE U3NUTBAHHA € OUIO CBETOBLPTEXK.

Amrnoounur
Haii-uecTo ¢cbob1aBaHUTE HEXKENAHH JIEKAPCTBEHH PEAKLIHH N0 BPEME HA JICHEHHETO €a ChH/IMBOCT,
BHEHE Ha CBAT, rnaBobonue, chpuebuere, 3auepsaBane, OONKU B KOpEMa, racHe, NOayBaHe Ha

r€3€HUTE, OTOUM U YMOpa

TabnuyHO NpencTaBAHE HA HEXKEIAHUTE PEAKLIMH

CneaHnTe HexkenaHu JIEKapCTBEHH peaKUMK ca HabaroaapaHK No BpeMe Ha JIEHEHHETO ¢ aMJIOAHNHH
WM JIOCAPTaH NPOABEHH OTACIHO H ce Knacuduuupar cnopen MedDRA cUcTeMO-OpraHM Kiacose u
NPH 4ECTOTa NO CNEeAHHA HAYHH!

- Muoro uectu (=1/10)

- Yectn (=1/100 no <1/10)

- Heuectu (>1/1 000 no <1/100)

- Penxu (=1/10 000 no <1/1 000)

- MHoro peaxu (<1/10 000)

- C Heu3BeCTHA 4eCTOTa (OT HATMUHHUTE JaHHM He MOXe Aa Obje HanpaseHa OLEHKA).

Hexenanu peakuuu YecToTa
MedDRA crcTemo- AMJIOARTIHH Jlocapran
OPraHHH KJ1acOBe

HHPEKUMH Ha yPUHAPHHUA TPaKT | - C HEH3BECTHA
Hadexnuu u 4yecToTa
AHGecTANHH

JIEBKONECHNUSA MHOTO pelKH -
Hapymenns nra KpuBTa B | TpoMOOLIHTONEHHA MHOT'O pPeaKH
JAMPBATA CHCTEMA

aHeMus -

aHa(PMAAKTHYHH peaKuHH -
Hapymenus Ha aHruoenemM™ MHOT'O peKH \HP’ H' m
HMYHHATA CHCTEMA BACKyAUT** - e 1]




Hapyuienua na
MeTa00JIH3MA H

peakuuu Ha MHOIO peaKH peaKH
CBPBbXYYBCTBHTEJIHOCT
XHNEpPriinkeMusa MHOIQ peaKH -

__XpaHEeHeTo
HHCOMHHUA/HAPYLUEHHA HA CbHA | HeYecTH -
IIcHXHYHH HAPYINCHAA (BKAOUMTENHO O€3NOKOHCTBO)
oEenpecus HEUYeCTH C HEHU3BECTHA
4eCTOoTa
00BbpKaHOCT peaku -
3aMasHOCT 4ECTH 4YECTH
Hapyuienns HA HepBHATA | CHHAHBOCT YEeCTH HEYeCTH
cHCTeMA rnaBodoNHe YeCTH He4yecTH
HAPYLUEHHs HA CHHS - HeUYeCTH
MnapecTe3Hs HEUYECTH -
XHKIOTEH3HA HEYECTH -
_TpeMop HEeYeCTH -
aucreysus HeuyecTH C HEU3BECTHA
YyecToTa
CHHKOT He4yecTH -

XUNEPTOHYC (NOBULLEH
MYCKYJIEH TOHYC), nepugepHa

MHOIO PEAKH

(BIJIIOYHTENTHO 1030-CBbP3aHH
oprocTartHutH edextn) |

HEBpOnaTHA
MHIPECHA - C HEH3BECTHA
4ecToTa
€KCTpanydpaMMIHH Ha2PYWIEHH] | C HEHW3BECTHA
4eCTOTa
3PHTEJIHH HAPYWIEHHA YECTH -
Hapyiieans HA OYHTE (BKJIIOYMTENHO OUTLIONHA)
BEPTUIO - YeCTH
Hapyuienss HA YXOTO H TUHKUTYC HEUYECTH ¢ HEU3BECTHA
JA0HPHHAT 4ECTOTa
NaiNUTaLHH YECTH HEYECTH
ChpaeuyHn HaApylleHHSA CTeHOKapAua - HEUECTH
apyUTMH3, (BIUIIOUHUTETHO HEYECTH -
Opaauvkapaus, kKamepHa
TAXMKapausa ¥ NPEACHPAHO
MbXKIEHE)
MHOKapAeH HHbAPKT MHOTO peaKy
3ayepBABaHE YECTH -
CobaosH BAPpYIICHHA (opToCTaTUYHA) XUNIOTOHHA - HEUECTH

XHINOTOHHA

HCYCCTH

HAPYLIEHHHA

BACKYJIMT MHOI'O PEeJKH

AHUCNHES YeCTH
Pecnuparopus, rpbAHH B | PUHHUT HEeYeCTH
MEIHACTHHAIRH KalHLa HEYECTH

JH‘.'@
e vi’fl‘t




KOpeMHa 0osika YECTH HEUECTH
CroMamHO-9peBHH rajeHe, JUCNENCHA, MPOMEHEHA | YECTH -
HApYLIEHRS UPEBHA NEPHCTATTHKA
(BKIIQUYHUTENHO AHAPHSA M 3aneK)
NOBPBLUAHE, CYXOTa B yCTaTa HEYECTH -
3arek - HEYECTH
racTpHT, MHOIO PEAKH -
XHNEPNIA3HUA Ha BEHLIUTE
AHAPHUS - C HEH3BECTHA
4yecToTa
MHTECTHHANEH AHTHOSAEM - pEaKH
XernaTuT MHOI'O pelKH peaKH
XenarobnanapHu NaHKPEATHT MHOI'O peaKH C HEU3BECTHA
HAPYUIEHHS 4yeCTOoTa
aHOpManHa QyHKLuUA Ha - C HEU3BECTHA
4epHHUA Apod 4eCToTa
KBJITEHULA MHOTO peaKH -
[MOBALLABAHE HA MHOT0 PEAKM -
yepHOAPOOHHUTE eH3IHMU™* **
obpus HEYECTH HEUYECTH
HapyuieHns HA KOXATA H | anoneuus, mypraypa, HEYECTH -
NOAKOXKHATA ThKAH obe3uBeTIBAHE Ha KOXKATA,
XHNIEPXHAPO3a, EK3ZHTEM
[IPYPHUTYC HEYECTH C HEH3BECTHA
4YEeCTOTA
YPTHKAPHA HeYeCTH C HEW3BECTHA
4eCTOTa
(OTOYYBCTBUTETHOCT MHOTO PeIKH C HEH3BECTHA
4EeCTOTa

epuTeMa MyaTudopme,
ekchonUaTHBEH TEPMATHT,
CHHAPOM Ha Stevens-Johnson,
eaemM Ha Quincke

MHOTI'O pCAKH

TOKCHYHaA CMNIUACDMANIHA

C HCHU3IBCCTHA

HEKpOH3a 4eCcTOTAa
NnojayBaHe Ha MME3eHMUTE, 4EeCTH -
Hapymenus HA MYCKYJ/IHH KPaMITH,
MYCKY/IHO-CKeJIeTHATA MUANTHA HEYECTH C HEH3BECTHA
CHCTEMA H 4eCTOTA
CheIHHHTE/JIHATA ThbKaH apTpanrus HEYECTH C HEHU3BECTHA
4eCcToTa
pabaomMHOIN3A - C HEH3BECTHA
4YeCcTOoTa
6onku B ropba HEUYECTH C HEH3BECTHA
4eCcTOTa
HapyLUEeHHA HA MUKLUATA, HEUYECTH -
Hapymenus na HUKTYPHSA, MOBHILIEHA YECTOTA
OLOpeunTEe # NHKOYRHTE Ha YPHHHpaHe
OILTHOIA P
EPEKTU/IHA HEYECTH ﬁiﬂﬁ‘ﬁ .
Hapymennd na ANCPYHKUNA/UMITOTEHTHOCT 3 wCcalmea .
BB3NPOA3BOAHTE/THATA THHEKOMACTHA HEYECTH N <
CHCTEMA H I'bpAATA b '
yMopa YECTH




