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2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Bcesika kancyna ceabpxa 8 mg kaHnecapran mmnexcerin (candesartan cilexetil) u S mg amnoaunuH
(amlodipine), exBuBaieHTeH Ha 6,935 mg amnoaunuHoB Ge3unar (amlodipine besilate).

Beska kancyna ceaspxa 16 mg kaHzecapTan nuaexcerun (candesartan cilexetil) 5 mg amnoaunus
(amlodipine), exBuBanenTeH Ha 6,935 mg amnoannuxoB 6e3unar (amlodipine besilate).

[ IoMOUHO BEIIECTRBO C H3BECTHO AEHCTBHE
Bceska kancyna ceabpaxa 101,95 mg nakroza MoHOXHaparT.

Bcsaka kancyna ceabpika 203,90 mg nakrosza MOHOXHApAT.

3a TLJIHHAA CNUMCHK HA MOMOILHHTE BellecTBa BIOKTE To4ka 6.1.

3. JEKAPCTBEHA ®0OPMA
Tebppaa kancyna

Pemiao AM 8 mg/ 5 mg TBpOH KancyaM: TBLPAM XKEAATHHOBH KANCYITH, pasmep Ne 3, kanaye:
HEMPO3PaYyHO ¢ TBMHOXKBT UBAT, TAIO: HEMPO3pauHo ¢ 6an upat. ChabpxaHHe Ha Kancynata: 6enH 10
oyt Oesm rpaHyu.

Pertnno AM 16 mg/ 5 mg ™bpaM kancynu: TBbpAH XeIaTHHOBH KancyiH, pasmep Ne 1, xanaye:
HEMpO3pa4yHo ¢ OJeT0KHIT LUBAT W depeH Haanmue AML 5, Tano: HenmpospauHo ¢ 651 UBAT H YePEH HAATNC
CAN 16. Coabpxanue Ha Kancynara: 6em 1o nourd 6elii rpaHym.

4. KJIAHAYHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

Permao AM e nokasaH 3a 3aMeCTHTEIHA TEPANHS HA €CCHLIMATIHA XHITePTOHHA IPH Bb3PacTHH NalHEHTH,
YHETO KPBBHO HAJNATaHE € ANCKBATHO KOHTPONHPAHO € OTAENIHHTE NPOAYKTH, NPHJIaraHl €GHOBPEMECHHO B
ChlIaTa A03a.

4.2 [d0o3HpoBKA R HAYHH HA NPHAOKCHHE

EO?-HEBKH

3aMecTBalO JICeYEHHE, BB3PACTHH
EnHa xancysna apesHo. [Taunentre Tpaba Aa H3NOA3BAT JOINPOBKATA, KOATO C
MpeAXoAHa Tepanud ¢ KaHAeCapTaH ¥ aMJIOAWITHH KAaTO OTAETHH MEAHKAMCHTH.

Cneyuannu nonyaayuu

Cmapuecka ev3pacm



He ¢ HeoOx0aMMO KOpUrdpaHe Ha J103aTa MpH MaUMEHTH B CTAPYECKa Bb3pacT. M3UCKkBa ce MOBUILEHO
BHHMAHHE NIPH yBe/IHYaBaHe Ha no3ata. Manko € nadopMaumaTa 3a naUHEHTH B MHOT'O HanpeIHana
Bb3PACT.

Hayuenmu c 6v0peuno yepeocoane (8. cvuyo movra 4.4)

He ¢ HeobxoanMo KopUrupase Ha 1034Ta [PH NALMEHTH, C JIEKO A0 YMEPEHO OBLOPEUHO yBpeXaaHe.
[Ipenopbunrendo e HabMOAEHWE HA KOJMYECTBATA HA KaAHH M KPEeaTHHUH ApH yMepeHo OB0peyHo
yBpexaaHe. ONUTHLT € OrpaHHWdeH MPH NMaLKHEHTH C TOKKO OLOpEeUHO YBpEKJaHe, C TEPMUHAJIEH CTAAMI
(Cler <15 ml/min) Ha 656peuHo yBpexaaHe WK Ha xemoananusa. [IpenopbuBa ce NOBHLLIEHO BHHMAHHE.
HpoMeHHTe B NNa3MEHHTE KOHLIEHTPALIMKM Ha aMJIOJTHITHH HE ¢a 3aBUCHMH OT CTENEHTa Ha OO peuHo
YBpPEXKAAHE, 3aTOBA Ce Npenopbyusa obuyaiiHa 103a. AMITOIMITHH H KAaHAECAPTAH LIJIEKCETHII HE MOraT Ja
ce AHaJTM3NpaT.

Hayuenwmu ¢ yeproopobuo yepexcoane

Pennao AM 1pabea na ce npunara ¢ noBMUIEHO BHUMAHHE MPH NALKEHTH € JIEKO 0 YMEPEHO
4epHOApoOHO yBpexaaHe. Pennao AM € npoTHBONOKA3aH NPH NAaLMEHTH € TEXKKO YEPHOAPOOHO
YBpeXAaHe W/HIH xonecTasa (BxK. Touku 4.3, 4.4 u 5.2).

Heouampuuna nonyaayua
besonacHocTTa M edukacHocTTa Ha Pennao AM npu aeua Ha Bb3pacT noa |8 roauHm Bee olle He ca
yCTaHOBeHH. JlunceaTt gaHHH.

HauyuH Ha npuioxeHye

[lepopanHo npHUNOKEHHE.

Pennno AM Moxe na ce npuema ¢ unu 6e3 xpana. [Ipenopbusa ce Pertnno AM na ce npuema ¢ Manko
BOJA.

4.3 IlpoTHBONOKA3AHHA

CBpPBbXUYBCTBHTEJIHOCT KbM 3KTHBHUTE BELIECTBA, KbM AUXHAPONUPHINHOBH NPON3BOAHH HIH KBM
HAKCE OT MOMOILIHHTE BEWECTBA, U30pOcHH B TOUKa 6.1

BTopu v TpeTn TpuMecTHp Ha OGpeMeHHOCTTa (BX. TOukH 4.4 1 4.6);

3anyuiBaHe Ha JTBYHHUTE THLIA H TEXKO YEPHOAPOOHO YBpeKIaHE;

ok (BKIFOMHTENHO KapAHOT€HEH LIOK);

Texka XunoroHus;

OOCTpyKLHMA Ha H3XOJa Ha JiABAaTa Kamepa (HANp. BUCOKOCTENEHHA A0PTHA CTEHO3a);
X€eMOJMHAMHYHO HecTaOUIHA ChpeUuHa HEAOCTATBYHOCT CJIEA OCTbP MUOKApAEH HHDApKT;
EnHoBpeMenHa ynotpe6a Ha Penugo AM ¢ anucKUpeH-ChABPKALLA NPONYKTH € MPOTHBONOKA3aHa

MPH NALKHEHTH CbC 3axapeH auadeT win 6u0peuno yepexaane (GFR<60 ml/min/1,73 m?) (BX. TOUKH
4.5n 5.1).

4.4 CroennaiHu npeaynpexacHHs H NPelNA3HE MEPKH NPHE ynoTpeba

bpemennocm
[lo Bpeme Ha bpeMeHHOCT He TpAOBa 212 ce 3anoYBa NPUEM Ha aHrHOTeH3HH |l peLlenToOpHH aHTArOHHUCTH.
OcBeH aKO NMPOAB/DKABAHETO Ha JIEYEHHETO C AaHMHOTEH3HH Il pellenTopHH aHTArOHHUCTH HE CE CYHTA 33
AKH3HEHO BaXHO, NTALIHEHTKHUTE, KOMTO IUIAHUpaT OpeMEHHOCT, TpsOBa 1a NMpeMHHAT Ha JICUSHHE C
AITCPHATHBHO aHTHXHIIEPTEH3UBHO CPEACTBO, KOETO € ¢ YCTAHOBEH NMPOGHUA Ha 0€30MacHOCT 3a ynorpeda
o speMe Ha Opemennoct. [Ipu ycraHoBsBaHe Ha GPEMEHHOCT, JIEYEHHETO ¢ AHTHOTEH3HH
AHTAroOHUCTH TpAOBa Aa ce cripe He3abaBHO H, aKO € MoAXOAALo, TpAOBa Ja ce 3ano4He
NIEYECHHUE (BXK. TOUKH 4.3 H 4.6)

Yeproopobro yepesxcoane

[lonyXHBOTHT HA aMAOAMNMH € yabikeH H cToiHOcTHTE Ha AUC ca no-BUCOKH pu
HapyLu€Ha YepHOApOOHa PyHKLMA; He ca YCTAHOBEHH NPENOPhKH 3a JO3HpaHe. 3aTOB
nauueHTn Pemuao AM Tpabea na ce u3nonsea ¢ nosHieHo BHUMaHue. Pennao AM e n
NPHU NALKCHTH C TEKKO YepHOAPOOHO yBpeskaaHe (Bxk. Touka 4.3).
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Penosackyrapra xunepmonus

MMa noBHilieH PHCK OT TEKKA XHMOTOHHA H OBOPEUHa HEAOCTATEYHOCT NPH MALIMEHTH C ABYCTPaHHA
CTEHO3a Ha OBLOpEeUHaTa apTepUa HITH CBhC CTEHO3a HA ApTEPHATA HA €IMHCTBEH (PyHKLIHOHHpaL 6b0pek,
KOTraTo €a JICKYBAHH € NIEKAPCTBEHH NMPOAYKTH, KOMTO MOBJIMABAT PEHHH-aHTHOTECH3HH-aNA0CTEPOHOBATA
CHCTEMA.

bvbpeuno yepescoane
KakTo ¥ npu Apyru J€KapcTBa, KOUTO HHXHOMPAT CHCTEMATA PEHHH-AHMMOTEH3UH-A/II0CTEPOH, TIPOMEHH
B 0b0peuHaTa QyHKUHSA MOraT 1a C€ OuaKBaT NpH YYBCTBHTENHHM NALMEHTH, JIEKYBAHH ¢ KAH/IECApTaH.

Koraro Penupo AM ce M3n0:13Ba MpH NauMEHTH ¢ yBpeacHa 6u0peuna GyHKLHA, ce NpenopbLysa
NEPHOAHYHO NPOCACAABAHE HA CEPYMHHTE HHBA HA KaJIMM U KpeaTHHHH. JIMIICBAa OMHUT NPH NMALHEHTH C
MHOTO TE€KKO WIH TepMHHANHO buOpeuHo yBpewaane (Cleratinine < 15 ml/min). I1pu Te3u maumneHTH
kaHaecapTaH TpAOBAa BHUMATEIIHO J1a ce TUTPHpPa KaTo Ce NpocieAsBa apTEPHATHOTO HaJIAraHe.

OueHKaTa Ha NALMEHTHTE CbC ChpaedHa HEIOCTATLYHOCT TPA6Ba Ja BKIKOYBA NEPHOAHYHA OLIEHKA Ha
ObOpeyHaTa PyHKIHSA, 0COOEHO NPH MALIMEHTH B CTAPUYECKA Bb3PacT 75 NOJMHH WIH NO-Bb3PAaCTHH, H
DalyeHTH ¢ HapyliieHa Os0Opeuna ¢yHkuus. [To BpeMe Ha THTpHpaHe Ha J03aTa HA KAHAECAPTaH, Ce
IIPETIOpBhYBa MOHUTOPHPAHE HA CEPYMHHSA KPEaTHHHMH U KaiuH. KIMHUYHN H3NUTBAHHUA NIPH CHpACYHA
HEAOCTATBYHOCT HE Ca BKJIFOYBAJIH NNALUMEHTH ChC CEPYMEH KpeaTuHHH> 265 umol/l (> 3 mg/dl).

Xemoouanusa

[lo BpeMe Ha 1HaNU3a apTEpHATHOTO HANAraHe Moke 1a Ob1e 0coDEHO HYBCTBHTENHO KbM O10KanaTa Ha
ATl1-peuenTopa, KOeTO 1a AOBEJE N0 NOHWXKABAHE HA TUIA3MEHHS 00EM M 10 aKTHBUPAHE HA PEHUH-
aHCHOTEH3WH-ANII0CTEPOHOBATA CHCTEMA. 3aTOBA KaHIecapTaH TpAOBa BHUMATEJIHO J1a C€ THTPHUPA KATO Ce
MpocCieasaBa apTCPHAITHOTO HAJIATAHE IPH NMALMEHTHTE HA XEMOIHANHU3A.,

bvbpeuna mpancnianmayus
Hama onuT OT NPHNI0KEHHETO HA KaHAECAPTAaH NPH NAlMEHTH Che CKOPOLLHA OL0peusa TpaHCIiaHTalMs.

Humpasacxyaapra xunogoaemus

CHMIITOMATHYHa XHIIOTOHUS, 0COOEHO Cliel MPHEMA Ha ITHPBATA 1034, MOXKE 11 CE MOSBH NPH NALMEHTH C
HamaneH 00eM H/WIK HEIOCTHT Ha HATPHiA, HANP. HHTEH3UBHO JICUEHHUE C© AUYPECTHLIH, THETA C OI'PAHHY4ECH
[IPUEM Ha COJI, IHapHS WIIH NOBpBIIaHE. Te€3H CbCTOAHUA TPAOBa Na ObAAT KOPHTHPAHH IPEAH
MpWIaraHeTo Ha KaHaecapTaH. AKO ¢€ NMOSABH XHIMOTOHHSA NMpH npyuem Ha Penuno AM , nauneHTbT TpsadBa
1a C€ MOCTABH B JIETHANO MOJIOKEHHE H, aKO € HEOOXOAUMO, J1a CE€ MPUWJIOXKH YPEe3 HHTPABEHO3HA HHY3HUA
HOpMaJieH PU3HONOrHYeH pazTrop. JleuenreTo Moxe na ObJe NOAHOBEHO ClIEH KATO apTEPHANIHOTO
HaJIsiraHe ce cradbunusmpa.

