KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMS ITPOAYKT

Onmeaunux 20 mg/5S mg punmupanu tabneTku

Olmedipin 20 mg/5 mg film-coated tablets /J /¥ 0/;2 7 /,Z.Jf
OamenunuH 40 mg/5 mg dunmupanmu TabneTku 20"
Olmedipin 40 mg/5 mg film-coated tablets 654 /¥ ; 21 -03- 207

2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Onmeaunun 20 mg/5 mg puaMupaHu TabneTkH:
Beska ¢unamupana tabnerka cbhabpxka 20 mg onmecapran meaokcomua (olmesartan medoxomil) u 5

mg amyoaunuH (amlodipine) (kato amaoaMnUHOB Ge3unar).

[ToMou1HM BelllecTBa C U3BECTHO IEHCTBHE
Bceska ¢puamupana tabnerka Onmeaunus 20 mg/S mg cvaspka 1,0 mg (0,04 mmol) Harpui.

Onmeaunux 40 mg/5 mg punmupanu Tabnerku:
Beska ¢puamupana tabserka cbabpka 40 mg onmecapradH menokcomun (olmesartan medoxomil) v 5
mg amuoaunuH (amlodipine) (kato amnoaunuHoB 6e3uar).

[ToMOLLIHM BELIECTBA C U3BECTHO JIEUCTBHE
Bcesaka dunmupana tabnerka Onmeaunuud 40 mg/S mg cvabpxka 2,0 mg (0,09 mmol) HaTtpuii.

3a NBJHUA CMUCHK HA MOMOLLHUTE BELLUECTBA BHXKTE TO4YKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Punmupana tabseTka

Onmeaunuu 20 mg/5 mg ¢uamupand Tabaetku: Oenw, KpbIiiM, JABOHHOM3MbKHAIH, (QHIMHpPAHH
TabeTKH, C MamMeThp NpUdIK3UTeNHO 7,4 mm, ¢ Haanuc “M”™ oT eqHara crpana u “OA1” ot apyrara.

Onmeaunuu 40 mg/5 mg GunaMupanu TaGneTKH: *KBJITH, KPBIVIK, ABOHHOM3IIbKHAIH, (QHUIMHpAHH
TabsIeTKH, C AMaMeThbp Npubau3uTenHo 9,2 mm, ¢ Haanue “M” ot eaHara ctpaHa U “OA2” ot apyrara.

4. KJUHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHUSA
JleyeHue Ha eceHUMAIHA XUNIEPTOHMS.

OnMeaunuH € MokasaH nNpv Bb3PacTHH MAaLUMEHTH, YHETO apTepPHAIHO HAISraHe He Ce KOHTPOJIMpa
aICKBATHO MPH MOHOTEpAnus ¢ oJiMecapTaH MEIOKCOMHIT HJIH aMJIOAMNHUH (BxK. Touka 4.2 u 5.1).

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE

£O3HQ{}BI{H

Bb3pacTHu
[IpenopbunTennHara no3a Ha OnmeaunuH e | TabnerTka AHEBHO.




Onmeaunun 40 mg/5 mg Moxe aa Obae MpUIOKEH [PU NALMEHTH, YHETO apTEePUAIHO HANAraHe HE ce
KOHTPOJIHpa anekBaTHO ¢ Onmeaunui 20 mg/S mg.

[Ipeau na ce npeMHUHe KbM JiedeHHe ¢ puKcHpaHa KOMOHHALIUA CE€ NPENOPBYBA NOCTENCHHO TUTPHpaHe
Ha 103aTa Ha OTAENHHUTE KOMNOHeHTH. KoraTo € noaxo 1o oT KIMHUYHA rIefHa To4ka, MOXe Oa ce
o0CHAH AUPEKTHO NPEMHHABAHE OT MOHOTEpAINUa KbM pukcupaHa komOHHauMS.

3a ynoOcTBO MaLMEHTHTE, MOAyYaBall OAMECApTaH MENOKCOMWI W aMJOJWMHH KaTo OTACHHM
TabaeTky, Morar aa rnpeMuHar Ha jeuveHue ¢ Tabnerku OnMeIunHH, CHABPXKAWIK ChlllaTa A03a Ha
OTAECNHHUTE KOMITOHEHTH.

OnmMeauriiH MOXe Aa ce nprema ¢ wid 6e3 xpaHa.
[MTauneHTH B cTapyecka Bb3pacT (Ha/Haa 65 roauHu)

[Ipy naumMeHTdTEe B CTAapuecka BB3PaCT MO MNPHHUMN HE € Heob0XOoAMMO KOpUrHpaHe HMa
NpenopbYHTENHATA 1103a, HO TpAOBa Ja ce BHMMAaBa IIpH NOBHLLIABAHE Ha x03aTa (BXK. Touka 4.4 u 5.2).

Axo € HeoOXxOIMMO MOBHLIABAHE HA Ro3aTa A0 MakcumanHarta ot 40 mg onMecapTaH MENOKCOMHMI,
apTepraHOTO HajdaraHe TpaOBa CTPHKTHO Aa C€ NPoCJieaaBa.

brOpeuHo yBpexaHe
MakcuManHata no3a Ha OAMecapTad MEAOKCOMWI TpH MALHeHTH ¢ JIEKo 10 ymepeHo 0bOpeuHo

yBpexaHe (kpeaTHHHHOB KIHpBHC 20-60 ml/min) e 20 mg onMecapTaH MEAOKCOMHA €OHOKPATHO
AHEBHO MOpagH OrpaHHYEHHUA OMUT C NO-BUCOKM JO3H B Ta3u rpyna nauveHTH. IlpunoxeHuero Ha
OnmeaHnuH NpH MaUMEHTH ¢ TeXKO 6b6peuHo yBpexaaHe (KpeaTHHHHOB KIHpBHC <20 mi/min) He ce
npenopby4YBa (BK. TOYKH 4.4 1 5.2).

[Ipn naumentn ¢ ymepeso OLOpedHO yBpeXAaHe ce NpenopbyBa NpocneasBaHe HHUBATA HA KATHA U
KpeaTHHHHA.

YepHoapobHo yBpexKaaHe
OnMmeaunun Tpabea fa ce npuiara ¢ NOBHINEHO BHUMAHWE TPH MALUEHTH ¢ JEKO [0 YMEpPEHO

YEPHOAPOOHO yBpeKIaaHe (BXK. TO4kKH 4.4 1 5.2).

[Ipy nauventu ¢ ymepeHo depHOApPOOHO yBpeKAaHe ce MMpenopbuBa HavanHa go3a oT 10 mg
ONTMECapTaH MEIOKCOMMI €JHOKPATHO AHEBHO, a MaKCMMATHAaTa A03a He TpsaOea Aa npesuiuasa 20 mg
eAHOKpaTHO AHeBHO. [1pH natiueHTH ¢ yBpeneHa ueproaApobHa QyHKIMA, KOUTO NOAYYABAT AUYPETHLIM
H/WNH IpYrd aHTHXHIIEPTECH3HBHHU JIEKapCTBA, CE€ MPENOPBHHBA CTPUKTHO CMEAEHE HA apTEPHATHOTO
Hanarane u ObpOpeyHara QyHkuua. Hama OnMT 3a MPHIOKEHHETO Ha ONMECapTaH MEAOKCOMMIT MPH
MALKEeHTH ¢ TEeXKO YEPHOIPOOHO yBpexxaaHe.

KakTo npH BCUHYKH KaNLMEBH aHTarOHHCTH, MONYKHBOTHT HA aMJIOAHITHH € YIB/DKEH NP NMAUMKEHTH C
yBpeAeHa YepHOAPOOHA QYHKLMA H MPEenopbKH OTHOCHO JO3MPOBKaTa He ca ycTaHoBeHH. ETo 3anio
NpH Te3W nauueHTH OaMenunuy Tpabpa Ja ce nmpunara ¢ NOBULIEHO BHUMaHHE, DapMaKOKHHETHUH: HTE
CBOMCTBa HAa aMJIOAHITHH HE Ca NPOYYEHH NPH TEXKKO HYePHOAPOOHO yBpexkaaHe. AMAOAMITHH Tpa6Ba aa
Ce 3ano4yHe C HaW-HHCKaTa 032 M Ja Ce THTpHpa OaBHO NpH NaLKMEHTH C HapylleHa uYepHoApoOHa
¢pyuxuud. Ipunoxennero Ha ONMEAHNHH NIPH MALUMEHTH C TEXKO uYepHOApOGHO YBpeknaHe e
NPOTUBONOKa3aHO (BXK. Touka 4.3).

[leanaTpuyHa nonyaaums
bezonacHocTTa U epHKacHOCTTa NpH NpunokeHHe Ha OnmeaunuH MPH Aeua ¥ FOHOLIH I

Bb3pacT HC € JOKa3aHa. Hsama Hanmnyeu JddaHHH.

Hauud Ha npunoxkeHue:
Tabnetkara Tpa6Bsa a Ce MOrbJIHE C AOCTATBYHO KOMHYECTBO TEYHOCT (HAMp. ¢ Yaiua B at%
He TpaOBa na ce aAbBYe ¥ TPAGBA Ja ce MpHeMa IO €IHO H ChILO BPEME BCEKH JEH.



4.3 IlporuBOomoKka3zaHHus

CBpbXYYBCTBHTENHOCT KbM aKTHBHWTE BEUIECTBA, KbM AUXHIAPOIIMPUIHHOBH NPOU3BOAHHU MU KbM
HAKOE OT NOMOIIHUTE BELeCTRa, H30pOEHH B TOUKa 6. 1.

BTopu u TpeTH TpuMecTBHP Ha OpeMeHHOCTTa (BX. Touka 4.4 u 4.6).
Texxka uepHOAPOOHA HEAOCTATHYHOCT K OMNIHapHa obCcTpyKuMa (BXK. TOuKa 5.2).

EnHoepemenHara ynorpeda Ha ONIMEANNUH ¢ ANTHCKHPEH-ChALPKAILHN NTPOAYKTH € NPOTHBONOKA3aHa
NPy NALUMEHTH ChC 3axaped Auabdet unu 6v6peuno yepexnane (GFR < 60 mi/min/1,73 m?) (Bx. Touku
4.5 u 5.1).

[Topanu HanW4YMeTO Ha aMJIOJMNUH B cbhcTaBa cH, ONMEOHUNHUH CBHIUO Taka € NMPOTUBOMOKA3aH MpH
MaHueHTH C.