OO0ImR HapYlIeHUS H eaem MHOIO YECTH HEUECTH
e(peKTH HA MACTOTO HA acTEHHA 4YECTH HeUecTH
NPHJIOKEHHE ¢ H3MYECKO Hepa3NoNoKEeHUE HEYeCTH C HEU3BECTHA
4yecToTa
foaka HEYeCTH -
0oska B rbpANTE HEYECTH -
rpUAONOAOOHH CHMNITOMU - C HEU3BECTHa
yecTroTa
XUIEPKATHEMHS - 4EeCTH
Hiciaenpanus NOBULLIABAHE HA ATAHUH - peaKkH
amuHoTpaHctepasata (ALT)*
XHNOHATPHEMHSA - C HEH3BEeCTHA
4yecToTa
MOBMILABAHE HA TErAOTO, HEYeCTH .
oTciabBaHe

*BKnoYMTENHO OTOK Ha IapHHKCA, ITOTHCA, JIMLETO, YCTHUTE, (papvHKCa H/MY €31Ka (MpHYHHABA

OOCTPYKUHKA HA AMXATEIHUTE NbTHINA), 4 NPH HAKOH OT TE3H MNALKHEHTH € ChoOLaBaHO 32 AHTHOEAEM B
MHHAJIOTO BbB BPb3KA ¢ TIPHJIaraHeTo Ha ApYrH nekapcTa, BKIOMHUTENHO ACE-nHxubutopu

* * Biumiountenno nypnypa Ha Henoch-Schénlein
|| Oco0eHO NpH NaUHEHTH ¢ HAMAJICH BBTPECHAOB 00EM, HANPHUMED MALIMEHTH C TEXKKA CbpAcyHa

HEZ0CTATLYHOCT HJIH MNPH JICYEHHUE C BUCOKH JO3H NUYPETHLM
§ 0OMKHOBEHO He ce HabOaaBa ¢ieA NMPEKpaTABAHE Ha JICYEHHETO

*¥*¥ [lpeanMHO B CHOTBETCTBHE € XOJIECTA3A.

Jlocapran

YecToTa HAa HEXeNaHUTE IEKAPCTBEHHM PEAKLMH, YCTAHOBEHH 110 BpeMe Ha miauedo-KOHTPOHpaHH
KAHHHUYHH NPOYYBAHHUA H MOCTMAPKETHHIOB OMMT

HexeslaHa peakinng

YecTroTa HA HEXETAHHTE PCAKIIHH N0 NOKAIAHAA

I Apyrn

Xnanepren3usHH | XpounyHa | XuneproHus 1 | Ilocr-
NANHEHTH ¢ ¢hpaeuna | qEaber Tam 2 ¢ | MAPKETHRAIOB ONHT
JeBOKaAMepHA Hea0CTAa- 0nL.OpeuHo
xuneprpodns THhYHOCT 3a00s19Bane
HapyieHHs HA KPHBTA H JHMPHATA CHCTEMA
aHeMHA ¢ HEW3BECTHA
4YecTu
YEeCTOTa
¢ HEU3BECTHA
TPOMOOUHUTONEHHS
YeCTOTa
Hapymenns B2 HMYHHATA CHCTEMA
peakuuu Ha CBpPbX-
4YYBCTBUTCIHOCT
aHadUIaKTHYHH
PEAKH
peaKUHH,
aHrvoeaem*, v
pacKynuT**
IICHXBATPHYHH HAPYIIECHHSA
nenpecs C HEH3BECTHA
Pe 4yecToTa
HapymeHHs HA HEPBHATA CHCTEMA
3aMaiBaHe 4YECTH YEeCTH YeCTH 0,
rnasobonue HEYECTH 7/ A ,
napecTe3vs peAKH /M Wity 'a
C ¥ '.-r A A
MHUIPEHa s )
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C HEM3BECTHA
JAUCTEY3HUA
4eCTOTA
HapyumeHnHs HA YXOTO H JJAOHPHHTA
BEPTHIO YECTH
HHHTVC C HEW3BECTHA
) YECTOTA
CbpaevHH HApYLIEHHSA
CHHKOT peakKH
MPEACHPAHO MBXKAEHE peaKH
MO3bYHOCHA0B peaKH
HHLUHACHT
C1La0BH HApYIICHHS
(oprocraTHyHa)
XUIMOTOHHS
(BKIIOUMTEIIHO J030-
HECTH 4ECTH
CBBHP3aHH
OpPTOCTaTHYHH
ecbexrn)l
PecnIHpPATOPHH, TPbAHH H MEIHACTHHAJIHH HAPYIUEHHS
AUCITHES HeYecTy
HEYECTH C HEW3BECTHA
KauliMLa
4eCTOTa
CToMallHO-YpEeBHH HADYLICHHS
HEYECTH C HEH3BECTHA
AHapHA
_ 4eCTOTa
ragcHe HEYECTH
MOBPHLIAHE HEYeCTH
HHTECTHHAJIEH
peakH
aHrHoeeM
XenaroOHIHAPHA HAPYIICHHS
C HCH3BECTHA
IAHKPEaTUT
4yecToTa
XENaTHT peAKH
HapyLIEHHs Ha
C HEH3BECTHa
yepHoApoOHaTa
4ECTOTA
GyHKUHSA
HapymenHs Ha KOXKATA H DOAKOXKHATA ThKaH
kAP HEuYeCTH C HEHW3BECTHA
YPTHRap YECTOTA
I HEYECTH C HEW3BECTHA
PypULY 4ECTOTA
HEYeCTH C HEHU3BECTHA
oOpuUB
4ECTOTA
C HEW3BECTHA
(bOTOYYBCTBUTE/HOCT
HECTOTA
Hapymennd Ha MYCKY/JHO-CKEJIETHATA CHCTEMA H CheJHHHTE/IHATA ThHKAH
C HEM3BECTHA
MHAJITHA
YyecToTa
AOTOAN U C HEM3BECTHA
pTp YECTOT?
C HEH
pabnomMuonunza
HECTC

HHEEIIIEHIIH HA 'ﬁ'bﬁpﬂllHTE H MHKOYHHTC ILTHIHIA

6165peuHo yBpexaane | 4eCTH |




O0BOpeuHa
HEeLOCTATBYHOCT
Hapynieuns Ha BL3MPOH3IBOAHTEIHATA CHCTEMA H IbpAATA

€PEKTH/IHA
AUCHYHKLIKA/UMNO-
TEHTHOCT

O0mu napymeHusi H eEKTH HA MACTOTO HA HPH/IOKEHHE

HCCTH

C HCH3BCCTHA
HECTOTAa

aCTECHHA YECTH HEYECTH 4YeCTH
yMopa YECTH HEYECTH 4YEeCTH
du3zndecko C HEU3BECTHa
_HEpa3NOJIOKEHHE 4eCcTOTa
Hicaeasanusg
XHNEPKATHEMHS

HeuecTuT | vecTH]

MOBHIIABAHE HA
ypeara B KpbBTa,
CEPYMHHA KpeaTHHHH
H CEPYMHHUA KaHH

YCCTH

XHIMNOHATPHEMHA C HCU3BCCTHA
yecrToTa

XHITOIMHKEMHA HECTH

*BKIIOYHTENHO NOAYBAHE HA TAPUHKCA, NIOTUCA, THLETO, PApHHKC WK e3UKa (NPHYNHABANKH
0OCTPYKLIMA Ha Bb3IYXOHOCHHUTE MBbTHILA); NPH HAKOH OT T€3HM NaLHEHTH € A0KNAABaH AHTHOEAEM B
MHUHANOTO BbB BPb3Ka ¢ MPUEMA HA APYTH JeKapcTBa, BIUIIOYUTENHO ACE nHxubutopu

**Bxmouurenno nypmypa Ha Henoch-Schénlein

lOco6eno npu natmenTy ¢ BHTPeCHAOBH HAPYLLEHHS, HATIP. MALIMEHTH C TEXKA ChPACYHa
HEAOCTATLYHOCT KM TPETHPAHH C BUCOKH JO3H OHYPETHLIU

Vi[Ipu kIMHUYHO NpOyUBaHe, MPOBEREHO NPH MauMeHTH ¢ THN 2 anaber ¢ HedponaTHi, 9,9% oT
MauMeHTHTE, NEKYBaHHU C nocapraH TabneTky pa3suBat xunepkannemus> 5,5 mmol/l n 3,4% ot

MNaRHEHTHTE, JNTECKYBAHH C niaiiedo.

Hapywenus na 6vbpeyume u nuxounume nomuiya.

