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N3NBNHRUTENIHA ATEHLUA MO NEKAPCTBATA

Kpamxa xapaxmepucmuxa Ha npogyxma [pusoxerue 1
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1. NUME HA JIEKAPCTBEHUS IMPOJAYKT ——
Paspewerue N
- - O~ -N8-
TECHIAJJAH HCT 20 mg/5 mg/12,5 mg ¢punmupanu tabnertkm | BG/MA/ME - 65666'1,08”82”25
TESPADAN HCT 20 mg/5 mg/12,5 mg film-coated tablets Ogobperue Ne y

............................................................

TECITAJIAH HCT 40 mg/5 mg/12,5 mg (punmupanu tabneTkm
TESPADAN HCT 40 mg/5 mg/12,5 mg film-coated tablets

TECIIAJIAH HCT 40 mg/10 mg/12,5 mg ¢punmupanu tabnerku
TESPADAN HCT 40 mg/10 mg/12,5 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

TECITAJIAH HCT 20 mg/5 mg/12,5 mg duamupanu TabneTku
Bceaka ¢punmupana tabnerka chabpka 20 mg oiMmecaprad meiokcoMu (olmesartan medoxomil), 5 mg
amnoaunuH (amlodipine) (kaTto amnoaunuHoB 6e3unar) v 12,5 mg XuapoxJiopoTHa3zu

(hydrochlorothiazide).

TECITAJAH HCT 40 mg/5 mg/12,5 mg ¢mnmupanu TabneTku

Beska punmupana tabnerka cbabpika 40 mg onmecapran meaokcomun (olmesartan medoxomil), 5 mg
amnoaunux (amlodipine) (kaTo amnoaunUHOB 0e3unat) v 12,5 mg XuJ1poxJIopoTHA3H /1
(hydrochlorothiazide).

TECIAJIAH HCT 40 mg/10 mg/12,5 mg ¢mimupaHu tabnetku
Besaka punmupana tabnerka cuabpika 40 mg onmecapran meiokcomun (olmesartan medoxomil), 10 mg
amstogunu (amlodipine) (kato amaoaMnuHOB Oe3niiar) v 12,5 mg XuapoxnopoTHa3t/l

(hydrochlorothiazide).

3a MbJIHUA CINTUCHK Ha NMOMOLIHHUTE BElIECTBA BHIKTE TOUKa 6.1.

3, JJEKAPCTBEHA ®OPMA
(Dunmupana TadeTka.

TECIAZIAH HCT 20 mg/5 mg/12,5 mg ¢uamupanu TabaeTku
bnenoopanskesa, kpbria, puiiMupana tabsnerka ¢ qivamersbp 8 mm ¢ Haanue C51 ot eiHaTa cTpaHa.

TECITAJIAH HCT 40 mg/5 mg/12,5 mg ¢uamuparu TadjeTkH
bneaoxbiaTa, Kpbrna (puamupana Tabierka ¢ aAvamersp 9,5 mm ¢ Haanue C53 oT e/1HaTa cTpaHa.

TECITAJIAH HCT 40 mg/10 mg/12,5 mg ¢unmupanu tabiieTky
CuBkaBouepBeHa, Kpbria, puaMupana tadinertka ¢ ayamersp 9,5 mm ¢ Haanue C55 ot eiHaTa crpaHa.
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Jooasvuna mepanus

s TECIHAJIAH HCT e noka3an npy Bb3pacTHH NMALKEHTH, TIPH KOUTO BHCOKOTO apTepHAITHO
HAJISATaHE HE C€ KOHTPOJIMPA 100pe OT KOMOMHALIUATA OJIMECAPTaH ME/IOKCOMMIT H aMJIO/IHTTHH,
NpHEeMaHKu Kato (PMKCHpaHa JABOHHA KOMOMHALIMSI.

3amecmume.ina mepanus

Tecnanan HC'T e nokazan KaTo 3amecTUTe/IHA TEPANHs MPH Bb3PACTHH NALMEHTH, YHETO APTEPHATTHO
HaJIraHe ce KOHTpoJMpa 100pe 0T KOMOHHALMATA OJIMecapTaH ME/IOKCOMMI1, aMJTOJIMTIHH M
XHJIPOXJIOPOTHA3H/1, IPUEMAHKU KATO (PUKCHpAaHa ABOMHA KOMOMHaLMA (OMecapTal MeIOKCOMMIT U
AMJIOJIMITHH HJIH OJIMecapTaH MEOKCOMMIT M XHIPOXJIOPOTHA3H/1) M OT/IC/IHA JIeKapcTBeHa (hopMma
(XHAPOXJIOPOTHAZH]L HIIH aMJTO/IHITHH).

4.2 J03HpoBKAa H HAUHH HA NPHJIOKEHHE

JlozupoBKa

Bb3pacThn
[Ipenopwumrennara no3a Ha TECITAJIAH HCT e 1 Tabnerka anesHo.
Hobaevuna mepanus

Tecnapnan HCT 20 mg/5 mg/12,5 mg moske aa ce npuiara npu nauMeHTH, NPH KOUTO apTepHaTHOTO
HAJIAraHe HE ¢e KOHTPOJIMpa J100pe OT oJMecapTaH MeIoKcoMu1 20 mg M aMJIOJIMITKH S mg, npUeMaHu
KaTto (pUKCHpaHa JIBOMHA KOMOMHALIHS.

Tecnanan HC'T 40 mg/5 mg/12.5 mg Moske na ce npunara np NatMeHTH, Npu KOUTO apTePHATHOTO
HaJIsAraHe He ce KOHTPOJMpa 100pe OT oJiMecapTaH Me0KCOMMI 40 mg M aMJIOAMIIHH S Mg, IpHEMaHH
KaTo (pMKCHpaHa JIBOHHA KOMOWHALKS, WIH MPH NALMEHTH, IPH KOUTO apTEPHAIHOTO HaJISraHe He ce
kKoHTposinpa n100pe ot Tecnanan HCT 20 mg/5 mg/12,5 mg.

Tecnanan HCT 40 mg/10 mg/12,5 mg Moxe Aa ce npuiara npy nauMeHTH, Npyu KOUTO apTepHaTHOTO
HaJIsraHe He ce KOHTposiupa 100pe oT onmecaptan Meokcomua 40 mg v amnoaunun 10 mg, npuemanu
KaTo (puKCHpana aBoiHa komGuHauus, win ot Tecnanan HCT 40 mg/5 mg/12,5 mg.

[Ipein npemuHaBane Ha TpoHHaTa KOMOMHALMA c€ NPenopbUBa NOCTENEHHO THTPUPAHE HA JIO3UTE Ha
OT/IEJIHUTE KOMITOHEHTH. Moske /1a ce UMa npeIBU/L U IMPEKTHO NPEMHHABAHE OT JIBOHHA (JUKCHpaHa
KOMOMHAUMs HA TPOHHA JUKCHpaHa KOMOMHALIMSA, aKO € KIIMHHYHO JIONTYCTHMO.

Jamecmumena mepanus

[ [attmeHTHTE, NPH KOUTO € NOCTUIHAT KOHTPOJ1 OT CTA0OM/IHH J103H OJIMECApTaH ME/IOKCOMMIT, aMJIO/IHITHH
H XHIPOXJIOPOTHA3H/1, KOUTO CE€ NMpUeMaT KaTo ABOMHA (pUkcHpaHa komOMHalms (osamMecaprat
ME/IOKCOMHIT M AMJTOJIHITHH MITH OJIMECapTaH MEOKCOMMII H XHAPOXJIOPOTHA3H/1) M OT/I€/1HA JIEKapCTREHA
(hopma (XHAPOXIOPOTHAZH/L HIIH aMIIOIMITHH), MoraT aa npemuHat Ha Tecnajan HCT, cbabprkatn
CbhbUIHUTC J103H HA OTJIC/IHHTC KOMITOHCHTH.

Makcumannara npenopbuntesnna 1o03a Ha TECITAJIAH HCT e 40 mg/10 mg/25 mg aHesno. -~ =~
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III‘H..'IIUI,‘JL'II‘.H CO BHHNMAHHC, BRITOYHTCTHO TTO-HCCTo HPpOoc e, PABAHC T HPH."""HLLJHUIU HLIAT AHC Ill'}ll
NALMCHTH B CTAPUCCKA BL3PACT, OCOOCHO NPH NPHIOKCHHCTO Ha Makcuvainata 1o3a TECHAJIAH HCOT
40 mg/10 mg/25 mg AHEBHO.

YBemuapaHe Ha 103aTa NpM NMalMEeHTH B CTapuecKa Bb3pacT TpsaOBa Ja ce npaBy ¢ BHUMaHHUE (BHIKTE
TOuku 4.4 n 5.2).

MHOro orpanmueHH JaHHM ca HannuHM 3a ynortpedara na TECITAJIAH HCT npu naumentu nan 75
FO/IMHK WJIK NO-Bb3pacTHH. [Ipenopbusa ce noBUILIEHO BHUMAHUE, BKJIHOUYUTEIHO M0-4ECTO
[pocJie/IsBaHe HA apTEPUATIHOTO HaJlsIraHe.

bnOpeuno yspexaane

MakcuMasiHaTa J103a NpH NaLMeHTH C JIEKO 10 yMepeHo ObOpeuHo yBpek/1aHe (KpeaTHHUHOB KIIMPBHC
30-60 mL/min) e TECIIAJIAH HCT 20 mg/5 mg/12,5 mg nopaam orpaHi4eHus onut ¢ jlo3ata ot 40 mg
OJIMecapTaH MEJIOKCOMMI IPH Ta3H rpyna NalHeHTH.

[Ipu1 naumeHTH ¢ ymMepeHo 0bOpeuHOo yBpesK/1aHe ce NpenopbyBa Npocjie/isBaHe Ha CEPYMHUTE
KOHLICHTPALIUH Ha KaJIHKH U KpeaTHHUHA.

[Ipunoxenunero na TECITAJIAH HCT npu naumenTH ¢ Texkko 0b0peuHo yBpexaaHe (KpeaTHHHHOB
KJMpbHC < 30 mL/min) e npotuBonokaszaHo (BuxkTe Touku 4.3, 4.4 u 5.2).

YepuoapodHo yspexaane

TECIHAJAH HCT tpsbBa na ce npuiara ¢ noBUILICHO BHUMAaHUE MPH MALIMEHTH € JIEKO YEPHOAPOOHO
yBpexkK/1aHe (BHKTE TOUYKU 4.4 1 5.2).

[Ipy naumeHTH ¢ ymepeHo 4epHoApoOHO YBpEKIaHe MaKkCUMaJIHATa /103a He TpsAOBa J1a Ha/IBULLIABA
TECHAJIAH HCT 20 mg/5 mg/12,5 mg Beantk aHeBHo. [pu naumenTuTe ¢ 4epHoipodHO YBpeK/1aHe
Ce NnpenopbYBa CTPUKTHO NPOCIEASIBAHE HA APTEPHATTHOTO HajisraHe U ObOpeuHaTa (PYHKIIMSA.

KakTo npu BCHUKH KaJILIMEBH AHTArOHUCTH, TMOJYKMBOTHT HA AMJIO/IMIHH € V/IBJKEH TPH MaLIHEeHTH ¢
VBpe/ieHa YepHoApoOHa (DYHKLIMS U NPENopbKH OTHOCHO JI03UPOBKaTa He ca yctaHoBeHH. ETo 3aio
TECITIAJIAH HCT Tps0bBa na ce npuiara ¢ noBHILIEHO BHHMAHHUE NPH TE3H NMaLMEHTH.
(DapmMakOKMHETHYHHUTE CBOMCTBA HA aMJIOJIMITHH HE Ca NPOYYEHH NMPH TEKKO YePHOAPOOHO YBpeK/IaHe.
JlewenuneTo ¢ amnoMnuH TpsaOBa /a ce 3arnovHe ¢ Hal-HUCKaTa /103a M J1a ce THTpupa OaBHO 1Npu
NalMeHTH C HapylleHa YepHoapoOHa (hYHKLIHS.

[Tpunoxkenuero na TECITAJIAH HCT e npoTtuBonokazaHo npv naiMeHTH ¢ TeKKO YepHOAPOOHO
yBpesaane (BHKTe Toukd 4.3 1 5.2), xonecrasza win OuimapHa o0cTpykums (BHKTe TouKa 4.3).

[Teanarpnuna nonyjanusi
I lopaan nunca na nannu 3a 6e3onacHoct U epukacHoct TECHAJIAH HCT ne ce npenopbusa npu

nalMeHTH noa 18 roJinHM.

Haunn Ha npujiokenne:

Tabnerkara TpsaOBa 21a ce norurblila ¢ 10CTaTb4YHO KOJMYECTBO TEUHOCT (Hanp. €1Ha vatla Bojia).
Tabnerkara ve TpsabBa n1a ce cAbBKBa K TPAOBA /1a C€ NPHEMA 110 €1HO H ChILLO BPEME BCEKH JICH.

TECIHAJIAH HCT moske na ce npuema ¢ mim 0e3 xpaHa.

4.3 [IpornBonokasanus
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T emkKo OLOpeUHO yBpeKaane (BuxKTe Touka 4.4 1 5.2).
PedpakrepHa XMNOKaJIMEMMS, XHUTICPKAILIMEMHS, XMTIOHATPHUEMHUS K CUMITTOMATHYHA XUINIEPYPHKEMHUS.

Texxka uepHoapoOHa HEOCTATBLYHOCT, XOJIecTa3a U 3a00/1IBaHUs, NPOTHYALIK ¢ OWIHapHa o0CTpyKIMS
(BHKTE TOUKA S.2).

2-pH U 3-TH TPUMECTBP OT OPEMEHHOCTTA (BHAKTE TOUKH 4.4 1 4.6).

Eanospemennara ynorpeba Ha Tecnanan HC'T ¢ anuckupeH-CbbprKallm npo/IyKTH € MPOTHBOIOKAa3aHa
~ ~ ~ T / . 2

[MPH NMALUEHTH CbC 3axapeH Junadet win 0bOpeuno yepexiane (GFR < 60 ml/min/1,73 m?) (Bx. TOUKH

45un3.1).

[lopaaun nannumero Ha amyoaunui B cbetaBa cH, TECITAJIAH HCT e nporuBonokaszan npu nauMeHTH
c:

- LOK (BKJIFOUHTEIHO KAPAHOTE€HEH LLIOK);

- T€KKa XHITOTOHHS; |

- OOCTPYKLMS HA M3XO/1a HA NIsIBaTa Kamepa (HanpuMep BUCOKA CTENeH Ha aOpTHA CTEHO3a);

- XE€MO/IMHAMHYHAa HecTabU/THA Cbhp/levHa HEAOCTATBYHOCT ClieJl OCTbP MHOKapAeH HH(}apKT.

4.4 CnenHajiHu npeaynpexaeHusi H nNpeanasHd MepKH NpH ynorpeda

[TanueHTH ¢ XHNOBOJIEMHSI HJIH NOHHKEH HATPHH

[Ipy naumeHTH, KOUTO UMAT NMOHMKABAHE HA KPBbBHUSL 00EM W/HUJIH TTOHUKEH HATPUI BCJIE/ICTBHUE HA
MOLLIHA IMYpPETHYHA TEPAITUs, HAMAJIIBaHEe HA NPUEMA HA COJ1 C XpaHaTta, AMapus WK NMOBPbLIAHEe MOXKe
J1a HACTbITK CUMIITOMATHYHA XUIIOTOHUS, 0OCOOEHO clie/l pUeMa Ha nmbpBata a03a. Ilpenopbusa ce
KOpHIHpaHe Ha ToBa cbeTosiHue npe/au npuioxkenneto Ha TECITAJIAH HCT wan ctpukTHO
MEMIIMHCKO HAOIIOICHHE TPH 3aM0YBaHE HA JICUEHHETO.

ApYru ¢bCTOSIHHA, IPOTHYALLH CbC CTHMYJIHPAHE HA PEHHH-AHTHOTEH3HH-AJJI0CTEPOHOBATA
cHCTEeMA

[1pu naumeHTH, YMHTO CHOB TOHYC U OBOpeyHa (PYHKLIMS 3aBHCAT OCHOBHO OT aKTUBHOCTTA Ha
CUCTEMaTa PEHHH-aHITHOTEH3HH-AJ1/I0CTEPOH (HamNp. NALUMEHTH C TeKKA 3aCTOHHA Chp/AeyHa
HEI0CTATBLYHOCT HIIH € Nnpuapykasaulo 0b0peuHo 3abossBane, BKIOUYHTEIHO CTeHo3a Ha ObOpeuHarta
apTepHs ), JICHEHHETO C JIEKAPCTBEHH MPOAYKTH, KOUTO MOBJIMABAT Ta3u CUCTEMA, CE€ CBbP3BA C TEIKKA
XHUIMOTOHHUS, a30TEMHS, OJIMTYPHS WK PSJIKO /10 ocTpa ObOpeuHa HeIoCTaTLYHOCT.

Penosa3zaiina xunepronns

ChliecTByBa MNOBHILEH PUCK OT TEKKa XHIIOTOHHA U ObOpeUHa HE1OCTAaTLYHOCT, KOraTo NalMeHTH ¢
JABYCTpaHHa CTeHO3a Ha OLOPEUHHTE apTEPHH WK CTEHO3a HA APTEPHUATA HA €/IMHCTBEH (DYHKLIMOHHUpALIL
OBOpEK NPOBEXKAAT JICHEHHE C JICKAPCTBEHH MPOLYKTH, KOUTO MOBIUABAT PEHUH-aHTHOTEH3HH-
anjoCcTepoOHOBATAa CUCTEMA.

buOpeuno yBpexaane n 6bOpeuHa TpaHCIIIAHTAIIHSA

Koraro TECIAJIAH HC'T ce npunara npu naitmenTy ¢ yepe/icHa Ob0peuna (hyHKIMS ce npenopbyusa
[NEPHOAMYHO MPOCEAABAHE HA KOHLCHTPALIMHUTE HA CEPYMHHUS Ka/TMH U HUBATa HA KpeaTHHUHA.

[Ipunoxennero na TECIHAJIAH HCT ne ce npenopbuBa npm naitMeHTH ¢ TeKKo ObOpeUuHo yBpekK/1aHe
(KpeaTHHUHOB KIHpbHC < 30 mL/min) (Buxkre Toukn 4.2, 4.3 n 5.2).

A30TEMHS, BCJCACTBHE NPHIOKEHHETO HA THAZHHW AMYPETHILU, MOJKE J1a HACTBITH MPH NALMEHTH C

HapyuieHa ObOpeuna hyHkima.

[ Ipy HacTbNBaHE Ha NporpecHpanlo ObOPCUHO YBpEKIaHE € HCOOXOIHMO BHUMATE/THO NPEOCMHC/ISHE Ha
TeparusTa, Kato ce 00CH/H NPEYCTAHOBABAHE HA IHYPETHHHOTO JICHEHME. o ——

Jluncea onut ¢ npunoxkennero na TECHAJIAH HCT npu nanmenty ¢ nackopo Hanpasena 010 t.“fplﬂ.--'f"f}"_’ir"".,'j. \*--_
TPAHCIUIAHTALIMA WIIK NIPH NALHEHTH ¢ OLOPEUHO VBPEIKIAHE B KPACH CTa/IMIH (T.¢. KpeaTHHMI ;rtfi;-tp::l;{iic N\ 7
< 12 mL/min). [ §/ e
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ABONNO OLlORNpane wa PEHNH-AH HOTCH3NN-LLIOCTCponoBata cncrema (PAAC)

Mna qannm, ve etnospemennata ynorpeoda na ACE unxuontopu, anrnorensun H-pencnropun 6.10kepn

HJIK QJIMCKUPEH TTOBHILIABA PUCKA OT XHITOTOHMS, XHIIEPKAJIHEMHS H HamMasisBaHe Ha ObOpeyuHarta

GyHKLIMs (BKIIOUHTENHO ocTpa ObOpeuHa HenoctarbyHOCcT). [lopaau ToBa He ce npenopbuBa 1BOHHO

onokupane Ha PAAC upes komOunupanata ynorpedba Ha ACE muxuburopu, anrnorensun Il-

peuenTopHH OJIOKEpPH HIIK alTHCKUpEH (BK. TOUKM 4.5 u 5.1).

AKO ce NpeLEeHH, Ye TepanusaTa ¢ AB0OHHO 0J10KMpaHe e abcoMoTHO HeoOXo/iMMa, ToBa TpsOBa J1a cTaBa
camo 1o/1 HabJIIOIEHHETO HA CNELIMAJIMCT M TPH YECTO BHUMATEIHO MOHHTOpHUpaHe Ha ObOpeuHaTa

(DYHKLHSA, €NCKTPOJIMTHTE H KPBBHOTO HaJISITAHE.

ACE unxuOuropm v anrnorensun ll-peuentopumn 61okepu He TpsadBa 1a ce U3M0A3BaT €IHOBPEMEHHO

[pH NauMeHTH ¢ AnadbeTHa HedponaTms.

HYepuoapoduo yspexiane

ExcrnosuumsaTa Ha aMJ10/IMITHH U OJIMEcapTaH MEIOKCOMMIT Ce MOBHLIIABA NPH MALIMEHTH € YePHOAPOOHO
YBpEK/1aHe (BHIKTE TOUKa 5.2).

OcBeH ToBa, MAJIKH U3MEHEHHU B DanaHca Ha TEYHOCTHUTE M €JIEKTPOJIMTUTE B X0/1a HA JICUYEHHETO ¢
THA3HIMTE MOJKE J1a YCKOPH HACTBIIBAHETO HA YepHOAPOOHA KOMA MNPH NMaLMEHTH ¢ yBpeaeHa (PyHKIUS
Ha YepHusa Apo0 WM ¢ NporpecHpao YepHoapooHo 3abonsBaHe.

Heobxoamnmo e ocobeno suumanue, korato TECITAJIAH HCT ce npunara npu naumeHTH ¢ JIEKO J10
YMEpPEHO 4epHOAPOOHO YBpeXIaHe.

[Ip1 naumenT ¢ ymepeHo yepHoaApoOHO yBpeK/1aHe 103aTa Ha oJIMecapTaH MeJIOKCOMMII He TpsiOBa J1a
HaaBuiuasa 20 mg (BHxkTe Touka 4.2).