- TEXKKa XHIOTOHMUA;

- IOK ( BKIIOHUTETHO KApAHOTISHEH WOK);

- oOCcTpyKLMA Ha U3X0Aa Ha JIJBaTa KaMmepa (HanpuMep BUCOKa CTeNeH Ha a0pTHA CTEHO3a);

- XeMOJHHAMH4YHO HeCcTAOMNHA ChpAeHHA HEOCTATBYHOCT CNER OCTbP MHOKapACH HH(APKT.

4.4 Chneuma/JHH npeaynpexaeHns H NpeAna3HA MEPKH MpH ynorpeda

I'[agueHTH C XUTTOBONCMHA HITH QEQHQHT Ha Hal EHﬁZ

[Ipy nmauMeHTH, KOUTO HMAT XHMOBONEMHS W/MAM AeQULIMT Ha HATPHH B pE3y/ITAaT Ha arpecUBHA
JAHYpeTHUYHA TEpanus, JMeTa ¢ OrPaHHYCH NPHEM Ha COJl, JHApUA WIH NOBpbLiaHe, MOXKE 1a HACTBIH
CUMITTOMATHYHA XHMMOTOHHA, 0CcoOeHO cned mbpBaTa nxo3a. [IpenopwuBaT ce KOpPEKUMA Ha TOBa
CLCTOSHHUE NpeaAr NPUAOKEHHETO HAa ONMeaunMH WIM BHMMATENHO MEOUHLHMHCKO HabmoaeHde B
HaYaJIo0TO Ha JIEYEHUETO.

Jpyrv cbeTosHHS, NPKY KOWTO WMA CTHUMYIHPaHe HR PeHHH-aHTHOTEH3MH-AI0CTEPOHOBATA CUCTEMA:
Ilpy nauuedTH, YUATO CLAOB TOHYC M OBOpeyHa (YHKUHA 3aBHCAT OCHOBHO OT aKTHBHOCTTA HA
PeHHH-aHrHOTEH3HH-AIIOCTEPOHOBAaTa CHCTEMA (Hamp. MAUMEeHTH ¢ TEKKA 3aCTOHHA ChpAeuHa
HEJOCTATBUHOCT WK noanexaumo O0uOpevHo 3abondaBaHe, BIJIIOYHTENHO CTeHo3a Ha ObOpeuHara
apTepus), JCYECHUETO C JAPYrd JNEKapCcTBEHH MNPOAYKTH, KOMTO MOBJIMABAT Ta3H CHCTEMA, KaTo
aHrMOTEH3KH 1l peuenTopHH aHTAarOHHUCTH, C€ CBBLP3BA ¢ TEXKKA XHUIIOTOHHA, a30TEMHUA, OJIMTYPHA WIH
paaKo, ¢ octpa 6p0peyHa HeJOCTATBYHOCT.

PeHoBacKkyJiapHa XUNEPTOHUA:

Hanuue e nosvlueH pUcK OTTeXKa XHIOTOHMS W ObOpeuHa HEeAOCTATBYHOCT, KOraTo MAUMEHTH C
ABYCTpaHHa cTeHO3a Ha ObOpeyHaTa apTepys WK CTEHO3a Ha apTepUATa Ha EAHHCTBEH (DYHKIIHOHHPALY
0LOpek npoBeKIAT JEUEHHME C  NEeKApCTBEHH NPOAYKTH, KOHTO  TOB/IMABAT  PEHHMH-
AHTUOTEH3NH-AIOOCTEPOHOBATA CHCTEMA,

bbOpeuHo yBpexaaHe H OnOpeyHa TpaHCILIAHTALMS:
Koraro OnmMeaunuH ce npwiara npH NMauWeHTH ¢ yBpeaeHa OuOpeuHa ¢yHKIMA ce npenopbusa
NEPHOAHYHOTO TIPOCJCAABAHE HA CEPYMHMTE HHMBA Ha Kalusl W KpeaTMHWHA. [IpHnoxeHdeTo Ha
OnMeaunuH He Ce NPENnopbUBa NPH NMALMEHTH C TeXKO OBOPeYHo yBpexaaHe (KpeaTHHHHOB KIIMPBHC
< 20 ml/min) (Bx. ToukH 4.2 M 5.2). Hama onMT ¢ nNPUIOKEHHETO HA ONMecapTaH
MEJOKCOMHJI/aMJIONMITHH NPH MAUKEHTH CbC CKOpPOLWHA 6bOpevHa TPaHCITAHTALMA HIH NPH

JBo#HO GOKMpaHE HA PEHHH-aHTMOTEH3MH-AZIocTeponoBaTa cuctema (PAAC)

Mima nanumn, ye enHoBpeMeHHata ynotpeGa Ha ACE WHXWOWTOpH, aHrHOTEH3
ONOKepH MM aNMCKHPEH MNOBWLIABA PHCKAR OT XHIOTOHMA, XHMEPKaaHEMHS
ObOpeunata ¢yHkuua (BKIIOYMTENHO ocTpa 61OpeyHa HepoctaThuHOCT). ITopk




npenopbysa ABoHHO OGnokupaHe Ha PAAC upe3z xomOuHupanata ynotpeba Ha ACE mHxuburopm,
anruoteHzuH [I-peuetrropan Ga0KepH UK ATHCKHUPEH (BXK. TOUKH 4.5 # 5.1).

AKO ce npeLeHH, e TepanusTa ¢ JBoiHO Oi1oKupaHe € abcomoTHO Heobxoauma, Topa TpadBa aa cTaBa
camMo noa HabMIOIeHMETO Ha CIIEUHANTUCT W FIPH Y4ECTO BHMUMATENIHO MOHUTOpHpaHe Ha OnOpeuHara
(YHKLMA, ENEKTPONUTHTE U KpbBHOTO HansraHe. ACE uHxubutopu M aHruoreHsuH ll-peuenrophu
Onoxepu He TpabGBa Aa ce M3MON3BAT €AHOBPEMEHHO MNPU NaLKeHTH ¢ AHabeTHa HedponaTHa.

YepHoapoOHO yBpexaaHe:
ExcnosuumsaTa KbM aMI0AHNHUH H ONIMECAPTaH MEJOKCOMHUI € NOBULLICHA NMPHU NMALHEHTH ¢ YEPHOAPOOHO

yBpexxaaHe (BHxk Touka 5.2). Heobxonumo e noBuleHo BHUMaHue, korato ONMeIHITHH ¢e MpUara npu
MalLMeHTH C JIEKO J0 YMepeHo uyepHoapoOHo yepexaaHe. [Ipu naumueHTH ¢ yMepeHo yBpeKIaHe 103aTa
Ha OnMecapraH MeNOKCOMMN He Tpabsa na Hageumasa 20 mg (BXk. Touka 4.2). [Ipu nauwventH ¢
HapyuleHa YepHOApOOHa PYHKUHS, MPUAOIKEHHETO Ha aMIOAMITHH Tpa6Ba Aa ce 3anouHe ¢ No-HUCKaTa
[03a OT JO30BHA MHTEpBAaN W TpAOBa Aa Ce MpHiara C BHUMaHHE NPH HAYATHOTO JIeUEHHE W TPH
nopvuiasaHe Ha ac3ata. IlpunoxeHuero Ha OaMeAUMNMH NPU TNMALHMEHTH C TEXKKO UYepHOAPOOHO
YBpPEXIAHE € MPOTHBONOKa3aHo (BX. Touka 4.3).

XunepxKanueMus:
KaxTo u npu apyru adrioreHsuH II aHrarosdcTn 1 ACE HHXHOHTOPH, B XO#a Ha IEUEHHETO MOXKE J1a

HACTBIH XUMEPKATHEMHUA, ocobeHo Mnpu HaiMude Ha OnbpeyHo yBpekaaHe WWIM CbpaeUHa
HEROCTATLYHOCT (BXK. Touka 4.5). [IpenopbuBa ce CTPUKTHO MPOCACAABAHE HA HMBATA HA CEPYMHMA
KaJIMM [PH NMaLHEHTH, H3NOXKEHH Ha PUCK.

CensrcTBamio ynotpeba Ha n00aBku, CbOBpXKAIMM KanWi, KaJUi-CbXpaHABAId NHYPETHULH,
3aMECTMTE/IM Ha CONTA, ChABLPIKALHM KaMWH WIK JAPYrH JIEKAPCTBEHM MNPOAYKTH, KOMTO MOrar ja
NOBHLUAT HYABATA HA Kanua (XCMapHH M T.H.) TpAOBa [a ce OCBLILECTBABA C MOBHLICHO BHHMAHHE U NpPH
YeCTO NpocNeAgBaHE HA HUBATA HA KaJIHA.

JIMTU#:
Kakro ¥ npu ApyrM aHrHoreH3uH [l-pelenTopHd aHTAarOHMCTH, CBOBTCTBALLIOTO NPHIAMKEHHE Ha
OnMeannud ¥ TUTHA He ce npenopbusa (BxK. Touka 4.5).

CreHO3a Ha aoOpTHATA WIKW MHMTpalHaTa Knana; oOCTpYKTHBHA XxunepTpodH4HA KApAHOMHMOMATHS:

Ilopany HANHYKETO Ha aMAOAMNHH B CbCTasa HA OJIMEAMITHH, KAKTO MPH BCHMKH Ba30AMIATATOPH, Ce
Npenopb48a NOBULIEHO BHUMAHHE NPU NTAaLMEHTH, CTPaJally OT a0PTHA WJIH MUTPaiHA KJlaNnHa CTEHOo3a
wid OOCTPYKTHBHA XMNEpTpodhHUHA KAPANOMHUONATHS.

[TbpBHYEH alIOCTEPORUIBM:

[TauMeHTHTE C MBPBHYCH ANAOCTEPOHH3BM KATO LAJIO HAMA 1a OTTOBOPAT HA AHTUXMIEPTEH3MBHU
NeKapCTBEHH MNPOAYKTH, KOMTO AEHCTBAT MOCPEICTBOM HHXHOHpaHe HAa pPeHHH-aHI'MOTEH3WHOBATAa
cucrema. Ilopaau ToBa npu Te3M NaUMEHTH NpUAOKEHUETO Ha OIMEQUIIHH He ce NPernopbLyYBa.

