KPATKA XAPAKTEPUCTHUKA HA TIPOAYKTA. -
pc'a /_m 355

- UME HA JIEKAPCTBEHUA ITPOAYKT
a C $6172 zs B 2035

Tendopt 80 mg/5 mg Tabnerku
Telfort 80 mg/5 mg tablets

2. KAYECTBEH U KOJIHMUECTBEH CbCTAB

Tendopt 80 mg/5S mg Tabnerku: Bcsika Tabnerka cbabpxka 80 mg renmucapran (telmisartan) u 5 mg
amyionunuH (amlodipine) (KaTo amaoAMnUHOB Oe3uar).

[ToMOLIIHHK BelECTBA C U3BECTEH e(eKT:
Tendopr 80 mg/5 mg: Beska tabnerka cbabpka 320,4 mg copburon.

3a MbJIHUA CITUCHK HA MOMOIIIHUTE BELLECTBA BUXKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka

Tendopt 80 mg/5 mg: 6enu 10 KbITEHHKABH, NMPOABLIATOBATH, ABOHHO U3ITbKHAIH TaOJIETKH C
pa3mepu ot 18,5 x 8.5 mm u rpaBupan Haanuc "80" "5" ot ennara crpana Ha Tabnerkara.
JlenutenHara yeprTa He € NnpeHa3HavYeHa 3a cuyrnBaHe Ha TabJieTkara.

4. KJIUHUYHUA JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Tendopt e nokazaH KaTo 3aMeCcTBallla Teparnus MPH Bb3PaCTHH MALIUEHTH C €CEHLIMAJIHA XUTTEPTOHHS,
Ha KOMTO KPBBHOTO HaJIAraHe, € aJIeKBaTHO KOHTPOJMPAHO ¢ KOMOUHAaLMATA TeIMMCApTaH U
aMJIOZIMINHH, NMPUJIAraHu eIHOBPEMEHHO B CHLIOTO /1030BO HUBO.

4.2 J103HpOBKA H HAYMHH HA NMPHJIONKEHHE

J103UupoBKa

[TaumeHTHTE, NPHUEMALLIM AMJIOJIMITHH U TE€JIMMCAPTAH KAaTO OT/AEJHHU TabJIETKH, MOraT J1a npyeMar
Tabnetku Tendoprt cbaAbpKALUM CHLIMTE 1034 Ha OTAETHUTE KOMNOHEHTH. [TauuenTure TpsabBa na
M3I1013BaT KOHLIEHTPALMATA, CbOTBETCTBALLA Ha MPEAULLIHOTO UM JIEYEHHE.

[IpenopbuBaHaTa 103a € eaHa Tabnerka Teadopr AHEBHO.
MakcumanHara qHeBHa a03a Teadoprt e 80 mg/10 mg eauH MbT AHEBHO.
MakcuMasiHaTa IHEBHA /103a OT TeJimucapTaH € 80 mg U MakcuMaliHaTa IHEBHA 1033 OT aMJIO/IMITHH €

10 mg.

Cneyuaninu nonyiayuu

Cmapuecka 6v3pacm AR\

IS

He ce Hanara npu nauMeHTH B HanNpeaHajla Bb3pacT KOPEKLMs Ha 103aTa. ﬂonumqﬁﬂé’pﬁ

1) J

TpssOBa 11a ce u3BbpILLIBA C NOBHILIEHO BHUMaHHUE (BXK. TOUYKH 4.4 ¥ 5.2). MaJsiko e |1‘54 pua
[MPHUJI0KEHUETO MY MPH MHOIO Bb3pacTHHU MaLUEHTH. =




bwvbpeuno yepexcoane
He ce nanara npoMsHa B O3MpOBKaTa MpH NALMEHTH € JIEKO JO YMEpeHO OOpedHO yBpeXKaaHe.
ChilecTBYBAILIBAT OTHT NPH MALMEHTH € TEXKKO OBLOPEUHO YBpEKAAHE WIH Ha XEMOAHAIHN3A €

OrpaHH4eH.
[IpenopbuBa ce NOBHILIEHO BHUMAHHE, KOraTo ce M3non3sa Tendopt Npy TakKuBa MaLMEHTH, ThA KaTo

aMJIOZMITHH H TEJIMHCAPTaH He ce AHaIU3upaT (BX. CbHIO To4Ka 4.4).

Heprnoopobuo yepescoane

[IpenopbuHTesiHA JO3HPOBKA HE € YCTAHOBEHA MPH NMALMEHTH € JIEKO A0 YMEPEHO YEPHOAPOOHO
yBpeKAaHe. 3a TeIMUcapTaH NO3HPOBKaTa He TpAOBa na Raasuinasa 40 mg BeAHBK AHEBHO (BXK.
TovKa 4.4 TendopT € NpoOTHBONOKA3aH NPU NALMEHTH ¢ TEXKO HepHOAPOOHO YBpexaaHe {BK. TOUKA
4.3, 4.4 u 5.2). Ilpn naumeHTH € JeKo O0 yMepeHo YyepHoapobHo yBpexxnane Tendopr Tpabpa aa ce
npuiara ¢ NOBHIUECHO BHUMAHHE.

[leduampuvuna nonyrayun
besonacHocTTa W epHKacHOCTTa Ha Tendopt npu Acua Ha BL3pacT NoA 18 roAMHHU HE ¢a YCTAHOBEHHU.
HaMma HalW4HH DaHHH.

HauuH Ha NpUiokeHHe
Tendgopt MoXke na ce npueMa cu¢ WM 6e3 xpana. Ilpenopbusa ce Tendopr aa 6bae npueMas ¢

TEYHOCT.

4.3 IlporrBonoxazanns

- CBpBbXUYYBCTBHTEIHOCT KbM AKTHBHHTE BELUECTBA, KbM NHXHIPONHPHAHHOBH TPOH3BOAHH WIH
KBM HAKOH OT NOMOILHUTE BellecTBa, H30poeHH B Touka 6.1.

- Bropu v TpeTH TpUMECTBP Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 n 4.6).

- A b4HH 0OCTPYKTUBHHM HAPYIICHMS,

- Texko yepHOApOOHO yBRpEXKAAHE.

- TeXKa XHUIMOTOHMA.

- Lok (BKIHOYHTEIHO KAPAHOTI€HEH LLIOK).

- OOCTpYKUMA Ha M3XOQHHUA TPAKT HA NABATA KaMepa (Hanp. BUCOKOCTENCHHA a0PTHA CTEHO34).

- XeMoaAMHAMHYHO HecTa0WIHA ChpAeYHa HEAOCTATbYHOCT CIEH OCTbP MHOKapAEeH HHDAapKT.

EnHoBpemeHHaTa ynotpeba Ha Tendopr ¢ aMCKHpPEeH-ChABPKALIH MPOAYKTH € MPOTHBONOKAa3aHa IMpH
NaLMEHTH CbC 3axapeH adaber wiau 6L6peuro yepexaane (GFR <60 ml/min/1,73 m?) (Bx. Touku 4.2,

4.4,4.5u5.1).

4.4 CnenHajaHn npeaynpexIeHHS H NpeANa3HH MePKH NPH ynorpeba

Tenmucapran

bpemennocm
He TpabBa aa ce 3anousa npyeM Ha aHrHoTteH3HH II peuentopHu antaronucTd (AlIPA) no Bpeme Ha

bpemenHocT. TlalMeHTKHUTE, KOUTO TUTaHHpAT OpeMeHHOCT, TpAOBa Na MpeMUHAT KbM ANTTEPHATHBHO
AHTUXUIIEPTEH3UBHO JICYEHUE C YCTAHOBEH Npoduil Ha 6e30NacHOCT Mpu ynorpeba no speMe Ha
OpeMEHHOCT, OCBEH aKo ¢€ CUMTa, 4e € 0T ocobeHa BAXKHOCT Ja ce Npoab/DkU neueHueto ¢ AIIPA.
AKO € AnarHocTHuuHpaHa SpeMeHHOCT, nedyeHHeTO ¢ AlIPA TpabBa He3abasHO na Obae
NPEYCTAHOBEHO H KO € MOAXOAALLO0, A2 CE 3aMOYHE ATTEPHATHBHO NEUEHUE (BXK. TOUKH 4.3 U 4.6).

Yeprodpobro yepeacoane
He Tpsabpa aa ce npuiara npy NamMeHTH ¢ XOJIecTasa, ¢ XKIbYHH OOCTPYKTHBHH HApYLI
TEKKO YepHOAPOOHO yBpeKaaHe (BK. Touka 4.3), THH KaTo NoO-roJigMaTa 4act OT Te
eJIMMHHHpa Ype3 KIbukKata. [Ipu Te3H naMeHTH MOXe Ja ce OYakBa HaMaJieH yep
Tenmucapran Tpabsa na ce npwiara BHUMATENHO MPH NALMEHTH C JIEKH 10 yMepe
yepHoapodbHaTa QpyHKLMA.




Penosacxysapra xunepmonus

Koraro naiueHTH ¢be cTE€HO3a Ha OBLOpeUHa apTepHd WM CTEHO3a Ha apTEPUSTAa KbM €AHHCTBEH
¢byHxumoHupaiil 6s6peK ca TpeTHpaHH ¢ JICKapCTBa, NOBNHABALLM CHCTEMATA PEHHH-AHTHOTEH3HH-
aJ1IOCTEPOH, CBILIECTBYBA MOBHLIEH PHCK OT TEXKKa XHIOTOHHS U 6bOpeuHa HeAOCTATBHHOCT.

bvbpeuno yepeocoane u bvbpeven mpancrianmayus

KoraTo ¢e n3non3sa TeIMHCapTaH NpY NALMEHTH ¢ HapyilieHa Ob0peuyHa PyHKUHA, ce npenopbyBa
NEPHOAUYHO ClleleHe Ha KaJlul U CEPYMHOTO HHBO Ha KpeaTHHHHA. HaMa 1ocTaThbyHO 1aHHH o
OTHOLLUEHHE Ha NPWIOKEHHETO Ha TEJIMHCAPTAH NPH NAaLKEHTH CbC CKopollHa HsOpeuHa
TPAHCILTAHTALHNS. TeIMUCAPTaNbT HE C€ AUATTH3HPA.

Bvmpecvoosa xunogonremus

CuMnTOMaTHYHA XUNOTOHHA, 0coOEHO clle/ MbpBaTa A03a TEJIMUCAPTaH MOXKe Aa ¢ce Habaoaasa npu
NALHEHTH C TEXKDBK HATPHEB W/ UM 0OeMeH nePULUT NPH MOLLHA AUYPETHYHA TEPAIHS, AHETA C
OrpaHH4€HO MPHEMaHE Ha COJ, AMapHs WK NoBpbilaHe. TakuBa ChCTOSHHA TpadBa na Obvaar
KOPHTHPaHH Npeay NpuiokeHHe Ha TenMucaprad. HarpueBusar w/unn obemer nepuuur tpabea aa
Obae KOPMrupaH npeay NpuioKeHUe Ha TelIMHCapTaH.

soiino baoxupane na cucmemama pernun-an2uomensun-aidocmepon (PAAC)

HMMa nanun, ye eaHoBpemenHarta ynorpeda Ha ACE-uHxuburopu, anrnorensut Il penentopHu
ONOKkepH WIH ATHCKHPEH NMOBHLIABA PHCKA OT XHNOTOHHA, XHNEPKAITUEMHA, H HAMaIABaHE Ha
Obp0OpeuHata pyHkiua (BKIMIOYHTENHO ocTpa OB0peyHa HegocTaThyHOCT). [lopanu ToBa HE ce
npenopbuea ABoiiHo 610okupaHe Ha PAAC upe3 komOnHupanara ynotpeba Ha ACE-unxuburopy,
aHrHoTeHsun Il peuenTopHU OJIOKEPH WIH anUCKUPEH (BXK. TOUKK 4.5 1 5.1).

AKO ce npelLieHH, 4e TepanuiaTa ¢ ABOHHO OokHpaHe e abcomoTHO HeodXxoaMMa, ToBa TpAOBa Aa ce
OCBIIECTBABA CaMO Mo/ HaOMIOACHHUETO HA CIICHHAIMCT W MPH HECTO BHUMATE/IHO MOHUTOPUPAHE Ha
OBLOpeuHaTa PyHKUMSA, €NEKTPOJIMTHTE H KPBLBHOTO HaJAraHe.

ACE-sHXHOuTOpH M anruoreH3uH ll peuenropun 6nokepn He TpsOBa Aa ce U3MON3BaT €AHOBPEMEHHO
Npy MalKEHTH ¢ 1HabeTHa HedponaTus.