[Tpy naumnenTy ¢ HapyeHa yepHoaApoOHa PyHKLMS, TeYEHHETO ¢ aMJIOJIMITHH TpsaOBa /1a ce 3arnoyHe ¢
MO-HUCKATa Bb3MOXKHA J103a OT NpenopbyaHuTe U TpAOBa 1a ce npuiiara ¢ BHHMaHWe KaKTo NMpH
3ar04BaHe Ha JICYUCHHUETO, TAKa U NPH YBEJIMYaBaHe Ha J103aTa.

[ Ipunoxennero Ha TECITAJIAH HC'T e npoTHBOINoka3aHo rpH nauHdeHTH ¢ TeKKO YEPHOAPOOHO
YBpeXkK/1aHe, XosecTaza Wik OninapHa o0CcTpyKuus (BHKTe Touka 4.3).

Crenosza Ha 20pTHATA U MHTPAJIHATA KJIANH, OOCTPYKTHBHA XHIEPTPOPHUHA KAPAHOMHONATHSI
[lopam cbabpxanunero va amnoannun B TECIHTAJIAH HCT, kakto v npu apyrure Bazoaniatatopm e
HEOOXOIMMO CHELHATHO BHUMAHHE TPH NALMEHTHTE, KOUTO CTPaaT OT CTEHO3a Ha a0pTHATA HIIH
MHUTpaIHaTa KJ1ana Wik ot oOCTPYKTHBHA XMUNEPTPOPUYHA KapAMOMHONATHS.

[IbpBHUEH a110CTEPOHH3IBM

[TarteHTHTE C MBLPBUYEH A1ZIOCTEPOHU3BM KATO LSJIO HAMA J1a OTTOBOPAT HA aHTUXHMIIEPTEH3UBHH
JICKAPCTBEHH NMPOJIYKTH, KOHTO JICHCTBAT MOCPEACTBOM HHXHOMpaHe Ha peHHUH-AaHI'HOTEH3UHOBATA
cucrema. [lopaan ToBa npu te3n naumentu npuioxkenuero Ha TECITAJIAH HCT ne ce npenopbusa.

MeTado IMTHH H eHIOKPHHHH eeKTH

JleueHneTo ¢ THa3KIM MOKE J1a BIIOLIH BbIJIEXHApaTHHUSA TosepaHc. [1pu naumenTure ¢ auadber moxe j1a e
HEOOX0/IMMO KOPUIHpAHE Ha JIO3UTE HA MHCYJIMHA WK HA NEePOpaJIHUTE aHTHANAOETHH Cpe/ICTBA (BHKTE
TouKka 4.5). Jlatenren 3axapen anader MOXe J1a cTaHe MaHU(ECTEH B X0/1a Ha JIEUEHHUE ¢ THA3HJIM.

[loBuinasane Ha HUBara Ha XOJICCTCPOJIA U TPUTJTTHUCPHIANUTE Ca HCIKECIIAHHW PCAaKIIUH, 34 KOHTO €
H3BCCTHO, YC Ca CBBP3dHH C JICHCHHCTO € THA3HIHH JIHYPCTHLIH.

| I}’."H HAKOH TALIHCHTH, KOHTO NPOBCHIAT JICHCHHE C THA3H/AHW MOKEC J1a HACTLITH NHIICPYPHKCMHA HJTH 14
CC BJIOUIHW H3ABCHA 11ojJ1arpa.

Eaexrpoanrten ancoananc
KaKkTo 1npu BCHUYKH NALKHEHTH, KOMTO NPOBEK/IAT JIEYEHHE C IMYPETHLIH, NPE3 NOAXO/ASIIH HHTEPBA/IH
TpsAOBa J1a CC OCBLIICCTBABA NEPHOIHUHO ONPE/IeIsHE HA CTOMHOCTHTE HA CCPYMHMTE CJICKTPOJIUTH.

Trnasnanre, BRINOYHTETHO XHAPOXIOPOTHAZH BT, MOFaT Ja NPHUMHAT AMcOaIaie Ha TCHHOCTHTE W i

CACKTPOIUTHTEC (BKITKOUUTCITHO XHITOKATHEMMS, XHITOHATPHEMHSA H XHITOXIOPEMHYHA a/IKaJ10’ m]u ) L

Hpn. INTIPCHTCIHMTE CHMITTOMH Ha JIMcOalaHca Ha TEYHOCTH M €/ICKTPOJIMTH ¢a CYXOTa B ’sl..l.«.]'l'd.. J\;ﬁh 1,
1a00CT, OTNVCHATOCT, ChHAMBOCT, OC3MOKOHCTBO, MYCKYJ/IHA 00JIKA MM KPaAMITH, MYCKY. uuyﬁlopa
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NHITOTOHMA, OJHEN PHA, TANHRAP, NS 1 CTOMAHO-UPCEHH HAPN LICHHA, KATO T ICHE 1 HOBPBULIHEC (BHATC
rouka 4.8).

PHCKBT OT XHITOKQIHEMHSA € HAH-TOJIAM T1PH NALMEHTUTE ¢ YepHOAPOOHA 1LIMPO3a, NPH NALIMEHTH ¢
H3paseHa Mypesa, MpH MalueHTH, YUHTO NEepopasIeEH NMPUEM HaA CJICKTPOJIHTH € HEJIOCTAThUYCH H NPH
[alIHEHTH, KOUTO MOJIy4aBaT ChITbTCTBALLO JICUEHHE ¢ KOPTHKOCTEpOH M uinn AKTX (BuxkTe TOUKa 4.5).

Ot apyra cTpaHa, nopajaiv aHTaroHKU3Ma, KOMTO OJIMecapTaH MeJI0KCOMMJI, B/IM3alll B ChCTaBa Ha
TECHAJIAH HCT, ynpaxnsaBa Bbpxy anruotrensun-I1 peuenropure (AT)) moke n1a HacThIH
XHIIEPKAJIMEMHUSI, OCOOEHO MPH HATMYHETO Ha OBLOPEUHO YBPEK/1aHE H/HWIIK Chp/ievHa HEJIOCTAThYHOCT M
3axapeH Jinader. [IpenopbuBa ce CTPUKTHO NPOC/IC/ISIBAHE HA CEPYMHHS KATMH NPH W3J105KEHUTE HA PHUCK
NalMeHTH. EAHOBPEMEHHOTO NPHIIOKEHHE HA KAJIMH-CHXPAHABALLH JIHYPETHLH, KAJTHH Ch/IbprKalily
N00ABKH HJIK Ch/IbpPyKallli KAJIMH 3aMECTHTE/IW HA COJITA U JIPYTH JICKAPCTBEHU NMPOAYKTH, KOUTO MOraT
/1a NOBULIIAT CepyMHHUTE HUBA Ha Kanus (Hanp. xenapun) ¢ TECITAJIAH HCT, tps6ga na crasa npu
NOBHULIEHO BHUMaHHE (BMKTE TOUKA 4.5) M ¢ 4ecTo npociie/isBaHe Ha HUBATa Ha KaJiui.

JIuncpar okaszarescTsa, ye omecapTaH MeJIOKCOMHIT O MOI'bJ1 J1a HAMaJlK WK NIPEJIOTBPaTH
JIMYpPETHK-HH1yLLIUpaHa XHroHaTpHemus. JlepuuursbT Ha X10puan o6HYaiiHo e JIeKo U3pa3eH U Hal-4ecTo
HE U3HCKBA JICHEHHE.,

Tuazuanre Morar 1a NOHWKAT EKCKPELMATA Ha KAJILMIA C ypUHATa W J1a I0Be/IaT 10 HHTEPMHUTEHTHO H
JIEKO MOBHLIABAHE HA CEPYMHHS KAJILIMH MPH JIMIICA HA MO/U1eKALIH M3BECTHH HapyLLIEHHUs Ha
meTabosin3Ma Ha Kaiims.

XHnepKajilmMeMusaTa Moxke 7a Ob/1e 10Ka3aTe/ICTBO 3a CKPHT XHIeprapaTtupeonansbm. Jleuenuero ¢
THa3HIM TPAOBaA J1a ce NMPEeYCTAaHOBH TPE/IN NPOBEXK/IAHE HA N3C/Ie/IBaHMS 3a OlleHKa Ha (DYHKLMATA Ha
napalMTOBHIHHUTE JKIIE3H.

3a THA3H/IMTC € U3BCCTHO, Y€ MNOBHLLIABAT YPHUHHATA CKCKPCLIUA HA MArHE3UsA, KOCTO MOKE J1a JIOBC/1C J10
XHITOMAIne3ueMHA.

B FOPCLLO BPEMC TIPH TTALHCHTH € OTOUH MOZKC J1a HACTbITH JIHJTYLIHOHHA XHITOHATPHCMHAL.

JInTHH
KakTo W 3a apyrure aHrvotensuH Il pelientopii aHTaroHUCTH €IHOBPEMEHHOTO NPHJIOKEHHE Ha
TECIAJIAH HCT u nuthii He ce npenopbuBa (BHKTE TOUKa 4.5).

Chpaeuna HeI0CTATBLYHOCT

Karto cnescreue o HHXHOMpPAHETO Ha PEHHH-AHTMOTEH3HH-A1JIOCTEPOHOBATA CHCTEMA TPH
NpepasnoIoKEeHH JIMLA MOrar /Jia ce OYakBaT rnpomeHH B ObOpeuHaTa GyHKuMS.

[Ipy naumenTH ¢ TeKKa Chp/eyuHa HeIOCTaThbUHOCT, YHATO ObOpeuHa (pYHKIIMA MOKE J1a 3aBHCH OT
AKTMBHOCTTA HA PEHHUH-AHTHOTEH3HWH-aJI/IOCTEPOHOBATA CHCTEMA JICYEHHETO C MHXHOUTOPH Ha
AHIHOTEH3HH KOHBepTHpaLHs eH3uM (ACE) M aHrHOTEH3HH pelenToOpHH AHTarOHUCTH Ce CBLP3BA C
OJIMI'YPHst W/WJIA TIporpecHpatiia a3oteMms M (ps/Iko) ¢ octpa ObOpeuta HeloCTaTbYHOCT W/HIIH CMBPT.
IlannenTH cbe chpieyHa HEAOCTATBYHOCT TPAOBA J1a ce JIeKyBaT ¢ BHUMaHue. B jibarocpouto, maiebo-
KOHTPOJUPAHO MPOYUBAHE C AMJIOJIMITHH TPH TTALIMEHTH € TEXKKA Chp/icuHa HejloeTaTbYHOCT (kinac [ u
IV no NYHA) noknaasanara yectora Ha 0e10/1podOeH OTOK € 110-BUCOKA B rpyriata Ha aMJIOIMITHH B
CpaBHEHHE ¢ rpynara Ha niaiedo (BHKTe Touka 3.1). biiokepuTe Ha KalMeBUTE KaHaIH, BKIIHOYHTEIHO H
aMJIO/IMIIKH, TpAOBa J1a ce M3I0JI3BAaT € BHUMAHHE NP NALUEHTH CbC 3aCTOHHA Cbhp/ieyHa
HEJI0CTATBYHOCT, ThH KaTO MOTaT /la MOBHULLAT PUCKA OT Ob/ICLIH ChP/1ICYHOCH10BH HHIIMIEHTH H
CMBPTHOCT,

[HInpy-noaodna enreponarus

B MHOro pesikm ciyuan ce cbo0LaBa Tekka, XpOHHMYHA JIHapUst Cbe 3HauUMTE/ IHA 3aryda Ha Tero npH
MALHCHTH, TIPHEMALLLH OJIMECapTaH HAKOJIKO MECCIA /10 TOJIMHH CJ1e/1 3aM104BAHE HA JICUCHHETO, BEPOSTHO
NMPHYUHCHA OT JIOKAIH3HpaHa peakiiis Ha CBPBXUYBCTBHTE/IIHOCT OT 3a0aBeH Tui. Upesuure nutjrfu.,n!; ﬁqﬁ .

T e
HALHCHTHTC HCCTO TTOKaA3BaT BHJIO3HA ETIIJU{']HH AKO FPH TTALUHMCHT CC TTOABAT TC3H CHMITTOMH “{} pr\lk T
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I PAOBA 1A CC HPCN CTAHOBH HE3A0ABHO H 1A HE CC 3ao0Bi OTHOBO. AKO JIHAPHATA HE CC HO100PH B
ICUEHHE HA €/THA CCAMMLIA CJ1C/T IPCKPATABAHCTO HA IPHENA, TPSOBA J1a C¢ NPEIBH/IH 10C1C/ IBALILA
KOHCYJITalUS CbC CHELHAIMCT (HATIPUMEP FacTPOCHTEPOJION).

HuTecTuHa/IeH aHrHoe1emM

3a MHTECTHHAJICH aHTHOE/1EM ce ChOOLIIABa NPH NALMEHTH, JIEKYBaHH ¢ aurHoteHsuH Il peuentopuu
AHTArOHUCTH [BKJIIOUMTEIHO osimecapTaH] (BxK. Touka 4.8). Te3n naumeHTH uMaT KopemHa 0oJika, rajieHe,
noBpblUaHe U aapus. CUMIITOMHTE OTIIYMSBAT CJ1€/1 IPEYCTAaHOBABAHE HA aHTHOTEH3HH ]
pPeLeNTOPHHUTE AHTArOHUCTH. AKO €€ JIMarHOCTHLIMPA HHTECTHHAJIEH AHTHOE/IEM, JICYUEHHETO €
oJiMecapTaH TpsOBa Jia ce NpeyCTaHOBH M J1a CE 3al04HE NOAXOAALI0 HADIKOAEHHE J10 MTBJIHOTO
OTLIYMSBAHE HA CUMITTOMUTE.

XopoujiajieH H3JIHB , OCTPA MHOIIHSI H BTOPHYHA 3AKPHTOBI'bJIHA IJIAYKOMA

XHIPOXJIOPOTHA3H/L, KAaTO CYI(POHAMH/L, MOXKE /1a NPEIW3BHKA HIMOCHHKPATHYHA peaklvs, H3pa3ssalila
CE C XOPOW/IAJICH M3JIUB C Ae(EKT Ha 3pUTEIHOTO MoJ1e, OCTPA TPAH3UTOPHA MUOMMS U OCTpa
3aKpUTOBIbJIHA IJ1aykoma, CHMIITOMHTE BKIIIOYBAT Obp30 HaMaligsBaHe Ha 3pUTesIHATa OCTPOTA HIIH
Oosika B 04HTE, KOUTO OOMKHOBEHO C€ MOABABAT B pAMKHTE Ha 4acoBe 10 CEJAMMLIM Clie]l pUJlaraHe Ha
meaukaMmeHTa. HenekyBaHaTa ocTpa 3akpUTOBIbJIHA IJIayKOMa MOJKE /1a JIOBE/1€ /10 NOCTOsIHHA 3aryba Ha
3peHueTo. [IbpBa TepaneBTHYHA CTHITKA € NPEKbCBAHE HA TEPANMATA C XHAPOXJIOPOTHA3U B HAM-KpPaTbK
BB3MOXKEH CpoK. Moke /1a ce HaJl0JKK He3a0aBHO MEIMKAMEHTO3HO WIH XHPYPrUyHO JIEYEHHE , aKO
BBTPEOYHOTO HaJIAraHe He MOKe J1a Objie KOHTPOJIMpaHO. PUCKOBH (pakTOpH 3a pa3BUTHETO Ha OCTpa
3aKPUTOBIbJIHA [J1ayKOMa Morar /1a Ob/1aT aHaMHe3a 3a aJieprus KbM CyJ1IpOHAMH/IM MK NEHHLIWIHH
(BHokTE TOUKA 4.8).

bpemennocr

Jleyenue ¢ anrnorensuH Il peuentopuu aHTaroHueTH He TpaOBa a ce 3anoysa 1o BpeMe Ha OpeMeHHOCT.
OcBeH aKo NPOABL/KUTEIHATA Teparnus ¢ aHrHoTen3uH Il peuenTopHy aHTaroHUCTH He € KpaiHo
Heo0X0/1MMa, NMalMEHTKUTE, KOUTO TUlaHUpaT OpeMeHHOCT, TpaOBa /1a NpeMHUHAT Ha JIeYeHHE C
AITEPHATUBHHU AHTHUXHITEPTEH3UBHH JICKAPCTBA, KOUTO HMAT YCTaHOBEH npodun Ha Oe30nacHoCT 3a
npunoxkerue npu OpemeHHoct. [lpu yeranosiBane Ha OpeMEHHOCT JieYeHHeTO ¢ aHrHoTeH3uH |l
peLenTOpPHU aHTarOHUCTH TPsAOBa J1a Objie He3adaBHO 1PEYCTAaHOBEHO H, AKO € YMECTHO, TpsiOBa Jia ce
3aMOYHe AJITEPHATUBHO JIeueHHUe (BHKTE TOUKH 4.3 1 4.0).

[leanaTpuuna nonyaanus
TECIIAJIAH HCT ne e nokasaH npu eua 1 1oHowu noja 1 8-roaMiiHa Bb3pacr.

HRHIIEIITII B CTapUyecka Bbipacr
[Ip1 maumenTUTE B CTapuecka Bb3pacT ao3arta TpsaOBa /1a ce yBejiHuaBa ¢ BHUMaHUe (BHXKTE TouKa 5.2).

PoTOUYBCTBHTEJIHOCT

JloknanBaHu ca ciiyyad Ha peakuMH Ha (JOTOUYBCTBHTEIIHOCT MPH THA3H/IHH JIMYPETHLIM (BHKTE TOUKA
4.8). AKo ce nosieu peakuus Ha (potouyBCcTBUTEIHOCT 110 Bpeme Ha nevenue ¢ TECITAJIAH HCT, ce
Mpenopb4Ba J1a e NpeycTaHOBH rpuema. AKo ce Hanara Bb300HOBSBAHE HA MNPHJIAraHETO HA IMYPETHKA,
ce MpernopbLUBa J1a ce Npeana3Bar yyacTblUTe, W310KEHH Ha cibHLE HIH H3KycTBeHH UV A-nbumn.

Hemenanomen pak na Kkoxkara
B 1Be €nuIeMHOJIOrHUHH TIPOYUBAHHWSA, OCHOBABALILH CC HA JIATCKHA HALIMOHAJICH PAKOB PErUCTB), €
Ha0J110/1aBaH MOBUILIECH PUCK OT HEMEIAaHOMEH pak Ha koxkata (HMPK) [6azannoknerbueH KapuHom
(bKK) n ckBamosnokierbuen kapunnom (CKK)] npu napactBaiia eKcno3mis Ha KyMyJlaTHBHA J103a
xuapoxiopotHazna (XX13). orocencndOnanznpamre epektu na X X173 morar /1a 1eiicTBar Karo
BEPOATEH MeXaHHU3IbM 3a pazsurTue Ha HMPK.
[TaumenTure, npuematun XX173, tpsOBa j1a ObaatT nndopmupanu 3a pucka or HMPK u chbeeTBanu
PEAOBHO J1a IPOBEPABAT KOKATAa CH 3a HOBH JIe3MH W He3a0aBHO 1a ChoOLIaBaT MpH Nnosiza Ha
NOI03PUTENIHIM KOZAKHH Jie3nn. Ha natmenture padea 1a ce npenopbyaT Bb3MOKHH NPEBAHTUBHU MEPKH, 1,
KaTo OrpaHrteHo WiIaraHe Ha CLHYCEA CBCTIMHA W VUITPABHOICTOBH /LM, & B C/IVHai HA CKCHORMMAS,
MO/IXOALIA 3aMTA, 3a 12 Ce CBE/IC /10 MMHHMYM PHCKBT OT pak Ha Kokara. [lopospurenture kokuh .
ne3un TpsidBa /1a Ob1aT NOUIOKEHH Ha He3abaBHO M3CIIC/IBAHE, OTEHLMAIHO BKIIOUBALLLO x;fﬁiﬁr{'{rﬁhﬁﬁ
“ ‘i il -
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HsC e ABatNA Ha onone i Marepian. Hpepasiaeacane ma ynorpeoara na NX T3 MOZRe 1 Ce ok
H IPH NALHMEHTH, KOUTO ca uvaan npe/axojacH HMPK (Bk. ebuo touka 4.8).

OcTtpa pecnupaTopHa TOKCHUYHOCT

Cnen npuem Ha XHIPOXJIOPOTHA3K/L C€ CHOOLIABAT MHOI'O PE/IKH TEKKH CITyHau Ha OCTpa pecrupaTopHa
TOKCHYHOCT, BKJIIOUHTEIHO OCTBLP pecrniupatopeH auctpec cunapom (OPJIC). Cnen npuem Ha
XHUAPOXJIOPOTHA3H/1 OOMKHOBEHO ce pa3BuBa OenoapobeH OTOK B paMKHTE Ha MUHYTH J10 Yacose. B
HAYaJ10TO CUMITTOMMTE BKJIIOYBAT JIMCIIHES, MTOBULIEHA TEMNepaTypa, Biowasate Ha 6enoapodHara
(GyHkuMsA U xunotonus. Ipu ebmuenue 3a ARDS Tpsabsa na 6bae cnpsn npuemst Ha TECIHAJIAH HCT
W J1a ce NPHIIOKH NOIXOSALIO JieueHHe. XHIPOXJIOpOTHA3H 1 He TpAOBa J1a ce npuiiara npH naimeHTH,
KOMTO npeu ToBa ca nony4dasand OPJIC cien npyuemM Ha XHIpOXJI0pOTHAZHIL.

Apyrn
KakTo npH BCAKO aHTUXMINEPTEH3UBHO CPEACTBO, NPEKAICHOTO HAMAJICHHE HA apTEPHATTHOTO HaJIAraHe

IMPpH MNalMneHTH € HCXEMHYHA OosnecT Ha CbpLETO WIH HCXEMHYHA MO3BYHO-CH/10BA O Oostect OM Morno na
A0BCJIC 10 MHOKApP/ICH HH{bﬂpl\'T HJIH HHCYIJIT.