CbpaeyHa HENOCTATBYHOCT:

IIpu npeapasnosiokeHH NHMLIA MOraT Aa ce O4aKBaT MpoMeHH B 6xOpeuHaTa GyHKUHA KATO CNENCTBHE
OT HHXHOHpPaHE HA PCHUH-AHTHOTEH3UH-AJIA0CTEPOHOBATA cHcTeMa. [1py NaUMEHTH ¢ TeXKa ChpAcYHa
HEAOCTAaTbYHOCT, 4uATO OnOpeuyHa (QyHKLMA MOXKE Ja € 3aBUCHMA OT AKTHBHOCTTA HA PEHHH-
AHTMOTEH3UH-AIAOCTEPOHOBATA CHCTEMA, JIEYEHUETO ¢ HHXUOMTOPH Ha aHTHOTEH3HH-KOHBEPTHPALIUA
eH3uM (ACE) ¥ aHrMOTEH3HH peLIeNITOPHH aHTAarOHHCTH CE CBbP3Ba C OJIUIYpHA WKWK Mporpecupalla
a30TeMHS H (paIKo) ¢ ocTpa HbOpeuHa HeNOCTATBYHOCT M/ UITH CMBPT.

[lanHeHTH CbC ChpAEUHAa HEAOCTATBLYHOCT TPAOBA J1a Ce JIeKYBAaT ¢ BHUMaHHe. B nunrggf g binl
KOHTPOJHPAHO NPOYYBAHE ¢ AMJIOAMAMWH NPH MalMeHTH C TeXKa ChpIAciHa HEAC 4

knac 1l u 1V), noxnansanarta yectora Ha 6enoapofGeH OTOK € MO-BUCOKA B Ipy / & Hasgi
oTKONkoTO B IUauefo rpynara (Bv. Touka 5.1). Bnokepute Ha kanuueBuTe KaHANHE §RIHORE
aMJIONHNHH, TpAOBa 1a ce npunarar ¢ BHWUMaHWE NPH TMAUMEHTH CbC % J




HEAOCTATHYHOCT, Thil KATO MOrar Aa NOBHIIAT PUCKA OT ObJeuiH ChpACUYHO-CHJAOBHH WHLUMIAEHTH M
CMBPTHOCT.

llInpy-noao6Ha eHTEponaTHA:

B MHOro peaku ciryyaH ce cbo011aBa 3a TeXXKa, XpOHUYHA AHAPHA ChC 3HAYMTEIHA 3ary0a Ha Terno npu
MalMEHTH, TIPHEMALIM OAMECapTaH HAKONKO Meceila A0 TOAHHM CJIE/, 3afouBaHE Ha JIEYEHHETO,
BEPOATHO NMPHYHHEHA OT JIOKAJIM3UPaHa PeakLMsa Ha CBPBbXYYBCTBHTENHOCT OT 3abaBeH THN. UperHuTe
GuoncuM Ha MAUHEHTUTE YecTO MOKA3BaT BWIO3HA aTpodua. AKO NMPH MALMEHT CE MOABAT TE3U
CHMNTOMH 1O BPEME Ha NEHEHMETO C ONMEcapraH M NMpH JIMICAa Ha ApPyra O4YEBHAHA E€TUOJIOTHA,
NEYECHHETO C ONMeEcapTaH TpaOBa Na ce npeycTaHOBH He3abaBHO M Aa HE Ce€ 3aMno4yBa OTHOBO. AKO
AHApHATA HE Ce NOACOPH B TEUEHHE HA e[lHa ceAMMLA CeA NPEKpaTABAHETO Ha mpHema, Tpsabea aa ce
0OMMCIIH noCneABalla KOHCYITAUMS ChC CELHMANUCT (HAMP. racTPOESHTEPOJIOT).

HHTeCTHHAJIEH aHTHOEIEM
32 MHTECTHHATIEH aHIHOGAEM Ce ChOOILABA MpPU MALKEHTH, JIEKYBaHH C aHrHoTeH3uH [l peuenrophu

aHTarOHMCTH [BKMIOYMTENHO onMecaptaH] (Bx. Touka 4.8). Tesu nauueHTH MMaT xopemHa 6osKa,
rafpeHe, NoBpbillaHe U AHapHA. CHMITTOMHTE OTLIYMSABAT CAeA MPEYCTAHOBABAHE Ha aHrHOTeH3nuH I
PELCNITOPHUTE AHTAMOHHCTH. AKO c€ OHarHOCTHLMpPa WHTECTHHANIEH aHTHOCAEM, JIEUEHHETO C
onmecapTaH TpaOBa 1a ce NpeyCTAaHOBM W 1a c€ 3alloyHe MOAXOASLIO HAONIoAeHUe [0 MbAHOTO
OTLIYMSABAHE HA CUMITTOMMTE,

ETHHYEeCKH pa3NUKu:

Kakto mpr BCHYKM ApYrH aHrHOTeH3HWH Il aHTaroHHCTM, MOHWKABALIMAT APTEPHATHOTO HAIArAHE
edext Ha OnMeHITHH MOXe na Oble B H3BECTHA CTENEH NMO-CNab NPH NALUKMEHTH OT adpoaMepPUKAHCKH
POU3XOA B CPABHEHHE C OCTAHANMTE MNALMEHTH, BEPOATHO TMOpafd TMO-BUCOKATa YE€CTOTA Ha
HHCKOPEHHHOBHSA CTATyC TPH a)poameprKaHCcKaTa NoMyNaLMs ¢ MIOBHILIEHO KPbBHO HAJNATAHE.

[TauneHTH B cTapyecka Bb3pacT:
IIpu nauMeHT! B CTapyecKa BB3pacT A03aTa TpabBa Aa ce NOBKLIABA C BHUMAHHE (BX. TO4Ka 5.2).

bpeMenHocT:

Ilo BpeMe Ha OpeMeHHOCT He TpAOBa Aa ce 3anousa neueHne ¢ aHrHoTeH3nH Il antaronrct. OcBeH ako
NPOABIHKABAHETO HA ICYECHHETO ¢ AHTHOTEH3HH 1] aHTArOHUCT HeE € HAITBJHO HEOOXOAUMO, NaLIMEHTHTE,
nna”ApalM OpeMEeHHOCT, TpA6Ba Aa NMPEMHHAT Ha JIEYEHHE C AITEPHATHBHH aHTHXHMEPTEH3HBHH
JIEKapCTBa, KOMTO ¢ ¢ YCTaHOBEH Npodui Ha 6e30MacHOCT NPH NPUIOKEHHE 110 BpeMe Ha GPEMEHHOCT.
[Ipu ycranoBaBaHe Ha GPEMEHHOCT NEYEHHETO C AHTATOHMCTH Ha aHrHotensus I Tpa6ea na Gbae
He3a0aBHO NpEeyCTAaHOBEHO H NMPH HeoOXOAHMOCT TPAOBa Ja ce 3anouHe aNTePHATHBHO NedeHHe (BXK.

TOUKH 4.3 1 4.6).

EQ!I"H:

Kakro npH BCSKO aHTHXMIEPTEH3HWBHO JICKAPCTBO, MPEKOMEPHOTO MOHWKABAHE HA APTEPHAIHOTO
HAJIAraHe NpMv NalUHEHTH ¢ HCXEMUYHA O0NeCT Ha ChbpUETO WIKM MCXEMHMUHA MO3BYHO-ChACBA Bosect
MOXE 1a AOBEAE 10 MUOKAPAEH MHQAPKT WIH HHCYIIT.

To3u nekapcTeeH NpoAyKT ChAbPKa NO-Manko oT 1 mmol HaTpuit (23 mg) Ha TabneTka, T.e.
NpaKTUYECKH HE ChAbPIKA HATPHH.

4.5 BzaamoaelcTBRE ¢ APYTH JieKApDCTBeHHA NPOAYKTH H APYTH GOpMH HA B3aEMoAelicrBre

[ToTeHUHANHH B3aUMOEHCTBHA, CBbP3aHU ¢ KoOMOHHauATa ONIMeaUIuH:

Ha ce e3eme noo enumariue npu eGHOBPeMEHHO NPUNOIICEHUe

gE!FH AHTHXHNCPTCH3INBHH JTCKAPCTBA:

lNoHmkasaluusT aprepuanHoTo HanaraHe edekt Ha OnMEUITUH MOXXeE 1A ce y¢
NPHUIOKCHHE Ha ApYrd AHTHXHNCPTCH3HBHH JIEKAPCTBEHW MNPOAYKTH
JAHRYPETHLH).

p—




BG@STHH B3aUMOECHCTBUA, CBBP3aHH € OJIMCCAPTaH MCIOKCOMHA]L, B/IH3all B ChCTABA HA OJIMBQHI]HH:

He ce npenopwusa eonoepemenno npunoscerue

ACE uHXuOUTOpH. aHTHOTEH3UH 1]-peLenTopHHU OJIOKEpU UITH ANTHCKHPEH:
JIJaHHK OT KJIMHMYHHA M3MNUTBAHHA [OKA3BaT, 4€ ABOMHOTO OJ0KHpaHe Ha peHUH-aHTHOTEH3HH-

angoctepoHoBata cucremMa (PAAC) upes kombuHHpaHata ynotpeba Ha ACE uHXHOMTOpH,
aHruoTeHsuH II-peuenropHu Onokepu UMM ANUCKUpPEH C€ CBBP3BA ¢ M0-BUCOKA YECTOTA Ha HeXKeNaHK
CbOHTHA, KaTO HANPHMEP XWNOTOHHA, XMNEpKaiueMHs M HamainsBaHe Ha OwbOpeunara dyHKUMS
(BKIIOUMUTENHO ocTpa ObOpeuHa HeAOCTAaTBLUHOCT), B CpaBHeHHe ¢ ynotpefata caMO Ha enMH
neKkapcTeeH NPoAYKT, AeicTaall bpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

JlekapcTBEHH NPOAYKTH, (IOBANABALIIM HUBATA HA KAJIMA:

EnHOBpEMEHHOTO MPWIOKEHHE HA KaNWH-CbXpaHABALIH ONYPETULH, KANHEBH NODABKH, 3aMECTHTENIH
Ha CONTa, ChALPXALH KK, WK APYTH JIEKapCTBEHHU NPOAYKTH, KOUTC MOTaT Aa MOBALIAT CEPYMHHTE
HHMBa Ha kanuil (Hanp. xenapuH, ACE uHxuburopu) Moxe fa JoBeAe 0 MOBHILABAHE HA CEPYMHUTE
HHMBA Ha KanuH (8. Touka 4.4). B cryvail ye B koMOMHaLHg ¢ ONMEINIMHH Ce IPEANMCBAT IeKapCTBEHH
NPOAYKTH, KOHTO NMOBIHABAT CEPYMHHTE HHBA Ha KA/, ce NpenopbLyBa NpocieaAsBaHe Ha CEPYMHHTE
HHBA Ha KanuH.