Kato nocinenuua 0T HHXMOHPAHETO HA PEHUH-aHTHOTEH3HH-ANI0CTEPOH CHCTEMATA , XHIIOTOHHUA,
CHHKON, XMNEpKaJIHEMHA U NIPOMEHH B 0b0OpeyHaTa QyHKUHA (BIUIIOYHTENHO OCTpa OLOpeyHa
HEAOCTATBYHOCT) ¢a AOK/IAIBAHU TIPH NPEAPa3noNokKEeHH NalUeHTH, 0coDEHO, ako ce KOMOMHHpAT

JIEKAPCTBEHH NMPOAYKTH, KOUTO MOBNHABAT TA3M CHUCTEMA. 3aTOBA ABOHHAaTa H10Kafa Ha peHUH-
AHFHOTEH3WH-ANIOCTEPOH CHCTEMATA (HanpuMep upe3 npunaraHe Ha TeIMHCApTaH ¢ Apyrure 6iokepu

Ha PeHHH-AaHMHOTCH3HH-ANAOCTEPOH CHCTEMATA) He ce NpenopbuBa. BHUMaTeNnHO npocneasBaHe Ha
ObOpeuHaTa PYHKLUMA € NPENOPBUHTENIHO, AKO CE CHUMTA 33 HEOOXOAUMO EJHOBPEMEHHO MPUIOKEHUE.

[lpyzu cocmosnusa CoC CMuMyIayus Ha CUCMeMama PeHUH-aH2uoOMeH3UH-a10oCmepoH

[Tpyn nauueHTH, YHHTO CHAOB TOHYC U OBbOpeuHa PyHKLMS 38BUCAT OCHOBHO OT AKTHBHOCTTa Ha
CHCTEMATA PEHHH-AHTHOTCH3HH-ANAOCTEPOH CUCTEMATA (HanpHMep MAaLHEHTH ¢ Te)KKa 3acTo#Ha
CBPASYHA HEAOCTATBYHOCT WIH Noanexaino 6u6peyHo 3abonasaHe, BIIIOYHTENHO H CTEHO3a HA
OnOpeuHaTa apTepH), ICYECHHETO € JIEKAPCTBEHN NMPOAYKTH, KOUTO MOBJIHABAT Ta3H CHCTEMA KaTo
T€JIMHCApPTaH, Ce€ CBBP3Ba C OCTPA XHMOTOHHUA, XHIIEPAZOTEMH, OAUTYPUA HITH pAaKo o¢cTpa HbOpeuna
HeAOCTAaThYHOCT {BX. TOUKA 4.8).

ITvpsuven aroocmeporuzvm
ITauneHTH ¢ MBPBHYEH aNAOCTEPOHHILM MO NPHHLUMN HAMA A pearupar Ha aHTHXUNEPTEHIUBHH

JIEKapCTBEHH MPOAYKTH, JSHCTBALUH Ype3 HHXHOHpaHe Ha peHUH-aHI'HOTEH3UH CUCTEMATA. Hopa,nu
TOBA, YNoTpebara Ha TeJIMHCAPTaH HE CE MPENnophYBa.

KaxTo npu apyrure Ba3oAWIaTaToOpH, cneuua.nﬂo BHUMaHHe € HeOOX0AUMO TIpH 1
WJIH MHTPAJIHA CTEHO3a MM OOCTPYKTHBHA XHNEPTPOPUUHA KapAHOMHONATHS.




Hayuenmu c ouabem, aexysanu ¢ unCyaun uru aumuouabemnu aexapemea

[Ipu Te3H NalMeHTH MOXKE Ja HACTBIIH XUIIOTJIMKEMHA [PH JIEYEHHE ¢ TeIMHCapTaH. 3aToBa, NPH TE3H
naLHeHTH TpAOBa Ja ce 0OMHCIHM CBOTBETHO NMPOCIEeAABaHE HA KPBBHATA 3aXap H MOXE /14 C€ HATOXKH
KOPHUIHpaHe Ha 103aTa Ha MHCYJIMHA WK AHTHWaDEeTHHTE IEKapCTBa, KOraTo € NnoKas3aHo,

Xunepranuemus
Ynotpebarta Ha 1eKapCTBEHH NPOAYKTH, KOUTO NOBJIHABAT PEHWH-aHTHOTEH3UWH-ANIIOCTEPOH
CUCTEMATa MOXE Nla AOBEAEC A0 XUNEpPKaATHEMHA.

XunepkaiHeMusaTa Moxe Ja Obe ¢ daraieH H3Xoa NPH NauKeHTH B HanpeaHana BL3pacT, NpU
naLMeHTH ¢ ObOpeuHa HeIOCTATHEYHOCT, NPU NAaUMEHTH ¢ AnabeT, NpU NALMEHTH, JIEKYBaHH
eJHOBPEMEHHO H C APYTH JIEKAPCTBEHH NMPOAYKTH, KOUTO MOTAT Aa NMOBHILNAT HUBATA Ha KaNUs WHIH
MpU NalHeHTH ¢ NPHOPYHKABALIY CHCTOAHHA.

[Ipeny na ce B3eMe pelleHHE 332 eAHOBPEMEHHO NPWIOKEHHE HA NEKAPCTBEHH NMPOLYKTH, KOMTO
NMOBJMABAT PEHHH-AHMHOTEH3HH-ALAOCTEPOH CUCTEMATA, TPAOBa A1a Ce NPELIEHH ChOTHOMIEHHETO
nonsa/ puck.

OCHOBHHTE PHCKOBH (paKTOPH 3a Bb3HUKBaHE Ha XUIIEPKAIUEMHUS, KOHTO TpaOBa na ce B3eMaT noa

BHAMAaHHE, ca:

- 3axapeH nuabet, 6b0peuHO yBpekKaaHe, Bb3pacT (>70 roguHu)

- KomOHHa1Mg ¢ eAHH HIH NMOBEYE JICKAPCTBEHH NPOAYKTH, KOHTO NMOBJIHABAT PEHUH-
AHMHOTEH3UH-ATAOCTEPOH CHCTEMATA WiWnH KanuesH A0OaBkH. JIekapcTBEHH NPOLYKTH HIIH
TEPANeBTHYHH TPYIIH JIEKAPCTBA, KOMTO MOTAT JIa NPEAM3BHKAT XHNEPKAIHEMHS Ca: COJIEBU
33aMECTHTENH, ChABPKALLH KaIWH, kanuit-coxpaHaBaliy AHypeTHLH, ACE HHXHOHTODAH,
aHrMoTeH3HH 1] peuenTOpHU aHTarOHUCTH, HECTEPOUIHH NMPOTHBOBBITIAIMTEIHH JIEKAPDCTBEHH
npoaykTH {HCTIBC, sxmounrento cenekTHBHA COX -2 HHXUOHTOpPH), XenapHH,
HMYHOCYIIpecOpH (LUHKJIOCMIOPHH WK TAKpPOJIHUMYC) H TPHMETONPHM.

- HurepkypeHTHH CHOUTHA W MO-CNELMAIHO ACXHAPATUpaHe, OCTpa ChpAEYHA AEKOMIICHCALHA,
meTaboIMTHA alMAo3a, BiolleHa 6nbpeuna dyHkius, BHE3aMHO BiIolIaBaHe Ha 6vOpeuHoTo
CHCTOSHHE (HanpuMep HHQPEKUHO3ZHHU 3a00NABaAKHS ), KIETHYHO JTH3IHpaHe (HAMpUMeEp OCcTpa
HCXEMHA Ha KpaitHHKa, pabnromMuonusa, oOlIMpHa TpaBMa).

[Ipy pHCKOBH NMALHEHTH C€ NMPENOPbYBA BHUMATEIHO CIEACHE Ha CEPYMHHA KaTHH (BX. TOuKa 4.5).

Humecmunanen anzuoeoem

3a HHTECTHHAJIEH aHIHOEAEM Ce ChoOLLAaBa MPH NAUMEHTH, JIEKYBAHH ¢ aHTHOTeH3UH 11 peuenTtopHu
aHTaroHncTH (B, Touka 4.8). Tesn nauneHTH HMaT kopeMHa 0oJka, raaeHe, NOBpbLUAHE H JHAPHS.
CUMITTOMHTE OTIIYMABAT CJIe] [PE€yCTaHOBABAHE Ha aHIMOTEH3HH II peLilenTopHHUTE AaHTArOHUCTH.
AKO ce IHArHOCTHLIHPA HHTECTHHAJICH aHFHOEIEM, JICYEHHETO C TeJIMHCapTaH TpaOBa na ce
NPEYCTAHOBH M J1a C€ 3aflOuHe NOAXOAAL0 HabloaeHHe A0 MBIHOTO OTIIYMSABAHE HA CHMITTOMMTE.

Emnuvecku paznuyun

Kakro € Habmoaasano npyH HHXUOUTOPUTE HA AHTHOTEH3WH KOHBEPTUPALLUSE C€H3HM, TEJIMUCAPTAH U
OPYTHTE aHrHOTEH3UH I peLienTOpHH aHTATOHHCTH €a OYEBHAHO NO-MAIKO €(PEKTHBHH B
NOHH)KABAHETO HAa KPBbBHOTO HANArAHE MPH XOpa OT YepHAaTa paca, OTKOIKOTO NPH APYTHTE PacH,
BEPOATHO MOPaAH MO-4€CTOTO CpelllaHe B YepHaTa MoMyJau{s Ha HUCKO PEHHHOBO HUBO ¢ MPOABH Ha
XHIIEPTOHKA.

Lpyau

Kakto IIPH APYIrK AHTHXHNCPTCH3UBHHY ar¢HTH, CKCLICCHBHATA PCAYKUHA Ha KPbBHOTO H

MHOKApACH UH(APKT WIH HHCYIIT.

= _a

AMJIOOMINH Z / e S ik
BesonacHocTTa ¥ epUMKACHOCTTA HA AMIOJUITHH NIPH XHNEPTOHHYHA KPH3a He € yCRaBoBaHy: ~ . -
ey eI L




ITayuenmu cvc copoevna HedocmamvyHocm

[TlauneHTHTE CBC CHpAECYHA HEAOCTATEYHOCT TPAOBa Aa ObaaT nexyBaHu ¢ BHHMaHue. B anirocpouso
naLebo-KOHTPONHPAHO H3NHTBAHE NPH NTALIMEHTH C TEXKA chpAeyuHa HeaocTaTbuHocT (NYHA knac
111 u 1V) crobuaBanara yectora Ha 6enoapobeH oTok € Ouia No-BUCOKA B rpynara, 1eKyBaHa ¢
aMJIOAHITHH, OTKOJIKOTO B rnaiedo-rpynata (Bx. Touka 5.1). biiokepH Ha KaJLHEBHTE KaHAIH,
BK/IFOYUTENIHO aMJIOIMIIHH, TpAOBa Aa C€ H3NON3BAT ¢ NOBHLICHO BHUMAHHKE NPH NALMEHTH ChC
3aCTOHHA ChPACYHA HEAOCTATBYHOCT, Thif KATO MOTaT Aa NOBUUIAT PUCKA OT OBbACIIN CHPACYHO-
CHAOBH CHOMTHA H CMBPTHOCT.

ITayuenmu c napywena vepnoopobuna Qynxyus

[TonyxuBOTHT HA AMIOAUINHH € YIBJIIXKEH, a cToHHOCTHTE Ha AUC ¢a no-BHCOKH IPpH NALMEHTH C
HapyllieHa uepHoapodHa PyHKUHUA; HE Ca YCTARHOBEHH NPENOPBKH 3a Jo3upaHe. CleaoBaTeHo,
aMJI0AHNKH TpaOBa na ce 3anoyHe ¢ Hai-HUCKaTa J03a H Aa ce ITPOABH BHUMAHHE, KaKTO B HAYaJI0TO
Ha JIeYeHHETO, TaKa H NPH NOBHLLIABaHE Ha Ao3ata. [Ipy naleHTH ¢ Texka YeproapodHa
HEeIOCTATBYHROCT, MOXKE Ja ¢€ Hanoxku 6asHO THTPHUPAHE HA 803aTa H BHUMATENHO MOHHUTOpUpaHe.

Cmapuecka ev3pacm
[loBHIaBaHE HA A03aTa MMPH NALMEHTH B CTapUyecKa Bb3pacT TpAOBa na ce U3BbpLIBA C BHUMAHHE (BXK.

TOUYKH 4.2 ¥ 5.2).

Ilayuenmu ¢ 6vbpeuno yspesicoane
AMJTOANNUH MOXKE 1a Ce M3MOJI3Ba MPH TE3HU NALHEHTH B HOPMAaJIHH 103H. [IpoMenn B riazmeHHTe

KOHUCHTPALUHH Ha aMJIOAHITHR HE Ca CBbpP3aHH CbC CTCIICHTA Ha 6'1:6])3‘IHOTD YBpCKaHc. AMIOAHNUH
HE C€ AHaJIN3HUDpa.

IIpedynpexcoenun 3a nomowynume gewjecmsa
To3u nekapcTBeH NPOIYKT CuAbPXka copburon. [laumueHTH ¢ psaka HACAEACTBEHA HENOHOCHMOCT KBM
dpykroza (HFI) He TpaOra na npuemMaT TO3H JIEKAPCTBEH NPOAYKT.

AJHUTHBHHAT €(EeKT OT €RHOBPEMEHHOTO NPHIOKEHUE HA MPOAYKTH ChABPKALIH copbuTon (Mau
$pyKTO3a) U NpHEMBT Ha copOrTON (MK PpyKTO3a) C XpaHaTa TpAOBa Aa ce B3eMe B MPEIBHA.