Leourno baoxkupane na penun-aneuomensun-ardocmepornosama cucmema (PAAC)
ViMa nanny, ye ennoBpemeHHara ynorpeba Ha ACE uHxubutopu, aHrnotensuH Il-peuenropiun 6nokepy
H/IH ATHCKMPEH MOBHMLIABA PUCKA OT XHIIOTOHHUA, XHIEPKATHEMHS H HaMassBaHe Ha Ob0pednara GyHkLMA
(BKNtOUHTENHO 0cTpa ObOpeuna HegocTaTbunocT). [opaay ToBa He ce NpenopbYBa ABOIHO GI0KHpaHe Ha
PAAC upe3 kombuuHpana ynorpeda Ha ACE uHXuburopu, aHrnorensuH Il-penentopuu Gnokepu unu
aTHCKHpPEH (BX. TOUKK 4.5 1 5.1).

AKO C¢ MpeLEeHH, Ye JIEYEHHETO C ABOMHO Gl0oKupaHe e abComoTHO HeoOX0IHMO, TOBA TPAOBA Aa CTABA
Camo 110/ HabMIIOACHHE Ha CNELMATTHCT K NPH Y€CTO BHUMATEHO NpocieaasaHe Ha OnOpeyHaTa
SJICKTPOJIMTHTE H aPTEPHATTHOTO HAJIATAHE.

ACE nuxubutopu v anruorensut [I-penentopuu 6nokepu He TpabBa Aa ce H3IOA3BAT €/
NPH NaLHEHTH ¢ AHabeTHa HedpornaTHs. |
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JICKAPCTBCHH NPOTYKTH, NMOBAHABALLIY Ta3H CHCTEMA, C€ CBbP3Ba C OCTPa XHMOTOHHA, XMIIEPA30TEMHUA,
OJIKTYPHA K, paaKo, ocTpa 6b0pevHa HegoCTATBUHOCT (BX. Touka 4.8).

Kakto ¥ npu ZpyrH aHTHXHUIIEPTEH3MBHH JIEKAPCTBEHH CPEACTBA, IPEKOMEPHOTO NOHH)KABaHe Ha
apTEPHANTHOTO HAIATAHE MNMPH NALMEHTH ¢ HCXEMHYHA KapAHOMHONATH WIH HCXEMHYHO ChpAEUYHO-
CbA0BO 3a00/I1BaHE MOXKE 1a 1OBEAE A0 MMOKAPIEH UH(DAPKT UAK UHCYIT,

ITepsuven aroocmeponuzom

[latmeHTy ¢ MbpBHHEH ANAOCTEPOHUIBM OOMKHOBEHO HE CE MOBIAMIBAT OT JIEYEHHETO C
AHTUXHUINICPTEH3HBHH JICKAPCTBCHH CPEACTBA, ACHCTRALIM Ype3 MHXHOHpaHe HAa peHUH-aHTHOTEH3HH-
AIA0CTEPOHOBATA CHCTEMA. 3aTOBA HE Ce MPENopbYBa yrnorpedaTa Ha KaHAECAPTaH.

(Cmenoza na aopmuama u MUmpaIHama K1and, 06CmpyKmueHa Xunepmpoguuna kapouomMuonamus
KakTo v npy Apyrsare Ba3oAWIaTaTOPH, Ce NPeNnopbuBa CNELMATHO BHHMAaHHE NPH NALKEHTH, CTpalally
OT A0pTHA MJTH MHTPaAIHA CTEHO3a WK O0CTPYKTHBHA XHITEpTPOHYHA KAPAHOMHOTIATHA.

Hecmabuana cmenokapous, ocmuvp Muokapoen ungapkm
JIunceat AaHHH, KOKTO Aa MOAKPENAT NpHIoKeHHeTO Ha Penmuao AM npu HectabHNHA cTEHOKapIHA WK
B paMKHTE Ha €AHH Mecell cel MUOKapaeH HH(apKT.

Xunepmonuina Kpusa
bezonacHocTTa M €PUKACHOCTTA HA AMIIOJMITHH NPH XHIIEPTOHHYHA KPH3a HE Ca YCTAHOBEHH.

Hlayuenmu cve cvpoeuna neoocmamsunocm

[lauMeHTHTE CbC ChpAEUHAa HEAOCTATHLYHOCT TPAOBA Ja ce JIEKYBAT ¢ NOBHILIEHO BHHMaHHKE, B eaHO
ABITOCPOYHO, MNALEOO-KOHTPOIHPAHO NMPOyYBaHe MPHU NALIMEHTH ¢ TEXKA ChPAECYHAE HEIOCTaThYHOCT
(NYHA xnac III 4 IV) oryerenara uectora Ha Genoapoben 0TOK € No-BHCOKA B MPYINATa JIEKYBAHA C
aMJIOJIMIIHH, OTKOJIKOTO B pynara Ha ruauebo (Bx. Touka 5.1). biiokepH Ha KanlMeBUTE KaHaJH,
BKNIOYHTEIHO aMJIOAHIIHH, TpsOBa Aa ce M3MO0JI3BAT ¢ NOBHIIEHO BHHMAHHE NPH MALMUEHTH ChC 3aCTOoiHA
Cbp/IeYHa HEAOCTATBLYHOCT, ThH KAaTO T€ MOTAT Aa YBEIHUYAT PUcKa 0T Obaelll ChpASYHO-ChAOBH CHOUTHS
H CMBpT.

Eonoaspemenno aevernue ¢ ACE unxubumop npu copoeuna HedocmamvyHOCMm

PHCKBT OT HEXE/TAHH peakUnH, 0cOOEHO XHMOTOHHS, XHIIEPKAIHEMHA M HaMalsBaHe Ha 6bOpeuHara
OYHKUHS (BKIIOUMTENHO ocTpa OB0peyHa HEAOCTATHLYHOCT), MOXKE a ¢ NOBHILH, Korato Peruno AM ce
H3non3ea B kKoMOuHaumsa ¢ ACE unxuburop. He ce npenopbypa tpoitHoTo koMOHHHMpaHe Ha ACE
HHXHOHTOP, MHHEPANKOPTHKOWAEH PEUENTOPEH AHTArOHMCT M KanaecapTaH. Ynorpefara Ha Te3u
KOMOHHaLUMH TpaOBa na cTaBa caMo Mo/ HabJIOAEHHE HA CTIELIHAJIMCT H [IPH Y€CTO BHUMATETHO
npocneasBaHe Ha 0LO0pedHaTa QyHKIMA, €NEKTPOJIUTHTE H APTEPHATHOTO HANSTAHE.

ACE HHXHOHTOPH U aHrnoteHsuu l1-peuenropuu Gnokepy He TpAOBa Na ce HINOA3BAT €IHOBPEMEHHO
NpH NaLHEHTH ¢ AHabeTHA HedponaTus.

Aunepraiuemus
Ynotpebara Ha IEKAPCTBEHHU NPOAYKTH, KOUTO MOBJIHABAT PEHHH-aHIMOTEH3HH-aN10CTEPOHOBATA
CUCTEMa, MOXKE 1a TPHYHHH XUNEPKAIHEMHA. XHUNEPKATIHEMHATA MOXKE Aa € (aTanHa [MPH NALKUEHTH B
CTapyecKa Bb3pacT, NALMEHTH ¢ ObOpeUHa HEAOCTATLYHOCT, NALMEHTH ¢ JHabeT U MU NaLKEeHTH,
NIeKYBaHH €AHOBPEMEHHO € JAPYTH JICKAPCTBEHHU NMPOIYKTH, KOWTO MOTaT Ja MOBUILAT HUBATa HA KalHH
H/HIIH NIPHU NALKWEHTH C HHTEPKYPEHTHH CHOMTHA.
Ilpean aa ce oOMHCAM enHOBpeMERHA ynoTpeba Ha JIeKAPCTBEHH CPEACTBA, KOMTO MMOBITHABAT
AHIMOTEH3HH-ANIA0CTEPOHOBATA CHCTEMA, TPAOBA Aa ce HaNpaBH OLEHKA HAa NOJ3aTa Cnps
OcHOBHHUTE PUCKOBH (PAKTOPH 3a XHMIEPKATHEMHS, KOUTO TPAOBa Aa c€ B3¢MaT A0/ BH
- 3axapeH guaber |
- bubpeuno yepexxnane f
- Bwapacrt (>70 rogunan)
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- Kanuii-cexpanasawn auypetuiu, ACE uHxuburopu, aHrnoteHsun Il peuenTopHH aHTaroHHCTH,
HECTEPOUAHH NPOTHBOBL3NaNUTeNHU cpeactra (HCIIBC, BkAIOUHTENHO CENEKTHBHHU
HHXHOHTOPH Ha COX-2), XenapHH, HMYHOCYTIPECOPH (LMKJIOCTIOPHH WK TAKPOJIHMYC) K
TPUMETOTIPHUM.

- HIHTepKypeHTHH CHOMTHUA H NO-CNELMATHO AEXHAPATHPAHE, OCTPa ChpAEYHA AEKOMIIEHCalINA,
MeTaDONHTHA alK03a, BAolleHa Os0peyuHa PyHKIUMA, BHE3ANHO BJIOLIABAHE HA CHCTOAHUETO Ha
ObOpeunTe (Hanp. nHEKIHO3HO 3a00/1BaHE), KIIETHYHO IH3HPaHE (HAMP. OCTpa HCXEMHA Ha
KpaHHuLuMTe, pabaoMuonnza, o01uupHa TpaBma).

[Ipn Te3n nauneHTH TpAOBa BHUMATEIIHO [a C& NPOCIEASBAT HUBATA Ha CEPYMEH Kanuil (Bx. Touka 4.5).

Anecmesun u xupypeus
1o Bpeme Ha aHeCTe3MA U XUPYpPrudHa HaMeca NMpU NALUHEeHTH, 1eKYBaHH ¢ AHTAFOHUCTH Ha AHTHOTEH3MH

I1, nopaau 61okana Ha peHHH-aHrHOTEH3WHOBATA CHCTEMA MOXKE [a Bh3HHKHE XUNOTOHHA. MHoro paiko,
XHUIIOTOHHATA MOXeE Jla OBbAE TEXKKA, TaKa Y€ MOXKE Aa € ONPapAaHO K3NOJI3BAHETO HA MHTPABEHO3HH
TEYHOCTHU U / WK BA30ONPECOPH.

IIpeonaznu meprxu npu ynompeba

Jaxmosza

[lanmeHTH ¢ peaKH HacNEACTBEHH NMPoOIeMH Ha HENMOHOCHMOCT KbM TaJIaKTO3a, MbJICH JIAKTa3eH AeQULIMT
WJIH IH0K030-Ta/1aKTO3Ha ManiabcopOums He TpadBa Aa npueMaT TOBa JIEKAPCTBO

4.5 BsanMoaeHcTBHe ¢ APYIH JieKAPCTBEHH NPOAYKTH H APYrH (OpPMH HA B3AHMOeHCTBHE

B KMHHHYHHUTE U3NUTBAHUA He ca HAONIOAaBaHH B3aUMOIEHCTBHUS MEXK/1Y ABETE KOMIIOHEHTH Ha
(puxcupaHara 1030Ba KOMOHHALMA,

Bzauvooeticmeuws, xapaxmepru 3a Kombunayuama.
He ca npoBex1aHW NpoyuBaHUA 3a B3aHUMOACHCTBHATA.

La ce e3eme npedeud npu eonospemenna ynompeba

Lpyeu anmuxunepmen3ueHu 1eKapcmeenu npooyKmu
HencTerero Ha Pertiuno AM 3a noHMkaBaHe HAa apTePUAIHOTO HANAraHE MOXKE J1a CE€ NMOBHUIH OT
eIHOBpPEMEHHA ynoTpeOa Ha APYTrH aHTHXUINEPTCH3HBHH JICKAPCTBEHH CPE/ICTBRA.

JAexapcmeenu npodykmu ¢ nOmenyuan 3a NOHUMICABAre HA apMePUAIHOMO HAIAZAHE

B3 ocHOBa Ha (PapMaKOIOTHYHHTE UM CBOMCTBA, MOJKE /1A CE OYAKBa, Y€ CICAHHTE JIEKAPCTBEHH
NPOXYKTH MOTAT 14 3aCHJIAT XUIIOTEH3UBHOTO AEHCTBHE HA BCHUKH AHTUXHMIIEPTEH3UBHHU CpPElICTRA,
prouHTENHO Pennao AM |, Hanp. 6aknoden, aMuoCcTHH, HEBPOJICNTHIIX WIH aHTHAEIIPEcaHTH. (CbHIO
TaxKa, OPTOCTAaTHYHATA XHINIOTOHUS MOXKe Ja ObAC 3aCUNICHA H OT alKOXOJI.

Kopmuxocmepoudu (cucmemen nom)
Hamansapane Ha aHTHXHNEPTEH3UBHHUS €(EKT.