Kato pe3yarar or nOTUCKAHE Ha CUCTEMATa PEHHH-aHMMOTEH3HH-ANA0CTEPOH, HMa CholbuleHNs 3a
npoMeHk B OnOpeuHaTa pyHKUNSA, BKITIOUHTENHO OB0peina HeOCTaTbUHOCT NPH NAUMEHTH,
H3JI0’KEHH HA PUCK; TE€3H NPOMeHH B ObOpeunara pyukuusa Moratr A2 6s»aat obpaTuMu npu
NpeKpaTaBaHe Ha JIEYEHHETO (BXK. TOUKa 4.4)

CrobuiapaHe Ha noao3upaHH HCXKCENAaHHK pCaKLiii
CrobLiaBaHeTo Ha noaoO3vUpaHA HOXKCIAHH pCakiui CIic pa3pClldaBaHC 34 ynm'peﬁa Ha JICKApCTBCHHA

NPOAYKT € BaxkHO. ToBa MO3BOJIsABA 12 NPOAL/IKH HAOMIOAEHHETO Ha ChOTHOLEHHETO NOA3a/PUCK 3a
nekapcTeeHna NpoaykT. OT MEAMLMHCKHTE CIELHATIMCTH C€ U3UCKBA Ja choOlIaBaT Beaka
MOZO3MPaHA HeXeJlaHa peaKLUs Ype3

H3nbaHuTENIHA areHUUs MO JIeKapcTBaTa

ya. ,Jamau I'pyes” No 8

1303 Codus

Tes.: +359 2 8903417

yeDcaiiT: www.bda.bg

4.9 Ilpeaxosmpane

CHMNTOMH HA HHTOKCHKALIMSA




HanuuHuTe naHHM nNokassar, 4€ Npeao3uPaHETO C aMJIOAMITHH MOXE Aa JOBEAE A0 NPEKOMEpHa
nepudepHa BazoanIaTaUus U BeposaTHO peduiekcHa Taxukapana. Mma cbobiueHus 3a v3paseHa u
BEPOATHO MPOABLIKUTENIHA CHCTEMHA XHMOTOHWA JOCTUralla Ao ok ¢ garaneH Hixon.
HekapanoreneH 6enoapoben 0Tok ce cbob1IaBa pAAKO KATO NOCAEANULA OT NPEAO3HPAHE ¢
aMJIOAUINHH, KOUTO MOKE Oa ¢ce€ NMposABH Cbe 3abaBeHO Hauano Ha edexTta (24-48 vaca cnen
[IOrIbLIAHE) U A4 HIHCKBA H3KYCTBEHA BEHTHNAUHA. PaHHUTE peaHUMaLHOHHH MEPKH ( BKIKOUHTENHO
HATOBApBAaHE C TEYHOCTH) 3a NOAOBLPIKAHE HA NEpPy3UATa H ChpAeUHHA xeOUT MoraT aa Obaar
yckopAaBaltu (paKTOpH.

Mma orpaHuyieHyn AaHHH O OTHOLICHHE HA MPEAO3KMpaHe ¢ nocapraH rnpu xopa. Hai-seposaTHaTa
MpoABa Ha nNpeao3upaHe 61 6una XMNOTOHUA ¥ TaxHKapaus. bpaaukapaus MoxXe Aa HaCTbIMH OT

napacMMIaTHKoOBaTa (BarycoBa) CTHMYJIALIMSL.

JleueHHe HA HHTOKCHKALIMATA

B nakou ciiyuan moxe ga 6be OT Non3a cToMalllHa NpoMUBKa. Ciea nepopaneH rnpveM € rokazaHo
NpUiIaraHe Ha 1OCTaTbhYHA 1032 AKTUBEH BbriacH. [IpH 3apasy A0OPOROILIM H3INOJ3BAHETO HA BHLIJIEH
no 2 yaca cien npuaoxenye Ha 10 mg aMnoauMnyH € nokasano HaMansBaHe Ha CKOpPOCTTa Ha
abcopbuus Ha aMNOAWMUH.

KndHHUYHO- 3HAYMMaTa XHIOTOHUS MTOPaJH Nnpeao3upaHe Ha TeHNOpHC H3HCKBA aKTMBHA
CHhPASHHOCHA0BA peaHUMALIMA, BIUTIOUBALIE YECTO KOHTPOJIMpaHe Ha ChpAESHHATA U ANXATEIHA
(OYHKUMWSA, NOBAKMraHe Ha KpaHHUMTE U BHUMaHHE N0 OTHOLIEHHE Ha LUPKYRaTOPHHUA 0beM u
avypesara. [IpuioKeHHETO Ha Ba30KOHCTPUKTOP MOXKE Aa € OT M0J3a 3a Bb3CTAHOBABAHE Ha ChAOBHA
TOHYC W apTEPUANTHOTO HAIAraHe, B Ciyyal ue HAMa NPOTHBOMOKA3aHHA 3a NPHIIOKEHHETO MY,
HUHTpaBEHO3HOTO NPUIIOKEHHE HA KAJTLUMEB IMIOKOHAT MOXe Aa Obae OT nonsza 3a npeoo/ABaHe Ha
edexTa Ha O1oKHpaHe HA KAMLIMEBHTE KaHAJTH.

KakTo nocapraH, Taka H aMNOAUITHH HE CE OTCTPAHABAT UPE3 XEMOAUanu3a.

5. OAPMAKOJOI'NMYHHU CBOUCTBA
3.1 @apmMakoIHHAMHRYHH CBOHCTBA

(dapmakoTepaneBTU4Ha rpyna: CpeacTea noBAUABallH PEHUH-aHTHOTEH3HHOBATA CHCTEMA;
aHruoTeH3uH 1l peuenTopHU aHTArOHKUCTH U Kanuuesn aHTaroHUcTH, ATC koa: CO9DBO0O6

JlocapraH

JlocapTaH € CHHTETHYEH NEPOpPATICH aHTArOHHUCT Ha aHrHoTeH3HH Il peuentop (Tun AT)).
AHruoTeH3uH 11, MolleH Ba30OKOHCTPHKTOP, € OCHOBEH aKTUBEH XOPMOH Ha CUCTEMAaTa
PEHUH-AHTHOTEH3UH U € OCHOBEH onpeaenaw ¢GakTop B NaToPpHU3IUOJOruaTa Ha XUNEPTOHUATA.
AHruoteH3ud I ce cebp3Ba ¢ AT, - peuenTopbsT, KOWTO C€ HAMUPA B MHOTO ThKAHH (Hanp.
BACKYJIApHATa IlaJxa MycKyjaatypa, HandnOpeuHara xknesa, OuOpeunTe U CbpLETO) U NpeIN3BHKBA
BAXKHA OMOAOTHYHH OCHCTBUA, BKIIOYUTETHO BA3OKOHCTPHKLIMA U OTACNIAHE Ha anaocTepoH. Cblio
Taka, aHrHoTeH3uH |l cTimynHpa npoaudepauHaTa Ha KIETKHUTE Ha MiaJKaTa MyCKyJaTypa.

JlocapraH cenexruBHo 6510kupa AT peuenropa. In vifro u in vivo 10CapTaH W HETOBHAT
¢pH3HONOryUHO akTHBeH KapbokcuneH metaboaut (E-3174) 6nokupar BcHuku aeicrausa Ha
aHr1oTeH3uH 1, HE3aBUCUMO OT H3TOUHHKA U NbTH HA CHHTE3A.

JlocapTaH HaMa arOHMCTHYEH e(EeKT U He ONoKHupa APYrU XOPMOHAIHHK PEUETITOPH K / o
BaXKHH B Cbhpae4YHOCHAOBATA perynaums. [Ipu ToBa nocaprad He uHxubupa ACE (ku 18

KOWTO pasrpaxkaa OpanukuHuuuTe. CnenoBaresiHo, HAMA NOTEHUWPaHEe HA NMpeay3B ?
OpaaMKUHHUH HEXKeJlaHH ePeKTH.



[To Bpeme Ha NPUIOXKEHHE HA NOCAPTAH, MPEMAXBAHETO HA aHTHOTEeH3UH 1l HeraTUBHOTO BbL3AEHCTBUE
BbPXY PEHHHOBATA CEKPELM BOAM A0 NMOBHILLABAHE HA IUIa3MEHaTa peHHHOBa akTHBHOCT (PRA).
[loBuwmasasero Ha PRA BoAH 00 nosuiwuaBaHe Ha aHrHOTEH3UH |1 B nnasmara. Bunpekn tesu
NOBHILIEHHA, AHTHXHIIEPTEH3UBHHUAT €(PEKT H MOTHCKAHETO HA NNAa3MeHHTE KOHLEHTPALKH
anaocTepoH e NOAAbPXKAT, NOKa3BailkH edekTuBHA Oiokana Ha aHruoreHsuH Il peuentopa. Cren
npekbeBaHe Ha JiocaptaH, PRA croHocTHTE Ha aHruoTeH3uH [l ¢cnanat 10 TpHU AHHK 00 H3XOOHHUTE
CTOHHOCTH.