ChabpKaHHeTo Ha copOHTON B JIEKAPCTBEHH NPOAYKTH 38 NEPOPATHO NMPHIOKEHNE MOXeE Aa NOBIKAE
OMOHATHYHOCTTA Ha APYTH JICKAPCTBEHH NPOAYKTH 33 NEPOPANHO MPUITOKEHHE MPU eAHOBPEMEHHATa

UM ynortpeba.

To3M n1ekapcTBEH NPOAYKT ChABPKA No-Manko ot 1 mmol BaTpuii (23 mg) B Tabnerka, Taka ye Ha
NnpaxKTHKa ¢ ,,6e3 HaTpHi®.

4.5 BaanmoaelicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha B3aumoaeilicTBae

Cebp3aHu ¢ TenMHcapTaH

JIHroKCHH

[Ipn eanoBpeMenHa ynorpeba Ha TeAMUCApPTaH ¢ AHIOKCHH ce Habmonasa yMEpeHO NOBHUIABAHE HA
nukosaTa (49%) ¥ Ha Hal-HucKaTa (20%) nia3Mena KoHueHTaluMa Ha AMrokcud. [lpy 3anouBaxe,
KOPHIrHpaHe Ha A03aTa WIH CIHPAaHe Ha JICYEHHUETO ¢ TeIMHcapTal, Tpadra aa ce Habnioaarat HUBaTa
Ha JUIOKCHH, 3a J1a ce MOAALPXKAT B TEPanesTHYHHA HHTEpRa.

KaxTo H aApyrure n1ekapcTBEHH NPOLYKTH, KOUTO ITOBIHABAT PEHUH-@HTHOTEH3UH-AJ1A0CTEPOH
CHCTEMATA, TS/IMMCAPTAH MOXe Aa NpeaH3BHKA XurnepkanueMus (Bx. Touka 4.4). To3u '
C€ YBEJIHYY B ClTy4yait Ha KOMOMHHpaHO JieyeHue ¢ APYTH JIEKAPCTBREHH MPOAYKTH, KOYT
Ja NPEAU3BUKAT XHNEPKATTHEMHUA:CONICBH 3aMECTHTENH, ChAbPKALIH KaTHil, lca.rmﬁ-jc'fa
anypetuu , ACE uHuxuburopu, aHruoteHsud [l peLenTopHU aHTarOHUCTH, HE
npoTHBOBB3NATHTEAHHK cpeacTea (HCIIBC, sknouynrendo cenektiBHd COX-2 u

XENEPHH, HMYHOCYNIPECOPH (LIMKIOCTIOPHH HIH TAKPOTHMYC), H TPHMETONPHM. |




B13HHKBaHETO HA XHNEPKAITMEMHSA 3aBUCH OT CBBLP3aHHUTE C TOBA PUCKOBH (akTOpH. PUCKBT ce
MOBHILLABA IIPH NO-TOpe NOCOYCHUTE NeuyeOHH koMOUHaLKK. PUCKDBT € ocoDeHo BUCOK npH
KOMOHHaLIMA ¢ KaNHH-CbXpaHABALIM JHYPETHLH M KOraTo ¢€ KOMOMHHpA CHC CONEBH 3aMECTUTENH,
ChObpKalK Kanuid. HanpuMep npu komduHauma ¢ ACE uHxnbutopn mnn HCIIBC puckbT e mno-
MabK, IPH YCJAOBHE, Y€ CTPHKTHO Ce CMa3BaT Npeana3HUTe MEPKHU NpH ynorpebda.

Eonoepemennomo npunooicenue ne ce npenopsyéd

Kanuii-coxpanssawu ouypemuyu wiy xaauesu 000asxu

AHrrvoTteH3uH Il penenrTopHH aHTarOHHCTH,KATO TEJIMHCApTAaH HaManaeaT 3arybara Ha kanui. Kanui-
ChXpaHABALIMTE AHYPETHLM KaTO CIIUPOHOJIAKTOH, €IU1EPEHOH, TPHAMTEPEH WM aMUWIOPHA,
KaJIneBHTE OOABKH WIH CONEBUTE 3aMEeCTUTENH, ChIBPKALM KaIMH MOraT Ja AOBEJAT A0 3HAYHMO
[MOBHULIABAHE HA CEPYMHHSA KaIUH. AKO €IHOBPEMEHHOTO NPUIOKEHHE € MOKa3aHO NMopaaH
yCTaHOBEHA XHIOKANUEMHA, TO TPAOBa ia Ce U3BBPLIBA C MOBHILICHO BHHMAaHKE ¥ TPAOBa 4eCTO Aa ce
CNneaU CepyMHHs KaTHM.

JIumuii
1o BpeMe Ha €THOBPEMEHHO MPUIOKEHHE HA TUTHIH ¢ MHHXHOUTOPH Ha AHTHOTEH3UMH KOHBEPTHpPALLIHA

€H3MM H C aHrHoTeH3MH 1] penenTopHH aHTaroHKUCTH, BKIIOYMTEITHO TEIMUCAPTaH, ca HabmonaBaHH
0bOpaTHMMO NMOBHLLIEHHE HA CEPYMHHUTE JIHTHEBH KOHLIEHTPaLKH U MPOABH HA TOKCHYHOCT. AKO Ta3u
koMOHHaLKHA € HeoDXoauMa, Ce MPENopPbHBa BHUMATENHO ClleleHe Ha CEPYMHUTE HHBA Ha JIUTHA.

EonospemerrOmMO npunoxcetie U3UCKBA NOBUUIEHO BHUMAHUE

Hecmepoudnu npomusosv3narumeanu cpeocmsd

HCIIBC (T.e. aleTUNICATHLUHIIOBA KHCEMHHA B TIPOTHROBB3NANHTENHHM 1034, COX -2 HHXHOUTOPH H
HecenekTHBHE HCIIBC) morat na HamMansT aHTUXHUINEPTEH3IUBHUA ePEeKT Ha aHrHoTeH3uH 1l
peLIENTOPHUTE aHTaroHHCTH. IlpH HAKOH nauneHTH ¢ HapyweHa OuOpeuHa PyHKuna (HanpuMep
ACXUAPATHPaHH NMALMEHTH WIM MALMEHTH B HaNpeaHarna Bb3pacT ¢ HapyuieHa Ovp0peuna QyHKLms )

e JHOBPEMEHHOTO MPHJIOKEHHE Ha aHTHOTEH3HH |l peuenTopHH aHTaroHyCTH H 1€KapCTBEHH
NPOAYKTH, KOUTO HHXMOMPAT LIMKIIO-OKCHUI¢HAa3aTa MOXKeE 112 IOBE/E 0 MO-HATATBLIHO BAOLLIABAHE HA
6bOpevHara GyHKIMA, BKIIOMHTENHO € Bb3IMOXHA ocTpa 6n0peuHa HelOCTATbYHOCT, KOATO
obukHOBeHO € cOpatma. [1o Ta3u npuunHa, kKoMOHHauMiaTa TpaAdBa Aa ObAE npHnarala ¢ AOBHIIEHO
BHHMAaHHE, 0COOEHO NpH NalLMEHTH B HanpeaHana pb3pact. [launeHture Tpadea qa 6vnaT aneksaTHO
XHAPATHPaHH U Aa 6bae npocneasBaHa OpOpeyHaTra UM PyHKLIMA B HAYANOTO HA KOMOHHHPAHOTO
JICYCHHE U NEPHOAHYHO ClIE] TOBA.

Pamunpun

B eaHo npoyyBaHe eAHOBPEMEHHOTO [TPHIAaraHe Ha TEJIMHCAPTAH U PaMHIIpUI € JOBENO A0
nopumiaBaHe Ha AUCO0-24 U Cnax Ha paMANpW U paMunpuiaar Ao 2,5 meTH. KNMHHYMHATA 3HAYHMOCT
Ha TOBa Ha0MI0NeHHE HE € W3BECTHA.

Luypemuyu (muazuonu wiu bpumxoeu ouypemuyu)

[IpeawecTraing Tepanusa ¢ BHCOKH J03H JUYPETHLH KaTo pyposemMua (OpMMKOB AHYPETHK) U
XHAPOXJIOPOTHAa3KA (THA3HAEH AWYPETHK) MOXe Ja JoBene B0 06eMeH neuUHT H PHCK OT
BbL3HMKBaHE Ha XHMOTOHHSA NPH 3ariouBaHe Ha NeYeHUe ¢ TeJIMUCApPTaH.

Tpabea ca ce 83eme OO BHUMANIE NPU OHOBPEMERHO NPUWIONCEHUE

Zpyzu arnmuxunepmeH3usHy AeKApcmeersyu npooyKkmu —
XUMNOTeH3IUBHUAT €PEKT HA TEIMHCAPTAH MOXE Jia Ce€ NOBHLUH NPH €IHOBPEMEHHOTO '
APYIrH AHTHXUIMIEPTCH3UBHHU JIEKAPCTBEHH NMPOAYKTH.

JaHHH OT KITHHHYHY NPOYYBAHHUA NOKA3BAT, Y€ ABOHHATA O6N10Kaa HA PCHUH-AHT . .
anaocrepoH-cuctemara (PAAC) upes koMOuHHpaHO W3noa3BaHe Ha ACE-HHXHOuUY gl,.k qumm'emliﬂ = /)
I1 penenTopHH OJIOKEPH WIH ATUCKHPEH € CBBbP3aHO ¢ NO-BHCOKA YECTOTa Ha Hc}xejlhrm pealdmnrkam « J/
XHIMOTOHUA, XHITepKaJIHEMHA U HamancHa 0bOpeuna QyHKLHA (BKTIOUYHTENIHO OCTpa K - h-;:l.“‘“ //’
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HENOCTATHYHOCT), B CPABHEHHE ¢ M3MOJI3BAHETO Ha eiuH areHT nosnuasau PAAC (Bx. Touku 4.3, 4.4
H35.1).

B3 ocHOBA Ha (apMaKOJIOrHYHHTE MM CBOMCTBA € Bb3MOXKHO JIEKapCTBEHHTE MPOAYKTH SaknodeH,
aMH(OCTHH MOraT a NMOBUILAT XHIIOTCHIUBHHA €EKT Ha BCHUKH aHTHXHIIEPTEH3NBHHU CPE/ICTBa,
BKJTIOHMTENIHO TenMucapTaH. Cbllo Taka, OpTOCTATHUHA XUNIOTOHHA MOXeE [1a Ce BJIOLLIH OT AJIKOXOJ,
OapbuTypaTi, HAPKOTUYHH BELLECTBA WIH AHTHACNIPECAHTH.

Kopmuxocmepoudu (cucmemno npuloXcenue)
HamanssaHe Ha aHTHXHINICPTEH3UBHHA €(EKT.

BiauMoaefcTBHS CBBP3AHH ¢ AMJIOJAMITHUH

Edhexmu na opyau nexapcmeenu npoOoyxkmu 6vpxy aAmMAOOUNUH

CYP3A4 unxubumopu
EnHoBpeMeHHOTO NpHIOXKEHHE HA aMJIOAMITHH cbe CHIIHH Wi ymepeHH CYP3 A4 naxnburopu

(npoTeazHd HHXHOHTOPH, a30THU NMPOTHBOrBOMUHM CPEACTBE, MAKPOIHMIH KATO EPHTPOMHLIMH HIN
KNapHTPOMHKLIHH, BepanaMil Wi JHIITHAa3EM) MOXE JIa A0BEAE A0 3HAYHMO YBETHYABAHE Ha
€KCMO3ULHMATA Ha aMIoauniH. KNMHUYHAaTa 3HaYUMOCT HA Te3H (apMaKOXUHETUYHH BapHallii MOXe
la e no-H3pa3eHa NpH NallHeHTHTE B cTapyecka Bb3pacT. [Ipenoprysa ¢c¢ BHHMATENHO KIWHHYHO
NpoceAsBaHEe H MOXE /13 €€ HANOXKH KOPEKLIHA Ha J034Ta.

CYP3A4 undyxmopu

[Ipn eqHOBpeMEHHO NMPWIOKEHHE Ha W3BeCTHH MHAYKTOpU Ha CYP3 A4 nnazMeHaTta KOHLIEHTpaLMA Ha
aMNOAMNHH Moxke aa Bapupa. [lopanu ToBa KpbBHOTO Hanarane TpadBa na ce npocneasBa H Na ce
oOMMCAK aZanTHpaHe Ha [03aTa KakKTO N0 BpEME, TaKa W CJied €AHOBPEMEHEH NMPHEM, OCODEHO CbC
ciwiHi CYP3 A4 nnaykropu (Hanp. pHpaMNHULIMH, XKBJIT KAHTApHOH).

I'petindpym u cox om zpeingppym
He ce npenopruBa ynotpeba Ha aMIOAMNIHH © FPeAN@PYT WK COK OT rpeindpyT, Thil KaTo Mpu

HAKOH NalUEHTH OMOHANTHYHOCTTA MOXKE Jia Ce IMTOBHILH H a NOBEAE A0 3aCHIBAHE HA
AHTHXHHCPTCH3IHBHHUTC ecl)em.