Bzaumodenucmeun, cabp3anu ¢ Kandecapmar
CbeAHHEHHATa, KOUTO ca OMIH U3CIeABAHM NPH KIMHHYHHTE (hapMAKOKHHETHYHH NPOYHBaHHA,
BK/TIIOYBAT XHAPOXNIOPOTHA3HA, BaphapyH, AUINOKCHH, NEPOPANIHU KOHTPAUCHTHBH (Hanp.
€TEHUNECTPAAHOI IEBOHOPTeCTPe), TMTHOEHKIaMW A, HUdeMITHH U eHananpuil. He ca ycTaHOB HH
KIHHHYHO 3HAYMMH PapMaKOKHHETHYHH B3aUMOACHCTBHA C TE3H [POAYKTH.

EIHOBPEMEHHOTO MPHIIOKEHHKE C KATHH-CbXPAHABALUH JHYPETHLIH, KATHEBR N00ABK
COJITa, ChABPXKALIH KanuH, HIIH APYTH JIEKAPCTBEHH MPOAYKTH { HAMP. XENAapHH) MO
CTOHHOCTHTE Ha cepyMHUs kanui. [1pu HeobxonnmocT TpabBa na ce npeanpueme
CEPYMHHA KallWH (BX. TouKka 4.4).

Jumuii

[Ipn eqHoBpeMeHHO npunokenre Ha nutHii ¢ ACE uHxubutopu MMa cbobuieHus 3a nﬁ%’l’gumw TP
MOBHILIABAHE HA CEPYMHATAa KOHUEHTPAlMA Ha THTHA H TOKCHYHOCTTA My. CXoaeH eeKkT MORe:-aa-te”
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NoABU H NPH NPUNOKEHNE ¢ AHTHOTEH3KH [[-peuentopHn Onokepu (AlIPA). [lpunoxeHnero Ha
KaHAeCEPTaH C JINTHH HE Ce NpenopbyBa. AKO KOMOHMHALMATA Ce OKaXKe HeoDX0auMa, c€ NpenopbYBa
BHHMATEJTHO MPOCJIE[ABAHE HA CEPYMHATA KOHUCHTPALMA HA JINTHH.

HCIIBC

[Tpu enHoBpeMeHHO NpwiokeHue Ha AIIPA ¢ Hecteponanu npotusoswinanutennn cpeactsa (HCIIBC)
(T.€. CesiecKTHBHH MHXHMOMTOpH Ha COX-2, alleTuicanTiuWIoBa KHCEAWHA (> 3 g/AHEeBHO) W HECEJIEKTUBHH
HCIIBC), aHtnxunepTeH3UBHUAT ePeKT MOXKE Aa Ce TTIOHUKH.

Kakto # npu ACE unxuburopure, eqnospemenHoTo ripunoxxenne Ha AIIPA u HCITIBC moxe na nosene
IO NOBHLIABAHE HAa PUCKA 3a BJIOLLIaBaHe Ha ObOpeuHaTa GyHKINA, BKIIOUHTETHO Bb3MOXHA OCTPa
OBLOpeuna HenOCTaTbYHOCT, U 33 NOBHILABAHE HA CEPYMHMA KallHii, 0COBEHO NPH MALUEHTH C
npeaulecTsauia snoweHa 6udpeuna dyukuma. KombuHauuara rpabBa aa ce Npuaara ¢ BHUMaHHe,
0COOEHO MpH NALIMEHTH B cTapyecka Bu3pacT. [TauuenTute TpsadBa na 6bAAT aAEKBATHO XHAPATHPAHH H
TpadBa aa ce oOMuUCHH npocneasBade Ha 6LOpeuHaTa PyHKUHS CiI€A 3aN0YBaHe Ha ChITBTCTBALNOTO
N€YEHHE, KaKTO W NEPHOAHYHO CJie] TOBA.

gﬂﬂﬁﬂﬂ 6ﬂ0HHEﬂH€ Ha EEHHH—&HZHHMH&'HH-MﬁOC#!E’EGHGBﬂMﬂ cucmemMa

JaHHH OT KTHHHYHM NPOYUBAHHA NOKA3BAT, Y€ ABOHHOTO OJOKMpaHe Ha pCHUH-aHTHOTEH3HH-
annoctepoHosara cuctema (PAAC) upesz komOunupana ynorpeba Ha ACE HxuOuTopH, aHrHoTeH3uH -
peLeNTOPHH DJIOKEPH WIH ANMHCKHPEH CE CBBP3BA C MO-BHCOKA 4€CTOTA HA HEXENaHH CBOHUTHA, KaTo
XHITOTOHMA, XHIEPKATHEMHA W HaMansraHe Ha OBOpeyHaTa pyHKIUA (BKTIOYHTEIHO OCTpa 0B0peuHa

HENOCTAaThYHOCT) B CPaBHEHHE ¢ yitoTpedaTa caMo Ha €QHO CPpe/ICTBO, AeHcTBamo BepXy PAAC (BxX.
Toukn 4.3,4.4n 5.1).

Bzaumooeucmeus, cevbp3anu ¢ amMag0unun
EdexTi Ha IpyrH ekapcTBEHH NPOAYKTH BLPXY aMIIOAUIIHH!

CYP3A4 unxubumopu:
EnHOBpPEMEHHOTO TIPHIIOAKEHHE HA aMNOAUIHH CBC CHIHH WIH yMepeHn CYP3A4 uHXubuTOpH

(NMpoTea3Hu HHXHOUTOPH, a30JIHH NMPOTHROIEOHYHN CPEACTBA, MAKPOJIHAH KATO EPUTPOMHMLMH KIH
KNapUTPOMHLUHH, BEpAanaMul WH JWITHA3EM) MOXKE a I0BEAC 10 3SHAUHMO YBEIMYaBaHe Ha
€KCIMO3NIINATA HA aMJIOAMINTHH. KNHHHYHATa 3HAYUMOCT Ha Te€3U GapMaKOKHHETHYHH BapHALIMK MOXE 11 €

[o-M3pa3cHa Npyu MalHEHTH B CTapuecka Bb3pacT. 1oBa MOXe Ja HAJI0KH KITHHHUYHO MpOoCiensBaHe H
KOpEeKIMA Ha 03aTa.

Knapurpomuunn e nHxuouTop Ha CYP3A4. ChinecTBYBa NOBHUILIEH PHCK OT XHMOTOHHUS NPH NALUMEHTH,
NpHEMAILH KJapHTPOMHLMH ¢ aMIOAUNHH. [Ipenopbyusa c€ BHUMATENHO HaOMIOACHHE HA MMALIHEHTUTE NPH
€JHOBPEMECHHO TIPWIOKEHHE HA aMIOAWNHH € KIAapHTPOMHLHH.

CYP3A4 undoyxmopu:

I1pn € 1HOBPEMEHHO NPUIIOKEHHE HA U3BECTHH HHAYKTOpH HAa CYP3 A4 nnasmeHaTa KOHLEHTpall1s Ha
aMJIOJHNHH MOXe Aa Bapupa. [lopaau ToBa KpBEBHOTO HanmArane TpAOBa fa ce nNpoclieasBa U aa ce
ODMHCIIM ananTHpaHe Ha 403aTa KaKTo MO BPEME, TAKa M Cel € AHOBPEMEHEH MPHEM, 0COOEHO ChC CHITHH
CYP3A4 vuaykropu (Hamnp. pugaMIMUHH, XKBJIT KAHTAPHOH )

He ce npenopwusa ynorpebarta Ha aMIoAHITHH ¢ rpedn@pyT WIH COK OT rpeindpyT, ThH KaTo MpH HAKOH
NaLHEHTH MOXE J1a Ce TTOBUILIY OMOHANHYHOCTTA M TOBA J1a JOBE/€ 10 3aCHIBaHE Ha e(eKTa Ha

NOHMXKABAHE Ha apTEePHAIHOTO HAATaHE, ST eI
"o 2

anmpo.1en (UnPy3ua):

[1pH »1BOTHHK ca HabAKOaaBaHM NeTanHa KaMepHa GUOpPWIALMS H CbPACHHO-CBIOB
XHIICPKANHEMHSA Clie/l MPHIOKEHHE Ha BEpanaMil U HHTpaBeHO3¢eH AaHTposeH. [lop
XHUIEPKATHEeMHA, C€ NPenoppyBa Ja ce W30Area eIHOBPEMEHHOTO MPUILOKEHHE C 01

p ﬁ,a 11 'iﬂrre

KaHaJTH, KaTO aMJIOMITHH TpsAOBa na ce M30Area npy nauMeHTH, NPeapasnoIOKEHH K M&ﬁb SCTBEHA N

XHIICPTCPMHA H TPH OBJIdZIBAHE HA 310KaA4YECTBEHA XHINCPTCPpMHAL. "\~ ,-"2 1

' A ‘D
u‘\\h\i‘: r}? . :.:r '___f

e

EdexTn Ha aMN0AMNKH BLPXY APYTH NEKAPCTBEHH MPOAYKTH:
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EdexTiTe BHpXYy NOHHXKABaHE HA apTEPHANHOTO HAIAraHe Ha aMJIOAHITHH ce N06aBAT KbM edeKTHTE Ha

[TOHM2KaBaHE HA apTEPHATHOTO HAJIATaHE Ha APYTH JACKAPCTBEHHU NPOJAYKTH ¢ aHTHXHIMEPTEH3UBHU
CBONCTEA.

Takpoaumyc
ChUIECTBYBa PHCK OT NOBHINARAHE HAa HUBATA HA TAKPOJIUMYC B KPbBTa, KOTaTO CE€ NpuUnara

CRHOBPEMECHHO ¢ aMoaHNKH. C 11 aa ce u3zberne nposABa Ha TOKCHYHOCT OT CTPAHA Ha TAKPOIIHMYC,
NPHIIOKCHNETO HA AMNIOAHITHH NPH NALIKEHTH, NEKYBAHK C TAKPOJIUMYC H3HCKBA KOHTPOJ HA HUBATA Ha
TAKpOJIHMYC B KPBBTA H KOPEKLIHA HA 103aTa Ha TAKPOJIHMMYC, aKO € He0OX0AUMO.

Huxubumopu na mTOR (mechanistic Target of Rapamycin — npuueanus enzum Ha panamMuyis):
Huxnburopure Ha mTOR karo cuponumyc, TeMcHponuMyc M esepoaumMyc ca cyberpatn Ha CYP3A.
AMJIOANIIHH € ¢1ab HHxuburop Ha CYP3A. AMIOIMIIHH MOXKe /1a NOBMIIHN ekcro3uuuaTa Ha mTOR
HMHXHOMTOPH NpU eAHOBpeMeHHa ynoTpeba ¢ THX.

g UKTOCRODUR

He ca npoBexxnann npoyuBaHus 3a B3aMMOAEACTBHATA HA LMKJIOCTIOPHH M aMJIOUNHH (1PH 3/1paB#
NOOPOBONLM WM IPYTH TIOTYJIALMH, ¢ H3KTIOYEHHE HA MALUMEHTH ¢ GhOpeuna TPaHCIIAHTALMS, KbIETO Ce
Ha0/II0aBa yBeIH4ABAHE H MPOMEHIIMBA KOHLIEHTPALMA Ha LMKIocopHH (cpeauno 0% 40%). Tpabea aa
ce OOMHCIIN MOHHTOPHHT Ha HHBATa HA HMKJIOCTIOPHH NPH NaLMeHTH ¢ 6E6peuHa TpaHCIUTaHTalHA Ha
aMJIO/IMITHH, U Aa ObAe HaMalleHa 103aTa Ha LIMKJIOCTIOPHH KOJKOTO € HEOBX0AMMO.

Cumeacmamun

EAHOBpEeMEHHHAT NpHEM Ha MHOTOKpaTHM 1034 oT 10 mg amnoaunux ¢ 80 mg CAMBACTATHH NOBULIABA
CKCITO3MLHATA HA CHMBACTATHH CBC /7% B CpaBHEHHE CaMO ChC CHMBAcTaTHH. [Ipy nalLMeHTH, npHeMaLIn
AMJIOIMITHA, 103aTa CHMBACTAaTHH ce orpaHu4ara go 20 mg aHeBHo.

IIpn kMHKYHK W3NUTBaHKA 32 B3aMMOAEHCTBHA AMITOAMNIMH HE NOBIHABA $apMaKOKHHETHKATa Ha
aTOpBacTaTHH, AMIOKCHH WM BapdapuH.

4.6 DepTHAHTET, GPEMEHHOCT H KbpMeHe

bpemenHocT

Cevp3ano ¢ kandecapman
He ce npenoptusa npuemsT Ha ATIPA npes mepeus TpHMecThp Ha GpeMeHHOCTTa (BK. Touka 4.4). [To
BPCMC Ha BTOPHA H TPETHA TPUMECTBP Ha OpeMeHHocTTa npueMbT Ha AIIPA ¢ npornBonoxasaH (Bx.
TOYKH 4.3 W 4.4). ENUACMHOIOTHYHHTE JaHHH OTHOCHO PHCKA OT TEPAaTOreHEH eEKT CJie/] eKCMO3ULIHA Ha
ACE vHXHOHTOpPH npe3s NbpBHs TPUMECTHP Ha GpeMEHHOCTTA He ca €AHO3HAYHM, BCE 1aK HE MOKE [a ce
H3KJTIOYH NEKO MOBHIIABAHE HA pUCKa. BbIipexu de HAMA KOHTPOIUPAHH eNHAEMHOIOrMYHH JAHHH
OTHOCHO PHCKa MpU npHeM Ha AlIPA, npu To3u knac ekapcTea Moxke 1a ChIIECTBYBA N0A00EH PHCK.
(CBEH aKO NPOAKIKABAHETO Ha JieueHUueTo ¢ AlIPA He ce cMsaTa 3a )XH3IHEHOBAXKHO, MPU NALMEHTKHTE,
KOHTO IL1aHHpaT A2 3a0bpeMeneaT, Tpabaa fa ce npeMHHe KbM JIEYEHHE ¢ AlITEPHAaTHBHO
AHTHXHUIICPTCH3IUBHO CPE/CTBO, KOETO HMA YCTAHOBEH Npogunt Ha 6e3onacHOCT 3a ynorpeba o BpeMe Ha
opementoct. [lpu ycTanoBaBaHe Ha GpemennocT neueHueto ¢ AIIPA Tpabea ga ce crnpe He3abaBHO H, aKo
€ NOJAXOJLUO, Ja C€ 3aNMOYHE aNTEPHATHBHO JIEYEHHUE.