Pf‘:ﬂl(l_l}ﬂ‘l Ha CBPBXYYBCTBHTCIIHOCT KbM XHAPOXJIOPOTHA3H/1 MOIaT J1a HACTBIAT MNMPH MNALKHEHTH C HITH Oe3
dHAMHE3a 3a aJICPIruda HJIH 6POH}(H3J1HH dCTMa, HO €a MO-BEPOATHH TPH MNMAalHEHTH C TaKaBa aHAMHE3a.

Emauepﬁaumi HJIH AKTHBHPAHC Ha CHCTCMCH JIYITYC EPHUTEMATO3YC Ca choOl11laBaHH MPpH NMPHJIOKCHHE Ha
THA3H/IHH JIHYPCTHLIH.

KakTo npu BCHUKH ApyrH aHrvoteHsuH Il peuentopiy aHTaroHUeTH, eheKThbT Ha HaMaJIaBaHe Ha
apTepHAIHOTO HAJIATAHE HA OJIMECAPTAH € /10 H3BECTHA CTENEH MNO-HUCHK MPH YEPHOKOKH TMALIMEHTH, B
CPaBHEHHE C OCTAHAJIUTE MALIMEHTH; BBITPEKH TOBA, TO3H e(heKT He € HabJl01aBaH NPH HUTO €1HO OT
TpuTe KInHUYHH npoyusanus ¢ TECITAJIAH HCT, B kouTo ca BKJIOYeHH YepHOKOkH natmenT (30%),
BHJKTE CbLLO TOUKa 5.1.

Tosa nekaperBo cbabpka no-manko or 1 mmol natpuii (23 mg) Ha puamupana radnerka, 1.¢
[IPAKTHYECKHU HE Ch/IbpPIKa HATPHH.

4.5 Bzaumo/eHcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H ApYrH ¢opmMH HA B3aHMO/1eHCTBHE
Bbu3moxknn B3aumoaeiicrBus, cBbp3ann ¢ komonnanusta TECITAJIAH HCT:
Eonoepemenno npunoscenue, koemo ne ce npenopwvusa

Jlumuti

OOpaTHMO NOKauBaHE Ha CEPYMHUTE KOHLIEHTPALIMK K TOKCHUYHOCTTA Ha JIMTHS ce ChoOLIaBar npu
€/IHOBPEMEHHO TPHIIOKEHHE HA JIMTHH ¢ MHXHOMTOPH HAa AHIMOTEH3HH KOHBEPTHPALIMS €H3UM U PSJIKO C
anrnotensut Il peuenropun antaronnetu. B gonbiinenne ObOPEUHHUAT KIMPBLHC HA JIMTHSA CE TTOHWKABA
OT THA3WIUTE U KaTO CJIEJICTBHE MOXKE /1A C€ YBEJIMUK PUCKBLT OT JIMTHEBA TOKCHUHOCT. [lopajin ToBa He
ce npernopbusa eHoBpemMeHHOTO npuioxkenne Ha TECHAJIAH HCT v nutuii (BuxkTe Touka 4.4). AKo
[PHUIIOKEHUETO HaA Ta3H KOMOMHALKA e OKaKe HEOOXO/AMMO CE NPENnopbuBa BHUMATE/IHO IPOC/IC/IsiBaHEe
HAa CEPYMHHTE HUBA HA JIMTUSL.

E()HH(EPE.IIEHH() nPpuaocene, Koemao U3iCKed nosuiieno enumMan e

bariochen
Mozke J1a HaCTBITK NOTEHUMPAHE HA AHTUXHIICPTEH3UBHUS ¢(eKT.

Hecmepouodnu npomucoevsnaiumeinu 1ekapcmeen cpeocmaea
HCTIBC (nanp. anernicannumiora kuceamna (= 3 g/anesno), COX-2 unxudbutopmn v Hece! Ij.*hTIlBHH -
HCTIBC) morar j1a namanst aHTUXUNEPTEH3HBHUTE ¢(DEKTH HA THAZHIHWTE JIMYPETHILH Hp‘l o S
aHrnotensud Il peuentopuure anTaroHncTH. f, / ,1'_‘_"',_-'-.;_-';



LIpH HARKON NALMCHTH ¢ KONTIPOMC THPAHA OLOPCHHA (PN RIS (HANP. ACNHAPATHPAHA HAUCH T LT

NALMCHTH B CTAPUECKA BB3PACT ¢ KOMITPOMETHPaHa ObOpeUHa (PYHKLMA) € IHOBPEMCHHOTO NPHIOKEHHE
Ha aHrHoTeH3uH Il peenTopHr aHTaroHUCTH W CPE/ICTBA, KOMTO HHXHOMPAT LIMKJIOOKCHICHA3aTa, MOKE
J1a JIoBe/1e J10 AOMbJIHUTENIHO BllolaBaHe Ha ObOpeuHaTa (pyHKLMS, BKIKOUHTETHO Bb3MOKHA OCTpa
ObOpeuHa HeI0CTaTLYHOCT, KOATO 0OMUaiHo ¢ oOpatuma. [lopanu ToBa, kKomOMHaumsaTa TpssiOBa /1a ce
[puiara ¢ noBHLIEHO BHUMaHHE 0COOEHO IpH NalMeHTH B cTapuecka Bb3pact. [launenture tpadea j1a
ObJaT A0CTaTLYHO XHApATHPaHH W TpsOBa aa ce 00chau npocieasBate Ha ObOpeuHaTa hyHKUMS criejl

3arnoyBaHe Ha €IHOBPEMEHHATA TEPArus U 1epPHOAHYHO CJIe/] TOBA.
Eonoepemenno npunosicenue, Koemo mpaosa oa ce umda npeosuod
Amuchocmun

Moxe J1a HACTBITH MOTCHUHPAHC HA AHTHXHIICPTCH3UBHUA E{I}GKT.

pyeu anmuxunepmenzuenu cpeocmesa

EdexrbT Ha nonwkaeane Ha aprepuanoTo Haasrane Ha TECIAJIAH HCT moxke na Obae ycuies ot

CAHOBPCMCHHOTO MNPHJIOKCHHEC HA JIPYI'H aHTHXHIICPTCH3HBHH JICKAPCTBCHH TPOJ/IYKTH.

Anxoxon, bapoumypamu, CbHOMEOPHU WU AHMUOENPECAHMU
Moske 1a HACTBITM YCHIIBAHE Ha OPTOCTATHYHA XHITOTOHMSL.

Bb3MoKHH B3aHMO1eHCTBHS, CBLP3aHH € 0JIMECAPTAH MeI0OKCOMMH.I:
Eonoepemenno npunosicenue ne ce npenopvuéa
ACE unxubumopu, anevuomensun Il-peyenmopmu O.10kepu wiv aiuckupeH

JlaHHH OT KJIMHMYHH NPOYUBAHUA 110KA3BAT, Y€ JABOMHOTO OJIOKMpaHe Ha
pPEeHHH-aHIHOTEH3UH-a1/10cTepoHoBaTa cuctema (PAAC) upes komOuHupanara ynorpeba na ACE

HHXH()HTOPH, AHI'HOTCH3HUH H-pﬁllt’l]TOle-I GJI{‘}KCPI‘I HJIH A&JIMCKHPCH CC CBbP3Ba C 1N0-BHCOKA YeCTOTa Ha

HC/KCJ1AHH C"bﬁHTHH, KaTO HAINIPHUMEDP XHITOTOHHA, XHIICPKAITHEMHA H HAMaJ1ABaHEC Ha 6’]:6[]0‘1“21’]‘51

{l]}’HKllHﬂ (BKJIFOUHTEITHO oCTpa G"b'ﬁpﬁ“lllﬂ HE/IOCTATBYHOCT), B CPaABHCHHC C }'IIU'I']’}CﬁH"I'ﬂ CaMoO Ha ¢

cpeactBo, aencTalo Bbpxy PAAC (Bk. Toukn 4.3, 4.4 n 5.1).

Jlekapcmeenu npoodykmu, Koumo noaus6am Hugama Ha Ka il

JAHO

EAHOBPEMEHHOTO NPUIIOKEHHE HA KAJIMH-CHXPaHABALIH JIHYPETHLIH, KAJIHEBH 100aBKH, 3aMECTHUTE/H Ha
COJITA, ChAbPIKALLH KAJTHH WK APYTH JIEKAPCTBEHH MPOAYKTH, KOUTO MOJKE /1a YBE/IMUAT CEPYMHHUTE
HUBA Ha Kanui (Hanp. xenapuH, ACE uHXMOMTOpH) MOXKe J1a 10Be/1e /10 NOBULIIAaBaHE HA CTOMHOCTHUTE Ha
cepyMHHs Kanui (BrokTe Touka 4.4). B cayuait ue nekapcTBeHH NPOAYKTH, KOUTO TMOBJIMSIBAT KaJlus,

TpadBa na ce npeanucear B komOunaums ¢ TECHAJIAH HCT, ce npenopbua npocnieasiBaie Ha
CEPYMHHS KAJTHH.

/_7 omvtnnumetHna un fl)ﬂp. HAaAllUA

Koaeceeeiaw, JACKAPCMGO, KOemo cebp36d HCADBUHHUME KUCETUHU
EJIHGBPCMCHHO'I‘O MPHJIOKCHHC Ha KOJICCCBCITAM XHIPOXJIOPHIL, JICKAPCTBO, KOCTO CBbLP3Ba AJ1bYH

HTC

KHCEJIMHH, HAMAJIiBA CUCTEMHATA €KCIO3UIIMA U MAKCHUMAJTHATA 1U1a3MEHa KOHLICHTPALUs Ha OJIMecapTaH
H HAMAJIABA CJIMMHHALHOHHHA 1OAYKUBOT (11/2). [lpuiaokeHneTo Ha oimecapTad MEJI0KCOMHI 1oHe 4

Haca Nnpejn KojaeceBeiaM XHIPpOXJIOPpH/L HaMaJTsiBa C{]Wl‘{'l'{l OT JICKAPCTBCHOTO B3aUMO/ICHCTBHC.

”pHJlU}KCHHET{} Ha OJIMeCapTaH MEJIOKCOMMIT NOHE 4 yaca MpCH KOJICCCBCJIAM XH]IPOXJIOPpH]I TpHGBH J1d

Ce UMa NpeBH/1 (BHIKTE TOUKa 3.2).

CJiej1 JieueHue ¢ aHTHalMaM (ElﬂyMHHHCIi MAl'HC3HUCB XH,’[DOKCHJL) ce HaO/oaBa ¢1ado NnoHWKaBaHe Ha

OMOHAJIMYHOCTTA Ha 01 MCCApPTaH.

Osnmecapran MeJIOKCOMHI HE OKaszBa 3HauuM eheKT BLPXY (DapMaKOKHHETHKATA WIIN
(papmakomHamukaTa Ha BapdapuH WK PapMAKOKMHETHKATA HA JTMTOKCHH.
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I.,lIiUI’-l"IL"I.IL'HIIUIU IIIHI-ILHI\L‘HHL’ Il tLl'ﬁ.IL‘L’iIPILIII MO TORCON LT L HiHHiiIL’IiIIIIH HC ORASBA KCTHHIHYHO
3HAUUMH ¢(PCKTH BLPXY (DAPMAKOKMHETHKATA Ha IBCTC ChCTABKH NPH 3/PaBH JIH11A.

OsimecapTaH He OKa3Ba KJIMHHHYHO 3HAYUMH HHXHOHUTOPHH e(peKTH BbPXY HOBELIKHTE LIUTOXpoMm P450
eH3uMH 1A1/2, 2A6, 2C8/9,. 2C 19, 2D6. 2E1 v 3A4 in vitro v HAMa WIH 0OKa3Ba MUHHUMAJIHH
HHYLHpaLK epeKTH BbpXY akTHBHOCTTA Ha uuTtoXpoMm P450 npu nibxose. He ce ouakBaT KIHHHUYHO
3HAYUMH B3aUMOEHCTBHUS MEXKY OJIMECAPTaH H JIEKAPCTBEHHUTE NPOAYKTH, KOUTO c€ MeTadOIM3UpaT OT
[NOCOYEHUTE NO-rope UHTOXpom P450 eH3umu.

Bb3MOKHH B3aUMO1eHCTBHS, CBbP3aHH € AMJIOIHITHH
Eonoepemenno npunoxcenue, Koemo uzuckea nosuiiieno 6HUManue

Edhexmu na opyau nexapemeernu npooykmu ¢bpxy amioounun

CYP3A4 unxuburopu

EAHOBpEMEHHOTO IMPHIIOKEHHE HA aMJIOAMITMH ¢ MOLLHHU MK yMepeHH CYP3 A4 uuxudburopu
(npoTea3zHd HHXMOMTOPH, a30JIHH NMPOTHBOILOUUHH, MAKPOJIH/IH KATO €PUTPOMHLIMH WU
KJIAPUTPOMHLIMH, BEparnaMuil Wi JUITHA3eM) MOXKE /1a 10BE/IE /10 3HAUMTEJTHO YBe/IMYaBaHe Ha -
EKCMO3HLMATA KbM aMJI0AMIHUH. KiinHHuHUTE epeKTH OT Te3H (hapMaKOKMHETHYHH NPOMEHH MOXKE /1a ca
MO-H35ABEHH I1PH MALMEHTH B CTapyecka Bb3pact. Mma noBuiueH puck ot xunoronus. I lpenopbusa ce
BHUMaTEIHO HabJIl0/1IeHHe Ha NallMeHTHTE U KOPUTHpaHe Ha J103aTa npu HeoOXO0IMMOCT.

CYP3A4 uuaykropu

[Ipn eanoBpeMeHHO npuinarate ¢ W3BecTHU HHAYKTOpH Ha CYP3 A4, nna3MeHara KOHLIEHTpaLMs Ha
amJ1I0/IMITHH MOJKe J1a Bapupa. [lopaam ToBa TpsOBa 1a ce ¢/ie/in KpbBHOTO HallsiraHe U J1a ce pery.ipa
N03aTa, KAKTO 10 BPEME Ha, Taka U ¢J1e/1 €/IHOBPEMEHHHUS NPUEM, 0CODEHO ChC CHITHH MHIYKTOPH Ha
CYP3A4 (nanpumep, pugaMinuiMH, KbAT KAHTAPHOH).

”pHJID}Kﬁ'HHETO Ha aMJIOJIHMITHH C I]JGHI'I(]'J[J)’T H/IH COK OT rpuuld}pyr HC CC TTPCNOpPbLYBAa, TbH KaTO MOKe
Jla CC YBCJIHYH OMOHAJIMYHOCTTA IMPH HAKOH MAlHCHTH, KOCTO BO/IH /10 YBC/IHYABAHC HA {.,(I)E'KTH Ha
HAMAJIABAHC HA KPBbBHOTO HAJISIFAHC.

Jantposien (MH(y3us): Tpn skuBoTHH ca Hab0/1aBaHK KaMEPHO MBXKJEHE H ChPICYHOCH/I0B KOJIarc,
KOHTO Ca CBbLP3aHH C XHIICPKAJTHCMHA CJICI TIPHITOKCHHUC Ha BCpallaMHJlI H HHTPABCHO3HO JIAHTPOJICH.

[ lopaam puck oT XHUnepkasiHeMHs ce npenopbUBa Aa ce u30srea ¢IHOBPEMEHHOTO MPUJIOKEHHE Ha
OJIOKEpPH HA KAJILIMEBUTE KAHAIM KATO aMJIOJIMITHH NMPH NALMEHTH, 1TPEAPA3NoIOKEHH KbM 3JI0KaYeCTBEHA
XHIIEPTEPMHS U MIPH JICHEHHE HA 3JI0KAUECTBEHA XUIIEPTEPMHSI.

Edhexmu na avnoounun bpxy Opyeu 1ekapcmeeHu npooyvKmu

E{l)tfh'l*b'l" Ha aMJIOJIMTIHH 34 INMOHHKABAHE HA APTCPHATHOTO HAJTATAHE CC IIPHGEIHSI KbM TINOHHYKABAlllHA
APTCPHAITHOTO HAJATAHC UI]]UI{'I' Ha JIPYT'H AHTHXHIICPTCH3HUBHH CPCJICTBA.

B KJAMHHYHH NPOYUBaHHS 3a B3aUMOJCHCTBHE, aMJIOIMITMH HE NMOBINABA (PAPMAKOKHHETHYHHUS Npodu
Ha aTOPBACTATHH, INTOKCHH WK Bap(apHH.

CumBactatui: EJIHOBPEMEHHOTO NPUIOKEHHE HA MHOTOKPATHHU 21034 0T 10 mg amnoaunun ¢ 80 mg
CUMBACTATHH BOJIK J10 77% yBeHUyaBaHe Ha EKCMNO3UILIHATA KbM CMMBACTATHH B CPABHEHHE CbC
CHMBACTATHH, NPHIIOKEH camocTodTenHo. Hamanere j1o3ara na cumBactati Ha 20 mg JIHEBHO NpH
MALUEHTH, KOUTO NPHUEMAT aAMIIO/IMITHH.

Takponumyc: Mma puck ot nosuinaBaHe Ha KpbBHHUTE HUBA HA TAKPOJIUMYC 1PH ¢/IHOBPEMEHCH n]mu (s
ami10MnuH. C el 3041 BaHe MHTOKCHKALMATA ¢ TAKPOIUMYC, TTPH IIPHIOKEHUETO HA amMJ10 HU’ILI'IIpH
HALMEHT, JICKYBAH ¢ TAKPOJIUMYC, ¢ HEOOXOAHUMO NPOCIL/IABAHC HA KPLBHUATE HABA HA Takp ‘Ilihl;\t U
KOpPHIHpaHEe Ha Jlo3ata 1pH HEOOXOIMMOCT. i = |
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Mcchamstic Target of Rapamycein (mTOR) nuxudutopure: mTOR nHXHOHTOPH KaTO CHPOIHMYC,
ICMCHPOJIMMYC K eBepoiiumyc ca cyocTpatn Ha CYP3A. Amaoaunuu e caad CYP3A uuxudurtop. pu
eaHoBpementa yrorpeda ¢ mTOR HHXHOMTOPH, aMJIOAMITHH MOZKE J1a YBEJIHYH eKcro3rimaTa Ha mTOR
HHXHOMTOpHTE.

[ [MKJocnopun: B npocnekTHBHO NpoyyBaHe ¢ nalndeHTH ¢ O0bOpeyHa TpaHCIulaHTalMs € YCTAaHOBEHO
cpento ysennuenue ¢ 40% Ha oOluMTe HUBA HA LMKJIOCTIOPHH TPH €iHOBpEeMeHHaTa My yrnotpeda ¢
amyoaunui. Eanospemennara ynorpeda na Tecnanan HC'T ¢ umkiiocnopun Moske j1a jloeje 10
MOBHUICHA €KCMO3KLIMSA HA LUKIA0CNOpHH. | IpH KoMOMHMpaHO neyeHue € HeoOX0AUMO Hab/IK01IeHHE Ha
00110TO HHBO HA LIMKJIOCNIOPHUH, KAKTO M HAMaJIABaHE Ha /103aTa NPH HEOOXOIMMOCT.

Bn3moxknn B'}ﬂHMOﬂEﬁCTBHﬂ, CBbP3aHH C XHAPOXJIOPOTHA3H/

Ef)!!f)(fpt’.l!fﬂﬁﬂ npuwiaolcenue He ce npenopouea

Jlexapcmeenu npooykmu, koumo noeauséam HU6OMO Ha Kalus

Kanuii-u3uepneamsat eekt Ha XHAPOXIOpOTHA3H/L (BHKTE TOUKa 4.4) MOXKe J1a ce NMOTEeHLUpa OT
¢/IHOBPEMEHHOTO NMPHJIOKEHHE HA IPYTH JIEKAPCTBEHH MPOJIYKTH, KOMTO €a CBbP3aHH ChC 3aryda Ha
KaJIMH U XMNOKAJIMEMHUS (Harp. JIpPYrH KAIMHYPETHUHH JIMYPETHLH, JIAKCATHBH, KOPTHKOCTEPOH/IH,
AKTX, amdporepuumn, kapOEHOKCOJIOH, NEHHUWIMH G HATPUH KK NPOHU3BO/IHHA HA CaJIMLIMIIOBATa
kucenuna). [lopaau ToBa eqHOBpEMEHHO MPUIIOKEHHE HE Ce MpernopbyBa.

Ef)”ﬂﬁp(’.ll’(’"ﬂﬂ npuioxcenue, Koemao U3nckea nosuiieno sumanue

C o na kaayus

THazuIHUTE AMYPETHLIM MOTAT /1a NMOBHLLAT CEPYMHHUS KaJILIMHA MOPa/IK NMOHHKABaHE Ha eKCKpelraTa. B
cJyuai, ue TpsOBa /1a Ob1aT NpeanucaHy KajilmeBu 100aBKH, CEPYMHMST KaslliMi TpsiOBa na ce
NPOCIe/IABAT U J103aTa Ha KaJlllks J1a C€ KOPHIHpa B CbOTBETCTBHE C TOBA.

Xoarecmupamun u xonecmunosiosu cmoJiu
AOcopOLMA HA XHAPOXJIOPOTHA3H/L CE HApYylUaBa NMpH HATHYUETO HA AaHHOHHW OOMEHHH CMOJIH.

Jueumanicosu eaukozuou
[Ipei3BHKaHaTa OT THA3KAU XUITOKAJIHEMHS HITH XHUITOMArHE3UEMUsl MOsKe J1a O1aronpuaTcTBa U3aBaTa

Ha JIHTHTAJIHC-HHAYLIHPAHH CBPJACHHH APHTMHH.

Jlekapemeenu npooykmu, KOumo ce 6usstm om Hapyudasanemo Hd Hugama Hd CepyMHUusl Kaaull
[IpenopbuBa ce nepuoanyHo npocieassane Ha cepymuus kaindi m EKI, korato TECIHAJIAH HCT ce
[pHJlara ¢ JICKapCTBEHHU NPOJAYKTH, KOUTO C€ MOBJAUABAT OT HAPYLUEHHUS B CCPYMHHUTE HUBA HA KaJIUs
(Harnp. IMrMTaIMCOBH INIHKO3W/IM U AHTHAPUTMHLIK) U cbe caeanuTe torsades de pointes (kamepHa
TAXMKAPAHA )-MH/1YLIHPALLH JICKAPCTBEHH NMPOAYKTH (BKJTFOUHTETHO HAKOW AaHTHAPUTMHLIM), Thil KaTo
XHINOKa/MeMuATa e npeapasznonaraii (paktop 3a torsades de pointes (kamepHa TaxHKapaus):

- Knac la antuapurmuum (Hanp. XHHHUAHH, XHAPOXHUHH/IMH, JIM30ITHPAMK/L).