JIMTHIA:

O6paTMO NOBHLIABAHE HAa CEPYMHHMTE KOHLEHTPALWH Ha JIMTHH W TOKCHYHOCT c€ ChoOIaBaT B X044
Ha CLNLTCTBALLO NPHIOKEHHE HAa NUTHH ¢ HHXMOUTOPH HA AHTHOTEH3WH KOHBEPTHpAWHMA €H3MM H
paako, ¢ anrnoteHsuH ll anraronncTu. [fopaau ToBa He ce NpenopbUBa CHITBTCTBAILO NMPIICKEHHE HA
OnMeannuH v nuTUH (BX. Touka 4.4). B cayuaii, ye eqHOBpEeMEHHOTO MpUokeHHe HA ONMeaUNHH U
MMTHIA € HEOOXOAUMO, C€ NMPEeNopbUYBAa BHUMATEHO NPOCiieAsBaHe HA CEPYMHHTE HHBA Ha JINTUI.

EdHOBpEMEHHO NPUROHCERUE, UIUCKEAUO NOGUIIERO BHUMAHUE

Hecrepouann npoTHBOBb3NanuTeNHM JekapcTBeHH cpeactBa (HCIIBC)., BkmouBalily celeKTHBHU
COX- 2 HHXHOHTOPH, alICTWICATHUMIOBA KHCENWHA (> 3 g/nHeBHO) U HecenekTuHn HCIIBC:
Korato aHurorensuH Il anraronucTu ce npunarat eanoBpemeHHo ¢ HCIIBC, Moxe na HacTbnu
oTcnabBaHe Ha AaHTHXUNEPTEH3UBHHA edekT. Olue noBeue, €JHOBPEMEHHOTO MNPHIOKEHHE Ha
aHrnoTeH3uHd Il anraromncty U HCIIBC Moxxe ga nmoBHIUK pHCKA OT BiIoLNaBaHe Ha ObOpeuHara
¢byHKUHMg 4 MOXe lla QOBelde A0 NMOBHLIABAHE HA HHUBaTa Ha cepyMHHa Kanuid. [lopaau ToBa ce
npenopbuBa NpocieasaBale Ha 6bOpedHaTa GyHKLUHA B HAYATIOTO HA TAaKOBA CBHITbTCTBALUO JICUEHHE, a
CBLUIO TAKA U JOCTATHYHA XHUIAPATALIMA Ha NaLHeHTA.

Konecesenam, JiekapcTBO, KOETO CBbP3BA XITBYHHTE KHCETHHM:

EnRHOBpEMEHHOTO MpUNOKEHHE HA KOECEBENaM XHAPOXIOPHA, JTEKAPCTBO, KOETO CBBP3BA MITbYHHTE
KMCEIMHHW, HaMmaliiBa CHCTEMHATA €KCMNO3HLUWA W MaKCHMalHaTa mjla3sMeHa KOHLEHTpauMd Ha
ONMeCapTaH H HamMaifBa €IMMHHALMOHHHA nONy:KHBOT (t1/2). IlpunoxkeHuero Ha onmecapras
MEJOKCOMII MoHe 4 yaca MpeaH KojeceBenaM XHIAPOXJIOPH/ HamansBa epeKTa OT JIEKAPCTBEHOTO
B3auMoneHcTBHE, TlpunoxeHueTo Ha onmecapTaH MEJOKCOMWI MOHE 4 yaca MpeaM Kojecesenam
xugpoxnopug Tpabsa ga ce uMa npeaena (BxK. Touka 5.2).

ﬂonmumenua HHQOEMREHH

Cnen neyeHHe ¢ aHTHAUMAM (2TyMHHHEBO-MarHe3ues XHAPOKCHA), ce HabmoaaBa ne
Ha OHOHANWYHOCTTA Ha OIMecapTaH.

OnmecapTaH MEJOKCOMMI HAMA 3HAYHUM e(eKT BbpXY HapMaKOKHHETHKATA WK
Ha BapdaprH unK GapMaKOKMHETHKATA HA JUIOKCHH. EAHOBPEMEHHOTO TPHIOK
MEIOKCOMMII M NpaBacTaTHH HAMA KIMHHYHO 3HaYMMH edeKTH BLpXYy dapMakok
OT KOMITOHEHTHUTE NpPH 3APAaBH JIHIIA.




OnMecapTaH He NpUTEXKaBa KIHHHYHO 3HAYHMH MHXHOHTOPHH €(EKTH BBLPXY YOBEIIKHTE LIMTOXPOM
P450 enzumu 1A1/2,2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 in vitro 1 He npuTekaBa UK UMA MHHHMAaJIHH
HHAYUHpaulu ederH BbPXY akTHBHOCTTA Ha LUTOXpoM P450 npu nnbvxose. He ce oyakBaT KIHHHYHO
3HAYUMH B3aUMOJCHCTBHA MEXIY ONMecapraH U JICKapCTBEHH NPOAYKTH, MeTabonusupaHu oOT
NOCOYEHUTE NMO-rope EH3UMHU Ha UUTOXpOoM P450.

[loreHUMaNHU B3aUMOAEHCTBUSA, CBLP3aHU C AMJIOAMNHWH, BNU3al B CheTaBa Ha OIMEIHTIHH:

Egexmu na opyzu nexapcmeeru npodyxmu vpxy amMioOUnUuH

CVYP3A4 uuxubuTopH:

EOHOBPEMEHHOTO NPUIOKEHWE HA aMIIOAHMNMH CbC CHIIHKW WIH yMepeHu UHXuOuTopn Ha CYP3A4
(MpoTeasHH MHXHOMTOPHM, a307HH NPOTHBOIbOHYHH JICKAPCTBA, MAKPOAHAW KATO €PUTPOMHLMH HIIH
KIAPHTPOMHLIMH, BEpanaMHII WM JWNTHA3eM) MOXE Ja JOBele A0 3HA4YMTENIHO YBEJIMUABAHE Ha
eKCMO3ULIMATA HA aMIoAUNIHH. KIIMHMYHOTO 3HaueHue Ha Te3U (hapMAKOKMHETHUUYHH NMPOMEHH MOXeE Ja
Ca No-H3sABEHH NpPH NaUHEHTH B cTapyecka Bb3pacT. MMa noeuineH puck ot xunoronus. [lpenopbusa
ce BHHMATENHO HAOMOACHHUE HA NaLMEHTHTE H KOPUrdpaHe Ha A03ara NpH HeoOXOAMMOCT.

CYP3A4 uHaYKTOpPH:
IIpy eqHOBPEMEHHO NPUNOKEHHE Ha U3BECTHH MHAYKTOpH Ha CYP3 A4, niazmeHara KOHUEHTpallMA Ha

aMNoMITHH MOXe 1a ce npoMeHs. ToBa Hanara MOHUTOpHpPaHE Ha KPBBHOTO HanAraHe ¥ o0CmxaaHe Ha
BE3MOXKHOCTTA 332 MPOMSHAa Ha AO3UPOBKATA KAKTO MO BPEME, TaKa U Clell CbNBTCTBALLO JIEYEHHE,
ocobeHo cne cunHu CYP3 A4 nagykTopu (Hanp. pudaMnHLMH, JKBIT KAHTAPHOH).

[IpunoxxeHweTo Ha aMIOAMMUH ¢ rperdndpyr HAM COK OT rpeiindpyr He ce npenopbuBa, ThH KATO
OHOHAINYHOCTTA MOXE [1a C€ YBEJIMYM NPU HAKOH MALUEHTH, KOETO LIe JOBEIE N0 YBEJH4aBaHE Ha
edekra Ha NOHWKABAHE Ha KPBLBHOTO HaliAraHe.,

Hautponen (MHQy3ua): Ilpy XKMBOTHH ca HaOmOOaBaHM NeTanHa BeHTpUKyJaapHa ¢(uOpunauus M
CbpACYHO-CBHAOBR KOMANC, CBBP3aHH C XHUIEPKATHEMHA CNen MpWIOKEHHE Ha BepanamMui M
MHTPABEHO3HO MPWJIOKEH AaHTpoNeH. [lopaay puck OT XMNEpKaTHEMHa ce Mmpenopbysa Aa ce u3darsa
€JHOBPEMEHHOTO MNPH/IOKEHUE Ha BJIOKEpH Ha KaJIUMEBHTE KAaHAIH KaTo aMJIOAMITHH NPH NaUMEHTH,
MpeapasnoiokeHH KbM 31I0Ka4ECTBEHA XHITIEPTEPMHUS H MNPH JICUECHHE HA JI0KaUeCTBEHA XHITEPTEPMHA.

Eghexmu na amnoounun evpxy opyzu aexapcmeenu npooyxmu

EdexTrTe Ha Hamanssaue Ha KPbBHOTO HANIAraHE Ha AaMJIOIMTIHH C€ HAacNarBaT KbM e)eKHUTE Ha APYrH
AHTUXUINEPTECH3WBHH CPEACTBA.

B KIMHHYHH [pOYYBaHWS 32 JICKAapCTBEHW B3aUMOACHCTBHA, aMJOAMAMH HE MNOBIUABA
(apMaKOKHHETHKATa Ha ATOPBACTATHH, TUFOKCHH HIIH BapdapHH.

CHUMBACTaTHH:

EAHOBpEMEHHOTO NMpPHIIOKEHHE Ha MHOrOKpaTHH 103 OT 10 mg amioaunuu 1 80 mg cHMBacTaTHH
BOJAM A0 YBENIHYABAHE HA CKCMIO3HIHATA KBM CHMBACTATHH CbC 77% B CPaBHEHHE CHC CAMOCTOATEITHOTO
TIpHIICXKEHHE Ha CHMBACTAaTHH. /[o3aTa Ha cuMBacTaTHH TpabBa aa ce orpaHuuH 20 20 mg AHEBHO Npw
NaLUeHTH, KOUTO NPHEMAT aMJIOJAHIIHH.

Takpoaumyec:
Hima puck oT noOBHLICHH HYBA Ha TaKpOJIMMYC B KPBbBTA IIPH €JHOBPEMEHHO MPHIOKEHMRE

3a na ce u3derue TOKCHYHHUST edeKT Ha TAKPOJAMMYC, NPHIATAHETO Ha aMIOAM // "
AIEKyBaHH ¢ TAKPOJIMMYC, Hanara HabiIOfCHHE Ha HMBATa Ha TaKpOJHMYC B Kpf f\

A03aTa Ha TAKPOJSUMYC, KOraTo TOBA € ChbOOpasHo.