M3BecTHO €, ye ekcnosuupaTa Ha AIIPA nipe3 BTOpHs H TPETHS TPUMECTBP Ha GPEMEHHOCTTA, TPHUMHSBA
(peTOTOKCHUHOCT Py Xopa (HaManeHa 6B6peuHa GyHKIUA, ONUrOXHAPAMHKOH, 3a6aBeHa OCHU(PHKALIUA Ha
YE€PENHHTE KOCTH) W HEOHATAJIHA TOKCHYHOCT (ObOpeYHa HENOCTATBYHOCT, XHITOTOHHS, XHMIEPKATHEMHS )
(BK. TOyKa 5.3). |
[pu exciosnums Ha AlIPA cnex HauanoTo Ha BTOpHS TPHMECTDP Ha GPEMEHHOCTTA ©
exorpagcka oleHka Ha 0b0peunara GpyHKUMS U Yepena.

Kbpmauera, unnTo Maiiku ca npuemanu AlIPA, TpabBa aa ca BHUMaTenHO Habmona
(BXK. TOUkH 4.3 u 4.4).

Csbpzaro ¢ amao0unun

be30nmacHOCTTa Ha aMIOJMITHH NO BpeMe Ha GPEMEHHOCT TIPH XOpa HE € YCTaHOBEHaA.



B npoyuBaHHs NMpH XUBOTHU € HAOMIONaBaHA PENPOYKTHBHA TOKCHUHOCT NPH BUCOKH A03M (BXK, TOUKA
5.3).

Ynorpebara no BpeMe Ha HpeMEHHOCT Ce NpenophYBa CamMoO ako HAMA No-0e3011acHa anTepHaTHBA H
3a0012BaHETO caMo No cebe CH HOCH MO-TOJIAM PHCK 3a MakikaTa U (eTyca.

KnpMeHe

Cewvpzano ¢ kandecapmanu

Hsama Hanvuna nHdopmMaums oTHocHo ynotpebaTa Ha kaHaecapTaH Mo BpeMe Ha KbpMeHe U yrorpebarta
MY He ce Mpenopb4Ba, KaTo C€ NPEANOYUTAT AJITEPHATHBHU IEYSHRA C NO-100pe YCTAHOBEH NMPOdUI Ha
0e30macHOCT No BpeMe Ha KbpPMeHe, 0CO0EHO NPH KbPMEHE Ha HOBOPOJEHO HH HEOHOCEHO KbpMaye,

Cewpzano ¢ anaodunux
AMIIOIMIIHAH Ce €KCKPETUPA B KbpMaTa npy xopa. YacTra OT A03aTa Ha MalKaTa, NoJiy4eHa OT KbpMaueTo,

€ H3YHCIEHA ¢ HHTEPKBapTWIEH Auana3oH 3 — 7%, ¢ MmakcuMyM 15%. EdexTbT Ha aMJIOAHITHH BHPXY
KbpMaueTara € Hen3BecTeH I psadBa aa ce B3eme pelleHUE JajH 1a C€ NPOAB/DKA/TIPEKPATH KbPMEHETO
WK [1a C€ NPOAB/DKH/IPEKPATH JIEYUEHUETO ¢ aMJIOAUITUH Bb3 OCHOBA HA MM0JI13aTa OT KbPMEHETO 3a NETETO
W NoJ13aTa OT JICYSHHETO ¢ aMJIOAMIIHH 3a MaiiKaTa.

GOeprunurer

Cevp3ano c amroounun

[Ipy HAKOH NALMEHTH, NEKyBaHH ¢ OJIOKEPH Ha KAMIKEBHTE KaHATH, ca CbODILEHH OOpaTHMH
OMOXHMMYHH NPOMEHH B IVIABUMKATA HA CiepMaTo3ouanTe, KnuHHYHKHTE JaHHH ca HEOCTATHYHHU 110
OTHOLUEHHE Ha MOTCHLHATTHHA e(PEKT Ha AMJIOJIMIHE BLpXY Qeprundrera. [Ipy eaHo npoytisane npu
[ILXOBE €2 YCTAHOBEHH HEXKENAHH €EKTH BBPXY MBXKKHA QepTUITUTET (BXK. TOUKa 3.3).

4.7 EdexTn Bbpxy cnocoGnoctTa 32 miopupane 0 pabora ¢ MANIHHH

He ca npoBexxaaHy npoy4yBaHus Ha eeKTUTE HA KAHAECAPTAH BLPXY cNocOGHOCTTA 3a wodupaHe H
paboTa ¢ MaluKHK. Bripexk ToBa TpaGBa 1a e MMa NPEaBHA, Y€ MOHAKOTa N0 BPEME Ha JISUEeH e ¢
KaH/JeCapTaH MOXKE J1a Ce MOSBU 3aMaHBaHE WIH YMOPa.

AMIOAMITHH NOBHABA B MaJlKa WIM B YMEPEHa CTeNeH cnocobHOCTTa 3a odupane H paboTa ¢ MallIHHH.
AKO MalMEHTHUTE, MPUEMAIILA aMJIOJINNKH, CTPAJAT OT 3aMaiBaHe, r1aBoGoane, YMOpPa WiIH rajicHe,
COCODHOCTTA MM J1a pearupaT Moke Na € Hapywena. [Ipenopbusa ce NOBHIIEHO BHHMaHHE, 0COBEHO B
HAYaI0TO Ha JIEYEHHETO.

4.8 HexelanH JleKapcTBeHH peaKnuH

dukcupaHa 1030Ba KOMOHHALHA

He ca nposexxnaHy KIMHMYHA nipoyuBaHus. [1o-10ny ca onucaHy He)KeNaHMUTE PeaKi[HM, KOHTO Ca
HaOJ10JaBaHH TIPH OTAEIHHTE aKTUBHH BEWIECTBA.

HexxenaHuTe peakuun, KOUTO ca ¢hOOLIABAHY TIPE/IM [IPH €4HA OT OTAEITHUTE KOMINOHEHTH (KaHJaecapTaH
HJTA aMJTOIUTIHH ), MOXKE CBLUO J1a €3 Bb3MOXHH HeXeNaHH peakiu npu Pemuao AM |, nopu ¥ 1a He ca
HabaOAaBaHu NPH KIIMHUYHHATE NPOYUBaHKA MK N0 BPEME Ha MEPHOJA CIe IMyCKaHe Ha nasapa.

Kanodecapmari

Jlevenue na xunepmonun
Hesxenanure peakuHH OT KOHTPOIMPAHHTE KIMHHYHH [IPOYYBAHHA ¢a JIEKHU U npexoaHu. ObuiaTa yectoTa
Ha pa3sBUTHE HA HeXeNlaHU CLOMUTHA He e CBBP3aHa ¢ J03aTa K Bb3pactTa. CUpaHeTo Ha NEYEHHETO
Mopaan pa3BHTHE HA HEXKENAHH PeaklMy € CXOAHO 32 kaHaecapTan udnekcerun (3,1%) n nauebo (3,2%).
B 0000LIeH s aHANIH3 HA JAHHUTE OT KIHHUYHHUTE MPOYHBAHHS NPH NALHEHTH ¢ XHIEPTOHHUA,
HEXKEJIAHWTE peaKLIMH NPH KaHAECApTaH LIWIEKCETW ¢a ONPEAECIEHHE Bb3 OCHOBA HA Y€CTOT
HEXENaHH ChOMTHA NpH NpHEM Ha KaHJecapTaH uinekceTun ¢ noxe 1% mo-BHCOKA OT H
[pY NpHEM Ha maueto. [1o Tazum gepHHULKMA HAH-YeCTO CHLOOLABAHHTE HEXKENAHH pe
3aMaiBaHe/BEPTHIO, [NaBOOONKHE U HHMEKLIMK HA AUXATEIHUTE ITETHLIA. (

l\ 0 -u.. X P

Tadbnuuara No-A01y NPEACTABA HEKEIAHHTE PEAKLUHH OT KAMHHYHHTE NPOYYBaHHA H QKL é.xmg;‘;ﬂy@maﬂe
‘o, e Ry

Ha na3apa. N T

M3non3sannTe B TabnnuMTe B TOYKa 4.8 YeCcTOTH ca KakToO c/ieABa: MHOTO YecTH (=>1/10), Wy d‘m‘_@ d]i%ﬂ@f
¥
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CucteMo-opranen kaac HecrToTa HexeNanH peaknHH
Mndexuuu U nadectarmm Yectu HMudexunn Ha nuxarennure
[IbTHILA
HapyuieHus Ha KpbBETa H MHoro penku JICBKONEHHA, HEYTPONIEHHA U
JuM{@HaTa cucTeMa arpaHyJ/JioLUTOo3a
Hapywennsa Ha Metabonnsma 1 | Muoro peakm XHIIEePKAJIMEMHA,
XPaHEHETO XMIIOHATPHEMMHSA
Hapyiuenus Ha HepBHaTa Yectu 3amaiiBaHe/BepTHIO, raBobonne
CUCTEMA
PecnHpaTopHu, rpbaHU U MHoro peakm Kamnvua
ME€HACTHHAJIHY HAPYIIEHHUSA
CToMauHo-4peBHHN HapyllleHus | MHoro peaku ["apene
lvapug
XenaroOunnapHH HapyueHus | MHoro peaku [loBM1LIaBaHE HA YepPHOAPOOHHUTE

€H3WMH, OTKNOHEHUA B
yepHOApoOHATA PYHKLMS MITH

XCIIATHUT
Hapyiienns Ha koxkaTa 1 MHoro peaku AHTHOHEBPOTHYEH OTOK, OOPHB,
NMOJKOXHATA ThKaH YPTUKApHA, NPYPUTYC
Hapymetusa Ha MycKyJIHO- MHoro peaku bonku B repda, aprpanrus,
CKeJIETHaTa CHCTEMA H MHAITHA

| CRCAHHUTCAHATA TEKAH

Hapymenus Ha 6s6peunre u Mnoro peaku b1rOpeuno yepexaate,
MTHKOMHUTE MbTHLLA BKJIIOUYHTENHO 61OpeyHa

HEJIOCTAaTBYHOCT NpHU
YYBCTBHUTENHH MNALMEHTH ( BXK.
Touka 4.4)

Slabopamopuu pesyaimamu

KakTo v npy Apyru HHXHGHTOPH Ha PEHHH-aHIHOTEH3HH-AJ1OCTEPOHOBATa CUCTEMA, HabnoaBaHu ca
Clly4aH Ha JICKO MOHWXXaBaHe Ha xeMorioOHHa. IIpu naumeHnTn, npHeMally Kanaecaptal, 0OHKHOBEHO He
€ HEODXOAMMO PYTHHHO NpocIIe/iaBaHe Ha 1abopaTOpHUTE MOKA3aTeNH. BLIOpekH TOBA NPH MALMEHTH C

OLOpeuHO yBpexaaHe ce NpenopbuBa NEPHOAHYHO NPOCIEIABAHE HA CTOMHOCTHTE Ha Kajuil 1 KpeaTHHHH
B cepyMa.

AMroounun

Hal-4ecTo choblLaBaHUTE HeXelaHU peakLMH MO BPeMe HA JIeUEHUE Ca ChHIMBOCT, 3AMasgHOCT,
rnapo0onue, nainurauuu, sauepsspaHe, KopeMHa 60JIKa, rajeHe, OTOLM Ha IVIe3eHUTE, OTOK H yMopa.
BbB BeAKa rpyna B 3aBUCHMOCT OT 4ECTOTA, HEXKEIAHUTE PEAKLIMH ca NPEACTABEHH B HU3XO/LI pell 1o
OTHOLUEHHE Ha TAXHATA CEPHO3HOCT.