. Knac I antnapurmuum (Harnp. aMmmoaapoH, cotanon, Aogeruina, HOYyTHInL).

- HAKOM aHTHIICHXOTHLK (HATp. THOPH/A3HH, XJIOPNPOMA3HH, JICBOMENPOMA3HH,
TpUhIyonepasuH, IMaMEMa3HH, CYINUPHIL, CYJTONPH/L, AaMUCYJITIPH]L, THATIPW/L, TTHMO3H/L,
XaJI0NepUJI0I1, JIPOTICPH/I01).

- Jpyru (nanp. 6enpuani, udsanpui, andemannn, 1.V, epUTpoMHLIMH, Xalo(phaHTpHH,
MH30JIACTHH, NEeHTaMH/ MK, cnapdiokcaunt, tepdenanmnn, L.V, BHHKaMUH).

Heoenosipuszupaiyu ckeaemmu MYCKYV. MU peaakcanmu (nanp. myookypapui)
EekTbT Ha HEeNONAPU3UPALIIMTE CKEIETHH MYCKYJIHH PEIaKCaHTH MOskKe J1a Ob/ie llﬂ'r'culliipzui_sﬁ

F "

NHIPOXJIOPOTHAZHL.
Anmuxoaunepeunnu cpeocmeda (Hanp. amponum, OunepuoeH) =
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HapacBane Ha OHOHAITHYHOCTTA HA THASH IS LY PCTHLI TTOCPL,ICTRON 30ABSHE HA CTONMAUTHO-
HUPCBHUSA MOTHIIUTET M CKOPOCTTA HA M3TIPA3BANC HA CTOMANA.

Anmuouade muu rekapemeenu nPOOVKINU (Repopaiii Cpeocmed u uHcy 1)
JleweHueTo ¢ THa3MIM MOKE /1a NTOBJIMSIC BbIVICXHApaTHHUS Tosiepanc. Moske J1a ce HaJIOKH KOpUIHpaHe
Ha /l03aTa Ha aHTUAKMA0ETHUS NIEKaApCTBEH MPOAYKT (BHKTE TOUKa 4.4).

Memdpopmun
MeTtdopmuH TpsaOBa J1a ce npuiiara ¢ rnoBULLIEHO BHUHMAHHKE MOPa/ld PUCK OT JIAKTaTHA aln103a, KosTo ce
[MPUUHUHABA OT Bb3MOKHA (PYHKLIMOHAIHA OBbOpeUuHa HEI0CTAThYHOCT CBbP3aHa ¢ XHAPOXJI0POTHABZHIL.

bema-o10kepu u Ouazoxkcuo
XurneprivkeMusmpalmat epext Ha OeTa-0J10KepUTe U JIMA30KCH/1a MOJKE /1a C€ YCHITH OT THUA3HIUTE.

[Ipecopru amunu (nanp. Hopaopenaim)
EdekrbT OT npecopHuTEe aMMHH MOJKE J1a € MOHHIKEH.

Jlekxapcmeenu npooykmu, Koumo ce npuiazam 3a aeueHue Ha nooazpa (nanp. npobeneyuo,
CyAhuHnupazon u anonypuro.)

Moske 1a ce HaJI0’)KH KOPUIMpaHe Ha /103aTa Ha YPUKO3YPHUHHUTE JIEKAPCTBEHH CPeJICTBA, Thi KaTo
XHIPOXJIOPOTHA3H/1 MOJKE /1a MOBHULLIWA HHBOTO HA CEpyMHATa NMUKOYHA KHUcenHa. Moske na e
HEOOXOMMO MOBHIIIABAHE HA /103aTa Ha NMpOOEHEUU WIH CcyaHUHNHpa3oH. EAHOBpEeMEHHOTO
MPUJIOKEHHE HA THA3HJIM MOJKE /1a MOBUIIIH YECTOTATAa HA PEaKIIHH HAa CBPBLXYYBCTBHTETHOCT CIPSAMO
aIoMypPHHO.

Avianmaoun
TuazuauTe Morar J1a NOBUILLIAT PUCKA OT HEXKEJIAHHU PEAKIIHM NMPHYMHEHH OT aMaHTa/IuH.

L{umomoxcuunu cpedcmea (nanp. yux1oghochamuod, memompexcam)
Tuasnaure morar 1a HamanaT ObOpeyHaTa eKCKpeLs Ha LIHTOTOKCHYHHUTE JICKAPCTBEHH MPOJIYKTH H J1a
[OTEHUMPAT MHETOCYNPECHBHUTE UM e(PEKTH.

Carnmunamu
B ciiyuaii Ha npui10sKeHHE Ha BUCOKH J103H CAJTHLIMIIATH, XMAPOXJIOPOTHA3H/L MOJKE /1a YCHIIH TOKCHUHHS

C(I)F.'KT Ha CATHUHWIATHTC BBPXY LHCHTPpA/IHATA HEPBHA CHCTCMA.

Memuroona
Mma m3onupann cboOliieHns 3a HACTHIBAHE HA XEMOJIUTHYHA AHEMHMsI TIPH €/IHOBPEMEHHO MPHIIOKEHHE
Ha .‘-.:H,quRHUpDTHaSHﬂ H MCTHJ1J10114.

Huxrocnopun
EAHOBpPEMEHHOTO JIeUeHHE C LIMKJIOCTIOPHH MOJKE /1a TTIOBHLLIN PHUCKA OT XHINEPYPHUKEMHS H 110/1arPO3HH
VCII0KHEHHS.

Tempayurxiunu

EIHOBPEMEHHOTO NMPHIIOKEHHUE HA TETPALHMKIWHW U THA3W/IH NOBULIIABA PUCKA OT TETPALIMKIIHH-

MH/1IYLIMPAHO MOBHLLIABAHE HA CTOMHOCTHTE Ha ypesaTa. | oBa B3aUMO/ICHCTBHE BEPOATHO HE € NPHIIOKHMO
a JIOKCHLIHKJTUH.

4.6 Pepruianter, OpeMEHHOCT H KbpMeHe
bpemennocrt

[ Ipnioxennero na TECHAJIAH HCT e nporuBonokasano npes 2™ u 3™ tpumectsp o1 UpCMCHIIUVJ"I‘f
/7
(BHKTE TOUKHK 4.3 1 4.4). KaTto ce B3emar npeBua ePeKTHTEe Ha OTIC/IHUTEC CbCTABKY HA TO3H /7 .

KOMOHHHMPAH NPOAYKT BbpXY Opemennoctta, npuiaokenneto va TECTIAJIAH HCT ne ce npen ﬁbﬂu‘i .

PE3 ITLPBHA TPUMECTBP OT OpeMCHHOCTTA (BHKTE TOUKa 4.4). [f =

13 \

.-'l:." ll.'



(] 1ec PN VCOORCONLL

[ IpnaoskeHHeTo Ha aHrnoTen3un Il pelenTopHl aHTaroHUCTH HE ¢e NPENopbYBa Npe3 MbPBUS TPUMECTHP
Ha OpemeHHOCTTa (BHKTE Touka 4.4). [ IpunokenneTo Ha aHrnoreHsut 1l peuentopHu aHTaroHUCTH €
NpoTHBONoOKazaHo npe3 2" u 3™ tpumectbp Ha OpeMeHHOCTTa (BHKTE TOUKK 4.3 1 4.4).
EnueMnonorHuimTe J10Ka3aTescTBa, Kacaelllh pucka OT TepaToreHHoCT ciiel ekenosuuma Ha ACE
HMHXHOHUTOPH 1pe3 MbPBUS TPUMECTBP OT OPEMEHHOCTTA, He ca YOeAUTe iU, He MoXke, oDaue, na ce
W3KIIOUH ¢1a00 HapacTBaHe Ha pUcKa. JlokaTto IMNeBaT KOHTPOJIUPAHH €MHIEMHOIONHYHH JIJaHHH 110
OTHOLLICHHWE HA PUCKA ¢ aHTHOTEeH3MH 1l pelenTopHH aHTArOHUCTH, CXO/IHK PUCKOBE MOraT /1a
CBLIECTBYBAT 3a TO3M KJ1ac MeAMKaMeHTH. OCBEH ako NPOAb/IKABAHETO HA JICYEHUETO C AHTHOTEH3UH
pelenTopeH OJI0Kep He ce CHUHUTA 3a U3K/IIHOYHTE/IHO BAKHO, NMALMEHTKHUTE, KOUTO TJ1aHUpaT OpPEMEHHOCT,
TpsAOBa Jla NPEMHHAT Ha JICYEHHUE C JAPYTH AHTHUXHUIEPTECH3UBHH JIEKAPCTBA, KOUTO HMAT YCTAHOBEH
npogui Ha Ge3onacHoOCT 3a NpuIoKeHue npu OpemenHoct. Korato ce ycranoBu OpeMeHHOCT, JIeYEHHETO
¢ aHuruorensuH 1l peuentopHu anraronucT TpsdbBa 1a ObJ1e He3abaBHO NPEYCTAHOBEHO H, aKO €
YMECTHO, TpsAOBa J1a ce 3ano4vHe aITEPHATHBHO JICUCHHE.

M3BecTHO e, Ye npu Xopa eKCro3uuMsaTa KbM aHrHoteHsuH Il peuenropuu anraronuctu npes 27 u 3™
TPUMECTBP NPUUHHABA (PETOTOKCUYHOCT (HamasieHa ObOpeuHa (pyHKLMA, OJIMrOXUIPAMHHOH, 3a0aBsiHe
Ha OCU(hHKaALIMATA HA Yeperna) U HeoHaTaJlHa TOKCHYHOCT (OBbOpeyuHa He10CTaTbYHOCT, XUITOTOHMS,
‘(HHEpKaﬂHCMHH) (BMOKTE CBILIO TOYKA 5.3).

B cayuaii ye € MMano eKCrno3uumMs KbM aHrMOTeH3HH 11 peuenTopeH aHTaroHUcT cnen 2P TpUMeCTbp Ha
OpeMeHHOCTTa, ce npenopbuBa exorpadcku KOHTpoJ1 Ha ObOpeyuHaTa pyHKUHS U Yepena.

beGeraTa, unuTo Maliku ca npuemanu anruotensuH Il peuenropuu anraronucTH, TpsdBa na 6baar
BHUMaTE/IHO HAOMO/1aBaHH 3a XHITOTOHUA (BHKTE ChIIO TOUKH 4.3 1 4.4).

Xuopoxiopomuaszuo

OnUTHT ¢ XHAPOXIIOPOTHA3ZHIL 110 BpeMe Ha OPEMEHHOCT € OrpaHHueH, 0COOEHO Npe3 MbPBUS TPUMECTHP.
EkcnepuMeHTaIHUTE NPOYUBAHUS TIPH JKHUBOTHH Ca HEJIOCTAThYHH.

XHIPOXJI0POTHA3H/L ITPEeMUHaBa niateHTara. Kato ce uma npeasu/i (papMakosorHuHus MEXaHHW3bM Ha
JCHCTBHE HA XHAPOXJIOPOTHA3H/L, HETOBOTO NpHIIOKEHHE npe3 2™ u 3™ TpumecTbp MOKe /1a
KoMIpomeTupa (peto-nnaueHtapHarta nepdyzus U MOXKe J1a NPUUHHH (PeTaHA U HEOHATAIHU e(PEKTH
KaTo MKTEP, HApyLlaBaHe Ha eNeKTPOJIUTHHUS OajlaHC U TPOMOOLIMTONEHMSI.

XH1poXJI0pOTHA3H/L HE TPOBa J1a ce npuiara rnpu OToLM Ha OPEMEHHOCTTa, reCTallHOHHA XHITEPTOHMS
WJIM TTPECKJIAMIICHS TTOPA/IH PUCK OT NMOHWKABAHE HA TU1a3MeHMs 00eM H TulalieHTapHa xunonepdysus,
0e3 noJieseH eekT BLpXY Xo/1a Ha oJiecTra.

XH}l[){.}.\’.lIt]p(]'l'l-‘lil'?.l’l,!.[ HC ']"pHGBﬂ Jla CC TpuJjara 3a JICHCHHEC Ha CCCHUHAJIHA XHITICPTOHHUA T1PpH 6p€MEHHH
JKEHH, C H3KJIIOUEHHUE HA PEJIKUTE CITYyHaH, B KOUTO HE MOXKE /1a CE€ NMPHITIOKH JIPYTo JIeHEHHE.

Arvioounun

Ilﬂlllll«i'l'tf OT OIrpaHHYCH 6p0ﬁ CKCITO3HPAHH 6pEMEHIIOCTH HC TOKa3Bar, 4c¢ aMJIOJAHITHH HJTH IPYTHTE
AHTANrOHHUCTH HA KAJTHIHCBHUTC PCLCTITOPH OKa3BarT HtTGJIElFOIIpHFITIIH E(I‘)CK’I'H BLPXY 3/1IpaBCTO HA {bET}“'CEl.
Moxke na e HAJTHLIC, {}Gﬂllt‘, PHCK OT IMPOTPAXHPAHC HA PAKIAHCTO.

Kupmene

[lo Bpeme Ha Kbpmene He ce npenopbusa yvriorpedara Ha TECIHAJIAH HCT u e 3a npeanountane
ANITEPHATUBHO JIEYEHHE ¢ N0-100pe yeTaHoBeH Npohua Ha 6€30NacHOCT NPH KbpMeHe, 0COOEHO TPH
OTIJIEK/IaHEe HA HOBOPOJICHO HJIH POJICHO MPEKIEBPEMEHHO J1ETE.

Osimecaprad NpeMHHaBa B MIISKOTO TPpH KbpMeLlM irbxose. He e u3secrtno, obaue, nanu onmecaprat
IPEMHHABA B KbpMaTa 1npH Xopa. AMIO/IMIIHH CE€ EKCKPETHPa B HOBELIKOTO MJISKO. KostmuecTBoTo ot
ManuuHaTa 103a, NPEMHHAN0 B HOBOPOIEHOTO, €€ ONPEAE/Is Ype3 HHTEPKBAPTHIICH Jinanas3oH ot 3 - 7%,
10 MAKCHMYM 15%. EeKThT Ha aMI0/IMITHH BLPXY KbpMaueTa He € U3BCCTEeH.

XHIPOXIOPOTHAZHL TPEMHHABA B MAJIKK KOJIMUECTBA B KbpMata 1npu Xxopa. Inasuanre BbB B!«l(.pjﬂ*l AO3H &,

KOUTO BOJIST JI0 HHTCH3MBHA JIMYPE3a, MOZKE J1a TIOJITUCHAT 00pa3yBaleTo Ha KbhpMa. Ynnrpcﬁa’mﬂa ‘
TECTIAJIAH HC'T no speme na kbpmene e ce npenopbuba. Ako TECHAJIAH HCT ce w m’pJHBp ng'’
BPEME Ha KbpMEHe, TpsOBa /1a ¢e 10/1bpKa Bb3MOKHO Hal-HUCKA 1034, Il =
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Meprnanren

CoholOuaBanm ca 0OpaTUMHU OMOXHUMHUYHH TTPOMEHH B I71aBATA HA CIICPMATOZ0M/IMTE MPH HAKOH MALIHEHTH,
JIEKYBaHH ¢ OJIOKEPHU Ha KAJILIMEBHUTE KaHaIIH.
KJAMHHYHUTE JIaHHK Cca HEJOCTATBYHU OTHOCHO MOTECHUHAIHUA e)eKT HAa aMJI0O/IMITHH BLPXY

beprramnTera. B e1Ho npoyuBaHe ¢ nabXoBe ca YCTAaHOBEHH HeKeslaHH e(peKTH BbpXY (hepTHiinTeTa Ha
MBKKHTE MHIIMBH/IH (BHKTE TOYKA 5.3).

4.7

Edextn BbpXy cnnocodHoctTa 32 modpupane H padbora ¢ MalliiHH

He ca npoBek/1aHu npoyuBaHus 3a e(peKTuTe BbpXY cnocoOHocTTa 3a wodupane U padoTa ¢ MalllHHH.
Tpsabea na ce uma npeasua, obaue, ye NOHAKOra NPH MallMEHTH, KOMTO NPUEMAT AaHTUXHIIEPTEH3HBHO
JIeYEHHWE, MOraT Jla HaCTBIAT 3aMasHOCT, r1aBo0OJIME, IajIeHe WKW YMOPA U T€3U CUMITTOMM MOrar J1a
Hapyliat cnocobHocTTa 3a pearupane. Heodxoaumo e BHUMaHHe 0cOOEHO B HAYAI0TO HA JIGUEHHETO.

4.8

Hexenanu JICKAPCTBCHH PCAKIIHH

be3zomacnoctTa Ha TECITAZIAH HCT e u3cnenBana B KIMHUYHH NMPOYyUBaHUsS Cbe 7826 naimenTa,
noJTyyaBally oJimecapTal B KOMOHHALIMA ¢ aMJIOJIMITHH M XHIPOXJIOPOTHA3HL.
Hesxenanure peakuMH OT K/IIMHHYHH MPOYYBaHUs, OT NPOYYBaHH, MPOBE/ICHH Clle/1 pa3pelllaBaHe 3a
ynotpeda, U CoHTaHHM Joki1aau ca odeannenm ¢ Tabamua 1 3a TECITAJIAH HCT, kakTo v 3a

OT/ICJIHUTE KOMITIOHEHTH OJIMECAPTaH MEAOKCOMMII, aMJIOZIMITHH W XHAPOXJIOPOTHA3H/1 Bb3 OCHOBA Ha
M3BECTHUS NPod Ui 3a 6€30MacCHOCT Ha OT/IETHUTE KOMITOHEHTH.

Haii-uecto noknaBanure Hesxenanu peakumu no speme Ha neuenue ¢ TECHAJIAH HCT ca nepudepen
OTOK, r11aBOOOJIHE U 3aMasTHOCT.

Cnenpaumre TCPMHHH CC NpHJIarart ¢ 1ei jJa ce I{J’IHCHII]HLI.HPH HACTBITBAHCTO Ha HCKCIAHH PCAKIIHHL

Muoro uectn (=1/10)

Yectu (21/100 1o <1/10)
Heuectn (=1/1 000 no <1/100)
Penxu (=1/10 000 no <1/1 000)
Muoro pejiku (<1/10 000)

C HeusBecTHa yecToTa (OT HAJIMYHUTE JJAHHHU HEe MOXKe J1a Ob/1e HarpaBeHa OlleHKa)

Tabnuua 1: Ipernen Ha Hexxenauure peakuum ¢ TECIHAJIAH HC'T u otaeiHi KOMIIOHEHTH

MedDRA Hexenanu JiekapcrBeHH Yecrora
Cucremno- Lintoerta o Tecnagan | Oamecapran | Amaoamnun | HCTZ
OPraHHH KJlacoBe HCT
HUudekiinm u HUudekums na ropuure Yectn
HH(ecTalmm JIUXATEJIHA ITbTHLLA -
Hazodapuurur YecTu B B
HUndekumns Ha nukouHmre Hectn Yeern
IMbTHLILA i 1 -
B CHaNoaJICHUT - Pekn B
Heonnazmmn — Hemenanomen pak Ha C

CHCTCMA

NOOPOKAYECTBEHH,
3JIOKAYECTBCHH M
HEONPEIC/ICHHN (BKJI.
 KHCTH H T10JIKTIH)

KapLHHOM M
CKBAMO3HOKJICTHYECH
KapLHHOM)

KOYKATa (ﬁc’l'iilﬂ HOKJICTBHYCH

Hapyenns na

ﬂeﬁﬂont;n_im

KPbBTa H .'III.'\HI]III{I'I'{I

TpomboumTonenms

- - = —

HCH3BCCTHA
HCCTOTA

Penikn

HeuveceTw

MO3bK

Heyrponenns/

[ ToTHCKAHE HA KOCTHHUS
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ACMOIHTHYHA AHCNHS - | Pe ik
ANJ1aCTHYHA aHEMMS | Pejikm
Hapyenus AHauiaKkTHUHA peaKlus HeuecTn
MMYHHaTa CUCTEMA JlekapcTeena MHOro pejku
CBPbXYYBCTBHTEIHOCT
Hapyenus na XHUnepKaJmeMus Heuectn Penku
meTabosin3Ma H XHUNOKAITMEMHS Heuectn Yectu
XPaHEHETO AHOpeKCHs Heuectn
[ moKo3ypHus HectH
XHUnepkaaumeMus Yectu
XHUINEePriiMKeMHs Muoro peakn | Hectu
XHUNoMarHes3emus YecTu
XHIMOHATPHEMHS YectH
XHIOXJIOPEMHS YectH
XHUNEPTPHUIIIHLIEpHIEMHUS YectH Muoro
YECTH
XurnepxosnecreposieMus MHoro
4eCcTH
XHUnepypUKeMHs Yectn MHoro
YECTH
XHUIoxJiopeMHYHa ajikanosa MHoro
PENKH
XHnepamuiazemMus Yectn
[lcnxnunm CbCTOsIHME HA OOBLPKAHOCT Penku YectH
HapyLLIEHHS Jlenpecus Heuectn Penku
Arnarusi Penku
Pazapazuurentoct Heuectn
be3noKOHCTBO Penku
[ IpoMEHH B HACTPOCHHETO Heuectw
(BKJIFOYMTEJTHO TPEBOKHOCT)
Hapyuenus Ha cbhs HeuectH Penku
(BKJIIOUMTETHO O€3ChbHUE)
Hapyiienns Ha 3amasHOCT Yectu YectH Yectu YectH
HepBHaTa CUCTEMa [ naBobonmne Yectn Yectn Yectu Penku
[TocTypanna 3amasiHoCT Heuectn
[ Ipecunkon HeuecTn
Jlucresus HeuectH
XHINepTOHUS MHOro pejiku
XHNoecTe3us HeuectH
[ lapacTesns HeuectH Penku
[lepupepra nepponarus MHOro peiku
CbHInBOCT Yectn
Cuukon HeuecTH
KouByJsicHH Peku
3aryba Ha aneTur HeuectH
1 pemop HeuectH
ExcTpanupamuiHm C Heu3BeCTHA
HAPYLLICHWS HEeCTOTA
Hapyuwienns na ounrte | 3puTenHu HapyLIeHUs Yecrn Penkn
(BKJIFOUHMTEITHO JIMTIJIONUS,
3aMBIJICHO BHIKJIAHE) i ; ——
HamasieHo orenste na ,(,z":’ 42 [’ch]m
Braowasane Ha MHOIIHS . i [[ = [ Hevectu
(| 7
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| Pekn