KM nocapTaH ¥ HErOBUA OCHOBEH AKTHBEH MeTabONUT UMAT MHOTO NMO-rofiaM apuHHTET KbM AT, —
peuenTopa, OTKOJKOTO KbM AT:-peuentopa. AKTUBHUAT MeTadbonut € 10- 1o 40- NbTH NO-aKTHBEH OT

JI0CcapTaH Nno CHja Ha Ta3H OCHOBA.
AXunepmoruuHU USNUMEAaHUA

IIpyn KOHTpOAUpAHH KIHHHYHH W3TTHTBAHHUA BBPXY NALMEHTH € JI€Ka 10 CpeaHAa ECEHLHAIHA
XHIIEPTOHKUSA, PUIATraHETO HA OCAPTAH €AHH NbT AHEBHO, € NPEAU3BHKAN0 CTATUCTHUYECKH 3HAUHMO
MOHWKEHHE HA CHCTOJIMYHOTO U AMACTONHYHOTO KPBBHO HanAraHe. UsmepeanuaTa Ha KpbBHOTO
Hansrade 24-yaca cinea A03MpaHE OTHECEHO KbM 5-6 Yaca ciiel 103ara rnokassa OTHOCUTEIHO Ni1aBHa
pPEOYKUHMSA Ha KPbBHOTO HAMSIraHe 3a NepuoA OT 24 yaca; eCTeCTBEHUTE JHEBHH PUTMHU Ce 3arna3Bar.
PeaykunaTa Ha KpbBHOTO HANAMAHE KbM Kpas Ha N030BUs MHTepBal € Ouna npubnuzurento 70-80 %
OT e(pekTa, HabnroaaBaH 3-6 yaca Ccnel NpuilaraHe Ha a03ara.

CnupaHeTo Ha nocapTaH, NpH XHIEPTOHUYHH NMALUEHTH, HE € BOAEO OO PA3KO Bb3CTAHOBABAHE Ha
KpbBHOTO Handrade (pubayHa). He3aBUCHMO OT 3HAYMTENHOTO HAMANABAHE HA KPLBHOTO HANIATAHE,
MPUIAraHETO Ha OCAPTAH He € OKA3AN0 KIIMHUYHO 3HA4YUM €(DEKT BbPXY ChpACYHATA YECTOTA.

JlocapraH € eNHaKBO €(PEKTHUBEH 33 MBXE H XKEHH, 3a NMOo-MaaaH (noa 65 rogHHH) H No-cTapu
XHITEPTOHULIH.

IlpoyuBane LIFE

[Ipoyusanero Losartan Intervention For Endpoint Reduction in Hypertension (LIFE) e
paHAOMU3HPAHO, TPOHHO-CAANO, AKTHBHO KOHTPOJIMPAHO NpoyuBaHe ¢ 9 193 xunepTeH3HBHU
MaUMEHTH Ha BB3pacT oT 35 A0 80 roguuu ¢ nokymeHTHpaHa ¢ EKI™ nepokamepHa xuneprpodus.
[launeHTUTE Ca pAaHAOMH3HPAHH 34 [IPUEM eKeAHEBHO Ha nocaptal 50 mg unu ¢AHH NBT AHEBHO HA
ateHonon S0 mg. Axo He ce NOCTHIHE LEEBATA CTOHHOCT HA KPbBHOTO HansaraHe (< 140/90 mmHg),
ce nobasa nupeo xuapoxnoprHasua (12,5 mg) u, ako € HeoOX0AUMO, 103aTa Ha 1oCapTaH UK
aTeHonon ce ypeanyana A0 100 mg eauu nmbT AHEBHO. J{pyrv aHTUXMMEPTEH3NBHH CPEACTBA, C
u3KnoYeHne Ha ACE-uHxuOUTOpH, aHrHoteHsuH Il auraroHucTy unmn 6era-6nokepn, ce 100aBAT NpH
HeOOXOAMMOCT 3a JOCTHIaHE Ha LEC/IEBHTE CTOMHOCTH HA KPBbBHOTO HAIATaHE.

CpeaHarta Nnpoab/IXXHTENHOCT Ha NpociieasBaHeTo € 4,8 roauHu.

[TepBHuHaATA KpaliHa TOUKA € CbCTABHA M BKIOYBA CHPAEHHOCHAOBATA 3a001€BAEMOCT U CMBPTHOCT,
M3MEPEHH MO HAMAJICHHETO Ha KOMOMHHpaHaTa YeCTOTa Ha ChPACHHOCHAOBA CMBLPT, HHCYIIT H
vWH(papkT Ha MHokapaa. [Ipu ABeTe rpynu KPLBHOTO HAJIATaHE Ce MOHWKABA 3HAYMTEJIHO A0 ONU3KH
HUBa. JleueHreTo ¢ nocaprad 8oau ao 13,0% nonrkenune Ha pucka (p = 0,021, 95% uHTepBan Ha
nopeputenHoct (0,77-0,98) B CpaBHEHHWE ¢ aTEHOA0 NMPpH NAUHEHTH, JOCTUTALIM MTHPBHYHATA CbCTABHA
KpaiHa Touka. Topa AOMPHHACA OCHOBHO 32 HAMA/IEHKE HA Y€CTOTATa Ha UHCYNTA. JleyeHueTo ¢
NnOcapTaH HaManaBa pucka ot UHCYAT ¢ 25 % B cpaBuenue ¢ ateHonon (p = 0,001 95 % untepsan Ha
nosepurenHoct 0,63-0,89). HectoTHTe Ha CHPpACYHOCHAOBO O0YCNOBEHA CMBPT H UHDAPKT Ha
MHOKapaa He ce pa3ivuyaBaT 3HAUHTEIHO MeXAY MPOBEKAANHTE JICYEHHE IPYIIX.

Paca
B npoyusanero LIFE naiiMeHTHTE OT uepHaTa paca, JEKyBaHH ¢ JIOCAPTaH, Ca C No-
AOCTHIraHe Ha MbpBUYHAaTa KOMOHHHUpaHa KpaiHa TouKa, T.€. KApAHOBAcKy/IapHO
ChpPACHEH HHPAPKT, CbPASYHOCHAOBA CMBPT) K OCOOEHO HHCYJIT, OTKOIKOTO NaLl
paca, neKyBaHH ¢ arenonoin. Ilopaau Tosa pesyararure, HabnoaaBaHH NpH Noca




ateHonon B npoyusaHeto LIFE no oTHoweHue Ha cepaedyHOCHA0BaTa 32001€Ba€MOCT/CMBPTHOCT, HE
ca NPHJIOKHMH 3a NALMEHTH OT YepHaTa paca ¢ XMIIEPTOHHSA H IEBOKaMEPHA XunepTpodus.

IIBe ronemH paHaoMuzupadn koHTponupaHu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanHo uznurease 3a
KpaifHW TOUKH HA TEeJIMHCAPTaH, CAMOCTOSATENHO M B koMOHHauua ¢ pamunpun) ¥ VA NEPHRON-D
(KnMHHYHO npoyuBaHe CBBLP3AHO C pa3BMTHE HA HepponaTHA NMpy AMadeT, MPOBEACHO OT
MHHHKCTEPCTBO NO BHNPOCHTE Ha BETEPaAHUTE) — nNpoyusar yrnorpebara Ha komOuHauusaTa ot ACE
MHXHOHUTOP W aHrnoTeH3HH ll-peuentopeH bokep.

ONTARGET e npoyusaxe, npoBeAeHO MpH NMaLHEHTH ¢ aHaMHeE3a 3a CbpASYHOCHA0BA HITH
MO3bYHOCHA0BA OONeCT, WK 3aXxapeH aAuabeT TN 2, NpUAPYKEHU ¢ JaHHH 33 YBpeKaHe Ha
edexTopuu oprann. VA NEPHRON-D e npoy:saHe npy nauMeHTH CbC 3axapeH adaber Tn 2 U
aunabeTHa HedponaTHs.

Te3u npoyusaHus He MOKA3BAT 3HAYMM DNaronpuaTeH ePeKT BbpXy ObOpeUHHTE W/HAH
ChPACYHOCHAOBHUTE NOCNEAHUHN H CMBPTHOCT, KaTO ChLUECBPEMEHHO Ca HADMI01aBAHU NOBHILECH PHCK
OT XHIIEPKAIHEMHUSA, OCTPO yBpEKAaHe Ha ObOpeLuTe U/ HIU XHNOTOHUA B CPaBHEHUE C
MOHoTepanuaTa. KaTo ce umat npeaBua cxoaHHTe uM (papMakoaHHAMHYHH CBOHCTBA, TE3H pe3yaraTy
ca npuioxxumu u 3a apyru ACE nuxnOburopu u anruorensud lI-peuenropuu 6nokepm.