CucTeMo-opranen Kiac YecToTa HexeNaHH peaKuHH
HapylueHus Ha KPBBTA K MHoro penku JleBkoUUTONECHHA,
AMMpHaTa cHCTEMA TPOMOOUHTONEHUS
Hapyinenus Ha uMyHuara MHoro peaku AJIEprUYHH peaKLHH
Hapywenus Ha metaGonusma u | Muoro peaku XuneprimkeMus
XPaHEHETO
[TcuXHuHHU HapyLLEeHHA HeuecTH be3cwHHE, NpOM
HaCTPOEHUETO
6e3n0KONHCTBO);

Peaku Ob6vpkBane
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HapylueHus Ha HepBHaTa
CHCTEMA

YecTH ChHbHIMBOCT, 3aMaHBaHe,
riaerobonue {(0cobeHo B
Ha4YaI10TO HA JICYECHUETO)

Heuectn Tpemop, aucreysus, CHHKON,

XHUIOECTEIN,
napacTe3ns

MHoOro peaxH

[loBMIIEH MYCKYIIEH TOHYC,
nepuepHa HEBPONATHA

C HeMd3BeCTHA YeCcTOTAa

ExcTpanAapaMuIH{ HapyICHU

HapyuieHns Ha ouunre HeuecTy 3pUTEITHH HAPYLUCHWA
(BKJTIOYHTETHO ANILIONHA)
HapylueHus Ha yxoto H HeuectH THHHTYC
| J1aOMDHHTA
CbpAcyHH HapyUIEHHS YecTn [lannurauun
Heuect ApHTMHS (BKAKOHYHTETHO

OpaauKapausa, KaMepHa
TAXHKAPAHA H MPEACHPAHO
MBKACHE)

MHoro penkm

Muokapaen uHdapkT

CbIOBH HapylIEHHA Uectu 3auycpBABaHE
HeuecTH XHITOTOHHA
MHoro peaky Backynur
PecninpatopHu, rppaHH U YectH Hucnues
MEIHACTHHAITHHN
HAPYLICHHA HeuecTn Kamnuua, pHHHT
CroMauiHo-YpeBHH Hapyllesus | YecTy Kopemna 0oJka, rajee,
AUCTIENCHSA, POMAHA B
oOHyaHHaTa NEPUCTAITHKA HA
yepBaTa (BKIUHATEIHO AUapus
1 KOHCTHUITALIUA)
HeuecTH [loBpuuraHe, CyXoTa B ycTaTa

Mmnoro peaku

[TankpeaTHT, racTpHr,
XUMEpria3usa Ha BEHLHTE

XenarobuinapHu HapylIeHHs

MHoro peaku

XeMaTHuT, XbJITCHHLA,
MOBHILIARAHE H& YEPHOAPOOHHTE
eH3uMHu*

HapylieHus Ha koxkaTa H
[MOAKOXHATA ThEKAH

HeuecTH

Anoneuus, mypnypa,
00e31BeTABAHE HA KOMKATA,
XHAEPXKUAPO3a, NPYPUTYC,
0DOpUB, €K3aHTEMA, YPTHKAPHA

MHoro peaku
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cxeneTHaTa cucrema u HeuecTH APTpanrusi, MHAITHs, MyCKYJIHH

CHEAMHUTENIHATA ThKAH cnasmH, OonkKH B rppba
Hapyuienns Ha 6s0peLure | HeuecTH HapyieHo ypHHHpaHe,
MUKOYHHUTE NMBTHLLA HOKTYPHA,
MOBULIIEHA YECTOTa Ha
YPHHHPAHETO
HapyiieHus Ha Heuectn HMMnoTeHTHOCT, THHEKOMAaCTHA
BBHINPOH3BOAMTEIHATA CUCTEMA U
rbpJaTa
[O6m HapyLienns U eexTd Ha [MHoro decTu OTok
MACTOTO Ha MPHNOKEHHE
UecTu YMopa, acTeHHA
HeuecT bonka B repauTe, 007Ka,
Hepa3noJIoKeHHe
HMacneapanus HevecTn YBenuyaBaHe Ha TEJEeCHOTO
TETJ10, HAMAIABaHE Ha TEJAECHOTO
TEro

*HA-4eCTO € CBBP3aHO C XoJiecTa3a
CpoOLIaBaHy ca OTAENHM CTYYan HAa EKCTPAITAPAMUIEH CHHAPOM.

Cpobiapaye Ha MOAO3MPAHH HEXKENAHH PEAKLIHH

CroO0I11aBaHeTO Ha NON03HPAHHU HEXeNaHH PEaKLHH clle]] pa3pelliapaHe 3a ynoTpeba Ha NeKapcTBEHHU
NpOAYKT € Ba)KHO. ToBa Mo3ronsBa 1a Npoab/nky HabTIOAEHHETO Ha CHOTHOLLIEHHETO NOJI3a/PUCK 34
JIEKApCTBEHUA NMPOAYKT. OT MEAULMHCKHUTE CMELIKATIMCTH C€ M3MCKBA Ja ChoOIIaBaT BCAKA MOA03HpaHa
HEKEIIaHA peakitia Ypes HallMOHATHA CHCTEMa 3a ChoDLlaBaHe:

MamrbiiHUTE1HA areHuus 1o JIeKapcTraTa

yi. ,,JaMmsad I'pyes” Ne §

1303 Codus,

TeN.: +3592893417
yebcalT: www.bda.bg

4.9 Ilpenozmpane

[Tpn xopara OMUTBT ¢ YMULIIEHO NPE03HPAHE € OTPAHHYEH.

Cumnmomu

Hannunure ganHu npeamonarar, e rofiaMo npeo3HpaHe ¢ aMIOAHIHH MOJKe Aa OBEE A0 NIPEKOMEPHa
nepugepHa Ba30OAWIATALHA H BH3MOXHO 110 peduiekcHa Taxukapaus. CrobIIapaHo € 3a 3HAYHTENHA,
BEPOATHO NPOAL/DKUTEIHA CHCTEMHA XUTTOTOHKWA A0 1IOK, BKIKYMTENHO ¢ (haTajieH Kpai.
Hekapauorenen 6enoapoben oTok ce cob1apa psaako KaTo MocAEANIA OT NPeao3HpaHe C aMIIOAUIIHH,
KOHTO MOJXKe J1a C¢ NposBH cbe 3abaBeHO Hayano Ha edekta (24-48 vaca cnen norIbILAHE) M 13 U3HCKBA
H3KYCTBCHA BEHTUNALMA. PAHHHATE peaHUMaUHOHHHM MepKH (BKIKOUMTETHO HATOBAPBAHE ¢ TEYHOCTH) 34
NOAAbPXAHe Ha Nepdy3uaTa U CbpAeYHHS eGHT MoraT aa 6baaT yeKopsBaii $aKTopH.

Bb3 0CHOBa Ha (hapMaKkoIOrHYHH chOBpakeHHs, OCHOBHATA NPOSABA Ha NIPENO3MPAHE C KABJECAPTAH €
BEPOATHO CHMIITOMAaTH4YHA XHITOTOHUS W 3aMaHBaHe. B oTaenHuTe cboblieHuns 3a npeao3npakle (a0

072 mg kKaHaecapTaH LANEKCETI) Bb3CTAHOBABAHETO HA MALIHEHTUTE € OUNO TaaKo.

Jevenue

NOBANIHATH Kpaka. AKO TOBA HE € JOCTaTbYHO, [1a3MEHHAT 00em TpA0BAa 1a ce TIOBMIIH
Ha UHQY3Hs, HANPHMEP HA H30TOHHYEH PA3TBOP HA HATpUeB XJ10pua. CHMNATHKOMHMETH
JIEKApCTBEHH CPEACTBA MOT'aT Ja O0bAaT NMPHIOKEHH, aKO M30POEHHUTE NO-TOPEe MEPKH HE ¢
KanzpecapTaH He ¢e OTCTpaHABA YPE3 XEMORHANH3A.
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KiMHWYHO 3HAaYMMA XUNOTOHMS, nopajH Npefo3upaHe ¢ aMJIOAHNNWH, H3HCKBA aKTHBHA ChbPACYHO-ChOBA
pcaHiMallii, BKIIOUBaAlllA Y€CTO NpOC/ieIIBAHE HAa CbPACYHATA U AHXATETHATA (PYHKLHA, NOBIAUraHe Ha
KpaHHULIMTE H NOBHUICHO BHUMAHHE 1O OTHOLLEHHUE HA LUHPKYJIATOPHUA 0OEM U OTAEC/IAHE HA YPHHA.

3a Bb3CTAHOBABAHE HA CbLIOBHA TOHYC H KPBBHOTO HaAraHe, NPWIOKEHHETO Ha Ba30KOHCTPUKTOP MOXKE
Aa ObAe OT non3a, MpH YCIOBHE, Ye HAMA NpOTHBONMOKAa3aHHA 3a yriorpebara My, UHTpaBeHO3eH KaiLHEB
FIIIOKAHAT MOXKE Ja € OT NoJi3a 3a NnpeoaosBaHe Ha edekTa Ha 010Kana Ha KALMEBHTE KAHATH.
CrToMalliHaTa NPOMHUBKA MOXE [a € NOJ1Ie3Ha B HAKOH cay4dan. Ynotpebara Ha akTHBEH BbIJIEH MPH 3/paBH
nobpoBosIUM 10 2 yaca ciiex npHeM Ha 10 mg aMIonunue e nokasana, ue NOHWKABa CTENEHTA Ha
abcopbuua Ha amstonunuu. Thil KATO aMJICAUIIUH Ce CBBLP3Ba B rojisiMa CTENEH € [UIA3MEHUTE NMPOTEHHH, €
MAaJIKO BEPOATHO JHAIH3AaT4 04 € OT Moa3a.

5.  ®APMAKOJIOTHYHH CBOVCTBA
5.1 ®apmMakoIHHAMHYHM CBONCTBA

({apMakorepanesTuiHa rpyna: CpeacTsa, AeHCTBAINH BbPXY PEHHH-AHI HOTEH3HHOBATA CHCTEMA,
aHrHOTeH3MH 1l aHTaronucT u 6noxepn Ha kanumeeure kananu; ATC kox: CO9DBO7.

Pennano AM xoMGuHMpa aBe AHTHXHIIEPTCH3HBHH CLEAHHEHHA € JOMBABAL C€ MEXAHHU3BM C LIEJT KOHTPOJI
Ha apTCPHAITHOTO HAIATAHE NPH NAUMCHTH C €CEHLHATTHA XUTIEPTOHMA: aHTHOTEH3HH [] peuentopen
AHTArOHHCT — KaHACCAPTaH UMNCKCETHII H ZJUXUAPONTMPUAHHOB ONOKep Ha KaNlHEBHTE KaHaNH -
aMJIOQUIIHA,

KoMOuHauMsaTa OT Te3W BellecTBA MMa AOMBIHWTENECH AHTHXMNEPTEH3HBEH e(eKT, MOHIKABANKHM
ApPTEPHATHOTO HANAraHE B MO-TONAMA CTEINMEH, OTKOIKOTO BCEKH KOMITOHEHT CAMOCTOATEIHO.

Kanoecapman yunexcemun

AHRTHOTEH3HH Il € OCHOBHHAT Ba30aKTMBEH XOPMOH OT pEHHH-aHTHOTEH3HH-ALIOCTEPOHOBATA CHCTEMA N
Y4acTBa B NAaTOMHU3NOIOTHATA HA XHIIEPTOHHATA, CHPAEYHATA HEAOCTATBYHOCT H JPYrH ChPASYHO-ChIOBH
HapyLIeHHA. 1OH ChUIO Taka y4acTea B NATOreHE3aTa HAa TEPMMHAHATA OPraHa XHIEPTPOdHUS 1

yBpexaaHe. OCHOBHHUTE GU3HONOrHYHH eheKTH Ha aHrMOTeH3UH 11 KaTo BA3OKOCTPHKIMA, CTUMYIMPAHE
Ha aJ110CTCpOHA, peryjlalns Ha BOJHO-COJICBATA XOMEOCTAa3a ¥ CTUMYJTALIHA Ha KIIETbYHHS PacTex, ce

Meauupar ypes peuenrop tun | (ATI).

KanznecapTaH uniekceTw e nponekapcTBo, HOAXOAALIO 3a Mepopanna ynotpeba. Toli ce npeBpbLua OBp30
B aKTHBHOTO BCILECTBO KaHZE€CapTaH, Ype3 eCTEpHa XHAPOIIU3a Mo BpeMe Ha abcopOLuaTa B CTOMALIHO-
HpeBHUs TpakT. KaHaecapran e AlIPA, cenektusen cipsmo AT1 peuentopurte, KOHTO ce CBBP3Ba 3ApaBo
H 6aBHO ce ocBobork1aBa OT peuenTopa. Toli HAMa arOHHCTHYHA AKTUBHOCT.

Kanpecapran ne unxubupa ACE, koiito konBepTHpa aHroteHsuH | go aarnotensun Il 1 pasrpaskaa
OpanuknHKMHA. He okasBa nelictBue BEpXY ACE W He noreHuupa neicTeueTo Ha OpaAMKHHHH WK
cybcranuus P. B koHTponupaHuTe KNMHHYHU Mpoy4BaHHs, cpaBHABAaINM KaHaecapraH ¢ ACE
HHXHOHTOPH, Y€CTOTATA Ha KalLUTHL@A € NO-HHCKA [PH MALUEHTHTE, PHEMAIM KaHAECAPTAaH LIAIEKCETHI.
Kannecaprau He ce cBbp3Ba MK G10KMpa APYTH XOPMOHATHH PELIEITTOPH HIH HOHHHM KaHAIH, 38 KOMTO €
H3BCCTHO, HE Ca OT 3HAYCHHE 3a CBPACYHO-ChAOBATA peryfiauusa. AHTarOHU3MbT Ha aHruotensuH Il (AT1)
PELCIITOPHTE BOJAH 10 A0303aBMCHMO MOBHILIIABAHE HA TJ1Ia3MEHHTE HHBA Ha peHHHA, Ha HUBATa HA
aHTHOTEH3UH | M aHrHOTeH3MH I] M MOHKW)XaBaHe Ha NNa3MEHaTa KOHLEHTPALKS Ha al0CTEPOHA.