- Keanoncns _ b - | -
OcTpa MHOTIHS, OCTpa C
3aKPHTOBLIbJIHA TJ1ayKOMa HEU3BECTHA
(BHKTE TOUKA 4.4) HeCcToTa
XOpPOHJIAJIEH U3JIHB C
HEW3BeCTHA
yecToTa
Hapywienne na yxoro | Bepruro Heuectn Heuectn Peaku
H 1abMpHHTA Tunuryc HeuectH
Cbp/ieuHn [ lannuraums YectH YectH
HapylleHH!s Taxukapms Heuectn
Muokap/ieH HHpapKT MHOro peku
ApHUTMHS (BKJIFOYUTEITHO Heuectn Penku
Opa/iMKap/ius, KamepHa
TaXUKap/Ms U NpeChPAHO
MbK/IEHE)
AHIHHA NEKTOPHC HeuecTH Heuectn (BK.
BJIOLIIABAHE HA
aHrvHa
MEKTOPHC)
Cb10BH HApyLUEHHS XHIOTOHHUS Yectn Penku Heuectn
3auepBsiBaHe Heuectn YectH
OpTocTaTHyHa XMNOTOHUS HeuecTu
BackyauT (BKJIIOUHUTENTHO Muoro peakud | Peaku
HEKPOTH3UpALLL AHTUHT)
Tpombo3a Peaku
EmOonu3bm Penku
Pecniupatophu, Kaunmua Heuectu YectH Heuectn
FPBAHH H bpoHxuT YecTu
ME/IHACTHUHAJIHH Jlucnues Yectn Peakn
HapylueHHs dapUHruT YectH
Punur YectH Heuectn
OcTpa HHTEPCTHLIHAJIHA Pesku
[MHEBMOHMUS
Pecnuparopen aucrpec Heuectn
benoapoben otok Penkwu
OcTbp pecnupaTopeH MHoro
JaUcTpec cHHapoM (ARDS) PEJIKH
(BkK. TOuka 4.4)
CTOoMallHO-4YpeBHH Jlnapus YecTr YectH YecTn
HapylleHHs I 'anene Yectn YectH Yectn Yectn
3arek YectH Heceru
Cyxora B ycrara Heuectn Heuectn
Kopemna OoJika YectH Yectn Yeern
[ Ipomsna B upeBHara YecTm
(hyHKLMS (BKI. 1HApHS W
3arnek)
MeTeopHuibm ) Heerw
Jlucnencus Hectn YecTH
["acTpur B MHOI0 pe/iku
Jlpasnene Ha ctomaxa Yeetu
- [acTpoentepur B Yectn gt
XHUIEPIijazus Ha BEHLNTE MHOro peaiu . iV 7 7lg T\
- Hapaamtnuen maeyve ;’jf‘*; I’Au:}ri} |
| ] o ([ 5/ rpétion s\
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CHrecinnaaen anrnoeien | | Peakn | [
| lospbiane Heuecn Heuweern | Hecrn
[ IInpy-nojpodna Muoro
CHTEpPONaTHs (BHIKTE TOUKA pe/IKH
4.4)
Xenaro-OnjiHapHm Xenarur MHOI 0 pe/iku
HapyLIEHHs JKbiirenuua Muoro peakn | Penkn
(MHTpaxenarajieH
XOJIECTATUYEH HKTEP)
OCTbp XOJIEUHCTHT Penku
C
ABTOUMYHEH xenatut™* HEH3BECTHA
4ecToTa
Hapyuienus Ha Anonenums HeuectH
KOKaTa AHruoe/1eM Penku MHoro peaku
MOJIKOYKHaTa ThKaH ANEpPruyveH AepMaTHT Heuectu
Epurema myntudopme MHoro peaku
Epurema Heuectn
[TonoOum Ha nynyc Penxu
€PUTEMATO3YC KOXKHH
peaKkiHH
Ex3aHnTem HeuectH HeuectH
ExcdonuatuBen nepmatur MHoOro pe/ku
XHUNEepXu1po3a Heuectn
Peakumm Ha Muoro peakd | Heuectm
(pOTOUYBCTBHTEJIHOCT
[Ipypuryc Heuectn Heuectn HeuectH
[lypriypa Heuectn HeuecTH
OT1okK Ha KBHHKe MHoro pejiku
O0puB HeuecTu Heuectn HeuecTn
PeakTuBaums Ha KOoKeH Penku
JIYTTYC €PUTEMATO3YC
Tokcnuna enuaepmanta C nemssectha | Peakm
HEKPOJIK3a 4yecToTa
[I[pomMsiHa B L1BeTA HA KOKaTa Heuectn
Cunapom Ha CTUBBHC- MHoro pejiku
JPKOHCBH
Yprukapus Heuectn Heuectn Heuectn
Hapyiienus na MYyCKyJI€H criazbm HecTw Peaku HectH
MYCKYJIHO-CKesleTHaTa | llojiyBaHe Ha cTaBuTe Yectn
cUcTema M MyckyiHa cinadbocT HeuecTn Penku
CbEJIMHUTEIHATA | lonyBane na rieseHure Yectn
ThKaH ApTpairus Heuectw
ApTpUT Yectu
bonka B repOa YectH Heuectn
[lapesa Penku
Muanirus HeuectH Heuectn
CkenerTHa 00J1Ka YecTu
Hapyuienus na [ lonakuypus Yectm B
ObOpeLTe U YBEIHUEHO YecToTa Ha HeuecTw
MUKOUYHHUTE NbTHLIA VpHHHpaHe
Octpa OLOpeuna Penkn il
HCJIOCTATBYHOCT 27 SRR Y N
X{:‘mrrxlmn - Yectn S/ ahn, N, \
| AL _ H @ Aosa N
i | Hapywienus B ypunupaneto | Hewu TR AP \
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brOpeyna neocTarbuHOCT

Hapywenus na
Bb3IPOU3BOIMTEIIHATA
CUCTEMA M I'bpjlaTa

EpexkTnana ancdyHkims

Penku

- Perikn

Penku

e

HeuectH

HeuecTn

HeuectH

| MHeKoOMacTUus

Heuectn

OOu1M HapylLIeHUs U
e(pEKTH Ha MACTOTO Ha
[PUII0JKEHHUE

ACTEeHUSA

UecTH

HeuectH

YecTH

[lepudepen oTok

YeceTw

Yectn

YMmopa

Yecern

YectH

YecTH

bosika B rbpaure

YectH

HeuectH

T'pecka

Penku

| pr1orno100HU CUMITOMHM

YecTH

Jleraprus

Penkwu

Hepa3snonoxeHnue

HeuecTu

HeuecTn

Orok

MHoOro uecru

boska

YectH

HeuectHn

OTOK Ha JIMLIETO

HeuecTH

HUscnensanus

[ loBHLLIEHH CTOMHOCTH Ha
KpeaTHHHH

YectH

Penku

YecTH

[ loBHI1IIEHH CTOHHOCTH Ha
| ypes B KpbBTa

YectH

YectH

YectH

[loBHILIEHH CTOMHOCTH Ha
IMTHKOYHA KHCCJIMHA B KPLBTA

YecTH

[ loHM)KEHH CTOMHOCTH Ha
KaJIMH B KPbBTA

Heuectn

[ loBU1lIEHU CTOMHOCTH Ha
ramarJlyTaMmmuI TpaHcdepasa

HeuectHn

[ loBU1IIEHHW CTOMHOCTH Ha
aJlaHUH aMHli()TpaHCL[)epa'sa

HeuecTw

| TOBHUILIEHHW CTOMHOCTH HAa
acnaprar
amHHOTpaHcdepaza

Heuecrm

[ loBHU1LIEHH CTOMHOCTH Ha
YEePHOAPOOHHUTE EH3HMH

YecTH

MHoOro peaku
(HaH-yecTo
BCJIC/ICTBHE Ha
XoJiecrasa)

[ loBHIIEHH CTOMHOCTH Ha
KpeatuHuH (ochoknHaza B
KpbBTa

YectH

HamansBane Ha ternoro

HeuecTn

YBenMuaBaHe Ha Terjioto

HeuectH

"‘ﬂpe3 MNOCTMAPKCTHHIOBHA NCPHO CC cboO11aBa 3a CJYYAaHW Ha ABTOMMYHCH XCNAaTHT € JIATCHTCH NEPHOL
OT HAKOJIKO MCCcClla /10 N'O/IMHH, KOHTO Ca Dﬁpammu CJIC]1 CITUPAHE Ha NMpHEMa Ha OJIMCCApTaH..

)lUKJlEUlBElHH cd CJ/IMHHUYHH CJIYVHAH Ha }}H6HDMHGJIH'§H, IIEIGJIIUJ[HBHHH Npe3 Nnepruojia Ha rnpueM Ha
aHrnoTeH3uH Il PELCITTOPHH GJIOI{L‘[)H. CHoOLEeHH ca e/IMHHUYHH CJIYHaH Ha CKCTpaliHpaMHJ1aJiCH
CHUHIPOM TIpH NMALUHCHTH, JICKYBAHHU C aMTO0HITHH.

Hemenanome PAK Ha KOYKAaTa: B3 0OcHOBA HA HAJIMUHUTE JIAHHH OT CITHICMHOJIOIHYHH NPOoyYBaHHUA €

HaOJ1101aBaHa 3aBUCHMMA OT KYMYJlaTHBHATa 103a Bpb3ka Mexky XX 13 u HMPK (Bk. ¢cbuio toukn 4.4 m

5.1).
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JLOTB e i HeARC 1A PCARTHIL CBLOOLICHIT B K THHIUH HPONUBAHS HH 0T 1OCTMAPKCTHHIOBIS
ONUT ¢ KOMOMHALM OT (PUKCHPAHK 103K Ha OJMecaptad MEIOKCOMHUI H aMI0MITHH, KOMTO HE ¢a
cboOutenun 3a TECIHAJIAH HC'T, monoTtepanus ¢ oimecaprad MEIOKCOMMIT WIIK € aMJIOJIMITUH WITH Ca
JIOKJIa/IBAHU € MO-BHUCOKA Ye€CTOTA NpH JABOHHaTa KoMOUHauus (Tabnuua 2):

Taduuna 2: KomOnnanust na oamecapran Mel0KCOMHJI H AMJIOAHITHH

CHcTeMHO-Opranuu Yecrora Hexesrann JiekapcrBeHu
KJIACOBe peaKiuu

Hapymiennsi na Penku JlekapcTBeHa

HMYHHATA CHCTEMA CBPbXYYBCTBHUTEIHOCT
CromMamHo-4peBHH HeuectH bonka B ropHarta 4acT Ha
HAPYUIEHHSI KopeMa

Hapyumienust Ha HeuectH HamansiBane Ha nubunoro

BbB3NPOH3IBOAHTE/IHATA
CHCTEMA H I'bpaaTa

OO0un napyuenus u Yectw Oroum ¢ TecrtoBarta
e(peKTH HA MACTOTO HA KOHCUCTEHLIMS
NPHJIOKEeHHE Heuectn Jleraprus
Hapyumienuns na Heuectu bosika B kpaiiHUUMTE
MYCKYJIHO-CKeJIeTHATA |
cHCTEMa H

ChCAHHHTC/IHATA ThKAH

JIOMbJIHATENHH HEXeNaHW peakliuM, CbOOLIIEHU B KIIMHUYHU NPOYYBAHUS WU OT MOCTMAPKETUHIOBUS
OMUT ¢ KOMOMHALIUA OT (PUKCUPAHU [I03U HA OJIMECAPTAaH MEJIOKCOMMII M XW/IPOXJIOPOTHA3HU/L, KOUTO HE ca
cboOuenu 3a TECITAJIAH HCT, moHoTepanus ¢ osimecaptaH MEJJOKCOMMJT WJTH € XHUAPOXJIOPOTHAZH]L
WJIK ca 0KJ1a/IBaHH C NO-BUCOKA 4ecToTa 3a JiBokiHaTta koMOuHaiwms (Tabnuua 3):

Tadauna 3: KomOnnauns na oamecaprad Me10KCOMMJI H XHAPOX.J10POTHAZH/L

CHeTeMHO-Opranmum YectrorTa Hexenann jjekapersenn

KJ1acoBe peakuHu

Hapyumienus Ha vepBuara | Penku Hapyiuenus Ha cb3HaHHETO

cHCTeMA (kaTo 3aryba Ha cbhb3HaHHE)

Hapyuienus na koxxara n | Heuectu Ex3ema

NOAKOKHATA ThKAaH

Hapymenust na HeuecTn bosika B KpaHHULIUTE

MYCKYJ/IHO-CKeJIeTHATA

cCHCTEMA,

CHC/IHHHTE/IHATA ThKAH

Hicnensanus Penku Cnabo noHmxapaHe Ha
CpEeHUTE CTOMHOCTH Ha
XEMOIJI00HHA M XeMAaTOKPHUTa

CboOl111aBaHe Ha MoJ103MPaHK HEXKENaHU peaKliuu
CH0o0LIaBaHETO HA MO103KWPaHH HEKENAHH PEAaKLIMK CJIe/l pa3pelaBaHe 3a yrnorpeda Ha JieKkapcTBEHMS
[POAYKT € BaXKHO. ToBa 103B0J1SIBA J1a NMPOAB/KHA HA0JI0IEHUETO HA CHOTHOLIEHHUETO TOJ13a/PUCK 32
JIEKAPCTBEHUS NMPOAYKT. OT MEMLIMHCKUTE CNELMAIMCTH C€ M3MCKBA J1a CboOLIIAaBaT BCSIKA 110/103MpaHa
HE)Ke/laHa peaklns upe3 HallMoHallHa CUCTEMa 3a ChoOlLIlaBaHe:
U3nbiaHuTenHa areHims no Jiekaperaarta i
via. Jlamsn ['pyer™ No 8 W

) 7 P
1303 Codms VBV,
Ten.: +359 28903417 el
yeOcanT: www.bda.bg = |
W\ S
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4.9 [Ipearosnpane

Crvmnmonu

Makcumannara nosa Ha TECIHAJIAH HCT e 40 mg/10 mg/25 mg Beanbx aHeBHo. Hama cboOuenuns 3a
cayuau Ha npeaosupase ¢ TECIHAJIAH HCT npu xopa. Hal-Beposthusat eekt o1 npeio3upaHeTo ¢
TECIIAJIAH HCT e xunoronmus.

Haii-eposTHUTE e(hEeKTH OT Npe/lo3upaHe ¢ 0JIMECAPTaH MEIOKCOMMIT Ca XMITOTOHUS U TAXUKAP/IHA;
MOJKE /1a Bb3HUKHE OpaIMKap/us, akO HACTBITH NNapacUMNAaTHKYCOBA (BarycoBa) CTUMYJIalims.

Moske n1a ce O4aKBa, "C MNMpel03HPAHCTO € aMJTIOIHITHH LLE TOBC/IC /10 U3pa3CHa IICPH('])CPHH
Bas0/IH/IaTalus € U3pa3cHa XHITOTOHHUA H BEPOATHO pf.'(i)ﬂEKT(‘lpHil TAXHKAP/1Hsl. HMma cboOuieHus 3a
H3pa3CHa H Bb3MOXKHO IMPOAB/EKHTC/IHA CHCTCMHA XHITOTOHHA, BKITHOYHTECTHO J10 1HOK C (baTﬂ.ﬂﬁ'H H3XO/1.

Hekapanorenen 6enoapoden oTok ce cholulaBa paako KaTo Mocaenua oT npeio3upaHe ¢ aMJio0/IMIHH,
KOHTO MOJKe J1a ce NMpOsBH Cbe 3abaBeHO Havaslo Ha edekTa (24-48 yaca ciej1 noribllade) U 1a U3UCKBa
W3KYCTBEHA BeHTHIALMs. PaHHUTE peaHMMallHOHHU MEPKH (BKJIFOYHTETHO HATOBAPBaHE C TEYHOCTH) 3a
[oJUtbpkaHe Ha nepgys3usaTa U CbpAeuHHs 1eOUT Morat 1a Objar yckopsBailH (hakTopH.

[leno3npanero ¢ XUAPOXJIOPOTHA3H/L C€ CBBP3BA C H3UEPIIBAHE HA €JICKTPOJHUTH (XHUITOKAJTHEMMS,
XMIOXJIOPEMHS) M AEXHApATALIHA, B pe3Y/TaT Ha eKCLECHBHA JiMype3a. Hali-uecTture npu3Haiy 1
CUMIITOMM Ha TMpeI03upaHe ca rajieHe H COMHOJIEHTHOCT. XHIMOKAJIHEMHATA MOXKE J1a JIOBEJIE /10
MYCKYJICH CIa3bM W/HJIH /1a YCHIIH CbPACYHH aPUTMHM, CBBP3aHH ChC ChITHTCTBALILO MPHIOKEHHE Ha
JIMTHTAJIMCOBH TTIHKO3HH HITH ONpe/1e/IEHH aHTHAPUTMHYHH JIEKAPCTBEHH MPOJIYKTH.

Jlevwenue

B cayuait na npenosupane ¢ TECITAJIAH HCT, neuennero tpsdBa na Ob1e CHMNTOMATHYHO W
noutbpskaulo. IloeaeHunero ce onpenenst OT BpeMeTo, MK3BMHHAJIO OT NOrJIBLIIAHETO H OT TEKECTTa Ha
CUMITTOMHTE.

AKO NPHEMBT € CTaHAJl HACKOPO, MOJKE J1a C€ UMa MPEABH/L CTOMaLLHA NpoMuBKa. | Ipu 3apasm anua
He3a0aBHOTO NPHUIIOKEHHE HA AKTHUBEH BBIVIEH J10 2 yaca cjie/l NONIBbLIAHETO Ha aMJIOJMITHH € 10Ka3alo,
Ye ChIIECTBEHO MOHMKaBa aOcopOLMATA HA AMIIOIUTTHH.

KyiimHMuHO 3HauMMa XUNoToHus, abjbkaula ce Ha npenosupane ¢ TECITAJIAH HCT, u3ucksa akTHBHO
[MO/UIbPKALLO MOBEIEHHE HACOUEHO KbM ChpP/IE€YHO-CH/I0BATA CHCTEMA, BKIIOUHTEIHO CTPUKTHO
II[)("JC.IIC,TUI BAHC Hd C}:p,ﬂellﬂﬂTﬂ H GC.TI{HIPDGHH [bYHKLlHFI, NOB/IMIFAHEC HAa HpﬂﬁllHlHiTﬂ‘ H KDHTpCH’I Ha
LMPKYJIHpaLks 00eM TeYHOCTH W anypesarta. [IpunokeHHeTo Ha Ba30KOHCTPUKTOP OM Moru1o aa Obje or
110/13a 3a Bb3CTAHOBABAHE HA CH/IOBUA TOHYC W HA APTEPHAITHOTO HAJIIraHe NMPH NOJI0KEHHE, Ye HAMA
MPOTUBOIOKA3aHHUS 32 NPHIOKEHHETO MY. MHTpaBEHO3ZHUAT KasllIMEB ITIOKOHAT OM MOTbI1 J1a ObJ1e OT
10J13a 3a npeMaxBaHe Ha epekTure o1 OJ10Ka1aTa Ha KaJILIMEBUTE KaHaJIH.

Yecro Tpabea 1a ce MOHUTOPHPAT CTOMHOCTHTE HA CEPYMHMTE €JICKTPOJIMTH U KpeaTuHuHa. [lpu
HACTBIIBAHE HA XMITOTOHHA NAaLUEHTHLT TPAOBA /1a c€ NMOCTaBH JierHan no rpuo ¢ ObP30 NPUIIOIKEHHE Ha
3AMECTUTEJTHO JIEYEHHE ChC COJIM U TEHHOCTH.

1I'bh KaTo aMJ10/IMNKUH ce CBBbP3Ba BbB BUCOKA CTENEH € NMPOTEUHUTE, JIMann3ata He On Ouna ot nonza. He
€ H3BCCTHO J1AJIM OJIMECAPTAaH WIIH XH/IPOXJIOPOTHA3H/L CE€ AMATH3HUpaT.

He e VCTAHOBCHA CTCICHTA, /10 KOATO OJIMCCApTaH U XHAPOXJIOPOTHAZH/L CC U3B/THYAT NMPpH XCMO/IHATH3A.

5. GOAPMAKOJIOT'HYHU CBOUCTBA

5.1 PapMaKOAHHAMHYHH CBOHCTBA

(bapmako-tepanesriuna rpyna: anrnorensun I anraronnetn, OJ10KCpH Ha KAUILMEBUTE KaHain W/,
[ X/

JIMYPETHLLH. I/



ATC ko COYDXNO3

TECIHAJIAH HCT e komOuHaums ot anrnorensun Il peuentopen aHtaronuer - oamecapras
ME0KCOMHMII, OJIOKEP HA KAJILMEBHTE KAHAIW - aMJIOJIMITHHOB 0€3MJ1aT M THA3H/CH JIMYPETHK -
XHpoxJopoTHaszua. KoMOHHalMaTa OT Te3M BelllecTBa HMa a/IMTUBCH AHTHUXHIIEPTEH3HBEH e(eKT,
MOHWKABAHKH apTEPHAITHOTO HAJIAraHe 110 Mo-rojisimMa CTerneH B CPaBHEHHE € BCAKA OT CbCTABKHUTE 110
OT/IEJTHO.