Laumponen (ungyzun)

I[1pH :KMBOTHH ca HabNIOZABAHH NIETAIHO KAMEPHO MBKACHE H ChPAEYHO-CHAOB KOMANC, CBBP3aHH C
XHMEPKATTHEMHS CIIE/l MPHJIOKEHHE Ha BEpanaM M UHTpaBeHo3eH aaHTponeH. [lopaau puck ot
XHIEPKaJIHEMHA, CE MPENOPBBa Aa ce W3bArBa eIHOBPEMEHHOTO NMPHIOKEHHE C aHTATOHHCTH Ha
KalllHeBHTe KaHAMH KATO aMJIOAMITHH NPH NMaUMEHTH, NPEAPa3NOIONKEHH KbM MaJIMTHEHA
XHIEPTEPMHA H MPH OBJIANISBAHE HA MAJIMTHEHA XHINIEPTEPMAA.

Edexmu na amnoounun evpxy opy2u aexapcmeeru npooykmu

EdexkTuTe BbpXy NOHHXKABAHE HA aPTEPHAAHOTO HANATAHE HA aMJIOMITUH C€ HacIarsaT KbM
MOHWXKABALIUTE KPHBHOTO HANATaHe €(EKTH HA APYTH JIEKApCTBEHH CPEJICTBa C AHTUXHIIEPTEH3UBHH
CBONCTBA.

Taxkpoaumyc
Mma onmacHOCT OT noBHIIIABAHE HA KPBbBHHUTE HABA HA TAKPOJIUMYC, KOraTo ¢€ npriara € IHOBPpEMEHHO

¢ aMJIOZTMITHH. 33 Na ce H30erHe TOKCHYHOCT Ha TaKpOJMMYC, NPUAIOKEHUETO Ha AMJTOAUIIHH MPH
MaLHEHTH, JICKYBAHH ¢ TAKPOJIMMYC H3UCKBA KOHTPOJ Ha KPBBHUTE HUBA HA TAKPOJIHMYC M KOPEKLIHA
Ha J03aTa HA TAKPOJAMUMYC, KOTaTo € NMoAXoAALlO.




Panamuyun (mTOR) unxubumopu

mTOR MHXUOHTOPH KaTO CHPOIUMYC, TEMCHPOIMMYC H eBeponumMyc ca cybcTpatu Ha CYP3A,
AmnoaunuH e cnab CYP3A unxuburop. [1pu eanospeMenHa ynorpeda ¢ mTOR uHxubuTOpH,
aMJICAWIYH MOXKE Aa YBEJIWHH uanaradero Ha mTOR uHXHOHUTOpM.

L{uxnocnopun

He ca npoBexaaHd MpoOy4BaHHMR 3a JIEKAPCTBEHH B3aHMOIECHCTBHA MEXAY LUMKNOCTIOPHH H
aMJIONIMITHH NIPK 3APaBH JOOPOBONLUM WIH APYTH TIOMyNallH, ¢ H3KTIOYEHHE Ha NaLMeHTH ¢ OpOpeuHa
TpaHcrUiaHTauus. IIpy HabnogasaHUTE naLMEHTH KOHLIEHTpauuaTa Bapupa (cpeaHo ot 0% no 40%)
Ha uuKiIocnopuH. TpabBa aa ce npoBexaa MOHHTOPUHT Ha HUBATa Ha LIMKJIOCTIOPHH MPH NALMEHTH C
O0LOpeyHa TpaHCIUIaHTaUMA, Ha aMJIOJAMITHH, K J103aTa Ha UWKIOCNOPHH TpaOBa na Obae HaMaleHa,
KOraTo € HeobX0aUuMoO.

Cumeacmamun
EnHoBpeMeHHHAT NPHEM Ha MHOTOKpAaTHH 1034 Ha 10 mg amunoaunun ¢ 80 mg cHMBacTaTHH

MOBHILABA €KCMO3ULIMATA HA CHUMBACTATHH CbC /7% B CpaBHEHHE CbC CHMBACTATHH MOHOTEPAanNus.
[1ps nauyeHTH, NpHEMAILH aMJIOAKITHH, NPEASARaTa 1032 cHMBAcTaTHH € 20 mg AHEBHO.

[Npy KIHHHYHY U3NTHTBAHKA 32 B3aHMOACHCTBHS aMJIOAHITHH HE MOBJIHABA papMaKOKWHETHKATA Ha
aTOPBACTATHH, JHIOKCHH WM Bap(papHH.

4.6 DeprHaHTET, OPEMEHHOCT H KbpPMeEHe

bpeMeHHOCT

Tendopt He ce npenopbUBa MO BPEME Ha ITbPBUE TPUMECTBLP H € NMPOTHBOMNOKA3aH MO BPEME Ha
BTOPHA, H TPETHA TPUMECTHP OT OPEMEHHOCTTA.

TendopT € NPOTHBONOKA3aH MO BPEME HA BTOPHA H TPETHA TPHMECTHP OT OpEeMEHHOCTTa NopaaM
CBIbPXKAHMETO Ha TEIMUCAPTAH.

Teamucapman

He ce npenopbusa ynorpebara AIIPA npe3 mepeua TpuMecThp Ha 6peMeHHOCTTA (BXK. TOuKa 4.4).
Ynorpebara Ha AIIPA e npoTHBONOKAa3aHa NMpe3 BTOPUS U TPETUA TPUMECTHP HA OpeMEeHHOCTTa (BaXK.

TOYKH 4.3 1 4.4).

Hama nocrarsuHo AaHHH 3a ynoTpebaTa Ha TeMHcapTaH pu OpeMeHHH xKeHU. EKcriepuMeHTanHuTe
MPOYUBAHHA NMPH )XMBOTHH MOKA3BAT PENPOLYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

ErmuneMHONOrHYHHUTE JaHHH 34 PUCKA OT TEpPaTOreHHocT ciaen ekcnosuuua Ha ACE vaxundbvropu npes
NBPBHK TPHMECTHP Ha OpeMeHHOCTTa He ca ybeauTenHn. Bee nak, He MOXe Aa ce H3KMO4YHM ¢nabo
NOBHUIABaHE Ha pHcKa. J[okaTo HAMa KOHTPONHPAHH ENHIEMHOJIOTHYHH AAHHH 38 PHCKa NpH
ynotpeba Ha AIIPA, ¢X0QHH pHCKOBE MOTaT Aa ChILECCTBYBAT # NP TO3H KNac JIEKapCTBa.
[TaliMeHTKHTE, KOMTO IUIaHUpaT OpeMeHHOCT, TpAOBa Ja NPEeMHHAT KbM QJITEPHATHBHO
AHTHXHITIEPTEH3HBHO JICUYSHHE C YCTAHOBEH Mpod i Ha GezonacHOCT npy ynorpeda no BpemMe Ha
OpeMEHHOCT, OCBEH aKO CE CHUTA, 4€ € OT 0COOEHa BAXKHOCT Ja ce Npoab/LkH nedyeHueTo ¢ AlIPA.
AKO € anarHocTuuHpaHa SpemeHHocT, nedeHneTo ¢ AIIPA Tpsbea HezabaBHO na Obae
NPEYCTAHOBEHO H aKO € NOAXOAAWO 1a Oble 3aMoYHaTo aTTEPHATHBHO JICUCHHE.

YcTaHoBeHO e, ue ekcno3uumaTa Ha AIIPA npes BTopus 4 TpeTUs TPUMECTHP Ha OPEeMEHHOCTTa NPH
Xopa Nnpeau3BHKBa GETOTOKCHYHOCT (BiIoLIeHa OLOpeuHa QyHKUMA, OJTHIOXHAPaMHHOH, 3a0aBeHa
yepenHa ocH(PHUKaLHA) H HEOHATATHA TOKCHYHOCT (ObOpeyuna HeaCCTaTLYHOCT, XHIIOTOHHA H
XHIepKalHeMua) (BxK. Touka 3.3).

[IpenopbUBa ce yaTpa3ByKOB HU3cC/ieABaHe Ha OBOpeLIMTe U yeperna, ako HACTBIHU EKC
AIIPA npe3 BTopHa TpHMeCTHp Ha OpeMEeHHOCTTA H Ciiel TOBA.

Horoponenure, uniito matikn ca npuemanu AlIPA, tpafsa na 6baaT BHUMATENHO
XMIMOTOHMUSA (BX. TOUKH 4.3 1 4.4).




Amnoounun

Be3zonacHocTTa Ha aMJIOJHITHH MO BpeMe Ha OpeMEeHHOCT IPH XOpa HE € YCTaHOBEHA.

B npoyuBanys npK XKHBOTHH, PH BHCOKH I03H € HadmoaapaHa penpooyKTHBHE TOKCHYHOCT

(BK. TOUKa 5.3).

[IpunoxexHue no spemMe Ha OPEMEHHOCT C€ MPENOpPBUBA CAMO KOTaTo HAMa Oe30onacHa alTepHATHBA U

xorato donecTra cama no cede CH HOCH MO-rONIAM PHCK 3a MaHKaTa B NoJa.

KbpMmene

AMJIOIMITHH Cce €KCKpETHpa B KbpMaTa NpH Xopa. HacTra oT no3aTa Ha MaHKaTa, NoJyYeHa oT
KbpPMaUYeTo, € M3UMCIeHa C HHTEPKBApPTUIeH auanasoH 3 — 7%, c MakcuMyM 15%. EdexTsT Ha
aMJIOAHITHH BBPXY KbpMaueTaTa € Hen3pecTeH. Hama JaHHu OTHOCHO ynoTtpebara Ha Tendopr B
nepuona Ha kepMmeHe. CnemoparenHo, Tendopt He ¢e npenopbUBA, a ceé MPeAnoUYHTaT AITEPHATHBHH
Je4eHHs ¢ no-gobpe ycraHoBeH Npod T Ha 6€30MacHOCT B NEPHOAA Ha KbpMeHRe, 0CODEHO NpH

KBEPMECHE H& HOBOPOAEHO HIH NPCXKACBPEMCHHO pOACHO NCTEC.

QepTUanTeT

Teamucapman
B npeaknyHUYHH Npoy4BaHHA He ca HabmiogaBpaHn epeKTH Ha TEIMUCAPTaH BLPXY QEPTHIHTETA Ha
MBKKH U )KEHCKH UHAUBHIM.

Amnoounun
[Ipy HAKOH MALMEHTH, NekyBaHH ¢ 610KepH Ha KalLMEeBUTE KaHATH, ca Cho0IIeHH oOpaTHMH

OHOXHMMHYHH NPOMEHH B IVIABHYKATA HA CMIEPMATO30MAMTE. KNHHHYHHATE JaHHH Ca HEAOCTATHYHH MO
OTHOLIICHHE Ha MOTEHILMANHHA edeKT Ha aMIOZUNHH BEpXY ¢eprunuteta. [1IpH eaHo npoyyuBaHe npH
IUTHXOBE Ca YCTAHOBEHH HEXeJIaHH e(peKTH BbPXY MbXKHA pepTunuTeT (BX. TOYKa 5.3).

4.7 BansiaRe BLPXY cnocobROCTTA 32 ModHpaHe H padoTa ¢ MAIIHHH

Tendgopr yMepeHo nopiusBa cnocoOHOCTTA 3a WodupaHe U pabota ¢ MalivHH. [1pH nauueHTH
npueMain Tendopr ¢be 3aMaitBane, rnapobonue, yMopa WIH raieHe MOXe 13 C€ HapyLUH
crnocoOHOCTTa UM 33 peaxkiua. ETo 3a1o npenopbuBa ce NOBULICHO BHHMAHKE NPH IOPHpaHe U
paboTa ¢ MallIHHK. AKO NPY NALUEHTUTE CE NPOARABAT T€3U HEXENAHU PEaKLHH, Te TpadBa na
H30ArBaT NOTEHLHANTHH PHCKOBH CHTYALHK KaTo wodHupaHe wid pabora ¢ MaHIMHA.

4.8 Hexenann JeKapcTBeHH PeaKIHH

Hexenanure peakiidi, ChoOLIaBaHU 33 BCAKA OT OTAC/IHHTE ChCTABKH (AMIOAHIIMH WM TENIMUCAPTAH)
MOraT Ja 6BAaT NOTeHLMANHN HEeXKeJIaHW peaxuvM npH Tendgopr.

HexenaHu 1eKapcTBEHH peakLHH CBHP3aHH ¢ TeIMHcapTaH

Obobwenue na npoguna Ha bezonacnocm
CepHO3HHTE HEXENTaHH JIEKAPCTBEHH peakilud BKIIOYBAT aHAQWIAKTHYHH PEAKUHH H AHTHOCACM,
KOWTO MOxke Aa HacTensT pagko (>1/10 000 no <1/1 000) n ocTpa 6uOpeuHa HEZOCTATBYHOCT.