Xunepmornus

[Tpy XMIIEPTOHHSA KaHIecapTaH Npeau3BHKBA A0303aBHCHMO NIPOIB/IKHTENHO MOHWKABAHE Ha
APTEPHATHOTO HANATaHE. AHTUXHNEPTEH3UBHUAT e€(PEKT C€ ABIKH HA NOHIDKEHOTO CHCTEMHO NEPUBEPHO
CHIPOTHBIIEHHE 0€3 peIEKTOPHO NOBHINABAHE Ha ChpAEYHATa YecToTd. HaMa NaHHH 33 CeprosRaLiLl
[IPEKOMEPHA XMITOTOHHA Clle/l MPHEMa Ha MbpBaTa A03a WM rebound edekT cren cripgge &@M tHae
Cnen npunoxeHue Ha eIHOKpaTHA 1032 KAHAECAPTaH UMIEKCETI HAYanoTO Ha aHT b

¢(peKT HaCTbMNBa OGMKHOBEHO B paMKHUTE Ha 2 yaca. [1pH NPOALIKUTENHO Nevente J¢ HOR
MOHHKEHHETO Ha APTEPHATHOTO HANATAHE IPH MPHEM Ha KOATO H ia € 71033, OGHKHOBEHP G ¥k

PAMKHTE Ha YETHPH CEIMULM H Ce 3abpiKa NNPH NIPOAB/DKHTENHO NeueHue. Ciopen\M&d-ananns -
CPeAHMAT JOMBJIHKTENCH eeKT HA MOBHIABAHETO HA 03aTa OT 16 mg Ha 32 mg eaHokpaHo THeBHO ¢ S
ManbK. Kato ce B3eMe npeasna 1 MexxayWHAMBHAYanHaTa BapHabIIHOCT, NPy HAKOH TIATIMEHTH -MOXENA
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ce oyakBa edexT, HaNBUIIaBaLl cpeaHus. KauaecapTan IMAEKCETHII, NPHET BEIHBK AHEBHO, OCHTYPSBA
¢(EKTHBHO M PABHOMEPHO NOHIXKABAaHE Ha apTEPRATHOTO HANAraHe B MPOXb/LKERHE Ha 24 yaca, ¢ MasKa
Pa3iMKa, B paMKHTE Ha 1030BUS HHTEPBAJI, MEXKIY MaKCHMAIHHA e¢dekT U €peKkTa B Kpad Ha 1030BHA
HUHTEpBAI.

B Ape paHaOMH3HpaHH, ABOHHO-C/teNH NPOy4BAHHA Ca W3CIICABAHH AaHTUXHNEPTEH3UBHHS eheKT H
NMOHOCHMOCTTA Ha KAHAECAPTaH H JlocapTaH NpH oduwo 1 268 nauneHTH ¢ Jlexa 10 yMepeHO TexKKa
Xunepronus. [ lonnkaBaneto Ha apTepHANHOTO HalAraHe (CHCTONHO/AHacToaHo) € 6mio 13,1/10,5 mmHg
NPpH NNPpUEM HA KaHAECApTaH UHIEKCeTHN 32 mg BeAHBXK AHeBHO B 10,0/8,7 mmHg npu npuem Ha
JlocapTad Kanui 100 mg BeAHbK AHEBHO (Pa3NHKATa B [IOHMXABAHETO HA APTEPHANHOTO HAJIATAHE €
3,1/1,8 mmHg, p<0,0001/p<0,0001)

I1pu npunarade Ha KaHaecapTaH LWIEKCETH €JHOBPEMEHHO ¢ XHAPOXIOPOTHAZU, MOHMKABAHETO Ha
ApTEPHAJIHOTO HasAraHe € aauTHBHO. HabmonaeaHo e ¢bl0 MOBHLIABAHE HA AHTUXHNEPTEH3UBHHA eQeKT
NpH KOMOHHUpAHE HA KAHAECAPTAH LUHIIEKCETHI ¢ aMIIOJMIMH UNY (esToLHIHE.

JlexapcTBeHH IPOAYKTH, KOMTO GNOKHPAT peHMH-AHTHOTEH3UH-AIAOCTEPOHOBATA CHCTEMA, HMAT 110-CJ1ab
AHTHXHIEPTEH3UBEH €(PEKT NPH YEPHOKOXH NALMEHTH (KOMTO OGHMKHOBEHO ca MOMyJallusa ¢ HUCKH HUBa
Ha PEHHH), OTKOJKOTO NPH MALMEHTH, KOMTO He ¢a YepHOKoxU. ChILOTO BAXH M 3a KaHaecapTaH. B
OTBOPEHO KJIMHHYHO MpOY4BaHe npH 5 156 nauMeHTH ¢ AMACTONIHA XHNEPTOHHA, NOHHXXABAHETO Ha
APTCPHAITHOTO HaNAraHe no BpeMe Ha JICYEHUE ¢ KaHAecapTaH € 3HaYHTEIHO N10-¢/1a00 NMPpH YEPHOKOXH
[MTALMECHTH B CPABHEHHE ¢ HeYepHOKOXH nauuenTH (14,4/10,3 mmHg cnpamo 19,0/12,7 mmHg,
p<0,0001/p<0,0001).

KannecapTan nosnuara 6b6peyHns KpbBOTOK, KATO HAMA eEKT BbPXY CKOPOCTTA Ha ITIOMEPYJIHA
$buiTpanans WM g NOBMILABA, AOKATO GbOpevHaTa ChIOBA PE3UCTEHTHOCT H GHATPALMOHHATA BpaKums
CE MOHIKaBaT. B 3 MECEYHO IWIMHHYHO NpOYYBaHE NNPH NALMEHTH C XMIMEPTOHMSA H 3aXxapeH Axabet THn 2
C MUKPOaJIOYMHHYPHS, RHTUXHIIEPTCH3UBHOTO ICYEHHE C KAHAECAPTaH LIWNEKCETHII HAaMaIgBa
€KCKPELHATa Ha aOYMHH B ypHHATa (CBhOTHOLUIEHHE al0YMHH/KpEaTHHHH, cpeaHo 30%, 95% JIH 15-
42%). KbM MOMEHTa HAMA JJaHHH 32 edeKTa Ha KAHIECAPTaH BBPXY MPOTPECHATA KbM JHabeTHa
HedponarTus,.

EdexTnTe Ha kaHagcapTan unnekceTin 8-16 mg (cpeaHa no3a 12 mg) BeAHLAK JHEBHO BbPXY ChPACUYHO-
CbA0BaTa 3200IEBACMOCT H CMBPTHOCT, €2 OUEHEHH B PAHAOMM3HPAHO KTHHHYHO MPOYYBaHe npH 4 937
MalHCHTH B CTapyecKa Bu3pacT (Ha Bb3pacT 70-89 roauuu, 21% Ha Bbh3pact 80 WM noBeye roaHHH) ¢
JICKa R0 YMEPEHO TEXKKA XHNEPTOHKA, nipocjeaaBana cpeaHo o1 3,7 roannH (llpoyuBaHe BBpXY
TO3HABATE/IHMTE CIIOCOOHOCTH M NPOrHO3a NPH NalIMEHTH B cTapyecka Bb3pacT (Study on Cognition and
Prognosis in the Elderly)). ITaunenrute ca npuemany kanecapTaH LIIEKCETH WK mnauebo ¢ n1obapsHe
Ha ApYTro aHTHXHNEPTEH3MBHO CPEACTBO IPH HY¥Ja. APTEPHAITHOTO HAIAraHe ¢ce € MOHMXKWI0 oT 166/90
no 145/80 mmHg B rpynara Ha kauaecapran u ot 167/90 no 149/82 mmHg B koHTpoHaTa rpyna. Hama
CTAaTUCTHHECKA 3HAYHMA pa3lIHKa N0 OTHOILEHWE Ha MbPBUYMHATA KpaHHa LieN OT 3HaYHMH CHPACUHO-
CBHAOBH CHOMTHA (CHPACUHO-CHAOBA CMBPTHOCT, HediaTaneH HHCYAT U HedaTaneHn HHDAPKT Ha
MHOKapAa). B rpynara Ha kaHnecapraH csGuTHATA ca 26,7 Ha 1 000 naumeHTo-roauay cnpamo 30,0

cr0nTHs Ha 1 000 nauneHTO-roAMHU B KOHTPONHATA rpyna (oTHocHTeNeH puck 0,89, 95% JTH 0,75 1o
1,06, p=0,19).

/lBe roaemu paHIOMH3HpaHU koHTpoaupann npoyuyanns (ONTARGET (Ongoing Telmisartan Alone and
in combinatton with Ramipril Global Endpoint Trial — Tekywo rnoGanHo H3NWTBaHe 3a KpaiHU LEIH Ha
TEIMHCApTaH, CAMOCTOATENTHO M B KOMOHHauus ¢ pamunpun)) H VA NEPHRON-D (Knunnuso
MpOy4BaHC CBLP3aHO € pa3BUTHE Ha HedponaTHa npu qHabet, npoBeaeHO OT MHHHCTEPCTRO NO
BLIIPOCHTEC Ha BETEpaHUTE) Npoy4BaT ynorpedara Ha komOHHaLuATa 0T ACE HHXHOHTOP ¥ aHMHOTEH3HH
[I-penentopen Onokep.

ONTARGET e npoyusane, npoBeicHO Ip4 MalMEHTH ¢ AHAMHE3A 32 ChPACUHO-CHAOBA WIT
CbJOBa OOJNECT, HIIK 3axapeH JuabeT TUM 2, IPUAPYIKEHH ¢ JaHHH 33 YBPEKIAHE Ha [P
VA NEPHRON-D e npoyuBane npu naumeHTH cbhe 3axapeH auabet tvn 2 M quabeTh .
Te3n npoyusanms He nokasear 3uaunmM Grraronpusrel edekt BbpXy Ob6peurnTe H/ S -f"'
CbAOBHTE KPalHN LEJIH H CMBLPTHOCT, KAaTO ChLIEBPEMEHHO ca Hab/Ii01aBaHH NOBHLL P c.ﬂi" o, -,
XHIIEPKATHEMHA, OCTPO yBpekaaHe Ha ObOpeunTe WKW XHITOTOHHMA B CPABHEHHUE C 1 ef{’ﬂ*ﬁf-. )
OTAC/THUTE KOMINOHEHTH. KaTo ¢ce umat npeaBMA CXOaHUTE UM (PapMakoIHHAMHYHH cnoﬁc;rﬂa, Te3U

Pe3ynTaTy Ca NPUIOKKUMH M 3a Apyrd ACE maxubutopu u anruorensun Il peuenrophu 6qgﬁﬁpw,r v ' L,
\ STRL .
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3aTtoBa ACE vuxubuTopH U aHruoTensus I1 peuentopuu 610kepu He TpAOBa Na ce M3NOA3BAT
€AHOBPEMEHHO NpH NalHUEHTH ¢ AHabeTHa HedponaTHa,

ALTITUDE (KnuHuuHO npoyuBaHe MPOBEAEHO ¢ ATHCKUPEH NPH NALIMEHTH ChC 3aXapeH AHabeT tun 2 ¢
U3MNOI3BAHE HA ChPAEYHO-CHA0BH U OBOpeuHu 3ab019BaHHA KaTO KpaHHH LENH) € NpOYyUBaHe,
NpegHa3HavYeHO 1a U3CJIe[Ba No3aTa OT 400aBAHETO Ha aJTUCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXHOUTOP WNH aHTHOTEH3HH 1] peuenTopen Gokep NpU NaLMENTH Che 3axapeH auader T 2 ¢
XpOoHHYHO 6B6peuHo 3abonsBaHe, cbpAeuHO-CHIOBO 3a60naBaHe WK U aBeTe. [Ipoy4BaHeTo e
NPEKPATCHO NPEeXAEBPEMEHHO NOPAAH MOBUIIEH PUCK OT HeOIAronpUaTHU nocneauLu. Kakro cepaeuso-
ChAOBATA CMBPT, TAKa U HHCYJITHT €4 MO-YECTH B IPynaTa Ha ATUCKHPEH, OTKOJIKOTO B rpyrnara Ha
nnanedo, a NpeacTaBIABALUHTE UHTEPEC HEXKENIAHH CHOHTHSA H CEPHO3HH HEXKENaHH ChOMTHS
(XMMepKaTHEMHUs, XUNIOTOHHA W 61bOpeuHa qucdyHkuMA) ce chobILaBaT M0-4€CTO B rpynara Ha
aJIMCKUPEH, OTKOJIKOTO B rpynarta Ha naauebo.

Amaoounun

AMIOMITHH € HHXKUOHTOP Ha HHAYKCA HA KAJILIMEBHTE HOHHW OT AMXHAPONHPHAKHOBATA Ipyna (6aokep
Ha 0aBHHTE KaHAM UITH aHTarOHHCT HA KaJILIMEBHTE HOHH) W MHXKOKMpa TpaHcMeMOpaHHUs UHDIYKC Ha
KaJIl#eBH HOHH B IMAaAKHTE MYCKYJIH Ha ChPLIETO H KPbBOHOCHHTE ChIOBE.

MexaHu3MbT Ha AaHTHXHUIIEPTCH3IUBHOTO ICHCTBHE HA AMIOJIMITHH CE€ Ib/DKH HA AHPEKTEH edEeKT Ha
OTITyCKaHE HA IMaJIKHTE MYCKYJIH Ha KPbBOHOCHHUTE CBAOBE. TOYHUAT MEXAHU3IBM, N0 KOWTO aMJIOAHIIHH
001eK4aBa CTEHOKAPUATA, HE € HAN'BLJIHO W3ACHEH, HO AMIOIMITMH NOHHKABA OOIOTO HCXEMHUYHO
HaTOBapBaHe Mo CISJHUTE IBa HAYHHA:

1) AMnoaunuH awiatHpa nepuepHHUTE apTEPHONY KATO MO TO3H HAYHH MOHKKAaBa OOWOTO MepHPEPHO
ChITPOTHBIIEHHKE (C/I€l HATOBAPBAHETO), Cpelly KOeTO ChpiieTo padboTH. Thil kaTo chpaeyHaTa YecToTa
OCTaBa crabuiHa, ToBa o0nek4aBaHe Ha CHPLETO NOHWKABA €HEPrHiiHATA KOHCYMALIHA U KHCIIOPOJHHUTE
HY>KIH Ha MHOKapaa.