ACE nnuxuburopu v aHruoreHsuH II-peuentopHu 6nokepu cnenoBatenHo He TpabBa Ja ce u3nons3ear
€HOBPEMEHHO NPH MAUMKEHTH ¢ AHabeTHa HegponaTul.

ALTITUDE (KnuHMYHO npOy4YBaHE NPOBEICHO ¢ A/IMCKHPEH NP NALMUEHTHU CbC 3axaper adabder Tun
2 ¢ U3NON3BAHE HA ChPACYHOCHIOBH U OBLOpeuHH 3a00NABaHKA KATO KPalHHH TOYKH) € NTPOYUBAHE,
npeaHa3zHauyeHo Ja H3CISBa non3aTta oT A00aBAHETO Ha ATHCKHPEH KbM CTaHAapTHa Tepanus ¢ ACE
HHXUOMTODP WK aHrHOTEH3HH [I-peuenTopeH 610kep NpH NaLMEHTH CBC 3axapeH AdadeT Tvn 2 H
XpoHn4Ho 6sOpeuHo 3aboaBaHe, CbpacYHOCHAOBO 3ab0naBaHe WU U aABeTe. [lpoyysaneTo e
NPEKPATEHO MPEXAEBPEMEHHO NOPadH MOBHIIEH PUCK OT HebnaronpuaTHY nocaeauum. Kakro
CbPASHHOCHAOBATA CMBPT, TAKA H HHCYJITHT Ca NO-UYECTH B TPyNaTa Ha ATUCKHPEH, OTKOJIKOTO B
rpynara Ha runaue®o, a NpeACTaBNABAUIMTE HHTEPEC HEXKEJAHH ChOMTHA U CEPUO3HH HEXETAHN
CHOUTHA (XUNEepKATHEMHA, XUITOTOHUA U OBbOpeuHa THCYHKUHA) c€ CHOOLIABAT MO-YECTO B rpynara
Ha aTUCKHAPEH, OTKOJIKOTO B rpynara Ha ruaue6o.

AMIOAUITHH

AMJIOAMINHH € KOHEH KanUMeB HHXMOUTOP OT rpynara Ha JUXUaponupuauHuTe (6nokep Ha OaBHMUTE
KaHAMH WY aHTarOHUCT Ha KaNUWEBHA HOH), KOMTO NOTUCKA TPAHCMEMOPaHHOTO HAB/IW3aHE HA
Ka/ILIMEBH HOHHU B KJIETKHUTE HA ChpPAEYHATA W CbAOBATA rAajJKa MyCcKyJaTypa.

MexaHH3MDBbT Ha aHTHXHNEPTEH3UBHO ACHCTBHUE HA aMJIOAMIHMH CE ABJIKH HA AUPEKTHUA pelakcHpall
eeKkT BbpXYy ChAOBATA I1aAKa MYCKYaTypa. TOYHHAT MEXAHU3BM, UPE3 KOHTO aMIIOAWNHH
obnekyaBa CTEHOKaPAUATA, HE € HAThJIHO U3ACHEH, HO aMJIOMNHH HaMandasa obloTO HCXEMHYHO
HaTOoBapBaHe Mo CNeJHHTE ABa MEXaHU3Ma:

1. AMIIOAHTIHH NpeAU3BUKBA AWIATALMA HA NeprudepPHUTE apTEPHONH K NO TO3H Ha4YUWH HaManABa
o0LoTO NepudepHO CHIIPOTHUBIICHUE (Clie] HATOBAPBAHETO), CPELLY KOATO ChpLETO paboTH.
Toit kaTo cbpaeyHaTa yecToTa OcTaBa cTabunHa, ToBa OOpeMeHsABaHE HA ChPLIETO HAMAIABA
eHEepruHHaTa KOHCYMaLWa H HYKANTE OT KUCI0pOd HA MHOKapaa.

2. MexaHusMbT Ha AefCTBHE HA aMJIOAUINKWH BEPOATHO BKJIIOUBA AHANATALIMA HA OCHOBHHUTE
KOPOHApPHH apTEPUK H KOPOHAPHHUTE APTEPHONH, KAKTO B HOPMAJIHUTE TaKa U B ICXEMHUYHUTE
oOnacTu. Ta3u AMnartauusa yBeAHYaBa MPUTOKA HA KUCIIOPOA KbM MHOKAPAA NPH NALUMEHTH C
KOPOHAPEH apTepHalieH cna3bM (aHrMHa Ha Prinzmetal unu BapHaHTHA CTeHOKapAHUA).

[Tpy naLMeHTH C XHUNEPTEH3HA HO3UPAHETO BEAHDBXK AHEBHO OCHTYPABA KIIMHHHYHO 3HAYHM
‘HAMaJIEHHE Ha apPTEPHANHOTO HANSMAHE B JIETHAIO W H3NPABEHO MOJIOKEHUE B MPOA
24 yaca. [lopany 6aBHOTO HAUaNO Ha NEHCTBHE OCTPATA XHMOTOHUA HE C€ CpelLiia I
Ha aMNOAHITHH.

[lpu nauKeHTH CBC CTEHOKAPAHA NPWIOKEHHETO Ha AaMJIOJHINHH BEAHDBXK AHEBHO
Ha (PHU3KMUECKO HATOBAPBAHE, BPEMETO A0 NPOBOKHPAHE H& AHFHO3HHUA NPUCTHM U B



aenpecua Ha ST cermenTa ¢ Imm M HamasABa KAKTO YECTOTATa Ha NPUCTBLIUTE HA CTEHOKAPAWA TaKa
4 NpUemMa Ha TabJIETKH MHLEPHIT TPHHUTPAT.

AMIOAHUNHH HE BOH OO HHKAKBH MeTabOoMHUTHH HeXeNaHH P€AKLHH HJIH INMPOMEHH B IMJIA3MEHHTC
JHIMKHAH H € NOAXO 44111 34 yﬂo'rpeﬁa NMNPH MALUHUCHTH C ACTMa, nrHadeT u nogarpa.

Ynompeba npu nayuenmu ¢ xoponapua 6orecm va copyemo (HbC)

EdexTHBHOCTTA HA aMJIOAUMNKH NPH NPEJOTBpATABAHE HA KIHHHUYHH NPOABHK MPH NALHEHTH C
kopoHapHa 6onect Ha cvpueTo (MBC) e oueHeHa B HE3aBUCHMO, MYJITH-LUEHTPOBO, PAHAOMHU3HPAHO,
ABOHHO-cAANO, Maauedo-koHTponupaHo npoyyusaHe npy 1997 nauuentu. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3n nauuenTy, 663 ca o1nu
NeKyBaHH ¢ amaoaunudH 5-10 mg, 673 nauMeHTH ca Ounn nekyBaHH ¢ edananpua 10-20 mg v 655
NaLHEHTH ca JieKyBaHu ¢ nmnauebo, B A0NbIHEHUE KbM CTaHAapTHATa Tepanus Ha CTaTHHH, OeTa-
OnoxepH, AMYPETHLIM H ACMTUPUH, B NPOABILKEHHE HA 2 roAWHHK. KnovyoBHTE pe3ynTaTu 34
eUKacHOCT ca npeacTaseHu B Tabauua 1. Pesynrtature noka3par, ue JEYEHUETO C aMIOQUIHH €
CBBP3aHO ¢ NO-MATKO XOCMHTATH3aUKY NOPaAH CTEHOKApPAXSA U NPOLUEAYPH 3a PEBACKYIapU3aLUA NpH
nauueHTH ¢ UbC.