UecToTaTa Ha HeXenaHU NEKapCTBEHH peaklvy, cbhodlllapaHH MpH ynotpedara Ha TEIMHCAPTaH,
0OMKHOBEHO € cpaBHHMa ¢ nnanebo (41,4% cnpamo 43,9%) npu mnauedo-KOHTpOIHpaHH NPOyYBaHUA
NpH NAaUHUEHTH, JCKYBAHH 3a XUNEPTOHHA. Cy4auTe Ha NPOABEHH HEXXEIaHH NIEKAPCTBEHH peakUvH
He ca CBBP3aHH C 403aTa H HE NOKAa3BaT 3aBHCHMOCT OT NOAAa, Bb3PacTTa WIK pacara Ha NMalHEHTHTE.
[TpoduabT Ha He30nacHOCT Ha TEIMUCAPTAH NPH NALMUEHTH, JICKYBAHH 32 HAMAJIABAHE Ha —
ChPACYHOCHI0BaTa 3a001IeBAEMOCT € CXOACH ¢ TO3H, HabMOAaBaH NMpH NALMEHTH C XHNE

[IpeacraBeHHTE NO-A0MY HEXKENaHH JIEKAPCTBEHW PEAKLWHU, OTPA3ABaT PE3YJITATHTE
KJIHHHYHH MMPOYYBaHHA MPH NaLMEHTH, NEKYBAHHU 32 XHIICPTOHHA H OT NOCT-MapKeT

ColUO ce HMAT NPeaBUA CEPHO3HHUTE HEXKeJIaHH peakliMi, KAKTO H NPEKbCBAHE Ha Jie FEHIBTO T
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NOKJIAZIBAHH NPH NPONL/DKUTENHY KIWHUYHH MPOYYBaHHUA, BKNtovBailiy 21 642 nauuenTa, NEKyBaHH ¢
TEJIMHCAPTaH 32 HAMAJIABAHE Ha ChPACYHOCHAOBATA 3a00/IEBAEMOCT 3a NEPHOL A0 O FOAHHH.

Obobyenue na Hexceaanume 1eKapcmeenu peaxyuu ¢ mabauyen ghopmam

Hexenannre neKapCcTBEHH peaklMK Ca KATErOPH3IHPaHH CNOpe YeCTOTaTa, KaTo € H3NOoA3BaHa
cAaeaHaTa KnacHpHKauua: MHOro 4ecT (=1/10), yectu (=1/100 no <1/10), neuectu (=1/1 000 a0
<1/100), peaxu (1/10 000 go <1/1 000), mroro peaxu (<1/10 000), c HensBecTHa YecTOTa (OT
HAITHYHHUTE JaHHH He MOXe aa Obje HarnpaBeHa OLEHKA).

[1pu BcfkO rpynHpane B 3aBUCMMOCT OT YECTOTAaTA , HEXENAHHTE JIEKAPCTBEHH PEaKLIHK ce H3bpoasaT

B HH3XO0iLI peA MO OTHOLUCHHC Ha TEXECTTA.

CHcTeMO-Opranen Kasc Yecrora | Hexxenann JeKapcTBeHH peakKnuH
Heuectn | Uddexkuus Ha YpHHAPHHSA TPAKT, BKIIOYUTENHO
Undexumn v vHpecTalHH: LIHCTHT,
HH}EKLHA Ha TOPHUSA PECITUPATOPEH TPaKT,
BIJIIOUHTENTHO (DAPHHIHT H CHHYMT
Penkn Cencuc, BKJIHOUYHTENHO C daTtaneH Haxon'
Hapymwenus Ha kpbBTa H Heuectn | AHemus
TUMQHATA CHCTEMA
¢ Penku Eosynodunna, TpoMOoLMTONEHNA
HapyimeHnusa Ha HMyHHaTa Penxu AHaWiakTH4YHA peaKkLMs, CBPbXYYBCTBHTE/HOCT
CHCTEMA
Hapywennsa Ha metabonusMa H | Heuectn | XunepkasineMns
XPAHEHETO
MHoro XunornukeMusa (IpH nauueHTH, 6onHn ot Auaber)
pEOKH
IIcHXHYHH HapyLUCHHS Heuectn | bescnuue, nenpecus
Penku be3nokoHCcTBO
HapyleHus Ha HepBHaTa Heuyectu | CuHxon
cHcTeMa
Peakn CrHIMBOCT
HapywmeHus Ha oudre Penku 3pHUTENHK CMYLIIEHHUSA, BKITIOYHTEIHO 3aMBITICHO
| BHXKAAHE
HapyiueHHs Ha yXOTO U Heuect | Beprturo
nabupHHTa
CbpaeyHH HapylI€HHsA Heuectv | bpanuxapaus
Penkn Taxukapaus
CbAOBH HApYUICHHS Heuect | XHNOTOHHA?, OPTOCTATHUYHA XHINOTOHHS
PecnupaTOpHH, rpbAHH H Heuwect | JucnHes, kauuidua
MEAHACTHHAIHK HapyllUeHHn
MHoro HuTtepcTiumansa 6enoapodxa Gonectr?
| PCAKH
CromamHo-upeBHH HapylueHus | Heuectn | A6aomuHanna 6onka, JUapHsa, AHCTIETICHA,
daaTyneHUMs, NOBphIlaHe
Penku CyxoTa B ycTara, CTOMAlI€H AUCKOM(OPT, AHCTCY3US
Xenato-OHinapHd HapywieHus | Penku AOGHopMHa yepHoaApoOHa (yHKUMA/YepHOAPODOHO
HapylieHue’
oK by
HapyuseHns Ha koxara K Heuectn | TpypHryc, xMnepxuaposa, oGpus / \,}PSEH o,
MOAKOXKHATA ThKaH ,
Penkn AHrdoeneM (ChILIO H ¢ (aTaneH H3Xgnke W‘r": e
EPHTEMA, YPTHKapHA, JIEKAPCTBEH Of p@[ Tc;kcﬁq h I
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HapyweHus Ha MyCKYJIHO- Heuectu | Bonka B rppda (Hanp. wivac), MyCKYJIHH CrNa3MH
CKEJIETHATA CHCTEMA H MHaJIrus

CbeHHUTEITHATA THKAH Peaku Aprtpanrus, 6osika B KpalHHK, OOJIKH B CyXOXKWIHATA
(TEeHAHRHTONOZOOHH CHMITTOMM)

| Hapyuierus Ha 6p6peunTe 1 | Hewecn bubpeuHo yBpexaaHe, BKIIOUHTENHO ocTpa OLOpevHa

NUKOYHUTE MHTHILA HEeJAOCTaTbYHOCT
O61uH HapyuIeHHA H Heuectn | bonka B rppaHus koll, acTeHHs (cnabocT)
HapYLIEHHA Ha MACTOTO HA _
NPHI0XKEHHE Penxu 'punonoaobHo 3abongsaHe
H3cnensanus Heuectu | IloBHIIEH KpEATHHHH B KPBBTA
Penxu [ToHmwkeH xeMOrnoOHH, NOBUILICHA MHKOYHA KHCEJIHHA

B KPbBTA, NOBHIIEHH Y€PHOAPOOHH €H3HUMH, MOBHILLIEHA
KpeaTHH gocdhoxnHHasa B KpbBTa

1,2.3.4. 39 nonmnmnuo OMWCaHHe, MONA, BIDKTE MOATOUKA ,, Onucanue nHa uzbpanu nexcearanu
peaxyuu ",

Onucanue Ha uzbpanu HeNCenaHu NeKaApCmeeHu peaxKyuu

Cencuc
B npoyuBaneTo PROFESS e HabnoaaBaHa NOBHIIEHA YECTOTa HA BL3HHKBAHE Ha CETICHUC NPH

TeJIMHCApPTaH B ¢cpasHeHHe ¢ rwauebo. CeOUTHETO MOXKE I1a € OTKPHUTO CITyYalHO WK Ja € CRBP3aHO C
MEXaHH3BM, KOMTO HE € MO3HAT 3a MOMeHTa (BK. ChUIO TOYKA J.1).

Xunomonus
Ta3nr HexxenaHa NEKApCTBEHA peaklds € ChoOLIEeHa KaTo 4eCTa NPH NALMEHTH ¢ KOHTPOJIHPaHo
KpPBBHO HAJIATaHE, JICKYBAHU C TEIMUCAPTaH 3a HAMAJIABaHE HAa ChPACYHOCHAOBATA 3aboneBaeMoCT

pU NPOBEAEHO CTEHJAPTHO JICYEHHE.,

Abropmua ueproopobuna gynxyun / 4epHoopobro Hapywenue

[Moeeuero cnyuan Ha abHOpMHA YepHOAPOOHA QYHKUMA/ YepHOAPOOHO HapyLIEHHEe OT NMOCT-
MApPKETHHIOBHS ONMUT C TEJIMHCAPTAH HACTBIIBAT IMPH MALMEHTH OT AMOHCKH npoun3xo. Ilpu naueHTH
OT ANMOHCKH MPOH3X0A ChILUECTBYRA NO-roNsAMa BEPOATHOCT 24 Pa3BUTHE HA TE3H HEXKENAHH PEaKLIMK.

Hrumepcmuyuansa benodpobua borecm
Cnyyan Ha MHTepCTHLHANHA GenoapoOHa GonecT ca I0KIaaBaHKH OT MOCT-MAPKETUHIOBHA OTIHT, BHB
BPB3Ka ¢ MpHeMa Ha Tenmucaprad. [IpuunHHO-ciencTBeHa Bpb3ka ofaue He € yCTaHOBeHa.

Humecmunanen anzuoeoem

Cpo0lleHH ca cTy4an Ha HHTECTHHAJIEH aHTHoeaeM cinel ynoTpeda Ha anruotensuH Il penenrropun
AHTArOHUCTH (BXK. TOuka 4.4).

Hexenann NekapeTBEHH PEAKLIMH CBBP3aHH ¢ aMJIOIUITHH

Obobwenue na npoguna va bezonacrvocm
Hati-uecTo chobiaBaHiTe HeXENTaHHUTE JIEKAPCTBEHH PEaKLMH MO BpEMe Ha JICUueHHEe ¢ aMTOJAMIHUH ca
COMHOJIEHTHOCT, 3aMasiHOCT, rnasobonne, NaNNUTaUMy, 3a4epBaBaHe, kKopeMHa Ooska, rageHe, OToUH

HA TJIE3CHUTE, OTOK M YMOpA.

YecToTaTa Ha HEXEJTAHHTE PEaKLIMH ce ONpeacd, Ype3 H3NOI3BaHE HA CIIEAHATA KOHBEHUMS:
Muoro uects (=1/10); yecti (}]/100 no <1/10); neuectn (=1/1 000 no <1/100); peaxu (=1/10 000 a0

HallpaBCHa DI.lEHK&).
CnenHuTe HEXeNaHH JCKApCTBCHH PCAKLIHA Ca ounu CBOGHIRB&HH 110 BpCMC Ha JICHC
aMJIOOHUITHH.

CrcTemMo-0prasen Kaac Yec1oTa Hexenann .nemp\k
peaKuUHN _
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HapyuwieHus Ha KpbLBTa H MHuoro peaku JIeBKOUMTONEHHS,
nUM@pHaTa CUCTEMA TPOMOOLIHTONEHHA
Hapyluenns Ha nMyHHaTa CHcTeMa | MHOro peaku ANepruyHu peakuuH
Hapyuiesans Ha MerabonuiMa H MHoOro peaku XuneprivkeMus
 XpaHEHETO
[TeuxuuHu HapYyLUIEHHS Heuecru be3cbHHue, MPOMEHH B
HaCTPOEHHETO
(BKITHOUHUTETHO TPEBOXKHOCT),
AEnpecHs
Penkn ObbpkaHocT
Hapyiienns Ha HepBHaTa cucteMa | Yectn COMHONEHTHOCT ,
JAMasHOCT, raBodoHe
(ocobeHO B HA4YaNoTO Ha
NEeYEHHETO)
HeuecTHn Tpemop, aucreysns, CHHKOI,
XHIIOECTE3HA, NapecTe3us
MHoro peaku Xunepronus, nepudepHa
HEBPONATHA
C HensBecTHa yecTtoTa | EKCTpanupaMMAHM
HapYLIEHHS
Hapyiienns Ha ouuTe Yectn 3pUTENHH HapyuleHH
(BKIIOYHTENHO AUIUIOTIHA )
Hapyiuenus Ha yxoto H JabupurTa | Heuvectu TuanTyC
ChbpleyHH HapyllueHus YectH | annurauuu
Heuectu ApyTMHA (BKITIOYHATEITHO
Opaavkapaus KaMepHa
TaXHKapAHs H NMPEeAChPAHO
MBXKACHE)
MHoro peaku MuokapaeH HHGapKT
Cba0BH HApYLICHHUS YecTH 3au4cpBsBaHE
HeuvectH XUNOTOHHUA
MHoro peakm Backynur
PecniHpaTopHH, rpbaHH H YecTu HucnHes
MEIHACTHHAIHH HAPYILLCHUS HeuecTn Kaumnuua, pUHAT
CTOMAILIHO-4YPEBHH HAPYLICHHA Yectu AGpomunanna 60nka, rageHe
IUCTICTICHS, MPOMAHA B
oOHyaliHaTa nepucTaJITHKA
Ha yepBaTa (BKIIOYUTENTHO
JHAPHA H 3ar1eK)
HeuecTtH [ToBpLuiaHe, CyxoTa B YCTATA
MHoro peaku [TaHkpeaTHT, racTpur,
XHIEPILIA3HA Ha BEHLIUTE
Xenaro-OWJIHapHH HapyLUCHHA MHoro peaxu XenaTuT, XKBIITeHHLIA,

NOBHLLIEHH YePHOAPOOHH
CH3IUMHU*
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HapyiweHHs Ha koxara H HevecTn Anoneuus, mypiypa,
NOAKOXKHATa ThKaH NPOMAHA B LIBET2 HA KOXKaTa,