2) MexaHu3MBT Ha NeiicTBHE Ha AMNOAMITHH BEPOATHO BKJIHOUYBA AWIATALHA HA OCHOBHHTE KOPOHAPHH
apT¢PHU H KOPOHAPHUTE apTEPUOIIN, KAKTO B HOPMAJTHUTE, TaKa H B HICXEMHYHHTE 00nacTH. Ta3u
AWJIaTalHg NOBHIIABA NOCTABAHETO HA KUCIOPOAHA MUOKApAa NIPH NALIUCHTH ¢ KOPOHApPEH apTepHalieH
cna3sM (aHruHa Ha Prinzmetal win BapuaHTHa creHOKapausa ).

dapmakoaMHaMUYHH edEKTH

[1pH nauHenTH ¢ XHNEPTOHUA €QHOKPATHOTO AHEBHO JO3HPAHE OCHIYPABA KIHHUYHO 3HAYHMO
MOHM)KABAHE Ha APTEPHAIHOTO HAJIATAHE KAKTO B JIETHANO, Taka M B U3NPABEHO NOJOMKEHHE, 38 HHTEPBAN
ot 24 yaca. [lopaan 6aBHOTO Hayano Ha AEMCTBHE, OCTPATa XMIIOTOHHA HE € XapaKTepHa 3a
NPUITOKEHHETO HA AMJIOIHINHH.

[Ipy nauHeHTH Cbe CTEHOKApAUA €IHOKPATHOTO JHEBHO MPHJIOKEHHE Ha aMJIOUITHH [TOBHLIABA O01I10TO
BpeMe 3a (PH3NUECKO HATOBApBaHE, BPEMETO [0 M0ABA HA CTEHOKAPAMATA U BPEMETO 0 TIOHHXABAHETO C
| mm na ST cermeHTa, KaTo HaMangBa YECTOTATa Ha NOSBA Ha TIPHCTHITH HA CTEHOKAPIHA H
KOHCYMAaLIMATA Ha TabyieTka rmMLEepHIT TPHHUTPAT.

AMITOAWIIHE He Ce CBbP3Ba ¢ HHKAKBH META0OJIMTHH HEXETAHHU PEAKIIMM HIH MPOMEHH B TUIA3MEHHUTE
JAMHIH Y € NOAXOAALL 34 IEYCHHE Ha MAaUMEHTH ¢ acTMa, AHaber W nojarpa.

Ynompeba npu nayuerimu coc copoeyna neoocmamvunocm

XeMOAHHAMWYHH U3C/IEABAHUSA U KOHTPOJIUPAHH NPOYUYBAHHS ¢ PUINYECKO HATOBAPBAHE NIPH MALIMEHTH
ChC CBAPEeUHA HEAOCTATHEUHOCT Kiac I1-1V no NYHA nokaspat, ye aMnoaMIHH He NPEIA3BHKBA
KJIMHAYHO BJIOIIABAHE, OLCHEHO Ype3 ToAepaHca KbM QU3HYECKOTO HaTOBapBaHe, ppakuuaTa Ha
H3TJIACKBAHE Ha NABATA KaMepa H KIHHHYHA CHMIITOMATHKA.

[Lnauebo-koHTpoaupano k1nHU4HO winuTeaHe (PRAISE), ¢ au3aiin 3a npoy4yBane Ha MaLMEHTH CbC
CbpAcuHa HeaocTaTbY4HOCT KIac II-1V no NYHA, nonyuapauim AMroxCuH, guypeTHuUM H
HHXHOHTOPHU, € NOKA3a0, Y€ aMJIOJIMITMH HE BOJM 10 NMOBHILABAHE HA PUCKA 34 CMBP
KOMOMHHUPaHa CMBPTHOCT M 3a60/1€BAEMOCT MTPH NAUMEHTH ChC ChpAEYHA HEAOCTA
B npocnensasano, ANrOCPOMHO, MNALEDO-KOHTPOMHPAHO NPOYUBAHE (PRAISE-Z)
NALHECHTH CBC CbpaeyHa HegocTtaThuHocT knac HI u IV no NYHA 6e3 knuHuuHH oM _ -
ODEKTUBHH JaHHH, IPERNONArauld MK NOLIEKAI0 HCXEMHYHO 3a00nsBane, ¢ n{)CTcmHHH oM 2 AQE'
HHXUOUTODH, AHMUTAITHC W AMYPETHLH, AMIOJIMIIMH HAMA eeKT BbpXY 0011aTa Win C‘Bgﬂéﬁm-f:'hﬂoﬂé N
CMBPTHOCT. l1pH chblllata Nomynauus NPHUIOKEHHETO HAa aMJIOIMIHH € CBBbP3aHO ¢ NOBHULUEHA qecmraﬁjif

- ‘hd’ ,,.r-" ~
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Kaunuyno npoyusane 3a npoguraxmura Ha ocmvp cepoeyen npucmon (ALLHAT)

PaHaoMH3HpaHo, ABOHHO-CIIAIO, OLICHABALLO 3a00JIeBAEMOCTTA H CMBPTHOCTTA KITHHUYHO NMPOYUYBaHE
AHTHXHITEPTEH3UBHO W JIMITHAOIOHIKABALLO JIEYEHHE 34 MPOdHIAKTHKA Ha CbpACYEH TIPUCTHN
(Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)) e nposeaeHo
33 CpaBHABAHEC Ha JIEUEHHUETO C N0-HOBH JiekapcTBa: amyiogunide 2,5-10 mg/aHeBHO (O10Kep Ha
KanlHeBuTe KaHaiH) WaM av3uHonpui 10-40 mg/aHesHo (ACE uHxuOHTOp) KaTo TepanyM OT MbpBa
JIHHHA CNIPAMO JISYEHHE C THA3UAHHUS NUYPETHK XJIOPTAIKWAOH 12,5-25 mg/nHeBHO Npy NaLMEHTH C JIEKa
A0 yMepeHa xuneptoHHsa. Oo1wo 33 357 nauueHTH ¢ XMNEPTOHHA Ha BB3PACT 35 roJUHH WIH NMOBEYE €2
pPaHAOMH3HPAaHH H NpOCAEaIBaHMd cpenHo oT 4,9 roaunu. [launeHTure ca OUIM ¢ MOHE €HH
JOMBJIHUTENICH PHCKOB (PaKTOp 3a 3aCTOMHA CHPASUHA HEJOCTATHYHOCT, BKJIKYHTEHO: MIPeAHLIEH
MHOKapAeH HHGAapKT WIH HHCYAT (> 6 Mecelia Npey BTHOYBAHE B M3MUTBAHETO) K JOKYMEHTHpaHe
Ha Jpyra atepoCKIepoTHYHA KOPOHapHa ¢haoBa Gonect (061o 51,5%), anaber tun 2 (36,1%), HDL-C
< 35 mg/dl (11,6%), neBoxamepHa xunepTpodms, IMarHOCTHUHPAHA Ype3 eJIEKTPOKapIHOTpaMa KBl
exokapauorpadus (20,9%), Tiotrononyiene (21,9%).

II'bpBHuHaTa KpaiiHa Len € CbCTaBeHa OT (aTallHa 3acTOHHA ChpASYHA HEAOCTaTBYHOCT HIIH He(aTalIcH
MUOKapaeH HHapkT. He ce Habnogapa 3HauMMa pa3ninka B NbPBHYHATA KpaiiHa Lies1 Mexay JEYEHHUETO ¢
aMJIOJIMITHH H XJIOPTAJTHIOH: OTHOCcUTeNEH puck 0,98 95% JIN(0,90-1,07), p=0,65.

Cpell BTOPHUHNTE KpalHH LIENH, Y€CTOTaTa Ha ChpAeyHa HEJIOCTATHHYHOCT (KOMIIOHEHT OT ChCTaBHA
KoMOHHHpPaHa CbpAeHHO-CBA0BA KpaiiHa Le/1) € 3HAYHTENHO NO-BHCOKA B rPyIaTta Ha aMJIOJAMITHH B
CpaBHeHHe ¢ rpynara Ha xutoptanuaoH (10,2% cnpamo 7,7%, otHocureneH puck 1,38, 95% I [1,25-
1,52], p<0,001). Benpeku ToBa HAMa 3HaUMMa pa3/iiKa B CMBPTHOCTTA MO BCAKA NPUAYMHA MEXITY
rpynara, JieKybaHa ¢ aMJIOAWIIHH U rpynara, JieKyBaHa ¢ XJIOPTAIMAOH, OTHocuTeNeH puck 0,96 95% [IH

[0,89-1,02], p=0,20.
5.2 ({apMaKOKBHETHUYHH CBOHCTBA

Kanoecapman yurexcemus

AOcopOLua H pasnpeaeeHye

Cnea nepopaiHo NpUIIOKEHHE Ha KaHJECapTaH LIMIEKCETHA Ce NIPEBPHIIE B AKTHBHOTO BELIECTRO
kKaHaecaptaH. Criel NpMeM Ha repopasieH pa3TBOP Ha KaHecapTaH LMIeKceTwi, abcomoTHarTa
OMOHANIMYHOCT Ha KaHZecapTaH ¢ npubnusuTenHo 40%. B cpaBHEHHE Che ChUIMA NEPOPATIEH Pa3TBOP,
OTHOCHTETHATA DHOHAMYHOCT oA GopMaTa Ha Kancynu € npubnusurento 34% ¢ MHOro mMalika
sapuabmiHocT. Crei0BaTeIHO, OuaKBaHaTa abCcOMIOTHA OHOHAIMYHOCT Ha kancynure € 14%. Cpennara
IIHKOBA MJIa3MeHa KOHIUEHTpaUHs (Cumax) €€ AocTHra 3-4 vaca cnea npueM Ha kancynure. Ilnasmenara
KOHLEHTpaUHUA Ha KaHAeCapTaH HapacTBa JIMHEHHO ¢ MOBHLIIABAHE Ha 103aTa B PAMKHTE Ha
TEpaneBTHYHHA HHTEpBal. He ca HabnonaBaly paznnyHusA BbB (PapMAKOKHHETHKATa HA KaHAECapPTaH B
3aBHCUMOCT OT noja. [lnouira noa kprueaTta cepyMHa KoHueHTpalug — Bpeme (AUC) Ha kanaecapTaH He
Ce MOBJIMSABA 3HAYHTETHO OT NPHEMA Ha XpaHa.

KannecapraH ce cBbp3Ba BLE BUCOKaA CTETIEH ¢ MIa3sMeHHTe NpoTehHH (noeeue ot 99%). [IpHBHAHUAT
o0eM Ha pasnpeneneHne Ha Kauaecaprat € 0.1 I/kg. BuoHaNIMYHOCTTa Ha KaHIecapTaH HE C¢ TOBJIMABA OT
[(pMeMa Ha XpaHa.

buorpaHcdopMalua ¥ ENUMHHHPAHE
KaHgecapTaH OCHOBHO ce e/IUMHHHpa B HENPOMeHeHa opMa B YPHHATA M KJIbYKATA, KATO CAMO B MallKa
CTEIIEH Ce ¢JIMMHHHpA upe3 yepHoapobeH Metabonuzem (CYP2C9). Hanuunure npoyyBaHus 3a
B3auMOJieHCTBHA He nokaseaT edekT Bbpxy CYP2C9 u CYP3A4. B3 ocHOBa Ha in vitro NJaHHHTE He Ce
OYaKBaT [1& HACTBINAT B3aHMOACHCTBHA in Vivo ¢ IEKAPCTRA, YHHTO METabONIU3IBM 3aBHCH OT H30€H3UMHTE
Ha uuToxpom P450 CYPIA2, CYP2A6, CYP2CY, CYP2C19, CYP2D6, CYP2EI unu CYP3A4.
TepMHUHATHHAT NONYKHBOT HA KaHAECAPTAH € NpUOAW3KTENHO 9 uaca. Hama HaTpynBaHe cnen
MHOTOKPATHO MPHJIOKEHHE.

OBLUKAT na3MeH KIHPBHC Ha KanaecapTaH € okofio 0,37 ml/min/kg, 650peurnsT KIKPBH
0,19 ml/min/kg. brbpeuHoTo enumMHHUpaHe Ha KaHaecapTaH ce OCBHLIECTBIBA KaKTo Upe3
QHUnTpaLMd, Taka ¥ upe3 akrueHa TyOyiHa cekpeumn. Cen nepopaneH NpHEM Ha MapKHp

20N 8
7% KaTo HEeaKTHBEH METaﬁcmHT noKato npudauszurento 56% o1 go3zarta ¢¢ OTKPHUBA BLB d}egca'anme nﬂﬂ R

hopmara Ha kaHaecapTaH v 10% non gopMara Ha HeakTHBEH MeTabOMHUT. T rn‘* A0V, Z
H‘w.._ 0 .
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PapMaKOKHHETHKA NPH CIIELUHAIHH NOITYJIA1UM

IIpn naumeHTH B cTapyecka BB3pacT (Han 65 roguHn) Crax B AUC Ha KaHaecapTaH ce€ NOBHINABAT
npubnusutento ¢ 50% u 80% B cpaBHeHHe ¢ MU NMaLHEHTH. BhNpeky ToBa, MOBIHABAHETO HA
APTEPUATIHOTO HANIATAHE H YECTOTATa Ha HEXKelaBW ChOWTHA ca NOAO0HH clie/l PUEM Ha AaAcHa J03a NpH
MJIAJMTE MAllKEHTH H TE3H B CTApUECKa BB3PACT (BK. TOUKA 4.2).