Tabauua 1. Yecrora Ha 3HaAUUMHTE KIIMHHYHU CHOUTHA npH CAMELOT

CbpaevHOCHAOBH CHOUTHA, AMNOAWNHH ¢/Y
No. (% [Lnauebo
Pesynraru A [lnaue- CroTHoweHHe P
MJIOAUTIHH 6o Exananpun | Ha pHUcKa URa
(95% C1)
[ILpBHYHA KpaliHa TOUKA
HexxenaHu cbpaeHHOCHAOBH 151 0,69 (0,54-
L BHTHS 110 (16,6) (23.1) 136 (20,2) 0,88) ,003
OTraenHHTE KOMIOHEHTH
Kopohapia 103 0,73 (0,54-
DEBACKYNAPU3ALIMS 78 (11,8) (15.7) 95 (14,1) 0,98) 03
XOCTNHTaAIM3aUHA nopaay 0,58 (0,41-
CTeHOKapaus 51(7,7) 84 (12,8) | 86(12,8) 0,82) ,002
Hegaranen MU 4@y | 199 | nae | 8 %37' 37
HUucynt unu [TUA 6 (0.9) 12 (1.8) 8 (1.2) 0,5:] gg,)l‘}- 15
CupaeuHocba0Ba CMBPT 5(0.8) 2(0,3) 5(0,7) 2,4162(??,)48— 27
Xocnuranu3sauua nopajau 0,59 (0,14-
3CH 3 (0,5) 5 (0,8) 4 (0,6) 2.47) 46
[loBTOpPEH CHPACUEH apecT 0 4 (0,6) 1(0,1) NA ,04
Hosonoaswio ce
nepudepHo CbIOBO 5(0,8) 2 (0,3) 8 (1,2) 2,6 (0,50-134) | ,24
3abonsBaHe

Cokpauenus: 3CH 3actoitHa chpaeuHa HeaoctarbuHoct; Cl- nosepurened unurepsan; MHU- nagapkr
Ha MyuoKkapaa; [TMA npexoasa MCxemMHuHa aTaka.

Vnompeba npu nayuenmu ¢ xunepmonus
Panaommnanpano aBORHOCAANO Npoy4yBaHe 3a 3abonesaemMocT H cMbpTHOCT ALLHAT
(AHTUXMNIEPTEH3UBHO U JTMNMAONOHMKABALLQ JICHEHHE 32 NPOodUNAKTUKE HA ChpACH
(Antihypertensive and Liptd-Lowering treatment to prevent Heart Attack Trial) e np
CpaBHABaHe Ha HOBHTE TEPANUKU: aMNoAUNHH 2,5-10 mg/neH (KaauueB aHTaroHUCT)
10-40 mg/neH (ACE HHXUOHTOD) ¢ THA3HAHHA OHYPETHUK XN0pTanuAOoH 12,5-25 m
OT NbLPBa AWHKUA NPU NALIMEHTH C JIEKA A0 YMEPEHA XUIIEPTOHMUA.




O61uo 33 357 nauMeHTU C XHNIEPTOHHUA Ha BB3PacT 55 rodMHH U NoBede ca OUNM paHAOMHU3UPAHH H
npocyieaeHy 3a cpeaHo 4,9 roannu. [laypeHTuTe Ca KManu NOHE €AUH JONBLAHUTENEH PUCKOB (aKTOp
332 KOpOHapHa 60NecT Ha CHPUETO, BKIIFOUHTENHO NpeAlecTBall MUOKapAEeH HHPAPKT UNH HHCYAT (>6
MECELA NPEaH BKIIOUBAHE B NMPOYYBAHETO) WM AOKA3AHO APYro aTEPOCKIEPOTHYHO ChPACYHOCHIOBO
sabonasane (Hag 51,5%), 3axapen anaber tun 2 (36,1%), TMNONPOTEHHHM ¢ BUCOKA MTBTHOCT -
xonectrepon <35 mg/dl nan <0,906 mmol/l (11,6%), nepokamepHa xuneprpogdus, AHarHOCTULHpaHa
ypes eJieKTpoKkapadorpaMa Wi enektpokapauorpadceku (20,9%), Hactosawmm nywaum (21,9%).

[TvperuHaTa kpaiinHa Touka € 6M1a CHLCTaBEH NMOKA3aTEN OT (aTaneH KOPOHapeH MHLIMAEHT HWH He-
(aTaneH MuokapaeH uHdapkr. He ca HabmoaasaHH 3HAUMMH pa3NMUKA N0 OTHOLLEHHE HA
MbPBHYHATA KpaifHA TOYKA MEXKAY TEPaNHATA C AMIOAKITHH H TEPANKATA C XJIOPTAJIHAOH: KOSPHLIMEHT
Ha puck 0,98 95% Cl (0,90-1,07) p=0,65. 1lpu eTOpHUHHUTE KpaHHU TOUYKH, YECTOTATA HA CHLPACHHA
HEAOCTATLYHOCT (KOMIMOHEHT Ha CbCTaBHATA KOMOHHHUpaHa ChpACHHOCHOOBA KpailiHa TouKa) € Ouia
CUrHH(HKAHTHO MO-BHCOKA B rpynaTa Ha aMJIOAMIMKHH, OTKOJIKOTO B rpynara Ha xnopranuaod (10,2%
cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bunpekn ToBa, He ce HabnroaaBaT 3HAYHMHU
pa3/IM4KA N0 OTHOLIEHHUE HA 001aTa CMBPTHOCT MEKAY MPynaTa Ha Tepanus ¢ aM/I0JMNHH H Ta3H Ha
Tepanusa ¢ xnoprandacH RR 0,96 95% CI [0,89-1,02] p=0,20.

Vnompeba npu nayuenmu cvc copoeyra HeoocmamuvyHoCcm

XeMOAHHAMHYHHTE NPOYYBAHUA H KOHTPOJMUPAHUTE KIIHHHYHH H3NMWTBAHUA C HATOBapBaHe Npu
NALMEHTH ¢bC ChpAcUHa HeaocTaTbUHOCT Knac II-IV no NYHA ca nokaszanu, 4ye aMIOAWNUH HE BOAU
N0 KIMHWYHO BAOLIABAHE, H3MEPEHO Ype3 NOHOCHMOCTTA HA HATOBAPBAHE, ICBOKAMepHaTa ppakums
Ha H3TNacKBaHe M KIMHHYHATA CHMIITOMATHKa.

EaHo nnauebo-koHTponHpaHo KnHHK4HO H3nuTeaHe (PRAISE), npegHa3zHaueHo na oleHsBa
NMaLUeEHTH CBC ChpaevHa HeaocTaTbYHOCT Knac 111-1V no NYHA, nonyuaBaiuy AMroKCHH, JUYPETHLIH
H ACE HHXuOHTOPH, € MOKa3ano, Ye NpUWIOKEHHETO HA AaMIOAKITHH He BOAU A0 MNOBHLIEH PHUCK OT
CMBPTHOCT HIM KOMOUHHPAHH CMBPTHOCT M 3a00A€BACMOCT NIPH MALIKEHTH CbC ChpACYHA
HEJOCTATbYHOCT.

[1pn npocreasBaHeTo HA MALMEHTUTE NPU NMPOABLKHTENHO, IU1auebo KOHTpONHpaHo NpOYyUYBaHE
(PRAISE 2) Ha amnonunuH nopu natweHTH ¢ NYHA III u IV cbpaedna HepoctaThuHOCT O3
KIHHHYHA CUMITOMM WIK OOEKTHBHY HAXOAKH, APSANONAralla ce, Y€ € Ha OCHOBaTa Ha HCXeMHYHA
bonect u nprHemattn CTabwiHu ao3u ACE-UHXHOUTOPH, AMrUTANIMC W AUYPETHLH aMJIOAHITHH HAMA
edexT BbpXY of11aTa kapauHoBacKkyJJiapHa cMbpTHOCT. [Ipy cbliaTa nomynauds aMmnoAHIIHH € Oun
CBbpP3aH ¢ MOBHLIABaHE Ha cboOLIEeHHaTa 3a Denoapobed oToK.

5.2 @PapMaxkoKHHEeTHUYHH CBOHCTBA

AbcopOums

Jocapman

Chen nepopaiHO NPHIOKEHHE ocapTal ce abcopbupa nodbpe u npu MeTadoIM3IMa NpH MBLPBO
npeMuHaBaHe (POpMHPa aKTUBEH KaAPOOKCHIHOKHCENHHEH METADOIUT U APYTH HEAKTHBHH
mMeTabonnuTi. CrucreMHaTa OHOHAITHYHOCT Ha NocapTtaH TabneTkH e npubnuazurenyo 33 %. Cpeanure
BbPXOBHU KOHLICHTPALIMM HA JIOCAPTAH ¥ HETOBUA AKTHBEH METabOIMT ce JOCTHraT ChOTBETHO 3a | vac

M 3-4 4aca.