Oamecapral MEIOKCOMHII € NMepOpaiHO AKTUBEH ceJIeKTUBEH aHrHoTeHsul Il peuenropen (tun A'l)
AHTAroHUCT. AHTHOTEH3MH Il € OCHOBHHMAT Ba30aKTHBEH XOPMOH Ha CUCTEMATa PEHUH-AHTHOTECH3HUH-
aJIJIOCTEPOH H UMA CBLIECTBEHA PO/ B NATO(GHU3HOIOrUATA HA XUNepToHuaTa. EdekTuTe Ha aHrHOTEH3HH
[ BKIMOYBAT BA30KOHCTPHKLIMA, CTUMYJIHPAHE HA CUHTE3aTa U OCBOOOIK/IABAHETO HA a/lJIOCTEPOH,
Cbp/leuHa cTUMyJ1aums ¥ 0bOpeunara peadbcopbums Ha HaTpui. Osnmecapran O.10KkHpa
BA30KOHCTPHUKTOPHHUTE M aJ1/IOCTEPOH-CEKpeTHpaLluTe epeKTH Ha aHrnoteH3uH Il nocpencreom
OJIOKHpaHe Ha CBbp3BaHeTO My KbM A'T| pelientopa B ThKaHHTE, BKJIIOUHTEIHO B Ch/I0BATa IJ1a/1Ka
MYCKyJ1aTypa ¥ Haa0bOpeunara suie3a. EQexkTsT Ha osiMecapTan He 3aBMCH OT M3TOYHHMKA WJIM HAaYHMHA HA
cuHTe3 Ha aHruoTeH3uH Il. CenekTuBHOTO aHTaroHn3supade Ha anrnotensut Il (AT)) peuentopure ot
o/IMecapTaH BOJH [0 NMOBUILIABAHE HA TU1a3MEHHUTE HUBA HA PEHUHA U KOHLEHTPALIMMTE HA AaHTMOTEH3HUH |
H II 1 10 M3BECTHO NMOHMIKABAHE HA MJ1a3MEHHUTE KOHLIEHTPALIMK Ha aJI/I0CTepOHa.

HPH XHICPTOHHUA OJIMCCAPTAH MCIOKCOMWJI IMNPHYHHABA JO303aBHCUMO TIPOAB/IZKHTE/IHO ITOHHKABAHE Ha
APTEPHAJTHOTO HAJIAraHE. Hsma 1aHHHM 32 XHNOTOHUA Ha [TbpBaTa /1034, 3a THKH{])HHHKCHH [NpH
MPOABJIKHTEIIHO MPHIO0KEHHE WIH 3a pHﬁﬂ}’Hﬂ KHﬁEpTOHHH CJICZ1 BHE3AITHO IMPpEYCTAHOBABAHEC Ha
TCparnusaTa.

E/HOKpaTeH HEBEH MPHEM Ha OJIMECapTaH Me/IOKCOMMIT OCHIYpsiBa €()EKTUBHO M TJIAaBHO MOHM)KAaBaHe
Ha apTEPHAJTHOTO HaJsigraHe npe3 24-4acoBus /1030B HHTEPBAJI. EIHOKpaTHOTO IHEBHO J103WpaHe
OCHIypsiBa CXO/IHO MOHMKABAHE HA APTEPHAIHOTO HAAraHe KaKTO M JIBYKPATHO JIHEBHO J103HpaHe 1npu
€/1Ha W cblia ob1a JHeBHA J103a.

l[pH NPOABJIZKHUTCIIHO JICHCHHC, MAKCUMAJTHOTO TNNOHHUYKABAHC HA aPTCPHAJIHOTO HAJIAraHE CC JIOCTHI'A Ha
g CCJ/IMHLIA CJICA 3al1O4YBAHC Ha JICHCHHUCTO, MaKdp Y€ CbLUCCTBCHA YacT OT NOHHIKABALLUA APTEPHAITHOTO
HAJIATAHC E?(I)E‘I{T Beue ce HabJito1aBa clie/l 2-CeJIMHUHO JIeYeHHeE.

E{I)CI\'I'bT Ha OJIMECapTaH MCIOKCOMHJI BbPXY CMBPTHOCTTA H 3aboneBaeMocTTa BCe OLIE HE € U3BCCTCH.

[ I[poyuBanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PanaomMu3upaHe Ha onMecapTaH W NpeBeHlds Ha AnadeTHa MUKpoalOyMuHypHus) npyu 4447 nallMeHTH ¢
amnadeT Tin 2, HOpMO-aJIOYMHHYPHS W TTOHE €/1HH JIOITBJIHUTE/ICH Chp/ICHHOCH/10B PUCKOB (haKTOp,
W3cjie/iBa 1aJk JICYEHHETO € OJIMecapTaH MosKe J1a 3a0aBH Ha4a10TO Ha MUKpoaniOymunypus. 1o Bpeme
Ha CpeJIHUS NTpoCIeAsBalll NepHo/1 T 3,2 roAUHH, NALMEHTHTE N0JIyHaBaT OJIMecapTaH WiM raiedo B
JIOMBJIHEHHE KbM JAPYTH aHTHXHIIEPTEH3UBHH JIeKapcTBa, ¢ u3knoveHue Ha ACE nHxuburopu unu
AHIMOTEH3WH pelienTopHU O1okepu (ARB).

3a nbpBHYHATA KpaHHa LieJ1 POYUBAHETO 10KA3Ba 3HAYUTEIHO HAMAJISIBAHE HA BPEMETO 3a HAYas10 Ha
MHUKPOAJIOYMHUHYPHS B 110132 Ha oJmecaptan. Cie/l KOpeKis Ha pas3/iIMKUTE B apTEpPHATTHOTO HajlsraHe
TOBA HAMAJIABAHE HA PUCKA BEYE HE € CTATUCTHYECKH 3HAaUUMO, 8,2% (178 o1 2160) OT nauueHTHTE OT
rpynara Ha onmecaptad ¥ 9,8% (210 or 2139) B nnauebo rpynara ca pazBuin MUKpOanOYMHHYPHS.

3a BTOPHUHHUTE KPAHHH LIEJIH, CHPACYHOCH/I0BH HHIIMAEHTH Bb3HUKBAT 1pu 96 nanmenra (4,3% npu
osimecaptan ¥ npu 94 naumenra (4,2%) npu nnanedo. Yecrorara Ha Chbp/ICHHOCHA0BA CMBPTHOCT € NO-
BHUCOKA IPH JICYCHHUETO € 0JIMecapTan B cpaBHeHue ¢ naanedo (15 naumenra (0,7%) cnpsaMo 3 nauuenTa
(0,1%)), BbIpekH cXoaHHTE HHUBa Ha HedaTaieH uHeyaT (14 naumenTa (0,6%) cnipsamo 8 nanpeHra
(0,4%)), nedparanen muokapaeH uudapkr (17 natmenra (0,8%) cnpsmo 26 naumenra (1,2%)) m ‘
CMBPTHOCT, pasjituHa ot chpiacunocsiaosa, (11 naumenra (0,5%) cnpamo 12 nanmenra (0,5 %))/Aﬁnmd
CMBLPTHOCT TIPH OJIMECAPTAH € YUCIICHO VBeanueHa (26 naunenTa (1.2%) cnpsamo 15 rldllueun‘/{(} '7” 0)).1
KOCTO € C/IC/ICTBUE OCHOBHO OT 110-BHCOKHS OpOR (paTalHi ChP/ICHHOCH/I0BH HHIIH/IEHTH. f =
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| IpoyvuBanero Olmesartan Reducimg Incidence of End-stage Renal Discase i Diabetic Nephropathy Trial
(ORIENT, Osnmecapran HamansiBa uectorara Ha TCpMHHAJIHATA cTernen Ha ObOpeuna dosiecT 1pu
nnaberHa HedponaTus) uiciie/1Ba ePeKTHTE Ha OJIMecapTaH BbpXY ObOpEUHUTE M ChPACHHOCH0BH
KpaiHHW pe3yarati npu 577 paHaoMH3HpaHd naumeHTH ot JAnouus u Kurai ¢ anader tin 2 ¢ u3sseHa
Hedponatus. | 1o Bpeme Ha cpe/iHus 1eprHo/1 Ha npociesiBade ot 3,1 roJIMHM, NalMeHTHTE NoJyyaBar
WKW OIMecapTaH, WK manedo B JI0MbJIHEHHE KbM JIPYTH aHTUXHUIIEPTEH3UBHH JIEKAPCTBA, BKJIIOUHTEIHO
H ACE uuxuburopm.

[I'bpBrHuHaTa KOMOMHMpaHa KpaiHa el (Bpeme J10 ITbPBUA CIIy4aHl Ha y1BOSIBAHE HA CEPYMHMSI
KpeaTHHWH, TepMHHAJIHA cTeneH Ha ObOpeuHa Gonect, o0La cMbPTHOCT) ce Habao1aBa npu 116
NnauMeHTH B rpynara Ha oimecaprat (41,4%) v npu 129 naumenTH B rpynara Ha nnauebo (45,4%) (HR
0,97 (95% C1 0,75 no 1.24); p=0,791). KomOuHupaHaTa BTOpHUYHA Cbp/ICYHOCH/10BA KpaiHa e ce
Habmoaasa npu 40 nauMeHTa, 1IeKyBaHM ¢ onmecapra, (14,2%) v npu 53 nauueHTa, 1eKyBaHH ¢
nianedo, (18.7%). Tazu komOMHHpaHa CbPACYHOCH/I0BA KpalHa 111 BKJIHOUBA CbP/ACHYHOCH/0BA CMBPT
npu 10 (3,5%) naumenTa, npuemasn oamecapran, cripamo 3 (1,1%), npuemanu nnauedo, oOuia
cmbpTHOCT 19 (6,7%) cnipamo 20 (7,0%), nedaranen uucyar 8 (2,8%) cnipsamo 11 (3,9%) v nedartanen
muokapaeH uHdapkr 3 (1,1%) cnpsamo 7 (2,5%), cbOTBETHO.

KomnonentsT amnoaunud B TECITAJIAH HCT e Gs10kep Ha kajlmeBHTE KaHAJIH, KOUTO MHHXHOMpa
TPaHCMEMOPAHHOTO HaBJIM3aHE HA KAJILIMEBUTE HOHHM MNpe3 NOTeHUHAI-3aBUCUMHUTE L-THN KaslineBH
KaHaj1ueTa B CbpLIETO M rMajKatTa MyckyJjaTtypa. EkcriepumeHTaIHUTe JaHHH MOKA3BaT, Y€ aMJIOUITUH ce
CBBP3BA U KbM JIUXH/IPONMUPH/IMHOBUTE, U KbM HEJIMXHPOMHPHAHHOBHTE CBBP3BAlllH MECTA.
AMJIOJIMITHH € OTHOCHTEJIHO CEJIEKTHBEH KbM CBHJOBETE, C MO-U3pa3eH ePeKT BbPXY ChI0BHTE
r1aJIKOMYCKYJIHH KJIETKH B CPaBHEHHE C MYCKYJ/IHHUTE KJIETKH Ha ChPLIETO. AHTUXHUIEPTEH3UBHUAT edekT
Ha aMJIOZIMITHH MPOU3JIH3A OT JIMPEKTHUS pejlakcupalll e(peKT BbpXY apTepHaliHaTa riajka MyCcKyJ1aTypa,
KOETO BOJIM /10 MNOHH)KaBaHe Ha NepHPEpHOTO CLIPOTHBIIEHHE H OTTYK HA ApTEPHAIIHOTO HaJIsIraHe.

an MALHCHTH C XHIICPTOHHA aMJTO/IUITHH BO/IH J10 J10303dBHCHMO TPOIABJEKHTEIIHO IMTOHHUKABAHE HA
APTCPHATHOTO HAJIATAHC. Hama j1anin 3a XUNoToOHKs Ha IMbpBaTa /1034, 34 THXH(‘I}HJ!HKCHS—I IpH
AbJITOCPOHHO JICHCHHUE H.IH 34 I)HGEI}'}L’.[ XHICPTOHHA CJIC] BHE3AITHO TPCYCTAHOBABAHC HA JICHCHHCTO.

Cnen npuiiokeHHe Ha TEPANEBTHYHH J103H MPH NALIMEHTH C XUMEPTOHHUS, aMJIOIMITUH BOJIH J10
e(PeKTHBHO MOHWKABAHE HA APTEPHAITHOTO HAJISITaHE B JIEFHAJIO0, CEJIHAIO W U3IMPABEHO MOJIOYKEHHE.
XPOHHUYHOTO MPHIIOKEHHE HA AMJIOIMITHUH HE CE CBbP3BA ChC 3HAUYHMH M3MEHEHHS HA ChpJlevHaTa
YECTOTa WJIM HUBATA HA MJ1a3MEHUTE KaTexXolaMHUHKU. [Ipy naumeHTH ¢ XUnepToHus ¢ HopMasiHa ObOpeuHa
{l.)_‘y’HKU,HH., TCPANCBTHYHH J103H aMJIO/IHITHH TTOHHKABAT PC3HCTCHTHOCTTA Ha 6'b6pﬂ*llliHTU Cb/10BC H
MOBMLLIABAT CKOPOCTTA Ha riaomepysiHaTa puarpaums v epeKTuBHMS 11a3MeH ObOpeueH KpbBOTOK, 6e3 /1a
npomeHs (puiaTpaltnoHHaTa (hpakiiig HIH NPOTEHHYPHS.

B xemoanHaMHuHH NpoyyYBaHHs MpH NALMEHTH CbC Chp/IeHHAa HEOCTATHYHOCT U B KIIMHHYHH
npoyuBatus, Da3MpaHH HA TECTOBE C HATOBAPBAHE MPH NALIMEHTH CHC Chp/IeUHA HEJIOCTATLYHOCT Kiac |1-
IV no NYHA, ne ce ycraHOBsiIBa aMJ10/IMNKH J1a NPEAX3BUKBA KAKBOTO M J1a OMJ10 KIIMHHYHO BJ1OLLIABAHE,
KOETO ce OlleHsBa no hu3HUecKaTa H3/IpbAKIHBOCT, JIeBOKaMepHaTa (hpakiivs Ha U3T/IaCKBaHEe U
KJIMHUYHHUTE O€1e3H U CUMITTOMM.

[1nauedo konrponupano npoyusame (PRAISE) npoekTHpaHo 1a OUeHH NaumMeHTH ¢be ChpjleyuHa
nHepocrarbuHocT knac HI-1V no NYHA, kouto nonyuasat aururanuc, anypetuud 1 ACE nuxuduropm,
[OKa3Ba, Ye aMJI0/IMITHH HE BO/IM /10 NOBHILIABAHE HA PUCKA OT CMBPTHOCT U 3a001€BAEMOCT MPH
MALHEHTH ChC ChP/IEYHA HEJIOCTATHhYHOCT.

B npocaeagnatiio, abarocpouto, miatedo-koutpoaupano npoyusate (PRAISE-2) 3a amnoannun eue
cbpaeuHa HejloctarbyHoceT Kiac Hlw IV no NYHA 6e3 KiIMHUYHH CHMIITTOMH U OOEKTHBHH -
JIOKA3aTe/ICTBA 3a CLITBTCTBALIA UCXeMHUUHa OostecT, Ha cTadnanmn 1031 ACE HHXHOUTOPH, INTUFa.
JIMYPETHLIM, aMIIO/IHITUH HE OKA3Ba C(PEKT BLPXY 0011ATa WK CHP/CYHO-CH/I0BA CMBPTHOCT.
Ta3K NOMYJIalMs aMIOMITHH C¢ CBBLP3BA C HApacTBaHEe Ha YecToTaTa Ha OCN10/1podeH OTOK, M
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SN SHATHTC L PASIHRD B UCCTOTATA HA BAOHIBATC 11 CHPACHHATA HEAOC AT BHHOCT B CPABHCHIC ¢
112121100,

Pani0MH3Hpano, ABOHHO-CAANO NPoyUBaHe 3a 3a00JeBaeMOCT - CMBPTHOCT, HapeueHo Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHA'T, npoyusane 3a
AHTUXHUINEPTEH3UBHO W HAMAJISABALLLO JIMTTH/IUTE JICUEHHE 3 TIPEBEHLIMS HA ChP/ICHHH HHLM/ICHTH) €
[pe/ICTaBEHO, 3a /1a CPABHH MO-HOBH JICKAPCTBEHH Teparuu: aMmaoaunui 2,5 — 10 mg/aen (6aokep Ha
KajilmeBuTe Kanasin) win JimsuHonpun 10 — 40 mg/nen (ACE-uHXxuOUTOp) KaTo NIeyeHns Ha NbpBH U300p
CIPAMO THA3ZH/IEH JIMYPETHK XJIOPTAIHAOH 12,5 — 25 mg/aeH npH neka 10 ymepena xurepronus. Q0o
33 357 nalMeHTH ¢ XMNEPTOHUS HA BBL3PACT 55 rOAMHHU HIIH MO-BBH3PACTHH Ca PaHIOMH3HPAHH H
npocie/ieHu cpeano 3a 4,9 roaunn. [launeHTure Umar noHe €/IMH JIOIbJIHUTEJIEH PUCKOB (PAKTOP 3a
KopoHapHa 00JIeCT Ha CbPLETO, BKIIKOUHTEIHO: MPEAX0ACH MHOKAap/IeH HHPAPKT MKW MHCYAT (= 6 Mecela
[pe/Iv BKJIKOYBAHETO) MK OMHUCAHO JIPYTO aTEPOCKJIEPOTHUHO ChPACHHOCH0BO 3abosaBane (001o 51,5
%), amabet tun 2 (36,1%), HDL-C <35 mg/dl (11,6%), neBokamepHa xuneprpodus, JAMarHoCTHLHpaHa
ype3 elleKTpokapaHorpama win exokapaunorpadpus (20,9%), nacroauo motiononyiuexe (21,9%).
[IbpBHuHaTa KpaiiHa e € komOuHupaHa ot arajina KopoHapHa 001ecT Ha ChpPLETO WK He-(paTalleH
MHOKapaeH HH$apKkT. Hama 3Haunmu pasiiMku B HauaJiHaTa KpaiHa Lie/1 MEK/1y TeparusaTa ¢ aMjl0/AMIHH
n Ta3u ¢ xaopranuaon: RR 0,98 95% CI(0,90-1,07) p=0,65. OT BTOpHUHHTE LI€/IH YECTOTaTa Ha
Chp/Ie¥Ha HEJIOCTAaTbYHOCT (YacT OT KOMOMHHpaHaTa Chbp/AEYHOCHI0BA KPaHHAa 11€J1) € 3HAYUTEJTHO M10-
BHCOKA B rpyrnara Ha aMJIOJIMITHH B CpaBHEHHE ¢ Ta3H Ha XJopTtaauaoH (10,2% cnpamo?,7%, RR 1,38,
95% CI[1,25-1,52] p<0,001). Bbnpeku ToBa HAMa 3Ha4YMMa paziivka B 0011aTa CMBbPTHOCT MEXKY
TepanusaTa ¢ aMJIOMITHH M Ta3u ¢ xutoptaauaon. RR 0,96 95% CI[0,89-1,02] p=0,20.

XHUIpOXJIOPOTHA3H]L € THA3H/EH IMYPETHK. MeXaHU3MbT Ha AaHTUXHUIEPTEH3UBHUS e(PEKT HAa THA3H/THHUTE
JMYPETHLIH HE € HaIbIHO H3sicHeH. TuaszuauTe noaussat 0bLOpeunuTe TYOYJIHM MEXAaHU3MH Ha
peabcopO1Ms Ha €JIEKTPOIUTH, KATO AUPEKTHO YBE/IHYABAT €KCKPELUATA HA HATPHH U XJIOPH/IH B
NMPUOJIU3UTEIHO PaBHHU KOJMYeCTBA. JIHYypeTHUHHUAT e(heKT Ha XHAPOXJIOPOTHA3H/L NOHHWIKABA TU1a3MEHHS
o0eM, NoBHIIIABA IJ1a3MEHATa PEHHHOBA AKTHBHOCT W MOBHLIIABA CEKPELIMATA HA aJIJIOCTEPOH, C
noce/1Balllo HapacTBaHe Ha ypuHHaTa 3aryba Ha kaaui v OukapOoHaTH, M NOHWKABAHE HA CEPYMHMS
Kasiui. Bpb3kaTa peHHH-aJ110CTEPOH ce MeIMUpa OT aHrHoTeH3uH Il U nopain ToBa ¢/IHOBPEMEHHOTO
NPHJIOKEHHE Ha aHrHoTeH3uH 11 peuenTopen aHTaroHUeT BO/IM /10 HAMAJICHHE B 3aryOUTE Ha KaJIMH,
CBBP3aHH C THA3HAHUTE AMYPETHLH. C XHAPOXJIOPOTHAZHA HAYAJIOTO HA AMYPETHUHHUAT ¢(PEKT HACTbIIBA
c/1e/1 OKO0J10 2 yaca U MAKCUMAJIHMAT e(heKT HaCcThIBA OKOJ10 4 yaca cjie/l Npyema Ha j103ara, J10KaTto
epeKTbT NpoabkaBa npudan3uTeNHO 6-12 yaca.

EnuaeMuonoruuHm NMpOYYBAHHA TMOKA3BAT, YC JABJIIroCpoOyvHATA MOHOTCPAIIHA C XH/IPOXJIOPOTHA3H
MOHHKABa pHCKaA OT CbPJACHHO-CH/10Bd CMBPTHOCT H 3a00J1€BaeMOCT.

Pe3viaTatv oT KIIMHUWYHH [MpOy4BaHHA

B 12-ceiMuuHO, IBOHHO-CJIATIO, paHOMHU3UPAHO, NPOYUBAHE C NapaiejiHu rpynu npy 2 492 nauueHty
(67% OT nalMeHTUTE ca OT KaBkaskata paca), neuenuero ¢ TECIHAJIAH HCT 40 mg/10 mg/25 mg Boau
J10 3HAUHUMO T10-TOJIAMO NMOHHWKABAHE HA JIMACTOJIHOTO U CHCTOJIHOTO apTEPHAJIHO HajraHe, OTKOJIKOTO
NEYEHHUETO ChC ChOTBETHHUTE JIBOWHU KOMOMHALIMHK, CLOTBETHO OJIMecapTad Me1okcoMun 40 mg rutoc
amnoaunuu 10 mg, onmecapran Meaokcomun 40 mg nunoc XUApoxXJ0poTHasna 25 mg ¥ amanounuy 10
Mg MJ110C XHIPOXJIOpOTHA3HL 25 mg,

Jlonbanureanusat epekT Ha noHnkasane Ha aprepuainoto Hansrane or TECHAJIAH HCT 40 mg/10
mg/25 mg, CpaBHEH CbC CHOTBETHHUTE JIBOMHM KOMOHMHALMKU € Mexay -3,8 u-6,7 mmHg 3a anactonno
HaJIiraHe B CE/IHAN0 NOJoYKeHHe U Mexkay -7,1 1 -9,6 mmHg 3a cucTonHo aprepraliHO HaJisiraHe B
CE/IHAO MOJIOKEHHUE K CE NPOSIBABA TPE3 IMBPBUTE JIBE CE/IMMILLIH.