[IpH NauMeHTH ¢ JIeKO 10 yMepeHo 0b0peuno yepexnade Cmax 1 AUC Ha kaHzaecapTan ce NoBHIIABAT MpPH
MHOFOKpPaTHO A03HpaHe ¢ npubansurentio 50% u 70%, ¢bOTBETHO, HO ty; He Ce MOBNTHABA, B CDABHEHHE C
NalHeHTHTe ¢ HopMaiiHa ObOpeuHa pyHKIMA. CHOTBETHUTE NPOMEHH NPH MALMEHTH ¢ TEXKO OBbOpeuHo
yBpexJaaHe ca CboTBETHO 50% 1 110%. TepMuHANHHAT t4 Ha KaHA€CapTaH € MOYTH ABOHHO NPH NaLMEHTH
¢ TexXKO ObOpeuno yBpeskaane. AUC Ha KaHA€capTaH NPy NaLMEHTH HA XEMOAHA/IN3a € NOAOOHO Ha TOBa
MPH NALMEHTH C TEXKKO OBOpeUHO yBpexknaHe. B nBe npoyuBaHHs, BKJIIOUBALLM NALIMEHTH C JIEKO A0
YMEPECHO YepHOAPOOHO yBpexIaHe, MMa NoBULIaBaHe Ha cpeaHaTta AUC Ha kaHecapTaH ¢
npudnunsurenno 20% e exHoto npoyueane u 80% B Apyroto npoyusane (Bx. Touka 4.2). Jluncea onut
MPH NALHEHTH C TEXKO YEPHOIPOOHO YBpEXKJaHE.

Amaoounun

AOcopbims, pasnpeaesieHue, CBbP3BAHE ¢ MIa3MEHUTE IPOTEHHH:

Cren nepopanHo NPUNCKEHHE HAa TEPAaNeBTHUHH 103H aMJIOAMIIHH ce abcopbupa nobpe, KaTo MHKOBHUTE
HHBA B KPbBTa C€ IOCTHraT Mexay 6-12 yaca crnen npuema Ha no3ara. AGcoroTHaTa OHOHAIHYHOCT €
H3uHCIeHa Mexay 64% u 80%. ObeMbT Ha pasnpenenenve ¢ npubnuzurenno 21 Vkg. In vitro
MpOYy4BaHHUATA MMOKA3BAT, Y€ NPUONHU3UTENHO 97,5% OT UHPKYJIHpaLHA AMIOAKITHH CE CBbP3BAT C
[JIa3MEHHUTE NMPOTCHHHU. bHOHAIIHYHOCTTA Ha aMJIOAUIIHH HeE Ce MOBNMIBA OT PHEMA Ha XpaHa.

brorpanchopmaums/enMuMHHHpane

TepMUHANTHHAT TIa3MEH MOTYXKUBOT € 0K0/10 35-50 yaca M ce NAOCTHIHA MPH JO3HPaHE BEAHBXK JHEBHO.
AMJIOIMNIUH HHTEH3UBHO ce MeTabos3npa B yepHHs Apod 10 HEaKTHBHH MeTabonuTH, Kato 10% ot
amnoaHnuHa 1 60% o1 MeTabONUTHTE Ce eKCKpeTHpaT B yPHHATA.

Ynorpeda npy 4epHoapoOHO YBpexAaHe

Hanuuuu Cda MHOI¢ OIpaHHUYCHH JdHHH 3a NPpHWIOKCHHETO Ha aMJIOJHITHH IPH HMAUHCHTH € LprHOﬂ,pDﬁHG
YBPCHKIAAHE, HEILI,HEHTHTE C qepﬂﬂnpﬂﬁﬂa HECAOCTATBYHOCT HMAT NOHUAKEH KIIHPBHC HA aMJIOAHUITHH, KOCTO
BOJIH 10 YABLJDKEH MONYXKHUBOT U noBHuapaHe Ha AUC ¢ npubnuzntento 40-60%.

Ynotpeba B crapyecka Bh3pacT

BpemeTo 3a ocTHraHe Ha MUKOBY IUTA3MEHH KOHUEHTPALMHM Ha AMJIOJMITHH € 1oA0OHO NpH MalMeHTH B
CTap4yecCKa Bb3pacT W MiaaH naureHTd. KnupbHCHT Ha aMIIOAHITMH UMa TeHJCHLMS 1a ce MOHWKABa,
KOETO BOAH A0 yeenuuapaHe Ha AUC M yasmkaBaHe Ha eJIHMMHALIMOHHNA NMOAYKHBOT IIPU MMALMEHTH B
crapuecka Bb3pacT. [loBumasanero Ha AUC M Ha eNTHMWHAUMOHHHUS NONYKHBOT IPH NALUEHTH CbC
32CTOHHA CHP/CYHA HEJOCTATEYHOCT € OWIO CIIOpe] OYAKBAHOTO 33 CLOTBETHATA Bb3pacTOBA I'PYIIA.

5.3 IlpeaxnuuuuHH JaHHH 32 GezonacHocT

HaHunuTe NpeAKIMHHYHY JaHHM 328 OTAETHHTE KOMIIOHEHTH Ha GUKCHPAHATA 1030Ba KOMOWHaLM ca
OINMCAHH MO-A0Y.

Kanoecapman
Hama paHHH 3a HeoOHYaiiHa CHCTEMHA TOKCHUHOCT WM TOKCHYHOCT Ha TAPreTHH OPraHk NPH KJIHHHYHO
npuiaaraiy go3u. [lpu npeaxkiuHUYHY npoy4ysaHua Ha 6€30MacHOCTTA KaHAecapTaH HMa ecbe )
OLOpeLTe H NapaMeTPUTE Ha YePBEHHTE KPbBHH KJETKH MPH BUCOKH J03H MPH MHLUK
U MaUMyHH. Kanaecaprad BoaH 10 MOHIKABAHE HA NApaMETPUTE HA YEPBEHUTE l{p’bE
(epUTPOLUTH, XeMoTIoOMH, xeMaTokpHT). EdexTute Bupxy 0Ob6penure (kato vHTEp

TyOynHa aunarauus, 6a3odpunto ouseraBade Ha TyOyauTe, I0BUILABAHE HA IUTIa3Me /
Ha ypes H KpeaTHHHH) C€ HHAYLMPAT OT KAHAECAPTaH, KOUTO MOKE /12 ¢4 BTOPHUYHH || agg-;
MY QEHCTBHE, BOACILO A0 NpoMeHH B ObOpeuHara nepdysus. B nonwiHeHne kanaecapTa
XUNEPNIasua/XUNepTpogHa Ha IOKCTAarNOMEPYJIHUTE KneTKH, CuuTa ce, Y€ Te3H npo

H’ge;ubﬂ}l{aT Hax‘

" "-.

/':{‘
. "ﬁyﬁ"!‘ﬁf‘}‘
'\\

17



hapMakoIOruuHoTO AeficTBie Ha KaHaecapTal. Msrnexaa, e npu TepaneBTHYHH 034 HA KaHAeCcapTaH
MpX X0pa, XHNepna3uaTa/xuneprpodusra Ha GbOPEUHUTE IOKCTArIOMEPYIHH KIIETKH HE € 3HAYNMA.
HabtonaBana e heToTOKCHUHOCT B kpas Ha GpeMeHHOCTTa (BX. TouKa 4.6).

JlaHHuUTE OT in Vitro W in vivo W3cneaBaHMATA 32 MYTareHHOCT MOKA3BaT, Y€ B YCAOBHATA Ha KITMHHYHO
NMPUNOKEHUE KaHcCapTaH HAMAa MyTareHHa WU KJIaCTOrM¢HHA aKTHBHOCT.

Hama saHHM 3a KaHLIEpOreHHOCT.

Amrocounurn

PenpoaykTueHa TOKCUKONOTHS

PenponyKTHBHATE NPOYYBaHUS [IPH IUTHXOBE M MMILIKH [TOKA3BAT OT/IAraHe Ha 1aTaTa Ha paxkJaHe,
YABJLKCH [POLIEC HAa PKNAHE H HAMAJIEHO OLICIABAHE HA IMTOTOMCTBOTO TIPH A03H NpHOIH3UTENHO 50 nbTH
TO-TOJIEMH OT MAKCHMAJTHO NPENOPBYBAHUTE A03H TIPH XOpa Bh3 OCHOBa Ha mg/kg.

Vepeaxcoane na ¢hepmunrumema

Hsma edexr Bbpxy dbepriiutera npu nabxose, JIEKYBAHH C aMJIOAHIIHH (MBXKKH - 64 THH H XKEHCKH - 14
AHH Npeln ofuoXxaaneTo) npH go3u a0 10 mg/kg/nen (8 mpyr* MakcuMaiiHaTa npenopbYBaHa A03a NpU
xopa oT 10 mg B3 ocHoBa Ha mg/m?). B ipyro npoyuBane Ha [ILXOBE, NPU KOETO MBKKH [LTHXOBE Ca
NIEKYBaHH C aMJIOIWMHHOB O€3UNaT B NpoALDKeHUE Ha 30 THHU B 103K CPABHUMM € TE€3M MPH XOpa Bb3
OCHOBRA Ha mg/kg, ¢ca yCTaHOBEHH NMOHMKEHH IU1a3MEHH HHBA Ha GOTHKYIOCTHMYJIHpALLl XOPMOH H
TECTOCTEPOH, KaKTO W NOHIDKEHA NIBTHOCT Ha cliepMara u Opos Ha 3penu CNepMaTHAM H CEPTOITHEBH
KJIETKH.

Kanyepozennocm, mymazennocm

Hama okasarencTsa 3a KAHLEPOTeHHOCT MPH MTBXOBE H MHILIKHY, JIEKYBAHH C aMJIOAUIKH B JJHETATA B
[POABL/DKEHHE Ha 2 TOAWHH, NPH KOHLIEHTPALHH, H34YHCIEHH A3 OCHTYPAT AHEBHH A030BH HuBa ot 0,5,
1,25 1 2,5 mg/kg/aneBno. Haii-BucokaTta no3a (NpH MHILIKH - O/IM3Ka 10, a NPH TUILXOBE - iBa MbTH*
NpeNopriBaHaTa MaKCHUManHa KIHHHYHA 1032 0T 10 mg Bb3 ocHOBA Ha mg/m?) e 6uia 6nu3ka 1o
MaKCHMaTHO MOHOCHMATA 1032 32 MHILIKH, HO HE U 33 [UTLXOBE.

[Ipoy4BaHUATa 32 MyTareHHOCT He NOKa3BaT edheKTH, CBbP3aHM ¢ JIEKAPCTBOTO, HUTO HA F€HHO, HATO HAa
XPOMO30OMHO HHBO.

*M3uncnena 3a naumenTH ¢ terso 50 kg

6. OAPMAIIEBTHYHHA JAHHU
6.1 CnHebk Ha HOMOIIEATE BenlecTBA

ChAbpiKaHUE HA KANCYIATa:

Jlakro3a MOHOXHApPAT

LlapeBuuHO HHlUECTE

KapMmenosa kanumii

Makporon Tun 8000

Xuapokcunponuauenynosa/tun: EXF (250-800 cps (3a 10% paszteop))
XHJpoKcHnponuiuenynosa/tun: LF (65-175 cps (3a 5% pasTsop))
Marnesues creapar

OOBuBKa Ha karncynata (8 mg/ 5 mg):
XHHOIHHOBO XBITO (E 104)
Kenezen okeup xbir (E 172)
Turanor guokcun (E 171)

Xenarun

ObBuBKa Ha kancynata (16 mg/ 5 mg):
XuHonunoso xbui1o (E 104)

Turanos avokcua (E 171)

XKenaruH

Mactuio (16 mg/ S mg):
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[llennak (E904)
XKenesen okcua, uepen (E172)

[Iponunenraukon

AMOHHEB PasTBOp, KOHLEHTPUPAH

Kanues xnapokcHa

6.2 HecbBMecTHMOCTH

Henpunoxumo,

6.3 Cpox Ha rognocT

30 mecela.

6.4 CneumaiHH yCJIOBHA HA ChXpPaHEeHHe

Ha ce cuxpanssa noa 30°C.

6.5 Bua g chabpxanve HA ONAKOBKATA
PA/Anymunnit/PVC/AnyMunneBo honHo B KapTOHEHa ONaKoOBKa.
Onakoekara ceabpxa 14, 28, 30, 56, 60, 90, 98, 100 TBbpaM Kancynu.
He BCcH4KK BUOBE ONAaKOBKH MOrar fa 6bJaT MycHATH Ha nasapa.
6.6 CpeuHajJHH NpeANA3HH MEPKH HPH H3XBhLPJisHe H paGoTa
Hsama cneudanum M3UCKBaHUA.

7. I[IPUTE/XATEJI HA PASPEHIEHHETO 3A YIIOTPEGA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
['epMaHua
8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Penuao AM 8 mg/ 5 mg - Per. Ne:20160373
Pennno AM 16 mg/ 5 mg - Per. Ne; 20160375

9.  JATA HA ITBbPBO PA3ZPEIIABAHE/TTOJHOBSABAHE HA PASPEHIEHHETO 3A
YINIOTPEBA

/lata Ha nmepBO pa3spelnaBane: 11 Hoemspu 2016
Jlara na nocneaHo noaHoessane: 12 voun 2023

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
09/2023
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