XHIIEPXHAPO3a, IPYPUTYC,
0OpHB, €K3aHTEM, YPTUKApPUS

MHoro peaku AHrunoeaeM, epuTeMa
MyaTH(ROpME,
€KC(OJIHATUBEH ACPMATHT,
CHHAPOM Ha Stevens-
Johnson, otok Ha Quincke,
($OTOUYBCTBHUTEIHOCT

C HeusBecTHa 4ecTOTa | TOKCHYHA enuaepManHa
HEKPOJIH3a

HapyitieHus Ha MyCKYTHO- Yectn OToK Ha rie3eHa, MyCKYJIHH
CKENETHATA CHCTEMA U KpaMITH
ChCAHHHUTENHATA ThKaH HeuectH ApTtpanrus, MHanrus, 00nka

| B repba

Hapyiuenus Ha 6u6peunte u HeyectH HapyweHo ypuHupane,
NUKOYHHTE MHTHLLA HOILHO YPHHHUPAHE,
YBEJIHYEHA YECTOTA Ha
YPHHHPAHE

Hapywesnus Ha HeuyectH HMMIOTEeHTHOCT,
BL3NPU3BOAUTEIIHATA CUCTEMA H r’HHEKOMACTHA
rbpJara

O6111K HapyLUI€HHsA U HapyLICHHS MHoro yectH OTOK

Ha MACTOTO HA MPHI0KEHHE Yectu YMOpa, acTeHHd
Heuectn I"'ppaua Gonka, Gonka,
Hepa3MoJI0KEHUE

HUzcnenpanus Heuecti YBEIHYABAHE Ha TEJECHOTO
TErno, HaMaJisBaHEC Ha
TEJICCHOTO TErJo

* - Hali-4ecTO CBBP3AaHO C X0JIecTasa

CpobljaBaHe Ha TONO3UPAHM HEXENAaHU Peakiuy
Cpo0L1aBaHETO Ha NOLO3UPAHY HEXKENaHW peaKkLMH cnel pa3pellaBaHe 3a yrnoTpeba Ha NeKapCTBEHHUS

NPOAYKT € BaxkHO. ToBa No3BoisABa 13 NPOAL/DKK HaOMIOACHHETO HA CHOTHOLIEHHETO NOJI3a/PHCK 32
nexapcTBeHuA NpoaykT. OT MEAULUMBECKHTE CIIEUKATHCTH C€ M3UCKBa 1a ChOOIIABAT BCAKA
NoAO3HPaHa HexXeNaHa peakuus Ype3 U3nmbwinHKTenHa areHius no aekapersara yi. . Jamsan I'pyes™ Ne
8, 1303 Codwus, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3npane

CHMITTOMH
Hama onut ¢ npeaosupane Ha Tendopr.

HannyHHuTe 1aHHH NpeAnonarar, 4e 3HaUMTeTHOTO Mpeao3sHpaHe OH MOIIIO A3 0BEAE A0 TEXKKA

nepH¢epHa Ba3oAHNATALHS B Bb3MOKHO 10 pednekcHa Taxukapausa. CrobLlaBaHo € 3a H3pa3eHa,
BEPOSTHO NPOSB/DKHTEIHA CHCTEMHA XUITOTOHMA JI0 LIOK, BKJTIOYHTEHO ¢ (paTaleH H3XO.

HekapanoreneH 6enoapoben oTok ce crobluaBa paaKo KaTo NocAeAHLA OT NpeAo3HpaHe ¢~
aMJIOAAKIMHH, KOHTO MOXe Aa ¢¢ NposBH cbe 3a0aBeHo Hauano Ha edekra (24-48 vaca
NOrJbIUAHE) K 12 M3MCKBA M3KYCTBEHA BEHTHWIALMA. PAaHHHTE pcaHUMAaLHOHHH Mep
HATOBapBaHe ¢ TEYHOCTH) 3a MOAIbPXKaHe Ha Nnepdy3UaTa U CbpACHHHA AeOHT MO
yCKOpABaLK GaKTOPH.
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Haii-spKuTe npoABy Ha APEAO3HPAHE C TEIMUCAPTAH Ca XMITOTOHHA H TAXHKAPAMA; CHOOLIECHH ca
cbILo Gpanukapnus, 3aMasHOCT, OBHMIIABAHE HA CEPYMHHUS KpeaTHHHH H ocTpa 61u6peyna
HEeIOCTaTbYHOCT.

YnpasjieHue

MaunenTsT TpaOBa na OB BHUMaTeHO Ha0MoaaBaH H ieueHHeTo TpabBa aa 6bAe CHMITTOMaTHYHO
H noaxbpkamoe. OBNaAABAHETO 3aBHCH OT BPEMETO Ha MPUEMAHE Ha NMPOJYKTa H TeXeCTTa Ha
cuMnToMHTE. [1penopbunTeHUTE MEPKH BKITIOYBAT NPEAU3BHKBAHE HA NOBPLLIAHE H/MIM CTOMALLIHA
npoMHUBKa. IIpunaraHeTo Ha aKTHBEH BBIJIEH MOXE Aa AOTIPHHECE MPH JICYEHHE HA NMPEAO3HPAHETO.

HeobxoauMo € 4ecTo npociensaBaHe Ha CEPYMHHTE €JIEKTPOJIMTH K KpeaThHUH, [Ipu nossa Ha
XHNOTOHHA, NALHEHTHT TPAOBa Aa Ob/ie MOCTABEH B JIETHANO MOJIOXKEHHE NO rps0 U 6130 aa ce
MPUIIOKAT COJIEBH H OOEMHH 3aMECTHTENH.

[1pu ycnoBHe, e HAMA NMPOTHBOMOKA3aHHS, 33 Bb3CTAHOBABAHE HA CHAOBUA TOHYC U KPBBHOTO
HAJIAraHe, MOXE Ja CE NPWIOKH Ba30KOHCTPHUKTOp. UHTpaBEeHO3EH KallUEB IMIIOKOHAT MOKE J1a € OT
MoJj3a 3a npeoaosBaHe Ha edekTa Ha 6J10Kaga Ha KATLMECBUTE KaHANH.

M nBeTe aMJIOAUINIHH K TECIMHUCAPTaH € MANKO BCPOATHO a4 Obae oT CTpaHCH 4Ype3 XEMOJHaJIn3a,

5. ©APMAKOJJIOI'HYHHU JAHHH

5.1 @apMaxkoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA IPYyNa: aKTHBHH BELLIECTBA, ACHCTBALLIM HA peHHH-aHTHOTEH3IWHOBATa
crucTeMa, aHruoreH3HH Il peuenropxu 6nokepu (ARBs) u 6nokepu Ha kanuuesure kaHanu, ATC koa:

CO9DB04

Teadopt chbueTaBa ABE AHTHXHIICPTCH3UBHH CBCTABKH ¢ AOMBJIBALL C€ MEXAHH3BM 3a KOHTPOJIHpaHe
Ha KPbBROTO HAJIATAHE NpPY MALKEHTH C ECEHLHAIHA XHUIIEPTOHHUA: AMJIOAHITHH NMPHHALTEXKH KBM KJlac
KaJILlieBH AaHTarOHHCTH, & TCJIMUCAPTAH KbM KNAC aHTArOHUCTH Ha aHrHOoTeH3HH 11, KomOnHaumsata na
Te3H ChCTABKH HMA aAHTHBEH AHTHXHKIICPTEH3MBEH €EKT, KaTO MOKHXKABa KPBBHOTO HaNAraHe B I10-
ronsMa CTeneH, OTKOAKOTO BCEKH OT KOMIIOHEHTHTE CAMOCTOSTENHO.

Teamucapray

Mexanuzwvm na Oeticmeue

TenMucapTaH € NepopanHo aKTHBEH U cnielr¢prycH aHrnoTeH3HH Il peuentopeH aHTaroHUCT (THIN
ATI). Tok u3mecTsa ¢ MHOIO BUCOK a(PHHHUTET aHIKOTEeH3HH [I OT HErOROTO MACTO HA CBBLP3BAHE B
AT] peuenTopHHa MOATHI, KOKTO € OTTOBOPEH 38 U3BECTHUTE NCHCTBUA HA AaHrHOTEH3MH 1.
Tenmucapran HAMa NOPH H YACTHYHA arOHHCTHYHA aKTHBHOCT cripaMo AT peuemrropa. Tenmucapras
ce CBBp3Ba cenekTMBHO ¢ AT1 peuenropa. CBbp3BaHETO € NPOABDKHTENHO. TenmMucapraH He nOKa3Ba
aQHHHUTET KbM JIpYrH peUEHTOPH, BKIIOUHTENHO AT2 U apyrd no-cnabo xapaxrepusnpaHu A'T-
peuenTopy. OyHKIIMOHANHATA POJiA Ha Te3H PELENTOPH HE € U3BECTHA, HE € U3BECTEH M eeKTa Ha
TAXHATA Bb3MOXKHA CBPbXCTHMYJIALIHMSA OT AHIHOTEH3HH l1, YMiiTO HHMBA Ca MOBHILEHK OT TEJIMHCAPTAH.
Huparta Ha nuiasMeHHs alaocTepOH Ca NOHWKEHH OT TeIMUcapTaHd. TeaMucapTaH He HHXHOHpa
YOBELUKHS MJIa3MEH PEHUH U He O10KMpa HOHHHUTE KaHalHu. TelMucapTadH He HHXHOKpa aHTHOTEH3HH
KOHBepTHpalliui eH3uM (KHHuMHa3a 1), eH3UMbT, KOHTO Ccbillo pasrpaxkaa OpanuxuHuHa. [lopanu Topa
He ce O4aKBa Ja NoTeHUMpa OpaNUKHHAH-MEAHHPAHHTE HEXKENAHH JICKAPCTBEHH PEaKLKH.

[1Ipu xopa po3zara ot 80 mg reaMHCcapTaH MOYTH W3LLI0 HHXHOHpa NPEeIH3BHKAHOTO OT

otue Moxke Aa 6nae yctaHoBeH 1o 48 yaca.

Kaunuuna edpuxacnocm u bezonacrnocm
Cnen npunaraHe Ha mupBaTa 103a TEIMHCapTaH ce Haboaasa NOCTENECHHO NOARA ﬁaf‘ - ,.
AHTHXUIIEPTEH3MBHA AKTUBHOCT B paMKHTe Ha 3 yaca. MakcHMaJlHaTa peayKLUHs Ha itp't.nﬂem gy

'-.,h . -
+'|...I L]
.
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HaJIATAHE ce€ JOCTHIA HAMBLIHO B paMKHTE Ha 4 10 8§ ceAMMLIM Ciea HAYATIOTO Ha ICYCHHETO YU Ce
NOAALPXKA Upe3 NPOABIDKHUTEIHA TEPANUS.

Cnen npreMaHe Ha 103aTa AHTHXHIIEPTCH3HBHHAT €(PeKT nepcHCTHpa noseye oT 24 yaca, KaTo
BKJIIOYBA H MOC/IEAHHTE 4 Yaca npeaM CEABAIIOTO MPHIOKEHHE, KaKTO MoKa3BaT aMOyaTopHUTe
M3MEPBaHUA HA KPBBHOTO HaAraHe. ToBa € NOTBLPAECHO H OT CHOTHOWEHHETO MHHHUMAITHH KBM
MAaKCHMATHH KOHLIEHTPALHH, KOeTO € noctoaHHO Haa 80% cren npuem Ha 1034 ot 40 1 80 mg
TEJIMUCAPTaH NMpH IU1aneto KOHTPOAUPaHU KIHHHYHHM Npoy4YBaHHua. Hannue € oueBnaHa TeHACHIIHA 32
BPB3Ka MEXIY J03aTa H BPEMETO Ha Bb3CTAHOBSBAHETO Ha Da3aTHOTO CUCTOIHO KPBBHO HaAraHe
(SBP). B ToBa oTHOLIEHHE JAaHHHUTE 3a AMACTONIHO KPBBHO Hangrave ( DBP) ca venocroauns.

[Ipy nauMeHTH ¢ XHNEPTOHHA TENMHCAPTaH peayUHpa U CHCTONHOTO H AHACTOTHOTO KPBBHO
HanaraHe, 6e3 Ja NoBJIMABA YecToTa Ha imyica. Hannuuero Ha AMYpeTHUEeH U HAaTpUypeTH4eH edeKT,
KOUTO Ja AoNpHHEce 33 XMNOTEH3UBHATA AKTUBHOCT HA JIEKAPCTBEHHUSA NPOAYKT, BCE OLIE HE €
NOKa3aHO. AHTUXHIIEpTEH3WBHATA e(MPUKACHOCT HA TEJIMUCAPTAH € CPABHHUMA C Ta3KW HA MPOAYKTH,
MPEACTABHTENIN Ha APYTH K1acOBE€ AHTHXHMIEPTECH3UBHH JIEKaPCTBEHH NPOIYKTH (YCTaHOBEHA MpH
KITHHHYHH W3NMHTBAHHA, CPABHABALLHU TEJIMHCAPTAH ¢ AMJIOAWIIUH, ATEHONOJ, eHaNanpHI,
XHAPOXJIOPOTHA3UI H JIU3UHOTIPHI).