MexaunucTnyes Taprer Ha panaMuuus (mTOR) uuxu6HTOpHM:




mTOR HHXHOHTOPH KATO CHPONTUMYC, TEMCHPOJIHMYC H eBeponuMyc ca cyberpatn Ha CYP3A.
Amnoaunnud e ¢cnab CYP3A nuxuburop. [Ipn eqnoBpemenna ynorpeba c mTOR nHxuburopm,
aMJIOOWITHH MOXeE Aa yBenuuu ekcnosvumata Ha mTOR uuxuburopure.

uHKJ'IOCHOEHHZ

B npocnekTHBHO NpoyvyBaHe NpH nauMeHTy ¢ 0nOpeyHa TpaHcnanTauusa ¢ HabmoaasaHo cpeaHo 40%
yBENWYEHHE HAa MHMHUMAJIHUTE HHBA HA UWKIOCMOPHH, KOraro € M3noJi3BaH €JHOBPEMEHHO ¢
aMaoAunUH. EQHOBPEMEHHOTO nNpuiokeHde Ha ONMeaMNUH ¢ UMKJIOCNOPHH MOXE 1a TOBHIIH
EKCMO3KLHUATA KbM LIMKIOCNOpHH. TlpH eqHoBpeMeHHaTa UM ynoTpeba TpsabBa Aa ce MOHHTOpHpAT
HHBATa Ha LIMKJIOCTIOPHH M NpU HEOOXOOHMOCT J1a ¢€ peaylLHpa A03aTa MY.

4.6 DepTHIHTET, OPEMEHHOCT H KbpPMeHe

bpemeHHOCT (BK. TOYKa 4.3)
Hama naHHH OTHOCHO TNPHUIOKEHHETO HA OJIMECApTaH MEJOKCOMMWY/aMIIOOUNUH Npu OpeMeHHH

nauMeHTH. He ca npoBeXaaHu NpOyUuBaHusg ¢ ONIMECapTaH MEAOKCOMMII/aMIIOIMITHH 33 PENPOAYKTHBHA
TOKCHHHOCT NpPU >KUBOTHH.

Onmecapman MeooKCOMUN

[IpunoxeHuero Ha aHrHoteHauH Il aHTaroHucTH HE ce npenopbuBa Npe3 MbPBHA TPUMECTBHP Ha
6pemeHHocTTa (BY. TO4uka 4.4). [TpunoxeHHeTo HA aHFHOTEH3HH |1 AaHTArOHUCTH € NMPOTHBONOKA3aHO
BTOPH ¥ TPETH TPUMECTHP Ha OpeMeHHOCTTa (BXK. Touka 4.3. 1 4.4).

EMMaeMHUONOrHYHUTE JaHHM NO OTHOLUEHHE Ha PUCKA OT TEPATOreHHOCT chien ekcnosuuus Ha ACE
HHXUOUTOPH MO BpEME Ha MbPBUA TPUMECTBD Ha OpeMEeHHOCTTA He ca yOeAHTeNIHH; ci1abGo MoBWAaBaHe
Ha pucka, obaue, He MOXe Aa ce M3KIKYU. JoKaTo THNCBAT KOHTPONWPAHH ENHISMHOMOTHUHH AaHHH
MO OTHOIIICHHE HA PUCKA ¢ aHMMOTEH3HH |I aHTaroHUCTH, CXOAEH PUCK MOXE Oa CHIUECTBYBA 33 TO3M
Knac nexapersa. OCBEH aKO NPOABL/IKABAHETO HA NEYEHUETO ¢ AHTHOTEeH3UH 11 aHTAroHUCTH ce cuuTa
32 HM3KIIOYHTENHO BaXKHO, NalUHMEHTHTE, MiIaHHpauwi OpemeHHocT, TpadBa Oa NPEMMHAT KbM
AITEPHATHBHO aHTHXMMEPTEH3UBHO JICYEHHE, KOETO HMA YCTaHOBEH npodua Ha 6e3omacHoCT npH
NpAnoKeHHe npH OpeMeHHoCT. Korato ce yCcTaHOBH OpEMEHHOCT, NEYEHHETO C aHrHOTEH3MH |l
aHTaroHUCTH TpAOBa Ja ce MpeycTaHOBH He3a0aBHO U KO € MOAXOAALIO, Ja CE 3aMOMHE ANITePHATHBHO
nevyeHHe.

HM3BecTHO e, ye eKCMo3xMA Ha IEYEHHE C AHTHOTEH3HH 1] aHTaroHHCTH Mo BpeMe Ha BTOPHS W TPETHA
TPHMECTBbP NPHYHMHABA (PETOTOKCHUHOCT NpH Xopa (MOHIKeHa ObOpeuHa GYHKLNA, ONHrOXHAPAMHHOH,
3a0apaHe Ha OCH(HKALMATA Ha uepena) MU HeOHATaJlHA TOKCHYHOCT (OBOpeyHa HeAOCTaTRUHOCT,

XHMOTOHKA, XHNEpKaTUueMus) (BXK. Touka 5.3).

AKO €KCNO3HUMATA KbM aHIMMOTEH3MH Il aHTaroHHCTH 3ano4vHe OT BTOPH TPHUMECTHP, C& Npenopbysa
ynrpaseykos npernten Ha OvOpeun M depen. Kvpmauera, 4MuTO Maiiky npHeMaT aHrHoTensuH Il
aHTaroHUCTH, TpAGBa 1a O6baaT penOBHO NpoOCNeNIBaHH 33 HACTLIIBAHE HA XUMOTOHHA (BXK. TOUKa 4.3
4.4).

Amnodunuwn

HauHuTe OT orpaHuyeH 6poi OpeMeHHOCTH, MPH KOWTO Ce € TMPHNIArano aMJOJUITHH, HE MOKA3BAT, Ye
aAMNOJMIIUH MW JIDYTH AHTArOHHMCTH HA KAJILMEBHTE PELENTOPH HMaT YBpexaall e(eKkT BbpXy
3apaBeTo Ha eryca. Moxe, obaue, na uMa puck OT NpoTpPaxMUpaHe Ha PaKIAHE.

Cneposatenso OaMeannyuH He C€ NpenopbYBa Mo BpeMe Ha ITbPBHA TPUMECTBP Ha OpeMe
[IPOTHBOMOKA3aH MO BPEME HA BTOPHA H TPETHA TPHMECTbP 0T 6peMeHHOCTTa (BXK. TO

KbpmeHe

OnmecapTaH ce eKCKpeTHpa B KbpMaTa rnpu wsxose. He e acHo, o6aue, nanu on
B KbpMara npu xopa. He e H3BeCTHO nanu aMIoaMIIHH ce eKCKPeTHPa B KbpMAaTa.
N03a, NpHEeTa OT HOBOPOAEHOTO, Ce OLIEHABA C HHTEPKBAPTUNEH HHTEpBaN OT 3-7°
EexTsbT Ha aMIOAMNHH BBPXY KbpMadera He e u3secteH. Ilo Bpeme Ha Kbpme




OnMeIunyH He ce MpPenopbyBa M 3a MPEANOYHTaHE € APYro JieHeHue ¢ no-106pe Aoka3aH npo¢ui Ha
0e30MacHOCT MO BpeMe Ha KbpMeHe, 0CO0EHO ako [eTeTo € HOBOPOACHO WM € POACHO

NPeKIEBPEMEHHO.

DepTUInTeT

[Tpy HAKOM MAUMUEHTH, JIEKYBaHU C OJIOKEpH Ha KalnlMeBUTE KaHAMH, ca cboDuwiasaHu obpaThMu
OMOXMMHYHH NPOMEHHU B rjapaTa Ha CNEpMATO3OMANTE. KIIMHUYHHTE JaHHH OTHOCHO Bb3MOXKHUSA
edeKT Ha aMJIOINWNUH BBPXY (QEpPTWIMTETa ca HEAOCTAaThYHHU. B eaHO npoyuBaHe C MibXxoBe ca
YCTAHOBEHH HEXEMAHN e(PeKTH BbpXY (epTHAHTETA NPH MBXKY UHAWBUIH (BX. TOuKa 5.3).

4.7 Ed¢ekTn BBLpXY cnocobHocTTa 32 odHpaHe H paboTa ¢ MALIHHH

OnMeaunuH MOXXe MHMHUMATHO MM YMepeHO [a Nomiusge crnocodbHocTTa 32 wmodupane u paborta c
MaLUHH.

33M3§IHOCT, FJ]&BOﬁOIlHe, raacHE WiK ymMmopa MOXE Ja Bb3HHKHAT HOHAKOra INpHy NMalHCHTH, NpUCMalllH
AHTHUXHIMCPTCH3IUBHA TCpAllUiA, KOECTO MOXE [Ja HApyWIH criocoOHoCTTa 32 pE€arvpaHe. HPEHOP’b‘-}Ba cC
BHHUMAaHHC, 0c0o0€eHO B HAYAJI0TO Ha JIEYEHHETO.

4.8 HexenaHu JexkapcTBeHH PeaKIMH

Hajt-uecto  pmoknagBanuTe  HexkenaHM  peakUMd npu  ynoTpebara Ha  oJMecapTaH
MEIOKCOMMJI/aMIIOAMITUH ca nepudeper otok (11,3%), rnasobonne (5,3%) n samagaHoct (4,5%).

HexxenaHurte snekapcTBEHM peakuud npd ynotpedara Ha onaMmecapraH MEAOKCOMHII/aMIOAMMMH OT
KNUHKWYHH H3NMHTBAHMA, NOCTMAPKETHHIOBH MPOYYBaHHA 3a 6€30MacHOCT M CIMOHTAHHHM JOKIagu ca
000011eHH B TaONULATA MO-J0Y, KAKTO M HEXKENAHH JIEKAPCTBEHY PEaKuMM Ha OTOEJIHUTE KOMIIOHEHTH
OJIMECapTaH MEJOKCOMHI H aMJIOIMIHKH, Bb3 OCHOBA Ha YCTaHOBEHHA Mpodun Ha 6e30nacHOCT Ha Te3H
BELUECTBA.