[ [poneHTHT HA NALMEHTUTE, KOUTO JIOCTHIAT NPULEIHOTO apTepraino Haisrane (<140/90 mmHg 3a
naumerTure 06e3 anader u < 130/80 mmlg 3a naunenrTure ¢ anader) na 12-ta ceimuita sapupa ot 34,9%
710 46,6% NpH TEPANEBTUHHUTE IPYNH ¢ ABOHHA KoMOMHaums cnpamo 64,3% 3a TECHAJIAH HCEF 40~
mg/10 mg/25 mg.
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BLEB BTOPO JIBOIHO-CIA110, PAHAOMM3HPAHO NPOYUBAHE ¢ Napaietun rpyin npn 2690 naumera (99,9 %
nalMeHTH OT Kapkaskarta paca), npu aeuenme ¢ TECTTAJIAH HCT (20 mg/S mg/12.5 mg, 40/ mg/5 -
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me 12,5 mg, 40 mg Smyg 253 mg, 40 mg 10 mg 12,5 mg. 40 mg 10 mg 25 mg) ce Hao o, 1asa
CHTHHPHKAHTHO 1O-TOJSMO HAMAISBAHC HA JIHACTOIHOTO H CHCTOHOTO apTePHATHO HAISTaHe B
CPaBHEHHE ChC CHLOTBETCTBALIATA JIBOHHA KOMOHHaIK, ojimecapTad 20 mg nioc aMmJaoiMIue 5 mg,
oaMecaprad 40 mg runoc 5 mg ami10MnuH 1 oamecaprad 40 mg rnoc 10 mg aMa0aMnuH, CbOTBETHO
cnen 10 ceaMMLIM JieHeHHe.

JlonbnuuTtenHuaT edekT 3a Hamansane Ha aprepuannoto Hangrane ot TECITAJIAH HCT B cpaBhenme
CBhC CHOTBETCTBALIATA JIBOHHA KOMOMHauMs e mexkay -1.3 1 -1,9 mmHg 3a anactonHo aprepuanno
HaJISraHe B CEHAJI0 NOJIOKEHHE U Mexkay -2,7 u -4,9 mmHg 3a CUCTOIHO apTepHallHO HalsAraHe B
CE/IHAJI0 MOJIOKEHHE.

CHOTHOLIEHHETO HAa NALMECHTHUTE, KOUTO JI0CTUIAT LEJIEBUTE CTOMHOCTH Ha apTeprHasiHoTO (<140/90
mmHg 3a naunenTure 6e3 anaber u <130/80 mmHg 3a naunenture ¢ quaber) Ha 10-Ta ceamuiia Bapupa
o1 42,7 % no 49,6 % 3a rpynure Ha JieueHue ¢ JiBoMHaTa KomOHMHaums B cpaBHeHHe ¢ 52,4 % 10 58,8 %
3a TECITAJIAH HCT.

B panaoMu3upaHo, ABOHHO-C/IAMO npoyuBaHe ¢ A100aBbuHo JieyeHre Ha 808 naumenra (99,9 % nauveHTH
OT KaBKa3kara paca) He/lo0pe KOHTPOJIMpaHH ciie/l 8-Ce/IMUYHA Teparus ¢ IBOHHA KOMOHHalUs
onmecaprtaH 40 mg nunoc amyioaunui 10 mg, neyenuero ¢ TECITAJIAH HCT Boau uucneno no
JIOMBJIHUTEIHO HAMAJIABAHE HA apTEPHAIHOTO HajsAraHe B ceiHaso nonosxkenue ot -1,8/-1,0 mmHg, npu
neyeHue ¢ TECITAJIAH HCT 40mg/10 mg/12,5 mg u cTaTUCTUYECKH 3HAYUMO JOIMbJIHUTETHO
HamaJisiBaHe Ha apTEePHAIHOTO HaJIsiraHe B CeHAJI0 rosokeHue ot -3,6/ -2,8 mmHg npu neuenue ¢
TECITAJIAH HCT 40 mg/10 mg/25 mg, B cpaBHeHHe ¢ ojimecapTaH 40 mg rumoc amyioaunui 10 mg
JIBOMHA KOMOMHaLMS

Jleuennero ¢ TECIAJIAH HCT 40 mg/10 mg/25 mg TpoliHa kKOMOMHALIMS BO/IM 10 CTATUCTUYECKH
3HAYKUMO [10-TOJIAM TPOLIEHT Ha JIMLA, AOCTHIHAJIM 10 NPULIEJIHUTE CTOWHOCTH HAa apTEPUAITHOTO
HaJISIraHe B CpaBHEHME ¢ JieueHue ¢ omecaprad 40 mg mmoc amnoaunul 10 mg iBoiiHa koMOUHALMS
(41,3% cnipamo 24,2%); neuenunero ¢ TECITAJIAH HCT40 mg/10 mg/12,5 mg TpoiiHa koMOuHa1ms
BOJIM YHCJIEHO /10 MO-TOJIAM MPOLIEHT JIKLIA, JIOCTHIHAJIW TTPULICTTHUTE CTOHHOCTH HA apTEPHATTHOTO UM
HaJIiraHe B CpaBHEHHE ¢ JieyeHue ¢ onmMecaprad mejiokcomun 40 mg numoc amlodipin 10 mg aBoina
koMOMHaums (29,5% cnpsamo 24,2%) npu nauMeHTH He100pe KOHTPOJIMPaHH ¢ JIBOMHATA KOMOMHALIMSL,

Antuxunepren3uBHuaT edekt Ha TECITAJIAH HCT e nonodeH He3aBUCMMO OT Bb3pacTTa H 1oJia, a
CBLIO Taka e 1noao0eH Nnpu nalMeHTH ¢ in 6e3 nuader.

Jpyra nudopmarims

JIBe ronemu panjiomuzupadu KoHTpospanu rpoyusanusi — ONTARGET (ONgoing Telmisartan Alone
and 1in combination with Ramipril Global Endpoint Tnal - Tekyo rnobanno u3nureane 3a KpaiHH TOUKH
Ha TEJIMUCAPTaH, CaMOCTOATEIHO U B KOMOMHaumns ¢ pamunpui) 1 VA NEPHRON-D (Kiaunnusno
[NPOYYBaHE, CBBP3aHO € pa3BUTHE Ha HedponaTHus nNpu aHadeT, NnpoBeeHo 0T MHHHCTEpPCTBO NO
BLIIPOCHTE HA BETCpaHUTE) — npoyusat ynorpedara na komoOuHauuara or ACE uHxuOuTop u
anrnoteH3uH ll-peuentopen Onokep.

ONTARGET e npoyusane, npoBeaeHO NPH NalHEHTH ¢ aHaAMHe3a 3a ChPAeHHOCH/10BA HITH
MO3bYHOCH/10Ba DOJIECT, WK 3axXapeH AnadeT THI 2, NPWIPY/KEHH C JIaHHH 3a YBpek/1aHe Ha e(peKTOpHH
opranu. VA NEPHRON-D e npoyusane npm naumenTH ¢be 3axapeH amader tun 2 M aHadeTHa
HedponaTms.

Tesun npoyuBanus He nokaspar 3Hauum Onaronpuster epekt Bbpxy ObOpeuHuTe W/ mninu
ChP/IEYHOCHAOBHUTE MOCJICAMILH U CMBPTHOCT, KATO ChLUIECBPEMEHHO ca Ha0/110/1aBaHH MOBHILIEH PHCK OT
XHIEPKATHEMHS, OCTPO YBpekK/1aHe Ha ObOPEUHTE W/HIH XHITOTOHHS B CPAaBHEHHE C MOHOTEparMsTa.
Karto ce umar npeiBu CXoAHuTe UM (papMaKOAMHAMHYHHY CBOMCTBA, TE3H PE3YJITATH ca NPHJIOKHMH H 3a
Apyru ACE nuxuOuTOpH M anrnotensun ll-peuentopun 010KepH.

ACE nuxuoutopu u anrnorensut ll-peuenropuu G10kepm cieoBatesiHo He TpsOBa J1a ce M3nos3Bag-"
€/IHOBPEMCHHO NMPH NALMEHTH ¢ anadeTHa HedponaTus. ,-,

ALTITUDE (Knuuuuno npoyuane npoBe/1cHO ¢ &JIMCKHUPEH TIPH NMALIMEHTH ChC 3axapeH 1nade; /Iml 7’1.

H3TOJI3BAHC Ha CHP/ICYHHO-CBH/10BH H UI:U]’]L“IIIH 3000/19BaHNs KATO }\I]'IHHH ID‘II\H) C Ipoy ‘IHcIIICt ,;‘ f
NPEAHAZHAUCHO J1a W3CIIC/IBA 110J13aTa OT JI0OABSHETO HAa AJIMCKHPEH KbM CTaHaapTHa Teparnms ‘% ACE
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HHNHOHTOP o an motets i H-peuenmopen OJ10Rep npH HauneHTH Che 3aNAPeH HaoeT 1l 2 i
XPOHHYHO OBOPCYHO 3a00/19BAHC, ChP/ICUHOCH/10BO 3a00/sBaHe WK K JiBere. [poyvuBanero ¢
[PEKPATCHO NPEIHK/ICBPEMEHHO TOPAJIU MOBULLIEH PUCK OT HEOJIAronpuaTHu nocjieanuu. Kakro
ChP/IEHHOCH/I0BATA CMBPT, TAKa U HHCYJITHT €a MO-4YECTH B I'pyraTa Ha aJIMICKUPEH, OTKOJIKOTO B rpyrara
Ha nu1auedo, a npe/ICTaBIaBalllMTe HHTEPEC HEXKeNaHu CbOMTHS M CEPHO3HHU HEXKEJ1aHU CbOMTHS
(XHIEepKAJIHEMHs, XHNIOTOHUA W ObOpeuHa AMCyHKLMSA) ce choOLIaBaT no-4ecTo B rpynara Ha
AJTMCKUPEH, OTKOJIKOTO B rpyrnara Ha njatedo.

Hemenanomen pak Ha kokarta: Bb3 OCHOBa Ha HATMMHHUTE JIAHHU OT €NHAEMHOJIONMYHH TTPOYYBAHHUS €
HaOJI10/1aBaHa 3aBUCMMa OT KyMYJlaTUBHaTa J103a Bpb3ka Mexxay X XT3 u HMPK. Exno npoyusane
BKJIFOUBA MnoryJiaums, cberosa ce ot 71 533 cnyyan na bKK u 8 629 cnyuan na CKK, u nonyiauus ot
c¢boTBeTHO 1 430 833 1 172 462 noaxoasauu KoHTpoH. Bucokara ynorpeda na X X173 (kymynatueHo
=50 000 mg) e cebp3ana ¢ kopurupan OR 1,29 (95% JIW: 1,23-1,35) 3a bKK u 3,98 (95% JIH: 3,68-4,31)
3a CKK. Habmo1aBana e scHa Bpb3Ka KyMyJlaTHBHA 103a-0TroBop KakTo 3a bKK, taka u 3a CKK. /lpyro
NPOYy4YBaHE MOKa3Ba Bb3MOXKHA Bpb3ka Mexkay paka Ha ycTHuTe (CKK) u ekcnosuimaTra na XX'13: 3a 633
CJIyyau Ha pak Ha yctHute € nojabpana nonynauus ot 63 067 noaxoasiu KOHTPOJIK, KaToO Ce H3M0/13Ba
cTpaTerus 3a B3eMaHe Ha npoOw, ornpejesieHa ot pucka. JleMoHcTpupaHa e Bpb3Ka KyMyJlaTHBHA /103a-
otroBop ¢ kopurupan OR 2,1 (95% JIH: 1,7-2,6), napacrBaui 10 OR 3,9 (3,0-4,9) 3a Bucoka yriorpeba (~
25000 mg) n OR 7,7 (5,7-10,5) 3a nHali-BucokaTa KymyJiatusHa 103a (~ 100 000 mg) (Bk. CbLIO TOUKA
4.4).

5.2 PapMaKOKHHETHYHH CBOHCTBA

EAHOBPEMEHHOTO NMPHJIOKEHHE Ha OJIMECAPTaH MEIOKCOMMII, AMJIOAMITUH H XHAPOXJIOPOTHA3H/L HE
OKa3Ba KJIMHUYHO-3HAYUMH e(peKTH BbPXY (papMaKOKHHETHKATA HA BCEKH OT KOMIOHEHTHTE NMPH 3JIpaBH

JIMLIA.

Cnen nepopasino npunoxkenue Ha TECITAJIAH HCT npu Hopmanhu 3/1paBH Bb3pacTHH, MAKCHUMAJTHH
MJ1a3MEHU KOHLICHTPALIMK HA OJIMECAPTaH, aMJIO/IMTTHH U XH/IPOXJIOPOTHA3H/L CE JIOCTHTaT 3a
npubdamszurenno 1,5 10 3 vaca, 6 j10 8 waca v 1,5 10 2 vaca, cboTBeTHO. CKOPOCTTA M CTEINEHTA Ha
adcopOuUMs Ha oJIMecapTal MEIOKCOMMIT, aMaoaMIHH U xuapoxiiopotuasu ot TECITAJIAH HCT ca
CBLUMTE, KAKTO KOIaTo C€ MnpujaraTt Karo ABOHHA (pUKCHpaHa KOMOUHALIMSA OT OJIMECApTaH MEJIOKCOMMIT U
AMJIOZIMITHH 3a€/IHO C XHIPOXJIOPOTHA3HK/L KATO OT/1e/1HA Tals1IeTKa MW KOraTo ce npujara Kato
(¢uKcHpana ABOHHA KOMOMHALIUSA OT OJIMECapTaH ME/IOKCOMMIT H XHAPOXJIOPOTHA3ZH/L 3a€/THO C
aAMJIOJIMITHH KaTO OT/1e/1Ha Ta0eTKa B ChIUMTE /1034, XpaHaTa He NOoBJIUsBa OMOHAJIMYHOCTTA Ha
TECTIAJIAH HCT.

On MECAPTaH MCJIOKCOMMIJI

Aocopoyus u pasnpeoeenue

Onmecapran Me0KCOMHI € npeuiekapeTBo. Toi Obp30 ce npeppblila BbB (papMaKOJIOrHUHO AKTUBHHS
MeTa0OJIMT OJIMECApTaH OT eCTepasH B UpeBHATa MyKO3a M B NOpTA/IHATa KPbB NMpH abcopOius o1
CTOMaUIHO-YPEBHUS TPAKT. B ruiazmMara unm B eKCKpeTHTe HEe e YCTAHOBSBA MHTAKTEH OJIMecapTaH
ME/IOKCOMMJI HIK AKTUBHOCT Ha MHTAKTHA CTPaHH4YHA Bepura meiokcommi. CpejiHaTta abcos1ioTHa
OMOHAIMYHOCT Ha oJvecapTad oT TabneTHuTe (hopmu e 25,6%.

Cpeanata MmakcHMasiia niasmena KonueHTpauds (Cpay) Ha OJIMecapTaH ce JIOCTHIra B paMKHTe Ha 2 yaca
CJIe/1 IPUEMA Ha OJIMECAPTaH MEJI0OKCOMMIT M MUIa3MEHUTE KOHLIEHTPALIMH HA OJIMECAPTaH €€ NOBHILIIABAT
NPUOJIM3ZUTEIHO JIMHEHHO C HAPACTBALIK €/IHOKPATHHU NEPOPATHH J103H /10 npubdanzuTento 80 mg.

XPEIHEITH OKa3Bad MUHHUMAJICH L‘(]}CI{'I' BbLpPXY OMOHAJIMYHOCTTA HA OJIMECapTal H 1nopajii ToBa OJIMeCapTaH
MCJIOKCOMMII MOYKC [1d ﬁ'b,’lﬂ MPHJTOZKCH C UK 0e3 NPdaHa.

_ 7 Gt
He ca nabso1aBann KIMHHYHO 3HAYUMM CBBP3aHH € 11071 PA3IUKH BbB (DapMaKOKMHETHKaTa Ha -~ .~
.J"’ . .1' _,-"f
OJIMecapTaH. /] &2 /
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O niecapran ¢C CBbP3Ba BbB BUHCOK HPOLCHT C TLIANCHHTC HPOTCiiin (99,77 6). HO BLINMOKHOCT 1A 5
KAMHHYHO 3HAYMMH B3AUMOICHCTBUS NOPAIH M3MECTBAHE OT TUIA3MCHHTE NPOTEHHH MCAK/IY OJIMecapTat
H IPYTH €IHOBPEMEHHO TNpHIaraHd aKTHBHH BELLIECTBA, KOMTO BbB BUCOK MPOLIEHT € CBbLP3BAT ¢
[71a3MEHUTE TIPOTEUHH, € HUCKA (KOETO ce NMOTBBLPKAaBa OT JIMIcaTa Ha KIMHUYHO 3HAYUMO
B3aMMOCHCTBUE MEK/Y oJimecapTad MeI0KCoMUI K Bapdapun). CBbLP3BAHETO Ha OJIMEcapTaH KbM
KPbBHHUTE KJIETKH € He3HauuTeIHO. CpeaHuaT o0em Ha pasnpe/ie/iecHHe ¢iie/l HHTPaBEeHO3HOTO JI03HPaHE €

Hucko (16 —29 ).

buompancghopmayus u erumunupane

OOLMAT NaasmeH KaMpbHE Ha onmecaptad oOukHoBeHo € 1,3 [/h (CV 19%) u e cpaBuutento OaseH B
cpaBHeHHe ¢ uepHoApoOHHs KpbBOTOK (npubi. 90 L/h). Cnen eanokpatha nepopalita j103a Ha OeisizaH ¢
"C onmecapran mestokcomm, 10-16% ot npuiioskeHaTa pajiMOaKTHBHOCT €€ EKCKpeTHpa B ypuHara (11o-
rojisMara 4acT 1npe3 nbpsure 24 yaca OT NpHJI0KEHHETO Ha J103aTa) U OCTATLKBT OT PAJIMOAKTHBHOCTTA
ce eKCKpeTHpa BbB (perieca. Bb3 ocHoBa Ha cucteMHa OHOHATMYHOCT OT 25,6%, Moxe 1a Objie
H34HCIIEHO, Ye a0COPOUPAHHUAT OJIMECAPTaH ce OUYHUCTBA nocpe/icTBOM ObOpeuHa ekckperms (npuoa.
40%) n xenatoOunnapHa ekckpeums (npudbi. 60%). LlanaTa ycraHoBHMa paIHOAKTHBHOCT C€
naeHTHHULMpa KaTo osimecaprad. He ce ycranossiBa Apyr 3Hauum metabonuT. EHTepoxenataaiHusT
KpbroBpart Ha oJiMecapTaH € MUHMMaJleH. TbH KaTo rojsiMa 4acT OT OJIMECApTaH Ce EKCKpeTHpa rnpe3s
KJTbUKaTa, MPHJI0KEHHAETO NPH NMALMEHTH ¢ OWinapHa oOCTPYKLIMS € NPOTHBOINOKA3aHO (BUIKTE TOYKA
4.3).

KpaiHOTO BpeMe Ha 10J1y’KHBOT Ha oJiMecapTtaH Bapupa mex/1y 10 n 15 yaca cnesr MHOrokpareH
nepopasieH rnpueM. PaBHOBECHO ChCTOSIHHE C€ JIOCTHra ciie]l 2-5 JIHH MPHEM W MOCIIEBALI0 AKYMYJIUPaHe
He ce HaOmo/1aBa ciell 14 aHu noTapsill ce npueM. bropeunusT kaupbHe e npudausurento 0,5-0,7 L/h
H HEe 3aBHCH OT J103aTa.

Jlexapcmeenu zaumooetcmeus

Konecesenam, n1ekapcTBo, KOETO CBbP3Ba HKJIbYHUTE KHCEIMHH

I iHoBpeMeHOTO npuiokeHne Ha 40 mg onmecapran meaokcoMuil U 3750 mg koneceseliam
XHIPOXJIOPH/L NPH 3/1paBH Jinua BoJM 10 28% namansBane Ha .M 39% namanapane na AUC Ha
oamecaprat. [lo-cnad edekrt ce Habmopasa, cboTBETHO 4% K 15% namansapane Ha Cpam AUC, ako
OJIMECapTaH MEJIOKCOMMJI Ce MPUJI0KH 4 yaca npejin KojaeceBeaM XHApPOXJI0pHIL.
EJTMMHHALUMOHHHUAT NOJIYKUBOT Ha OJIMecapTaH HamasiaBa ¢ 0KoJ10 50-52% He3aBMCHMO aaiu e
NMPHJIOKEH €ITHOBPEMEHO MIIM 4 yaca npeau KojieceBesaM XHApoxXJaopHua (BHxkTe Touka 4.5).

AMJIO/IMITUH

Abcopoyus u paznpeoenenue

Cnien nepopasiHO NPHIIOJKEHHE HA TEPANEBTHYHH 1034 aMJIOMIKH ce abcopOupa J100pe ¢ MaKCUMAaJTHH
[1a3MeHH HUBa OKou10 6-12 yaca ciea npuemane Ha j103a. AGcomoTHaTa OHOHATHYHOCT € OllIeHEeHa
mesxay 64 u 80%. O0embT Ha pasnpenenerue e okoao 21 I/kg. In vitro npoyuBaHHus 1okas3Bar, 4e 0KoJ10
97,5 % OT UHPKYJIMpALLMSA AMJIOJIMITMH € CBbP3aH C NJ1a3MEHHUTE IIPOTEHHH.