Amroounun
Cien nepopanHo NpunoxkeHUe Ha TEPANEBTHYHH 4034, AMIOAMIKH ¢ce abcopOupa nod
IUIa3MEHH HHUBA Mexay 6-12 yaca caen npydema Ha go3arta. AGcomoTHaTa SMoHANHYH
Obae mexay 64 n 80%. buoHaIMUHOCTTA Ha aMNIOJIUNIMH HE Ce BAMUAE OT NpueMa Ha

Paznpegenenue
Hocapman




KakTo nocapraH, Taka U HErOBHAT aKTUBEH METaDOJIMT ce cBBP3BaT B > 99 % ¢ nnasmeHure
MPOTEUHH, OCHOBHO abymMun. ObembT Ha pasnpeaeneHue Ha JiocaptaH € 34 nuTpa.

Amioounun
ObembT Ha paznpeaeneHHe € okono 21 Vkg. UK BUTpo HacneaBaHHA ca nNokasanu, 4e npudAn3IUTENnHO

97,5% oT UMpPKYAHpaLUA AMAOAHINIHH € CBBP3aH C TJIA3MEHHTE NPOTEHHH.

buotpaHchopmams

Jlocapman

Oko010 14 % OT BEHO3HO U NEPOPATHO MPHUIOKEHATA 1032 1IOCAPTAH ¢€ NPEBPLLLUA B HEMOBHA aKTHBEH
MeTabonur. Caen nepopanHo W BEHO3HO NMpUnoxeHue Ha Oenssad ¢ 14C- nocapraH Kanuis
LMPKYAUpallaTa rjia3mMeHa akTHBHOCT OCHOBHO Ce AbJIKH Ha TOCAPTaH U HErOBHUA AKTHBEH
mMeTaboaHUT. MHHMMANHO NPEBPLLIAHE HA JIOCAPTAH B HErOBUA AKTHBEH MeTaboauT ce Habntogasa npu
OKOJIO €AHH MPOLICHT OT Y4acCTBAaJIUTE B NPOYMBAHETO HHAHBUAH.

OcBeH akTusHHUA MeTabONNUT ce POPMHPAT U HEAKTUBHU MeTabONHTH.

AMroounun
AMJIOJUMUH c€ MeTabONM3Mpa €KCTEH3HBHO B YEpHUSA Ap0O N0 HEAKTHBHHA METAbOHNTH.

ENMMHHUpaHe
Hocapman

[Lna3MeHuAT KIMPBHC HA IOCApTaH M HETOBUA aKTHBEH MeTabonuT e cboTBeTHO 0K0JI0 600 ml/min u
50 ml/min. bpOpeyHHAT KNTHPBHC HA N0CAPTaH H HETOBHA AKTHBEH METaAOO/IUT € CbOTBETHO OKOJO

74 m/min u 26 ml/min. Koraro nocapran ce npunara nepopaiHo, okono 4 % oT n03aTa ce eKcKkpeTupa
HENpPOMEHEHa B YPHHaTa, a OKoJ10 6 % OT no3ata ce eKCKpETHpa B YPHHATA KATO aKTHBEH MeTabonuT.
DapMaxOKHHETHKATA HA JTOCAPTaH U HEMOBHTE META0O/IUTH € IMHEHHA NPH NepopaiHA A03H A0CapTaH
kanuit xo 200 mg.

Cnen nepopaiHo NPUIOKEHHE NIA3MEHHTE KOHLEHTPALIMH HA 10CAPTaH W HETOBUA aKTHBEH
MeTaboMHT cNaaaT NOMNKUEKCNOHEHLUATHO ¢ TEPMHHANIHO BPEME Ha NOJMY>KMBOT ChOTBETHO 2 yaca u 6-
9 yaca. fIpn no3upane eauH muT AHEBHO cbe 100 mg HUTO NocapTaH, HHTO HETOBUAT aKTHBEH
MeTaboNUT Ce HaTPyNBaT 3HAYMMO B N1a3mara.

3a eTMMHHHPAHETO Ha I0CapTaH H HEroBUTE MeTabONUTH JONPHHACAT KATO AJIbYHATA, TAKA K
ypUHHaTa ekckpeuus. Cnea nepopaiHa no3a/BEHO3HO NpHIokeHHe Ha Oend3aH ¢ 14C nocaprad npu
xopa okoJio 35 %/43 % oT pagHOaKTHBHOCTTA C€ OTKPHUBA B ypUHaTa, a 58 %/50 % — BbB dexanuure.

Amnoounun
KpaiHHAT Nna3sMeH €IMMHHALIHOHEH MONTYXXHBOT € 0K0/10 35-50 yaca W ce A0CTHra npH €THOKPATHO

OHeBHO npunoxkeHue. Okono 10% oT nexapcTBOTO B HenpoMeHeH BHA W 60% ot metabonuTuTe Ce
EKCKpeTHpaT 4pe3 ypHHarTa.

bubpeuno yspexaaHe

Jocapman

[lnazMeHUTe KOHUEHTPAUHUH Ha JIOCAPTaH He C€ NPOMEHAT MPH MAUHEHTH ¢ KPEATUHHHHOB KJIUPbBHC
Haa 10 ml/mMunyTa. B cpaBHEeHHe ¢ nauueHTU ¢ HOpMaiHa 6bOpeuHa dpyHkuma AUC Ha nocaprtaH e
OKOJIO 2 MbTH MO-BHCOK NPH NALUKMEHTH Ha XEMOAHaIwu3a,

[InazMenuTe KOHUEHTpAUHH Ha aKTUBHHA MeTabONKUT He ce NPOMCHAT IIpHU NAaLLHEHTH €
YBPCKIAHC HIHK Ha XEMOJHAJIH3A.

Huto nocapras, HUTO akTHBHMA MeTabonut morat Aa ObaaT OTCTpaHEHH ¢ XeMOIH

Amaoounun




AMNOANNHH ce MeTabonn3npa o HeakTUBHH MeTabonuTU. 10% OT U3X0AHOTO CHEAUHEHHE CE
EKCKPETHPA HEMPOMEHEHO B YpHHATA. [I[pOMEHHTE B KOHLUECHTPAUHATA HA AMAOAUIMKHH HE Ca OOBBP3aHH
ChC CTENEHTa Ha OBbOpevHO yBpekIaHe. AMAOAUIIHH HE C€ NHANTU3HpA.

YepHoapoOHo yBpexcaane

Hocapman

[Ipy nauneHTH ¢ Neka A0 YMEPEHA aIKOXOI-HHAYUMPaHa YepPHOAPOOHA LIMpO3a, ITa3MEHHTE HHBA Ha
nocaptaH M HEFrOBUS aKTHBEH METAOONMT clie] NEpOPATHO NPHJIOKEHHE €a CbOTBETHO S M 1,7 MbTH

NO-BUCOKA, OTKOJIKOTO NpPH MAaJiM MbKe no0poBonauM (BxK. Touka 4.2 1 4.4).

Amaocunun
MHOTO OrpaHU4EHH ¢a NAHHHTE 10 OTHOLWIEHHE HA NPHIOKEHKHETO HA AMNOIUITHH NPH NMALHMEHTH C

yepHoaApoOHO yBpexkaaHe. [lauMeHTHTE ¢ YyepHOAPOOHa HENOCTATBYHOCT HMAT HaMaNEH KIMPBHHC Ha
AMJIOJHITHH B PE3YNTAT HA NO-ABLJIBT NONY-XHBOT KM yBeanuaBaHe Ha AUC ot okono 40-60%.

Ilon

Jocapman
[1py KeHH C XUNEePTOHHA TUV1a3MEHHTE HWBA HA JIOCAPTaH Ca 0 ABa TbTH MO-BHCOKH B CPaBHEHHE C

MBIKC C XHNICPTOHHUA, JOKATO IU1Ia3MCHHUTC HHUBA HA aKTHBHHA MeTabO/IMT He ce pa3/iHyaBa NpH MBHXKE H
AHKEHH,

[TauneHTH B HaNIpeaHa a Bb3pacT

Jocapmar

[Ipu nauMeHTH B HATIPEAHANA Bb3PACT ¢ XMINEPTOHHUA [U1a3MEHHTE KOHLEHTPALIWK Ha J10CapTaH U
HErOBHMA aKTHBEH METaDO/IMT He Ce pa3THUyaBaT ChIUECTBEHO OT T€3H NPH MAaAdHW MaLHEeHTH C

XHIICPTOHHA.