[Ipy BHE3anHO NpeKbCBAHE HA JIEMEHHETO C TeJIMUCAPTaH KPBBHOTO HANAraHe fIoCTENeHHOo ce Bpbllla
110 CTOMHOCTHTE NMpeAH JIEUEHHETO, 33 NEPHOI OT HAKOMKO AHH €3 NaHHK 3a pebayHI XHNEPTOHHYCH
edekT.

CiyuanTe Ha cyXa KalUTHia ca 3HAYHTENHO MO-MalKo MpH NAaLMEHTH, TPETHPaHH ¢ TEIMHCApTaH,
OTKOJIKOTO NPH TAKHBA, Ha KOMTO ca AaBaH¥ HHXHMOMTOPH HA AHTHOTCH3IUWH KOHBEPTHPALLHA CH3HM B

KNTWHHYHH NPOYYBAHHUS, AUPEKTHO CPABHABALIEH ABETE AaHTHXHIIEPTEH3HBHH JIEUYEHHS.

J1Be ronemMn panaoMu3upanu koHTponupain npoy4usaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - rekywo rnobanso nsnursasne 3a
KpaiHH TOYMKH Ha TEJIMHCAPTaH, CAMOCTOATENHO H B KOMOHHALHA ¢ pamMunpuin) H VA NEPHRON-D
(KnuauuHO npoyuBaHe CBbP3aHO C Pa3BHTHE Ha HedponaTHs NMpH aHaber, npoBeneHo oT
MHHHCTEPCTBO MO BLNPOCHTE HA BETEPAHUTE) — MpOy4BaT yrnorpebdara Ha koMOHHaumnsTa oT ACE
WHXHOHTOD M aHrMoTeH3uH ll-peuenropen Gnokep.

ONTARGET e npoyuBane, npoBE€A€HO NpH MALIMEHTH C AHAMHE3a 3a ChpAE4HO-CbA0BA WIH
MO3BYHOCBAOBA Donect, UaK 3axapeH auader THN 2, NpUAPYKEHH C JaHHH 3a YBpexJaHe Ha
edextopHu opraHu. VA NEPHRON-D e npoyuBaHe npu nauHeHTH CbC 3axapeH avaber Tvn 2 »
nHabeTHa HedponaTHA.

Te3u npoyuBaHUA He NOKA3BaT 3HAYHM OJ1aronpHATEH €PeKT BbpXYy OBLOpeUHHTEe W/HIH chpAeUHO-
ChAOBHUTE NOCNEAHLIH H CMBPTHOCT, KaTO CBhUIEBPEMEHHO ca Habm0AaBaHH NOBHLIEH PUCK OT
XHIEPKANTHEMHA, OCTPO YBpekKaaHe Ha OudpeumTe WNWIH XHITIOTOHHA B CpaBHEHHE C MOHOTEpaINHATa.
KaTto ce uMat npeapna cXogHUTE UM GapMaKOAMHAMHYHH CBOHCTBA, TE3H PE3YJITATH Ca NMPWIOKHMH
1 3a Apyri ACE HHXHOUTOpH K aHrHoTeH3HH ll-penienrropHu 6nokepH.

ACE nHxubGutopy H aHruoreHsuH ll-peuenropau 6aokepH cieaoBaTe/iHO He TpAOBaA 1a ce U3NOJ3BaT
€IHOBPEMEHHO TIpK naLMeHTH ¢ AHabeTHa HedponaTu.

ALTITUDE (KnurnuHo npoy4BaHe NPOBEAEHO C AJIKCKHPEH NMPH MALUMEHTH ChC 3axXxapeH quaber THn
2 C H3MOJ3BAHE HA CHLPACYHO-CBLAOBH H OBOpeyHH 3a00NABAHHA KaTO KPaHHH TOUYKH ) € MPOYYBAHE,

NMPeAHA3HAYECHO Ja H3c/1ieABa Noj2aTa oT J00aBAHETO Ha aTHCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXHOHMTOp M aHrnoreH3uH Il-peuenropen 6okxep NpH NAUKEHTH CBC 3aXapeH AHA0ET THI 2 KM

MpeKpaTeHo NpexAeBPeMEHHO NOPaJH MOBULIEH PUCK OT HeGnaronpuaTHY nocnea
ChpAEYHO-CHAOBATA CMBPT, TAKAa U HHCYNTHT Ca NMO-YECTH B [PyNaTa Ha alHCKHPE
rpynara Ha ruiaue6o, a NpeaCTaBIABALIMTE HHTEPEC HEXENaHH CHOUTHA K cepHO3 HF%

CHOHTHA (XUMepKaTHeMHA, XHNOTOHHA K OBOpedHa AMCHYHKLMA) ce choOlaBaT Np-4ecTO: R FPYIATE:
Ha ATUCKHPEH, OTKONKOTO B rpyrnara Ha ratedo. ARSI e
. {.I'.I"“l. ’ . ﬁ.l-“ "
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AMNOAUIIHH

AMJIOIMNHH € HHXHOHUTOP Ha MH(ITYKCa Ha KaILIUEBHTE HOHHU OT AUXHAPOIIHPUAMHOBATA rpyna
(6nokep Ha GaBHMTE KAHAJIW WIH aHTarOHUCT Ha KaJIUMEBHS HOH) H NOTHCKa TPaHCMEMOPaHHOTO

HABJIU3aHE Ha KAIUMEBH HOHH B KIIETKHTE Ha ChpJe4yHaTa ¥ ChAOBATA Iaaka MyCKynaTypa.

MexaHn3MBbT Ha AHTHXHNEPTEH3WBHOTO ISHCTBHE HAa aMJIOJUITHH C€ Ob/DKH HA JUPEKTEH peflakcHpalll
edexT BPXY CHAOBATA I1a1Ka MYCKYJIaTypa. TOUYHUAT MEXaHHU3BM, N0 KOHTO aMioAMNHH obiekyaBa
CTEHOKAPAMNATA, HE € HAITBIHO W3ACHEH, HO AMJTIOAMIHH peIyLHpa HCXEMHATA O JBa HaYHHA:

1) AMnoaMnuH Npead3BHKBa IWNaTalMa Ha nepudepHUTe apTEpHOTH M TaKa peayunpa o01moTo
neprdepHO CHLNPOTHBIEHHUE (CIE HATOBAPBAHETO), CPELLY KOoeTo ¢bpueTo paboTH. Tl kaTo
CBhp/ICYHATa YeCTOTa OCTaBa CTa0UNHA, TOBA OTOpPEMEHABAHE Ha CHPLIETO HaMallsBa CHEPryuiHHAaTa
KOHCYMALIHA U KHCJIOPOAHHTE HYXK/IH HA MHOKapaa.

2) MexaHu3MBbT Ha JeHCTBHE Ha aMJIOQHIMH BEPOATHO BKIKOYBA NMIATAUMA HA KOPOHAPHH apTepHHU H
apTepHOJIH, KAKTO B HOPMAJIHHTE Taka U B UCXEMHYHHTE 30HH. Ta3u JuiaTauHd NOBHILIABA
NOCTaBKATa Ha KUCJIOPOA fpH MALMEHTH C KOPOHApEH apTepHaner cnas3sM (aHruHa Ha Prinzmetal
WK BaPHAHT CTCHOKAPIHA ).

[Ipy nanyeHTH ¢ XUNEPTOHHUA €AHOKPATHOTO JAHEBHO AO3HPAHE OCHIYPABa KIHHHYHO 3HAUYHMO
NOHWKEHHE HAa KPHBHOTO HANSATAHE KAKTO B JIECHANO, Taka U B H3MIPaBEHO MOJIOXKEHHE, 3@ HHTEPBAJ OT
24 yaca. ITopaan 6aBHOTO HAUaNO HA JEHCTBHE, OCTPATA XMNOTOHHUS HE € XapaKTepHa 3a
NPUWIOKEHHETO HA aMJIOJHUITHH.

[Ipy NalLyeHTH ¢ aHrHHA, BEAHBXK JHEBHO NPWIOKEHHETO Ha aMJIOAMIIHH YBEIHYaBa 00LLOTO BpeMe
Ha TPEHUPOBKA /10 NOABATA HA CTCHOKAPAKA W BpeMeTo A0 Aenpecdsa Ha | mm ST u Hamansea
4eCTOTATZ Ha aTaKa Ha CTEHOKapAHA H KOHCYMalLMATa Ha TabJyieTKa rHLEpHI TPHHHTPAT.
AMJIOZHITHH HE BOAMW A0 HUKAKBH METAOONIMTHH HEXENAHH PEaKLHH WY MIPOMEHH B TUIa3MEHHTE
JHTIMAM M € NOAXOMAIIL 33 JIEYEHHE Ha ALMEHTH ¢ acTMa, AHabeT U nojarpa.

5.2 PDapMaKOKHH¢THYHH CBOHCTBAa

Teamucapran

Abcopbyusn

AGcopbunaTa Ha TenMucapTaH € 6bp3a, He3aBHCHMO, Ye abcopOHPAHOTO KONHYECTBO BapHpa.
CpenHara a6comoTHa GHOHANMYHOCT Ha TeJIMUcapTaH € okoio 50%. Koraro Tesimucapra ce npuema
¢ XpaHa, peIyKUHATa Ha oblacTra NOA KpMBaTa rnjasMeHa koHueHTpauusa-speme (AUC(O-0) Ha
TeJMHcapTaH BapHpa oT okoJio 6% (40 mg nosa) no oxkono 19% (160 mg no3a). Tpu yaca cnen
NpWIOXKEHHEe MIAIMEHUTE KOHLICHTPALMH ¢a NOAOOHH NpU NpHeMaHe Ha TeJIMHCApTaH Ha MIAJHO WK
¢ XpaHa.

Pasnpeoenenue

TenMmucapraH ce CBBLP3Ba B rojifiMa CTENEH € [UIa3MEHUTE NMPOTEUHH (>99,5%), rnaBHO ¢ anOyMHH H
anda-1 kucen rmokonporenH. CpeHUAT MpUBKUIEH 00EM Ha pa3npeAeeHHE [pU AOCTHraHe Ha
cTauHoHapHo cbeTogHue (Vdss) e okono 500 1.

buompanchopmayus
TenmucapraH ce MeTabonu3Hpa Ype3 CBbP3BaHE HA OCHOBHOTO BELLECTBO ¢ rMIOKYpoHHA. He e
HabnonaBaHa papMakoIoriuHa aKTHBHOCT Ha KOHIOTaTHTE.

Enrumunupane
Tenmucapran ce xapakrepusupa ¢ OHeKcnoHeHUHaNHa oTcaadBaila GapMakokKUH
eNMMHHaLHOHEH NOYKUBOT >20 yaca. MakcviManHara riasMeHa KOHLEHTpa
creneH obnacTra noa KpuBaTa nna3MeHa kKosueHTpauus-speme (AUC) ce nosu
HEMPONOPLHOHANHO Ha Ao3aTa. HAMa JaHHM 3a KIMHHYECKH 3HAYMMA aKyMYyH
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NPHET B NpenopbyBaHUTE A03H. [Ln1a3MeHUTe KOHLEHTPALUH Ca MO-BHCOKH NPH XKEHH, OTKOJIKOTO NPH
MBKeE, 03 TOBa Ja € CBbP3aHO C BIUAHHE BbPXY €PHUKACHOCTTA.

Junetinocm/ neauneunocm

He ce ouaksa cnabara pegykuus Ha AUC na npuuKdHM peXyKUHs B TepaneBTHYHATa €UKACHOCT.
HsaMa nuHeilHa 3aBUCHMOCT MEXAY JO3HTE U NNa3MeHHTe HUBA. Cuax M B mo-Manka crened AUC ce
NOBHILIABAT HEMPONOPUHOHANHO IPH A03W HaA 40 mg.

Cnaen nepopanHo (M MHTPaBEHO3HO) NPUIIOKEHUE TEJIMUCAPTAH C€ EKCKPETHPA NMOYTH U3LAJIO C
dexanuuTe, rnaBHO KaTO HEMPOMEHEHO cheauHeHne. KyMmynatusHaTa ypHHapHa ekckpelus € <1% or
no3ata. TotanHuAT masMeH KIHpBHC (Cliot) € Bucok (okono 1 000 ml/min), cpaBHeH ¢ uepHOApOOHNA
KpbBeH notok (okoso 1 500 ml/min).

Cneyuannsu nonyaayuu

lon
HabnmonasaHu ca NoNoBY pazniuyis B IUTA3MEHHTE KOHUEHTpaUUH. Cpax H AUC cb0oTBETHO OKOJI0 3 M
2 mMbTH NO-BHCOKH TIPH KEHHUTE, CPABHEHU C TE€3H NPH MBIKETE.