AOcopOLHATa HAa AaMJIO/IMITUH HE CE MOBJIUABA OT €/IHOBPEMEHHHS IPUEM C XpaHa

buompancdhopyicagusi u enviunupane

KpalHHs MOJTYKHBOT HA €JIMMHUHHUPaHE € 0K0J10 35-50 yaca, cbOTBETCTBALIL NPH J103UPAHE C/IMH BT
JIHEBHO.

AMJI0/IMITHH ce MeTaldoIM3Hpa eKCTEH3UBHO OT YepHHS P00 /10 HEAKTHBHU MeTaboanTH, kaTo 10%

H3X0/1HO BeulecTBO M 60% o1 MeTaboNIMTHTE Ce eKCKpeTUpaT B ypuHara.

_X HAPOXJIOPOTHABH]I

Aocopoyus u pasnpeoe.ienie //
' ~ [[..3x. ] .

( JACI NEPOPATHO TTIPHITOAKCHHC HA KOMOHHALIHA O OJIMECAPTAH MCTOKCOMMAIT H KH:IPU:\:I['I'p('l'l'_l‘iﬂ'l’“:l,

CPCJIHOTO BpEMC 34a JIOCTHI'AHC HA MAKCHMATHA KOHLICHTpAllusa Ha NHIPONJIOPOTHABHIL € l,ﬁr.,_'[(’l. 2 Hdaca |
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CAC L HPHENA. NHPONTOPOTHAZHL B ILINMATA ¢C CBLP3BA 1B ON" ¢ ¢ HPOTCHIHIC W HPHBIIHHAT O0CN H
pasipe/ieiienme ¢ 0,83 — 1,14 [/kg.

buompanchopmayus u ervviumupane

XHIPOXJIOPOTHA3H/L HE ce MeTadOoIM3Kpa NPH XOpa M MOYTH HAITLIIHO €€ eKCKPETHPaA KaTo HENPOMEHEHO
aKTHBHO BellecTBo B ypuHata. [pudnusurenno 60% ot nepopasiHata 103a ce eJIMMHUHHpPa KaTo
HENMPOMEHEHO aKTMBHO BELIIECTBO B paMKUTE Ha 48 vaca. buOpeunuaT kianpbhe € okoso 250-300
mL/min. KpaiHOTO BpeMe Ha nony:KMBOT Ha Xuapoxjopotraszua e 10-15 vaca.

{DHPMHK‘[}KHHETIIRH NpPpH CNCHHATHH NMONYJ/IALHH NAHHCHTH

[Teouampuuna nonyaaius

EBponelickaTa areHuds 1o JIeKapcTBaTa 0TKa3a 3a/lbJUKEHHETO 3a 1PeI0CTaBIHE Pe3yITaTHTE OT
npoyusanuaTa ¢ TECITAJIAH HCT BbB BCHUKH nOArpynu oT nejivaTpuyHaTa roryJialms ¢ eCeHiMasiHa
XHIEPTOHUS.

[layuenmu ¢ cmapuecka évspacm (na 63 coounu u noseue)

[Ipn naumenTy ¢ xunepronns AUC Ha onimecapTaH B paBHOBECHO ChCTOSSHHE C€ MOBHIIABA ¢ 0K010 35%
MPH NALKUEHTH B cTapuecKa Bb3pacT (65-75 roauHm) U ¢ 0koso 44% npw olie no-pb3pacTHH NalHeHTH
(= 75 roaMHM), B CpaBHEHHE C 110-MJ1a/1aTa Bb3pacToBa rpyna (BuxkTe Touka 4.2).

ToBa Moke nMoHe 0TYACTH J1a ce JIB/IKH Ha CPeIHOTO NOHHKaBaHe Ha ObOpeuHaTa GyHKUMS B Ta3H rpyna
nauueHTH. [ IpenopbuBaHUAT 10308 PEKUM MPH NALIMEHTHTE B CTapyecKa Bb3pacT, o0aue, € ChUIMAT,
BBITPEKH Y€ € HeOOXOAMMO MOBHILIEHO BHUMaHHE MPH MOBHIIIABAHE Ha J103aTa.

BpemeTo 3a locTHrane Ha MaKCUMAJTHUTE T1J1a3MEHU KOHLICHTPALIMK HA aMJIOAMITHH € CXO/IHO TPH
MaLMEHTH B CTApUeECKa Bb3pacT U MpH NO-MJ1ad nauyeHTH. Hajimue e TenjieHims 3a noHwkKapaHe Ha
KJIMPbHCa Ha aMJIOJIMITHH, KOETO BOJIM /10 HapacTBaHe Ha AUC W Ha BpeMeTO Ha Moy »KHBOT NpH
nalMeHTH B ctapuecka Bb3pact. [losuwasanero Ha AUC u Ha BpeMETO Ha 110J1y/KHBOT MPH MalHEHTH
ChC 3aCTOHHA ChP/IEYHA HEJIOCTATBLYHOCT €a CIOpe/l OHaKBAHUATA 3a NMALIMEHTHTE B Ta3H Bb3pacToBa
rpyna B ToBa rnpoyusaHe (BHKTe T. 4.4).

OrpaHuyeHn JJaHHH NPEANOArar, 4e CHCTEMHHAT KJIMPbHC HAa XHAPOXJIOPOTHA3H/L € pelylIMpaH KaKTo
MpH 3/IpaBH, TaKa U MPH NALIKEHTH C XHUIIEPTOHHUSA B CTAPUECKa Bb3pacT B CPABHEHHUE C MJIAJIH 3/1paBH
A0OPOBOJILIH.

bwvopeuno yepescoane

[Ipn naumenTn ¢ 6b0peuno yBpexxaane AUC Ha osimecapTan B paBHOBECHO ChCTOsIHHE HapacTBa ¢ 62%,
82% w1 179% npH natMeHTH ¢ 1€Ko, yMEPEHO U TeXKKO ObOpeUHO yBpekK/1aHe, CbOTBETHO, B CPaBHEHHE
ChC 3/1paBH KOHTPOJIH (BHKTE TOUKHU 4.2 U 4.4). DapMaKOKMHETHKATA HA OJIMECAPTAH MEJOKCOMMII NPH
MaLMEHTH, KOUTO NMPOBEXK/IAT XEMOHAJIN3A, HE € U3C/Ie/1BaHa.

AMJIOJIMITHH €EKCTEH3UBHO ce MeTaboIM3Kpa /10 HEaKTUBHH MeTaboMTH. JleceT npoleHTa OT BELIEeCTBOTO
CE€ EKCKpeTHpa HENMPOMEHEHO B ypUHaTa. | I[pomenuTe B nia3mMeHuTe KOHUEHTPAlMK Ha aMJIOJIMTTHH HE
KOpeJiMpar ¢be cTerneHTa Ha 0b0peyHoTO yBpexkaane. [1pu Te3n nalmeHTH, aMJI0/IMMUH MOKe J1a ce
rnpuiara B oOMuyalHara 7103a. AMJIOAHIHH HE CE JIMaIu3upa.

BpeMeTo Ha 1onyKHBOT Ha XH/IPOXJIOPOTHA3H/L C€ YIBJIZKABA PH NALIMEHTH ¢ HapylieHa ObOpeyna
(pyHKLMA.

Heprnoopoono yepesoane
Cne1 eAHOKpaTHO nepopaivo npuiaoxkenue, nupara Ha AUC na onimecapran ca ¢ 6% m 65% 1o-BHCOKH
CHOTBETHO TPH MALMEHTH € JICKO U YMEPEHO YEPHOIPOOHO VBPEAK/IaHE, OTKOJIKOTO NMPH
CbOTBETCTBAIIMTE UM CbIJIACYBAHK 3/1paBH KOHTpOAK. Hecesbp3anata ppakums Ha oJimecapran Ha 27""11&{,
CJIC/L PUEMA TIPH 3/1PABH JIMLLA, TTPH NTALIUEHTH € JICKO HYCPHOIPOOHO VBPEAK/IAHE U TTPH TALIME I/i 9“"' ik
VMEPEHO HePHOIPOOHO VBpeKIaHe € choTBeTHO 0.26%. 0.34% n 0.41%. Cnen \IH{‘IIOM}JIH}'} K‘Ji,rpmie
PH NALMEHTH ¢ YMEPEHO HECPHOAPOOHO VBpeK1ane, cpeanata AUC va osimecaptan mum;o ELOKOMO. -
63% 10-BUCOKA OTKOJIKOTO NPH ChOTBETCTBaLIKTE 31paBH KOHTpoau. Cpeanute Ciay HHBa Ha' '
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O NCCAP TN Ca CNO LN TPH HALHCHTH C HCPHOIPOOHO N BPCALTAHC HIPH 3 PaBh ctia. O niecapraid
METOKCOMMIL HE € M3CIC/ABAH TTPH TTALIMCHTH € TEKKO YCPHOIPOOHO VBPCAK1aHE (BHKTE TOUkH 4.2 n 4.4).

Hanuuuute ca MHOIo OrpaHHYEHHU KJIIMHUWYHHA JAHHW OTHOCHO NMPUJI0KEHHETO Ha aMJIOJIMITHH T1PH
NaLMEHTH C YepHOAPOOHO yBpeka1aHe. KIMPBHCHT Ha aMJI0/IMIKH Ce NMOHHWKABa U BPEMETO Ha
[OJTYKHBOT C€ Y/IbJIKABA MPH MALMEHTH C YBPEAEHA YepHOAPOOHA (DYHKLIMA, KOETO BO/M 10 HAPACTBAHE
Ha AUC ¢ npubdanzurenno 40% — 60% (Buxkre Touku 4.2 n 4.4).

YepHoipoOHOTO yBpekKaaHe He MOBJIHABA 3HAUMMO (DAPMAKOKMHETHKATA HA XH/IPOXJI0POTHA3M/L.
3.3 [IpeaKJIMHHYHH JaHHH 32 0€30NACHOCT
Onmecapral MEAOKCOMMII/aMII0IMITMH/ XHAPOXJI0POTHA3HL KOMOHHALIUA

[TpoyuBaHe 3a TOKCHUYHOCT NPH MHOMOKPATHO MpHJIAraHe Mpy MIbXOBE JAEMOHCTPHPA, Ye
KOMOMHHPAHOTO MPHJIOKEHHE Ha OJIMECAPTAH MEJOKCOMMII, aMJIOJAMITHH U XHPOXJIOPOTHA3H/L HE YCHJIBA
HAKOS OT CHOOLLIEHUTE NMPEX TOBA U CHLIECTBYBALLM TOKCHYHOCTH Ha OTAC/HUTE CbCTAaBKH U HE
MPUYMHABA KAaKBATO W 1a OU10 HOBA TOKCUYHOCT, KAKTO M He ce Habmo/1aBaT CHHEPIrUYHH OT
TOKCHKOJIOTMYHA TJ1e/IHa TOUKA e(DeKTH.

He ca npoBesk/1aHH IOIMbJIHUTEIHK W3MUTBAHMUS 32 MYTareHHOCT, KAHLIEPOr€HHOCT U Penpo1yKTHBHA
TokcuuHocT 3a TECITAJIAH HCT nopanu noope uzBectHus rnpodun Ha 0€301acHOCT Ha OT/ICJTHUTE
AKTHBHH BelIIECTBA.

On MECapTaH MCIOKCOMMHII

B npoyuBaHMs 3a XpOHHUHA TOKCUYHOCT MPH MITbXOBE W KyUeTa, OJIMecapTaH MeIOKCOMMJI 110Ka3Ba
noaooHu eektH, kakto AT, peuentopuu antaroHucTH U ACE HHXHOHUTOpPH: NOBMILIEHH HUBA HA
HUTporeH kpbBHa ypes (BUN) u kpeaTHHUH, HamaisBaHe Ha TErJ10ToO Ha CbpPLETO, HAMaJIIBaHe Ha
MapamMeTpPUTE HA YEPBEHUTE KPbBHH KJIETKH (EPUTPOLIMTH, XEMOITTOOMH, XeMAaTOKPHT), XUCTOJIOMHYHH
nokaszaresiu 3a ObOpeuHo yBpek/laHe (pereHepaTuBHa Jie3us Ha ObOpeuHus enurtes, yaedelisiBaHe Ha
OazajiHata MemOpaHa, auaartauns Ha Tyoynure). Te3un HexkenaHu peakumm, NPUUUHEHHU OT
(apMaKkoJIOrHyHOTO AEHCTBHE HA OJIMECAPTAH MEOKCOMMII, ChLLO €A CE NMOSABHIIM B MPEAKIIMHUUHH
npoyusanus 3a Apyru AT, peuentopuu aHtaroHueTi H ACE HHXUOMTOPHU M MOske 1a ObJ1IaT HaMaJleHH
[MPH €IHOBPEMEHHO MEPOPATHO TPHIIOKEHHE HA HATPHEB XJIOPHL.

[TonobHo Ha apyru AT, peuenTtopHy aHTArOHUCTH OJIMECApTaH MEAOKCOMMJI IMOBHULLABA CJIYHAHUTE Ha
XPOMO30MHA YYIUIHBOCT B KJIETHYHHW KYJITYPH i1 Vitro, HO He in vivo. KaTto usj10 JaHHUTE OT NPOrpamMHM 3a
H3cJIe/1BaHMA 3a 00111a F’eHOTOKCHYHOCT MPEJanosarar, e 0OJIMeCapTaH € Majko BEPOSTHO J1a NPOsiBH
F€HOTOKCHYHM e(PEKTH NPH KIIMHHUHO npuiokeHre. Onmecaprad He € KaHLIEPOreHEH MPH MITbXOBE WK
TPAHCT€HHH MHLLKH.

B PCHPOAYKTHBHH TTPOYVYBAHHA TTPH TUTBXOBEC, OJIMCCAPTAH MCIOKCOMHJT HC TTOBJIMABA (bep"m;m're*'ra H
HAMA JIOKa3aTCJICTBA 3d TCPATOICHCH U{I}CKT. [lonoOHo Ha APYIH aHI'HOTCH3HH Il anrtaroHucTH
NMPCKHBACMOCTTA HA MOKOJICHHUCTO € HAMAJICHA H € HEIGJIIO,’IE]HHHH NMeJiByUyHa Jujiataliua Ha 6’[:6})&1#1'1'@
CJIEJ1 €KCIMO3MLIMSA HA MAHKHUTE 110 BPCMC HA KbCHA GDCMEHHOCT H KbpPMCHC. ”]'}H 3aH1lIKM HSIMA J1AHHM 34
{I}CTC!TUI{C HYHH C(PCKTH.

AMJIO/IMINTHH

PETIpU,’I}'!\"I"H BHA TOKCHYHOCT

PEHPD,'.I}'K'I'H BHH TPOYYUBAHHA TIPH TUTBXOBC H MHLUIKH Ca IMTOKa3a/1H 3a0aBsiHe Ha PAIIAHCTO, YBCJIHHCHA
NPOJABIDKHTCITHOCT Ha PaAAIAaHCTO H TTOHHZKCHA TIPE/KUBACMOCT Ha NMOTOMCTBOTO TIPH 1I0O3HUPOBKa OKOJ10 50
ITbTH TTO-BHCOKA OT THPCTIOPBYUHTCIIHATA [TO3H TTPH XOpPa Hd 0a3a CbOTHOLICHHUETO I'I]g/kg.

Vepexkiane na hepruamrera 7 5
Hsava epekt BupXY (pepTHINTETA HA TUTLXOBE, JIEKYBAHH ¢ aMIOMITHH (MbKKH 3a 64 1THH U Af(lkh.n 3a 14

HK npean YUTOCBAHETO) 1pn 1031 10 10 mg/kg/aneBno (8 nbT* MakcumaiHarta npt.nupﬁ,.llm éama |
103 np xopa o1 10 mg na Gasata na chotHowenneto mg/m2). [pn apyro npoyusase ¢ nixoee,
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ROCTO MBAKHTC HECTHBILUT CAJICKY BAHI C ONIO I OC3HL 1T 38 30 1 ¢ 1038, CPABHINL ¢ Ta31 1P
NOPa Ha 0A3aTa HA CHOTHOUICHHUETO [llg]\g Cd VCTAHOBCHH HANDICHH HHBA B T11a3Mata Ha I|}t‘LiIIIK}-'.']-
CTUMYJIHPALIUA XOPMOH H TECTOCTEPOH, KAKTO M HAMAJIABAHE HA MABLTHOCTTA HA criepmata U B Opos Ha
3peuTe crepMatiin U CeprosIMeBH KIICTKH.

KanueporenHocT, MmyrareHHOCT

[InbX0BE M MULLIKH, JIEKYBAHHW C aMJIOZIMTTHH TIPH TIPHEM 3a JIBE FOJIMHH, [1PH KOHLIEHTPalUs H3YHCIIeHa
Jla OCUI'YpH HHMBA Ha JiHeBHa 03a ot 0,5, 1,25 u 2,5 mg/kg/nHeBHo He nokassar J0Ka3aTesCcTBa 3a
KaHileporeHHocT. Hali-Bucokara 103a (3a MHLIKH, 10100Ha HA MAKCHMAJTHATA NIPENOPbLUYMTEIHA
KJIMHKYHA 103a 0T 10 mg Ha Oa3aTa Ha ChOTHOLLIEHHETO ME/M2, a 3a MJILXOBE JIBA MbTH* 110-BUCOKA OT
MaKCHMa/IHaTa NpernopbunTeiHa) € OJIM3Ka /10 MAaKCHMaIHATA [TOHOCHMA J103a 3a MULLIKH, HO HE 3a
IbXoBe. MyTareHHH Npoy4BaHHA 10Ka3Bar, ye HAMA JIEKAPCTBEHO-CBbP3aHH e(DeKTH KaKTO Ha FeHHO,
Taka U Ha XPOMO30OMHO HHUBO.

*Ha Gasara Ha terno Ha naument 50 kg
XHPOXJIOPOTHAZH]L
[IpoyuBanus ¢ XuapoxJiopoTHazu nokasBat HeeIHO3HAYHH JI0KA3aTe/ICTBA 32 FEHOTOKCHYCH M

KaHLIEPOreHEH e(EKT MPH HAKOH EKCIIEPUMEHTAIHM MoJIe/IH. Bbripeku ToBa GoraTMsT OMMT NpH Xopa ¢
XHJIPOXJIOPOTHA3H/1 HE MOKa3Ba Bpb3Ka MEXKJ1y Heroearta yrnorpeda v rnosuilieHaTa rnosiBa Ha HeoIUIa3MHu.

6. OAPMAILLEBTUYHHU JAHHHA
6.1 CnHcbK HA IOMOIIIHHTE BellecTna

Coupyesuna na maoaemkama

& [ lapeBHuHO HULLIECTE, NTpEKETATUHHIUPAHO
@ MHUKpOKpHUCTATHA LIEJTYJ103a

& CHIMLMEB JIMOKCH/L, KOJIOM1IeH De3BO1eH

e Kpockapmesosa HaTpui

& Marne3ueB creapar

Duivupano noxpumaue

® [ lOJIMBUHUIIOB AJIKOXO0J1

. Makporon 3350

® Tank

5 Twurano auokeun (E 171)

® Kenesen (1) okem wwvar (E 172)

® /Kenesen (1) oken uepsen (E 172) (camo BbB puamupanm tabnerku 20 mg/5 mg/12,5 mg, 40
mg/10 mg/12,5 mg,)

# Kenesen (11, 1T) okena wepen (E 172) (camo BbB pmnmupann tabnerkn 20 mg/5 mg/12,5 mg)

6.2 HecenBMecTHMOCTH

Henpuioxumo.
6.3 Cpok na roauocr

3 TOJIMHU.

6.4 Cnenuajinm yeJjioBus 3a cbXpaHenne /8 S
/&
5l /[ X,
[ 031 ICKAPCTBEH NMPOJIYKT HE H3UCKBA CTICIIMAIIHN YCIIOBHS 3a ChbXPAHCHMC. (] X
\\
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0.5 Bict i ¢habpianne na olnakoBRala
.]_IEIMHHH]]EII{ I]UJIHEIMH_EL/HJI}'MH}IHH/IlL)JIHBHIlH..’I K.FIOI'JIU[/[UI}*’MHHHCB GJIHE'I'C}}.

Onakosku ot 14, 28, 30, 56, 84, 90, 98, 10 x 28 u 10 x 30 ¢uamupann tadlieTku B OJTHCTEPH.
10x1, 50x1 u 500x1 ¢punmupann Tabnetku B neppopupaim €1HO1030BH OJIUCTEPH.

30 ml HDPE-OyTuaku ¢ noamnponuiaeHoBa Karavka, 3alMTeHa oT oTBapsiHe ot jeua, oOBUTa ¢
BbTPELLUHO YIUITLTHEHHE H CHJIMLIKEB I'e€Jl CYLIHUTE].

Onakosku o1 7 1 30 punmupanm tabieTkm.

60 ml HDPE-OyTHaku ¢ noJmMnponuieHoBa Karavka, 3aldTeHa oT OTBapsiHe oT Jieua, oOBHTa ¢
BbTPELUHO YIUIbTHEHNUE W CHIIMLIMEB I'eJl CYLLMTEI!.

OnakoBk# 0T 90 punmMupanu TabneTkm.

He Bcrukm BHI0BE ONAakOBKH Morar ja Obaar rycHati B npojaxoa.

6.6 Cnenna/jiHi npeanasHu MepKH NMPH H3XBbLPJIAHE H padoTa

HsMa cnenmaiHi U3UCKBaHMS.

T IMPUTEXATEJ HA PABPEIIEHHUETO 3A YIIOTPEBA
Menarini International Operations Luxembourg S.A.

I, Avenue de la Gare, L-1611 Luxembourg
JIrokcemOypr

8. HOMEP(A) HA PABPEINIEHHETO 3A YIIOTPEBA
TECITIAJIAH HCT 20 mg/5 mg/12,5 mg ¢duamupanmn tadnerku: 20110282

TECITIAJIAH HCT 40 mg/5 mg/12,5 mg ¢puamupanu tabnetku: 20110283
TECITAJIAH HCT 40 mg/10 mg/12,5 mg ¢dunmupanu tabnerku: 20110284

9. JAATA HA ITbPBO PASPEINABAHE/TTOJHOBSIBAHE HA PABPEHIEHHUETO 3A
YIIOTPEBA

JlaTta na nspBo paspewmasane: 03. 05. 2011 r.
JlaTta na nocneano noasosssane: 05.01.2016r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

05/2025
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