AMnoounun
BpeMeTo 3a 1OoCTUraHe Ha MUMKOBHM U1a3MEeHH KOHLEHTPALMH Ha AMJIOJHUITKHH € CXOAHO Ha Te3H NpH

NauUeHTH B HANpEeAHANAa Bb3pacT H NpH MjagH HHAHBHAK. KIIMPBHCHT HA AMAOAHNHE € ¢ TCHACHLMA
[a ¢e HaMansaBa, KOETO BOAM A0 NoBuiuicHHe HA "rrowra nod kpueaTa (AUC) » BpeMeTo Ha
ONYKHBOT MPH MAUHEHTH B HaNpeaHana Bb3pacT. Y BeqMueHHeTo Ha AUC v enHMHUHALIHOHHUA
MONYIKUBOT NP NALKWEHTH CbC 3aCTOMHA ChpAeYHA HEAOCTATLYHOCT ca Ounu cnopea oYaKBaHUATA 32
Bb3PAacToBaTa rpyna Ha rnaLMeHTHTE B TOBA NpoyuBaHe (Bx. Touka 4.4 "CrneunanHu npeaynpexaeHHs
4 npeana3sHH MepKH npu ynotpeda”).

5.3 IIpeaxaunr4yHH JaHHH 32 ezonacHOCT

AMIOAUNHH

Penpooyxmuena moxcuunocm
IIpoyuBaHua 3a penpoAYKTHBHA TOKCUMHOCT [PH IUTbXOBE ¥ MMLLKH Ca NOKa3aau 3abaBaHe Ha

TEPMHHA, YAB/DKEHA MPOABIIKHTEIHOCT Ha OpEMEHHOCTTA H HaMalABaHe X)KH3HEHOCTTA Ha
HOBOpOAEHUTE NpH A03H NpubansutenHo 50 mMbTH NpeBUILIABALLMA MAKCHMATHATA NPENOPbYHUTENIHA
I03a 3a Xxopara Ha b6asara Ha mg/kg.

Yepeowoane na hepmuwrumema
Hama edexr Bbpxy deprunivrera Ha MIbXOBE, TPETUPAHU C amnonnnuu (MBXKKK 64 IHH K XeHcku 14
AHHW npeau yHdTocraHeTo) NpH 103K Ao 10 mg/kg/nen (8 nurH * Makckmanuara npenop'bq aHa 2032
oT 10 mg n03a Ha B6azara Ha mg/m?). [Ipu Apyro npoyusaHe ¢ WILXOBE, MbXKKHTE TLTE
NIEKYBAaHH C aMJTOOHIHH 0€3unaT B npoabKeHHe Ha 30 QHH NpH A03a, KOATO € Cpaj /
xopa, Ha 6azara Ha mg/kg, ¢a OTHETEHH NOHWXXEHHE HA NNa3MEHUAT PONHKYNOC l' ,-;:,
TECTOCTEPOH, KAKTO H HaMaJlABaHE Ha MUIbTHOCTTA Ha cnepMarta W OpOST Ha 3pen

CCPTDJ'IHEBH KIICTKH.

K AdPDUYUHOZEREIA, MYMAZERE3A



HsamMa aaHHH 3a KAPLUHHOTEHHOCT PH MIBLXOBE M MHIUKH, TPETHPAHU € aMJIOAUIIHH B AHETATa 32 [1BE
roAHHHU B KOHUEHTPALUH, HIHUCIEHHN Ja OCUFYPAT JHEBHHU 10308K HUBa oT 0,5, 1,25 u 2,5 mg/kg/nen.
Hait-Bucokara no3a (npH MULIKK, 6/1M3Ka A0, a MPY NNbXOBE- ABA MbTU* MO-BUCOKA OT MaKCHMAa/IHATa
MpenopbYMTENHA KTHHKWYHA 032 oT 10 mg, H3uKcneHa Ha mg/m’) e 6runa 6nKU3Ka A0 MAKCHMANHATA
TOoNepUpaHa 1033 NMPH MHUIKKH, HO HE 32 NJTbXOBE.

[TpoyuBahus 32 MyTAareHHOCT HE MOKAa3BaT JIEKAPCTBEHO-00YCIIOBEHH €(PEKTH HUTO Ha FEeHHO, HUTO Ha
XPOMO30MHO HMBO,

*Ha 6a3ara Ha nauneHTH ¢ terso 50 kg.

JlocaprtaH

fpe KNIMHAYHHUTE IAHHK HE NOKA3BAT HAKAKBLB CNELU(PUYEH PUCK 34 XOpa Ha 6a3aTa Ha
KOHBEHLIMOHAIHH MTPOY4BaHHUA 32 001y papMakoIOrHieH, reHOTOKCHYEH U KapLIMHOTEHEH MOTEHLHAI.
[1py npoyuBaHMA 33 TOKCHYHOCT NPH MHOMOKPATHO AO3HPAHE NMPHUIAraHEeTO Ha JIOCapTaH HHOYUHpA
MMOHWXKaBaHEe Ha CTOMHOCTUTE Ha YEPBEHUTE KPBLBHH TenLa (€pHTPOLUTH, XeMOTJIOOHH, XeMaTOKPHUT),
NOBHLLIABAHE HA yped-N B C€pyMa H B OTJ€/IHU CITy4aH MOBHLUCHUE HA CEPYMHHUSA KPEaTHHHH,
HaMaJICHO TErJIO Ha ¢bpueTo (0€3 XUCTONOrHYHA BPb3KA) H CTOMALLHO-YPERHH MPOMEHH (JIE3HH Ha
NTMraByALIATa, 93BH, EPO3HH, KPLBOU3IHBU). KaKTO ¥ APYTrH BEUIECTBA, KOUTO AHPEKTHO BB3ACHCTRAT
BbPXY CHCTEMATA PEHUH-GHMHOTEH3HWH, JI0CapTaH JOKa3aHO HHAYLMpPA HEXKEIAHU peaKLuH o
OTHOLUEHHE HA KbCHOTO Pa3sBHTHE HaA IUJ101a, KOETO BOAM A0 CMBPT HA MU104a U MAPOPMALIUH.

6. PAPMAIIEBTHAYHHA JAHHH

6.1 Cnuchk HA IOMOIMHAATE BEMIECTBA

Anpo na Tabnerxara:

J1AKTO33 MOHOXUAPAT
Lenyno3a, npax (E460)

HHULLUECTE, NPEeXENTATHHHIUPAHO (LUAPEBHYHO)
HAPEBHUYHO HULLECTE

MHKpOKpucTanHa uenynosa (E460)
CUNHLIMEB AMOKCHI, KONOoUAeH Oe3BoacH
maruesues ¢reapar (E470b)

HATPHUEB HULLICCTEH rAMKOAT (TN A)

KBAT xeneseH oxcua (E172)

PUAMOBO NOKPHTHE:
NONKU(BUHMIOB ATKOXON)
TUTaHOB AUOKCHA (E171)
makporos 3000

tank (E553b)

yepBeH keneseH okeua (E172)*
XBAT XkeneseH okcun (E172)**

* HannueH BbB Punmupanute Tabnerku 50 mg/S mg, 50 mg/10 mg n 100 mg/S mg
** HanuyeH BB dunmupanute Tabaerkn 50 mg/S mg u 100 mg/10 mg

6.2 HecnLBMeCTHMOCTH
Henpunoxumo
6.3 Cpok na roanocrt

3 roauH#H




6.4 CrhneunajHH ycJIOBHSI HA CbXPaHEeHHe
To3u nekapcTBeH NpOAYKT HE U3UCKBA ClELIMA/IHU YCIOBUSA HA CbXPaHEHHUE.

6.5 BuaucbabpkKaHHe HA ONAKOBKATA

baucrep (OPA/AI/PVC donuo, Al ¢poamo): 10, 28, 30, 56, 60, 84 u 90 puamupanu tabneTku, B
KYTHS.

He BCHUKM BMAOBE OMAKOBKH MOrar aa ObaaT MycHaTH Ha nasapa.
6.6 CneuHa/iJHH NpeaNasHH MEPKH NPH H3XBbPJIsiHe H padoTa

Hama cneumasiHM U3UCKBaAHUA.

o INPUTEXATEJI HA PABPEILIEHUETO 3A YIIOTPEBA

KRKA., d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PABPELIEHUETO 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/5 mg - Per.Ne: 20140104

9. JAATA HA ITbPBO PABPEIHIABAHE/IIOAHOBSABAHE HA PABPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO paspewaBane: 31.03.2014 r.
JlaTta Ha nocieaHo noaHosasaHe: 06.02.2020 r.

10. JIATA HA AKTYAJIN3BUPAHE HA TEKCTA
|1 Anpua 2025

[Toapo6Ha uHdopmauMs 3a TO3H IEKAPCTBEH NMPOAYKT € MpeaocTaBeHa Ha yebcaiita Ha U3mbaHuTenHa
Arenuus no nekapcreara (MAJI) http://www.bda.bg.