Cheapaliyre TEPMHUHH C€ H3ION3BAT ¢ LENT Aa ¢¢ KlacupHUMpa YECTOTATa HAa MOABA Ha HEXEJIaHH
NeKapCTBEHHY PEAKLIUMU:

Muoro uectu (>1/10)

Yecetu (>1/100 go <1/10)

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

Peaxu (=1/10 060 no <1/1 000)

MHoro peaks (<1/10 000)

C Hex3BECTHA 4eCTOTA (OT HAHYHHTE JaHHH He MOXKe Aa ObJe HanpaBeHa OLieHKa)

Cucremuo- YecrTora
OpPraHHa Hexenanu °
KiacHPUKALHA NO [JIEKAPCTBEHH peaKiHu Kom6HHaLus
MeDRA Oamecapran/ Oamecapran |[|AMNOAHNHH
AMTIOMITHH
HapymeHnusa na  |JIeBKOUMTONEHUS MHoro peaxu
KPBLBTA H
AHM$HaTa TpomGounronenus Heuects MHOro peaku
CHCTeMa
HapyweHus Ha  |AnepruvyHa Peaxu
HMYHHATA peakuns/neKapcTeeHa
CHCTeMa CBPBXYYBCTBHTEJTHOCT
AHapunakTHYHA peakuun
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CHereMHoO-

YecroTa
OpraHHa Hexenanu
RMnalgﬂmcauuﬂ 1O IEKAPCTREHH PEAKUHH  |po a0 o iU
¢ Oamecapran/ Onmecapran (AMnoaunny
AMNOAHNIHH
HapyumeHusa Ha XHUMneprivuKkeMus MHOro peakH
metalonuima u
XPAHEHETO XunepranueMus HeuecTH Penxn
XHNEPTPHINHLIEPHACM KA Yectu
XHnepypHkemus Yectn
fcuxuyuun ObbpkaHocT Penku
HApYLUCHHSA
Henpecus Heyectn
bescbHue Heuectu
Pa3apa3HUTENHOCT Heuectn
INoHuxexno Aubumo HeuecTu
ITpoMeHH B HACTPOEHHETO Heuectu
(BKHOYHTEJIHO
TPEBONKHOCT)
Hapywenna Ha  {3aMafgHOCT Heetn Yectn YecTn
HEPBHATA CUCTEMA
Hucresns HeuecTH
"nasoGonue Yecrn Yectn Yects (ocobeHo B
HAYAJIOTO Ha
NEeYeHHETO)
floeHIEH MyCKynEH MHoro peaku
TOHYC (XMNEPTOHYC)
XHnoecresua Hevect# HeyvecTH
JleTaprus HeuecTH
[NapecTesun HeuectH Heuectn
[Tepudepua HesBpomaTHA MHoro peaku
3aMaaHocT B n3npaseHo |HeuecTn
NoJ0XKEHUe
Hapylienne Ha chHa

CBHLHIUBOCT

Cuukon

Penxu
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CucremMuo-

YecToTa
OpPraHHa Hexenanu
ana;ﬂnxauua O |1EKAPCTBEHU PEAKUHH oo e o) o
€ Oamecaptan/ OamecapTan |[AMIOIMIHH
AMJIOAKITHH
Tpemop HeuecTtu
ExcTpanupaMuaHo C HensBeCTHa vyecTOTA
HapylleHHE
HapyweHnus Ha HapyuieHHs B 3peHHETO YectH
OYHTE {BKNOYHUTETHO
RUMNOMNAA)
Hapywenust Ha  |TuHHTYC Heuectn
YXOFO H
nabupunTa BepTHro HeuecTH Heuectn
Cupaeusn AHTHHA NEKTOPHC HeuecTH HeuecTH
HAPYLIEHHS (BKITHOYHTENHO
BJIOLLIABAHE HA AHTHHA
NEKTOPHC)
APUTMHH (BKIIOYUTETHO HeuectH
Opanmkapans, KaMepHa
TaXHKAPOUA U
NpeACHPAHO MbXKaeHE)
Muokapaen KWHOapKT MHoro peaxy
[annurauns HevectH Yecw
Taxukapaus Heuwectn
CuaoBu XHMNOTOHUS Heuectu Penku Heuectu
HApYLUEHHUSH
OpTrocTaTyyHa Heuyectu
XHNOTOHHA
3auepBABaHe Penku YecTH
Backynur MHoro peaky
PecnupaTtopun, |bpoHXHT Yectn
rPLAHH H
MEIHACTHHAIHH | Kamnuua HeuecTH Yectu Heuectn
HAPYLUEHHR
Hucnuesn HevecTH YecTH
DAPHHTHT Yectr
PuHuT Yeern
Kopemna Gonka YecTH
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Cucremuo-

Hecrora
OpraHHa Hexenanu
KMna;;anxauuﬂ MO |1IEK2PCTBEHH PEAKLHN oo oo o s
¢ Onamecaprau/ Oamecapran |AMJIOAHNNEH
AMJOIHNHH
Cromawno- [TpoMeHeHa upeBHa YectH
YpEeBHH PYHKIHA (BKITIOYHTENHO
RApyLUIEHHSA BMapHA WK 3aneK)
3anek HeuecTn
HMuapus Heuectu Yectn
CyxoTta 8 ycrara Heuectu HeuecTtu
ucnencus Heyectn YecTH HecTH
["acTpuT MHoro peaku
["acTpoeHTepUT YecTn
"HHrUBaIHa XHMNEPIIA3uA Muoro peaku
ManeHe Heuectn Yectn Yectn
[TankpeaTur MHoro peaku
Boska B ropHara yact Ha (Heuectu
KopeMa
[Tospbilnane HeuecTH Heuectu HeuecTu
LInpy-nomobHa MHOro peaku
EHTEPONAaTHA (BXK. TOUKa
4.4)
HUHTECTHHANEH Peaku
aHrHOeIEM
XenavoOuauapun |IToBuieHH YecTH MHoro penku (uecro
HApPYLIEHHS YEPHOAPOOHHTE eH3IUMH OTroBapflLM Ha
X0JeCcTa3a)
XenaTut MHoro peaku
XKbnreHuua MHoro peaku

ABTOMMYHEH XernaTHT®

C HeW3BeCTHA

4ECTOTA
Hapywienna Ha  |Anoneuns
KOXKATA H
NOAKOXKHATA AHrHOHEBPOTHUEH €lIeM Peaxu
ThKAaH
AnepruvyeH aepMaTuT Heuectn ((

Epurema myntudopme

13




CHeTeMHO-

YecToTa

OpraHHa Hexenanu

KJACHOHKALAA N0 NIEKAPCTBEHH PEAKUMH | on oo p—

MeDRA Oamecapran/ OnmecapTran |AMJI0aAMAMA

AMJIOAHNHH

Ex3antem HeuecTH HeuecTH
ExcdonnaTuseH MHoro penku
ACpMaTHT
XHnepxuaposa Heuecrun
POTOUYBCTBUTETHOCT MHoro peaku
[Npypuryc Heuectu Heuectu
[Mypnypa Heuectu
Orok Ha KBuHKe Muoro peakn
Obpus HeuectH Heuectn Heuectn
[IpoMsHa B LiBETA Ha HeuecTH
KOXaTa
CuHapoM Ha CTHBBHC- MHoro peaku
JI>XOHCBH
TokcHuHa envaepManHa C Heu3BecTHA YecToTa
HEKPONM3a
VpTukapua Penxu Heuectu HeuectH

Hapywienna na  |[loxyeane Ha rieseHa Hectn

MYCKYJIHO-

CKeleTHATA ApTpanrus HeuectH

CHCTEMA H

CHEAHHHTENHATA Ay YecTH

ThKaH
bonka B repba HeuecTH Hectw HeuecTu
MyCKyNeH cnazeM Heuectn Penxu YecTu
Muanrus Heuectu HeuecTH
bonka B kpalfinduure HeyecTh
Kocrtna 6onka Yectn

Hapywenns na  |Octpa 666peuna Peakn

6n0peunTe n HEAOCTATBYHOCT

NMHKOYHHTE

Me-THILA XeMaTypus Yectr
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CHCTeMHO-

YecToTa
OpraHna Hexenannu
;ﬂﬂ;ﬁnuauuﬂ TO [TEKAPCTBEHH PeakUMH |10 a0 o
¢ Onamecapran/ OamMecapran |AMJIOAHNIHH
AMJTIOAHNHH
[ToBuiieHa yecToTa Ha Heuectu
YpHHHUpaHe
HapyuieHue 8 Heuectn
YPHHUPAHETO
Huktypus HeuecTH
[onakuypus HevecTH
BuOpeuHa Penku
HEAOCTATBYHOCT
HMHpeKuMs HA MHKOMHHUTE Yectu
MBTHILA
Hapywienus Ha Epextunna auchynkunsa/ |HegecTu Heuectn
BHLINPOH3BOAHTE |MMNOTEHTHOCT
HATA CHCTEMA H
r=piaTa ["'uHexomacTHs HeuecTtn
OG6iuy HapyLieHHA [ACTEHHA HeuyecTtH Heuectu YecrH
H epeKTH Ha
MACTOTO HA bonka B repauTte Yectu HeuectH
npuaoKeHHe
OTOK Ha AHLETO Penxu HewectH
YMopa HYectn Yectu YectH
I'punonogobuu Yectu
CHMINITOMH
Jleraprus Penxu
Obwa cnabocr HeyecTn Heuecru
Orok Yectu MHoro yecTy
Bonka YectH Heuect#
[epupepen oTok YecTn Yectu
OTOK ¢ TecToBaTa Uectn
KOHCHCTEHLIMA
Hicineasanus [loeHweHH cToiHOCTH Ha |HeuecTy Penku
KPEaTHHHH B KPbBTa
[HosuuieHn cTOMHOCTH Ha YecTH

KpeaTHHMH PochoKkHHA3E
B XpBBTa
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CHcremHo-

YecroTa
OpraHHa Hexenanu

KAacHPHKALHA N0 |NeKAPCTBEHH PeaKLHH Kom6uHaLHs

MeDRA Oamecapran/ Onmecapran |[AMA0OAMNHH
AMJIOOHNIHH

[MoHWXeHH HHBA Ha HeyecTu
KaJIHHi B KpBBTa

[NoBHiLIEHW HHBA Ha ypes Yectu
B KPbBTA

[ToBuIlLIEHH HUBA Ha HeuecTH
[MHKOYH4 KHCCNHHa B

KpbBTa

[ToBHIIEHH HHBaA HA raMa |HeuecTH
ryTAMHIN TpaHcgepasa

[MoHKxkaBaHe Ha Heuectn
TENECHOTO TErNio

[ToBHIIaABaAHE HA HeuecTn
TEJIECHOTO Tero

*l'lpea AOCTMAPKETHHTOBHA NCPHOR CC cbobulaBa 3a CIYMAH HA ABTOKMYHECH X€TIATHT C JIATCHTCH NMEPHOA OT HAKOIKO
MCCELA 10 FTOMHWHH, KOHTO €A OﬁpﬂTHMH Cnea CnUpaHe Ha nNpueMa Ha onMECapTaH.