Cmapuecka gb3pacm
dapMakOKHHETHKATA HA TEJIMUCAPTAH HE CC padiiyaBa MEXKIY MNAaLMEHTH B cTapuecka BB3pacT H Te3H
Nno-MaaaM oT 65 roauHHM.

bvbpeunu yepescoanus

[Tpy nauMeHTH C IeKH 10 YMEPEHH U TEXKKH YBpeXaaHua Ha 6nOpeunara ¢pyHkuua ce HabnozaBa
yABOABaHEe Ha IU1a3MeHuTe KOHUeHTpauuu. Habmoaaeat ce mo-HHCKH M1a3MEeHH KOHUEHTPAaLIMH TPH
nauueHTH ¢ O0b0peuHa HENOCTATBYHOCT, NOAIOXKEHH Ha aHanu3a. [Ipu 6oHu ¢ 6bOpeuna
HEZOCTATHYHOCT TEJIMHCAPTAH CE€ CBbP3Ba B roJIAMa CTEIEH ¢ ILUTa3MEHHTE MPOTEHHH K HE MOXE J1a
Obae oraencH npu adanuia. [IpyH nauMeHTH ¢ 6BOpeuHH YBpeKIaHKHS CTHMHHALHOHHHAT MOTYXHBOT
He € IPOMEHEH.

Ueprnodpobuu yepexcoanus
(PapMakOKHHETHYHHNTE NMPOYUYBAHHKA NPH NAalMEHTH ¢ YepHOAPOOHH YBPEIKIAHHA MOKA3BAT
NoBHIIaBaHE Ha abcomoTHaTa OMOHAIMYHOCT A0 okono 100%. [Ipu nauneHTH ¢ YeprROAPOOHH

YBpOXKIAaHHUA CIHMHHALHOHHHAAT MNOJIYKHBOT HE € IIPOMCHEH.

AMNOAHUIIUH

Abcopbyus/paznpedenenue.

Cnea nepopallHO MPWIOKEHUE Ha TEPAINEBTHYHH RO3H, AMNOAHITHH ce pe3opOHpa aodpe, kaTo
MaKCHMATHHUTE TUIa3MEHH KOHLICHTPALMH ce JOCTHraT Mexxay 6 - 12 yaca cieq nprioKeHUe.
A6comoTHaTa 6HoHaNH4YHOCT € Mexay 64 v 80%. ObeMbT Ha paznpeesieHHe € NPHOIH3HTENHO
21 l/kg. HaHHuTe OT in vitro Npoy4BaHUs noxa3sar, 4e npudansurento 97,5% or uupxynupauus
AMJIOJUITMH € CRBP3aH C Ta3MEHHUTE NPOTEHHH.

bHOHANTUYHOCTTA HA AMJIOIMITHH HE C€ BITUSAEC OT NnpyUcMa Ha XpaHa.

buompancopmayun/enumunupane
KpaliH4AT IU1a3MeH MOJTYXHBOT € 0KOoo 35 - 50 yaca v ce aocrTdra ripy €AHOKpaTHO AHEBHO
NpHNoKeHHe. AMIOAHIHH ce MeTaboIM3K4pa B 3HAYMUTENIHA CTENEH B YEPHHA Apod 10 H
MeTabONUTH, KaTo ¢ ypHHaTa ce ekckpeTHpat 10% ot nexkapcTBOTO B HEMPOMEHEH
MeTabonuTHTe,
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DapMaxoKuHemura npu Cneyuaiiy nonyaayuu

Ueprodpobro napyuenue
HanuuHu ca MHOro OrpaHH4YeHH JaHHH 3a NPHIOKEHHETO Ha aMAOAHNUHE NPH NALMEHTH C

yepHoApOoOHO HapyweHHe. [TaluenTHTE ¢ YepHOAPOOHA HEAOCTATHLYHOCT HMAT NOHHKEH KIHPBHC Ha
aMJTOMITHH, BOAEINl JO MO-AbJIBI MIOMYKHBOT H NnoeHiuaBaHe cToHHocTHTe Ha AUC ¢ npubnmsurenHo

40-60%.

Cmapuecka ev3pacm

BpemeTo 3a nocTUraHe Ha MAKCHMAJTHH TIa3MEHU KOHLICHTPALIHH € CXOAHO MPH HHAMBHIH B
cTapyecka Bb3pacT M No-maaau HRAMBUAM. [1py naumeHTHTE B CTapyecKa BR3pacT, KIHPLHCHT Ha
AMJIOAHITHH € ¢ TEeHJEHLIHA KbM HaManABaHe, KOATO BOAU 10 yBenHyaBaHe Ha AUC u Ha
eNTHMHHALHOHHKA NoyxuBot. Hapacreanero Ha AUC ¥ Ha eTHMHHALIMOHHHA NTOTYKHBOT IPH
MaLuMeHTH ChC 3aCTOMHA ChpASYHA HELOCTATHYHOCT € OHMNO ¢nopea O4YakBaHOTO 3a ChOTBETHATA
Bb3pacToBa rpyna.

5.3 IlpeakIHHA4YHH AAHHH 33 De30nmacHOCT

TenMucapTan/aMIOAUINHH
HexnuHMuHUTE Npoy4BaHHA 32 0€30MacHOCT, MPOBEACHN ¢ KOMOHHAUUATa TeIMUCAPTaH / aMJIOAHITHH

¢a OrpaHHYEHH A0 NPOYYBAHE HA |3-CeAMHYHO TOKCHYHOCT NMPH MHOTOKPATHO NpHIIaraHe nepopaiHo
npH MILXoBe. HAMa HOBH NMPOSABH Ha TOKCHYHOCT WM A00ABKA HEXXeNlaHH €(eKTH ca Habo1aBaHH.

TenMucapraH

[py npeAKNTHHHUYHHU NPOYUYBaHHA 3a 6€30MacHOCT, N03H, CPABHHMH C TE3H B KIIHHHYHHKA
TepaneBTHYEH AHANAa30H, Ca MPEeAM3BHKAIIH HAMaIABAHE HA MapaMeTPHTE Ha YEPBEHHTE KPbBHH
KNETKH (EPUTPOLIMTH, XEMOTIOOMH, XEMaTOKPHT), NpoMeHH B ObOpeuHaTa XxeMoAHHaMHKa (NOBHUIEHO
HHBO Ha ypes B KPbBTA H KPEATHHHH), KAKTO H [OBHLICH KaJKWH B cepyMa HA HOPMOTEH3IHBHH
xHBOTHH. [Ipu Kxyuera ca HaOmoaaranu OpOpeuHa TyOynapHa nnaTaums M atpogua. [Ipu inxose U
KyueTa ¢ 0T0eNA3aHO ChIIO YBPEKAAHE HA CTOMALIHATA MYKO3a (€p0o3Ma, 93BH WIH Bb3naneHue). Te3u
$apMaKkoIOrHYHO MEAHHUPaHH HEXETAaHU JIEKAPCTBEHH PeakLHH, H3BECTHH OT NPEAKIHHHYHHTE
NpPOYy4YBaHUA ¢ HHXHOUTOPHU Ha AaHM'MOTEH3HH KOHBEPTHPALUMA CH3UM M AHrHOTEeH3MH Il aHTaroHucTH,
ca NPeJOTBPATEHHU Ype3 nepopanHo JodapaHe HA (PUIHONOTHUYEH Pa3TBOP.

[Ipu aBaTa BUAA XKHBOTHH ¢a HAOMIOABAHK MOBHILCHA AKTUBHOCT Ha ILU1a3MEHHA PEHHH 4
XMnepTpodus/ XUneprulaziua Ha IOKCTarJIOMEPYJTHATE KIETKH. Te3H MPOMEHH, KOUTO ¢a ChILO U edekT
Ha UHXYWOHTOpPUTE HA AHIHOTEH3WH KOHBEPTHPAIIlWA eH3HM M Ha ApYrH aHruoTeHsuH 11 penenropuun
aHTArOHUCTH, HAMAT KJIMHUYHA 3HAYUMOCT.

HsamMa scHU AoKa3aTencTBa 3a TECPATOICHCH B(I)EKT, BBIIPCKH TOBA INPH TOKCHYHH J0O30BH HHBA HA
TECIMHCAPTaAH € HaOrogaBaH e(bem‘ BbpPXY INNOCTHATAIHOTO PA3BHTHE HaA INOTOMCTBOTO KATO ITO-HHCKO
TENCCHO TEIN10, 3aXbCHABALUIO OTBAPAHE Ha OYHTEC.

Hsma paHHY 38 MyTar¢HHa H CbOTBETHA KJIACTOM€HHA aKTHBHOCT NPH UINHWTBAHUA in Vilro U 3a
KAPLUMHOFEHHOCT NMPH TUTbXOBE H MHILIKH.

AMIOAUNHH

Penpooyxmuena moxcuunocm
PenpoayKTHBHU NpOYUBAHHA NPH IUTEXOBE H MHLIKH NOKA3BAT 3aKbCHABAHE HA NATATa Ha paxaaHe,
yAb/DKEHA NPOABIDKHTENHOCT Ha PaXIaHETO U HAMAJICHA XKU3HECNOCOOHOCT Ha NOTOMCTBOTO NPH
103u NnpudausurenHo 50 MbTH NMO-BUCOKH OT MAKCHMATHHTE TTPENOPHLUMTENTHH A03H I
M34HC/ICHH Ha Oa3a mg/kg.

Hapywenua eve ggepmurumema
Hsama edekT BbpXy DepTHINTETA HA IUILXOBE, TPETUPAHH C AMIIOAHIHH {MBX ; K
14 nnu npeaun omnoxkgaHe) B 1o3u ao 10 mg/kg/nEH (8 NLTH* NO-BHCOKH OT M cyﬂaﬂﬂal"a o,
[IPENOpPBLYHTENHA 3a Xopa 1032 oT 10 mg/m?, mauncnexa Ha 6aza mg/m?). B ap npoytmaﬁé ﬁ‘pw"
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IUTbXOBE, MMPH KOETO MbXKKH IUTbXOBE Ca TPETHUPAHH ¢ amioaHnKHH 6e3wnar 30 aHH, ¢ 1032 CpaBHUMA C
No3aTa NpH Xopa, H3ukKciaeHa Ha 6a3a mg/kg, ca ycTaHOBEHH NOHWKEHH NNA3MEHH
GOTHKYNOCTUMYTHpALLl XOPMOH U TECTOCTEPOH, KAKTO H MOHHKEHH TUTBTHOCT Ha CnepMaTa Opoii Ha

3peNii CIePMAaTHAH H CEPTONHEBHTE KIIETKH.
Kapyunozenesza, mymazenesa

HaMa naHHM 32 KapLUHOTEHHOCT TMPH TUTEX0OBE H MULLIKH, TPETHPAHH ABE FOJHHH C AaMJIOIHITHH B
AMETaTa 8 KOHUESHTPALMH, H3YMCIIEHH J1a OCHIYPAT AHeBHH A030BH HHBA oT 0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Bucoxkara no3sa (npy MHILKH - 611H3Ka 00, a NPH IUTBXO0BE — ABA ITBTH¥ M0-BHCOKA OT

MaKCHMaJIHaTa NpenopbyYHTeHA KIHHHYHA 1034 oT 10 mg, u3ukcieHa 3a mg/m?) e 6una Ginska ao
MAKCHMAJIHO JOITYCTHMATA 038 38 MULIKH, HO HE H 3a IUTBXOBE,

l’lpoyuaanm 3a MYTAareHHOCT HC NMOKa3Bar HGR&PCTBEHD-OG}’CHDB&HH C(bﬂlﬂ’ﬂ HHTO Ha I'CHHO, HHTO Ha
XpOMO30MHO HHBO.

* U3uncnena 3a maumeHTH ¢ terno 50 kg

6. PAPMAIIEBTHYHH JAHHHU
6.1 Cnacbk HA NOMOLIHHTE BEeUIECTBA
Copbuton (E420)

Hatpues xuapokcua

[MoBunoH 25

MHuKpOKpHCTATHA LETy103a
KanuneB xuaporendocdar aMxuapar

MerityMHH

Marune3neB cTeapar

6.2 HecnBMecTHMOCTH

HenpunoxxXumo.

6.3 Cpox na roanocr

2 TOOHHH

6.4 ChnenHajlHH YCI0BHS H3 ChXPAHEHHE
Ia ce cpxpaHspa noj 25 °C B opUrHHajiHaTa ONakoBKa, 3a /1a ce NpeArnasH OT CBeT/IMHA.
6.5 JlanHH 32 ONAKOBKATA
OPA/AI/PVC/Al 6ancrepy, KapTOHEHA Ky THA.
OnaxoBku oT: 14, 28, 30, 56, 90, 98 Tabnerkn

He BcHukH BUAOBe ONMAKOBKH MOraT Aa ObaaT IMmycHaTH B npoaaxkoa.

6.6 Crnennannn npeaAnazHH MepPKH IPH H3XBLPJIAHE

CBOTBETCTBHEC C MECTHHUTC H3IUCKBAHHA.
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7. TIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130, Dolni Mé&cholupy
102 37, Prague 10

Yewka penybnuka

8. HOMEPA HA PA3SPELIHEHHSATA 3A YIIOTPEBA

Per. Ne 20150394

9. JATA HA IIBPBO PAZPEILABAHE/ ITIOJHOBSBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

HaTa Ha mspBo paspewasade: 17.11.2015 r.
Jlata Ha nociaegHo nogHosaBaHe: 16.4.2021

10. [JATA HA AKTYAJ/IMZHPAHE HA TEKCTA

16.12.2024 r.
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