Cbobwasar ce eaMHHYHH Cily4Yan Ha pabiOMHOIM3a BB BpEMEBa BPB3Ka C MpHeMa Ha GJIokepH Ha
aHrnoteH3uH Il peuenrop. CpobieHH Ca €AMHWYHH CITyYaH Ha eKCTpPaNHpaMUIaNeH CHHIAPOM MpH
MalXeHTH, IEKYBaHH ¢ aMIIOJKITHH.

CrofuiasaHe Ha NOAO3UPAHH HEXEJIAHH PEaKLWH

CrofmasaHeTo Ha NOAO3HPAHH HEXKENAHU PEAKLUMK Cliell pa3pellaBaHe 3a ynorpeda Ha JeKapCTBEHHS
MPOAYKT € BaxHO. ToBa No3sonsBa Aa NPOALILKY HaOMOAEHHETO HA CHOTHOLUEHHETO NOA3A/PHCK 32
nexapcTBeHHs MpoAyKT. OT MeAHLIHHCKHUTE CIIELIMATTHCTH C€ H3UCKBA Ja chobILaBaT Bcaka
NnoA03UpPaHa HOXCNaHa pCakLHs Yp€3 HallHOHAJIHA CUCTEMaA 3a C'BOﬁLllaBaHe:

Mambnuurenya arenuus no nekapersa (MAJI)
yit. JlamsaH 'pyes Ne 8

1303, rp. Codus

P. bvnrapus

Ten.: +359 2 8903 417

daxc: +359 2 8903 434

e-mail: bda@bda.bg

yeOcaiT: www.bda.bg

4.9 Ilpepoznpane

CUMOTOMH
HaMa onut ¢ mpeno3upaHe Ha ofMecapTaH MeNOKCOMHMN/AMIOAMNHH. Haii-BeposTHYEESHOKEH_Ha
npeao3sHpane ¢ oaMmecapraH MEQOKCOMHI ¢a XHNOTOHMA W Taxukapausa;, Opan 4_, R \

HacTBINH, B CTyYyad He WMa NapacHMNaTHKycoBa (BarycoBa) ctumynanus. Mo 4

i

3
NpeaO3NpaHe ¢ aMJIOAHIMHKH 1He A0BeIe A0 3HaYMMa NeprdepHa Ba3oAUIATaLMA ¢ f fehife
H BEpOATHO pedaexkropHa Taxukapaua. Mma croblienus 3a u3paseHa U NOTeH

CHCTEMHA XUINOTOHHUA JOCTHralla ¥ BKJIIIOYBALIA 1IOK C (l)aTaJ]eH H3XO0A. % és{
c:'ﬁu -

»
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HekapanoreneH 6enoapobeH oTok ce chobliaBa pAaaKko KaTo Nnocaeauiia oT npeao3upaHe ¢ aMIOJHITHH,
KOHTO MOKe J1a ce NposaBH ¢he 3abapeHo Haualo Ha edexTa (24-48 yaca ciies NOrbILAHE) H Ja H3HCKBA
W3KYCTBeHa BeHTUNaUuA. PaHHUTE peaHMMaLMOHHH MEPKH { BKIIKDUHTENHO HATOBApBAHE C TEUHOCTH) 32
noaabpKaHe Ha nepdy3uara U cbpaeuHua AeduT Morat aAa 6baaT yekopsBalld (PaKTOpH.

JleueHue
B cnyuait ue TabneTKHTE ca MpPHETH CKOpPO, MOXE Oa ce OOMHCAM M3BLPILIBAHETO Ha CTOMAILLHA

npomuBka. [Ipy 3apaBH LA NPUNIOKEHHETO HA AKTHBEH BLIIEH He3abasHO unM A0 ABa vaca clej
NpUeMa Ha aMOAUIMUH € MOKA3AI0, Y€ 3HAYUMO NOHWXKaBa abcopbuugara Ha aMNOAHNKH.

KnuHuuHO  3HAuMMara  XMIIOTOHMS, TNPOM3INMH3AIA OT NPEAO3HpAHE C  OJIMECApTaH
MEAOKCOMH//AM/IOAHITHH, M3HCKBA AaxTUBHO MOAABLPKAHE HA CbhPAEYHO-CHAOBATA CHCTEMa,
BKJTIOYMTENIHO CTPHKTHO NPOCACOABAHE Ha CbhbpAcyHara M OenoapobHara (yHKLMA, NOBAMIaHE Ha
KpaHHULIUTE U BHHMAHHKE 10 OTHOLIEHUE Ha LIMpKYIHpaliug o0eM W Auypes3aTa. 3a Bh3CTAHOBABAHEHA
CBLAOBHMA TOHYC H a8pPTEPHANHOTO HandraHe O MOrbiI Aa TIOMOrHE Ba3OKOHCTPHKTOP NPH MOJOKEHHE,
4e HAMA MPOTHBOMOKA3AHUA 3a MPWIOKEHUETO MY. HHTpaBeHO3eH KalLHMeB [NIIOKOHAT MOXe Aa Obae
OT 110J13a NpH NPeooNABaHe Ha edekTa Ha 6ioKkanaTa Ha KaNUMEBHTE KaHAIH.

ToH kaTo aMJIOAMNIHH CE CBbP3Ba BLB BUCOKA CTENEH C IUTA3MEHUTE POTEMHH, IHANTH3aTa HAMa aa Obae
oT noa3a. CnocoOHOCTTa Ha ONMECapTaH Aa ¢ AHAIH3NPA He € H3BECTHA.

5. ®OAPMAKOJJOIHMYHHM CBOMCTBA

5.1 dPDapMakoARHAMHAYHH CBOHCTBA

dapMaKoTepaneBTHYHA rpyna: airdoTeH3uH 11 peuentopHu 6nokepu (ARBs) v 610kepH Ha
kanuuesuTe kaHanu, ATC koa: CO9DB0?2.

MexaHU3BbM Ha JeiCTRHE

Onmeaunun € xomOHHaUMA OT aHrHoTeH3uH Il peuenTopeH aHTaroHUCT, ONIMEcapTaH MEAOKCOMHI H
O/lokep Ha KaNLMEBHUTE KaHaIH, aMnoaunuHoB Oe3unar. KoMOUMHALMATA Ha TE3H aKTHBHM BELLECTBA
HMa aAHTHBEH aHTHXHIEPTEH3UBEH €EKT, NOHIKaBAHKH apTEPHANHOTO HAJIATaHe B IO-rOsAMAa CTeNneH
B CpaBHEHHME C BCEKH KOMITOHEHT TOOTAETHO.

KnnanyHa edekruBHOCT U 6€30NacHOCT

Onrmecapman MeooKCOMWY aMAOOUNUH

B 8-cenMHuHO, ABOHHO-CNANO, pPaHAOMHM3UPAHO, IUIaLEe00-KOHTPONUpPAHO ¢ (akTopHaneH AM3aiiH
npoyusaxe npy 1 940 naurentu (71% nawpeHTH OT KaBKa3KaTa paca 1 29% nauledTH OT He KaBKa3Karta
paca), JIeYEHHETO ¢ BCAKa KOMOWHMpaHa [103a ONMEcapTaH MEAOKCOMWII/aMIIOJUNUH € AOBENO N0
3HAYHMO MO-rOJIAMO MOHMIKABAHE HA AHACTONHOTO M CHCTONHOTO apTEPHANTHO HANIAMAHE B CPaBHEHHUE
CbC CHOTBETHHTE KOMINOHEHTH NPH MOHOTEpanud. CpeaHOTO H3AMEHEHHE HA CHCTONTHOTO/IHACTOJTIHOTO
apTepHAHO Hansrawe € Owio 1030-3aBHCHMO: -24/-14 mmHg (xomOuHauus 20 mg/5 mg), -25/-16
mmHg (kombunaums 40 mg/5 mg) n -30/-19 mmHg (kom6unauusTa 40 mg/10 mg).

Onmecapran Menokcomun/amnogunyH 40 mg/S mg e NOHWKUN CUCTOTHOTO/ IMACTOTHOTO APTEPHATTHO
Ha/lfraHe, K3MEpPEHO B CEAHANO NOJIOKEHHE, ¢ NOMbJIHUTENHA 2,5/1,7 mmHg cnpsamo onmecapran
menokcomun/amnoaunun 20 mg/S mg. Ilo cxoneH HauMH OnMecapTaH MEAOKCOMMUIMEMTIY
mg/10 mg e NOHWXWN CHCTONHOTO/JHACTOMHOTO ApPTEPHATHO HandraHe, W3 /( :

NOJIOXKEHHE, ¢ NONBIHHTEAHHM 4,7/3,5 mmHg cnpamo onMecapran MeaoKcoMMLA 4\
mg.

DRI 6
A
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[1pOLEHTLT HAa MALMEHTHTE, JOCTHrall¥ NpPULEAHOTO aprepuanHo Hanarade (<140/90 mmHg 3a
nauuenTn 6€3 auMaber n <130/80 mmHg 3a naudenTuTe ¢ auaber) € 6un 42,5%, 51,0% u 49,1% 3a
onmecapTaH MeaokcoMun/amnoaunuH 20 mg/5 mg, 40 mg/ 5 mg 1 40 mg/10 mg, CLOTBETHO.

[lo-ronamara 4acT OT AHTHXHITIEPTCH3IUBHUA ecbelcr Ha OJIMECapTaH MC,[[OKGOMHH/&MJ’IOI[HI’[HH KaTO UAJO
e OMN NOCTUrHaT B MbPBUTC 2 CceIMHILIH OT JIEHEHHETO.

Bropo .aBOiiHO-cNAMNO, PpaHAOMW3MPAaHO, MAAUEOO-KOHTPONMPAHO MpPOYYBAaHE € OLEHABAIO
edeKTUBHOCTTZ Ha NpHOaBAHETO HA aMJIOZWITMH KbM JIEYEHUETO Ha MaLUMEeHTH OT KaBKa3KkaTa paca,
YHETO apTEPHANHO HaJAraHe € BUNo ¢ HEAOCTaTLYCH KOHTPO cen 8-ceIMHUHa MoHOoTepanus ¢ 20 mg
OJIMECApPTaH MENOKCOMMIL.

[Ipi nauMeHTH, KOWTO ca MNPOALDKHIM Ja npueMmar camo 20 mg onMecapraH MeAOKCOMWA,
CHCTOJIHOTO/AMACTOMHOTO apTePHATHO HansraHe ce € noHwxkuno ¢ -10,6/-7,8 mmHg cnea nocneasaniu
8 ceamuuu. [lpubapgHero Ha 5 mg amnoaunHH 3a 8 ceaAMHMUM € J0BEIO A0 MOHWKABaHE Ha
CHCTOJIHOTO/ AMACTONHOTO apTepHaliHO HanAraHe ¢ -16,2/-10,6 mmHg (p = 0,0006).

ITpOLIEHTHT HA NALUEHTHTE, KOUTO ¢a JOCTUIHAMH NMPHLIENHOTO apTepHanHo Handrade (<140/90 mmHg
npu nauueHTH Oe3 auabet u <130/80 mmHg npu nauneHTH ¢ anader) e 44,5% 3a komOuHaumsTa 20
mg/5 mg B cpaBHeHuUE ¢ 28,5% 3a 20 mg onmecapraH MEAOKCOMMIL.

[Tocneapaiio NpoyyuBaHe € OLEHABANO NPHOABAHETO HA PA3/IUYHH JO3H OJIMECAPTAH MEAOKCOMMA NMpH
MalMEHTH OT KABKA3KAaTa paca, YHETO apTepHATHO HaIAraHe He € OHI0 I0CTaThbYHO KOHTPOJIMPAHO Cliel
8-ceAMHUYHA MOHOTEpaANHA C 5 mg aMJIOAHITHH.

[Ipy naumeHTH, KOUTO ca NPOAB/IKUAH Ja IPHEMAT caMO S Mg aMIIOAMITHH CUCTOJTHOTO/ AHACTOIIHOTO
apTePHaNHO HaNAraHe ce e NMoHwKWIo ¢ -9,9/ -5,7 mmHg npes cneapaumre 8 ceamuum. IpubassHero
Ha 20 mg onMecapTaH MEIOKCOMHII € AOBENO JO MOHWKABAHE HA CHCTONHOTO/ AMACTONTHOTO apTEPHATHO
HanaradHe ¢ -15,3/-9,3 mmHg u npubapsnero Ha 40 mg onMecapTaH MeaOKCOMHN € AOBEJO JO
MOHWKaBaHE HA CHCTOMHOTO/ IHACTONIHOTO apTepuanHo Hanarase ¢ -16,7/-9,5 mmHg (p < 0,0001).

[IpoueHTBHT Ha MAUMEHTHTE, AOCTMIHAIIM MPHUCIHOTO aprepHanHo HanaraHe (<140/90 mmHg 3a
nauueHTH Oe3 auaber U <130/80 mmHg 3a nauueHTUTEe ¢ AMaber) e Oun 29,9% 3a rpynara, KOATO €
MPOALKWIA Aa npUeMa caMo 5 mg amnoaunul, 53,5% 3a onmecapran MeaokcoMul/aMmaoaunuH 20
mg/5 mg u 50,5% 3a onmecapran Menokcomun/amnoaunuH 40 mg/S mg.

PaHaoMusnMpanH OaHHM NPH MalLHEHTH C HEKOHTPOJiIMpaHa apTepHaliHa XHIIEPTOHHSA, CPaBHSBALUM
MPHICKEHHETO Ha Cpe/IHa 1038 KOMOMHMpaHa TEPAITHA C OJIMECAPTaH MEIOKCOMMII/ aMITOZHITHH CIPAMO
[MOBMLIABAHETO [0 HAK-BHCOKATA [103a MOHOTEPANNA ¢ aMIOOWITUH WIH OJIMECApTaH, He Ca HAIHYHH.

Tpute nposeneHH MpOyUYBaHUs MOTBbPAKAABAT, Y€ MOHIDKABALLKAT APTEPHATTHOTO HaATraHe e(eKT Ha
oJIMecapTaH MEAOKCOMIY/aMIOAUNHMH €HOKPAaTHO AHEBHO € O noaabpkaH npes 24-4acoBUs 10308
MHTEPBan ¢ frough-to-peak cvoTHOLIEHNs oT 71% no 82% 3a cucTONHUA M AMACTONHUS OTTOBOP U ¢ 24-
4aCOBa €(EKTHBHOCT, MNOTBLPACHA MNOCPEACTBOM amMOyNaTOpPHO MOHHTOPHPAHE HA apTEePUANTHOTO
HaJIAraHE.

AHTUXMNEPTEH3UBHUAT €dEKT Ha ONMEecapTaH MEAOKCOMMJI/aMNOIUIMHE OUNT CXOJIEH HE3aBUCUMO OT
Bb3pacTTa M Mnoja u e OUn CX0aeH NpH NauMeHTH ¢ uau 6e3 auader.

B 1Be OTBOPEHH, HE PaHIOMHU3HPaHH, YABIKEHH NPOYUBAHUA, TpaliHaTa e(pMKACHOCT MPH NPUIOKEHHE
Ha onMecapTaH Meaokcomui/amnoaunuu 40 mg/S mg e 6una neMOHCTpHpaHa HA NMBPBATFTIIIESS

49-67% OT NALUMEHTHTE. ‘sﬁk\ flo %
Oamecapmar Medoxcomun S (44 0
- ’5 i "r W
= . U , x _.
BeuecTBOTO ONMecapTaH MEAOKCOMMA B ¢hCTaBa Ha ONIMENUNHH € ceNeKTHREH anHgTeR il T

+ y1yaw

LI =, Sulay '!r-' -

(AT:) peuentopen autaroHucT. OMecapTaH MEAOKCOMEN OBP30 ce KOHBEPTHPa AONGAPMAKOIOrHYH
e T , \ .
“&n o
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aKkTHBeH MeTabonut onmecapraH. AHrHoreH3uH 11 € rMaBHMAT Ba30&KTUBEH XOPMOH OT pPEHHH-
aHFHOTEH3HH-AIIOCTEPOHOBATa CHCTEMA W Wrpae 3Ha4YuTeNnHa pois B NaTOQU3HONOTHATA Ha
xuneprouuaTa. E¢exrure Ha aHrnoTeH3uH Il BKIIOYBAT Ba30OKOHCTPHKLINAS, CTHMY/IALIHA HA CHHTE3a U
OCBOOOKAABAHETO HA aNJOCTEPOH, CTHMYJUpaHe Ha CbpueTro X Ha OwnOpeuyHara peabcopbuus Ha
Hatpuil. OnmMecapraH OnokHMpa Ba3OKOHCTPHMKTOPHHA M aNROCTEPOH-CEKPETHpAIIMA €(QEKT Ha
aHrHoTeH3HH 11 nocpeacTBOM OJIOKHpaHe Ha CBBP3BAHETO MY KbM peuentopa Ha AT) B ThKaHMTE,
BKJIIOUMTENHO ChOBATA Iafka MycKynarypa v Hanbbnopeunure xuesn. JeicTerueTo Ha onMecapTaH e
HE3aBHCHMO OT H3TOYHHMKA WAH HAYHHA HA CUHTE3 Ha aHrdoTeH3uH Il. CeneKTHBHUAT aHTaroHU3bLM Ha
peuentopuTe Ha aHrUoTeH3uH I (AT)) oT onMecapTaH BOAW A0 MOBHILABAHE HA MJIA3MEHHTE HUBA Ha
PEHMH M KOHLUECHTpPALUMWTE Ha aHrvoreHsuH | U 1l U H3BEeCTHO NOHKKKABaHE Ha IUIa3MEHUTE

KOHLUESHTpaLUHH Ha aTtA10CTEPOH.

[Tpu XMNepToHKHA, OIMECAPTaH MEOOKCOMHI BOJH [0 A030-3aBUCUMO NPOAB/DKUTEIHO MOHHXKABAHE Ha
apTepHanHoTO HansraHe. HsMa JaHHM 3a XUNOTOHHA Ha MbpBaTa O03a, TaxM@uIakcus nNpu
ABIIFOCPOYHO MPUIOKEHHE WK 3a pubayHa XMNEpTOHKS cief 6bp30 NpeyCcTaHOBABaHE Ha JIEYEHUETO.

Cnen eAHOKPaTHO AHEBHO NPUIOXKEHUE NPH MALMEHTH C XMITEPTOHHS, OIMECAPTAH MEAOKCOMMIT BOAM
A0 epEeKTHBHO W TNABHO MOHWXKABAHE HA apTEPHAIHOTO HaiAraHe npe3 24-4acoBus JO30B MHTEpPBaJl.
EaHOKpaTHOTO AHEBHO JO3KpPaHE BOAU A0 CXOAHO MOHWXKABAHE HA ApTEPHANHOTO HANATAHE, KaKTO M
ABYKPaTHOTO JHEBHO AO3HPAHE NpH €AHA U cbiua o0la AHEBHA J03a.

[1py MpoABLILKUTENHO NE€YEHHE, MAKCHMATHOTO MMOHHKABAHE HA aPTEPHANHO HAJIATaHE c€ JocTHra 3a 8
CEAMHLH CNel 3aN0oUBaHe Ha JIeUEHUETO, BLIIPEKH e 3HAYUTENTHA 4acT OT MOHWXKABALLHA apTEPUATTHOTO
HansraHe edekT Beue ¢ce Habmoaasa ¢cnea 2-CeAMUHHO JieUueHHe,

EdekTsT Ha onMecapTaH MEJOKCOMMIT BEPXY CMBPTHOCTTA U 3a00/1€B2EMOCTTA € BCE OLIE HEU3BECTEH.

[Ipoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PanaoMu3npaHe Ha ONIMECAPTaH W NpeBeHUMA Ha auaberHa MUKpoanOyMuHypua) npu 4 447 nauueHTH
¢ nuadet THN 2, HOpMO-AIOYMUHYPHA H MOHE €IMH JOMbJIIHUTENEH ChPAEYHO-CBAOB PUCKOB (hakTop, €
H3CNIeABAJIO AaJIH JICHEHHETO C OJIMecapTaH MOXe Ja 3a0aBu Havanoto Ha MHKpoanOymuHypus. [lo
BpeMe Ha CpeAHHS Mpocenssall nepuoa ot 3,2 roJHHH, NMAUHEHTHTE ¢a MONy4aBanH OMecapTaH WK
mauebo B AOMBIHEHUE KbM APYrd AHTHXHMIEPTCH3UBHH JIEKapcTBa, ¢ M3kmoueHHe Ha ACE
UHXUOUTOPK WM aHMMOTEH3MH peuenTopHH 6sokepH (ARB).

3a MbpBHYHATA KpaiiHa Len npoy4yBaHEeTo € NMOKa3ai0 3HAYUTEIHO HaMaIABaHE Ha BPEMETO 3a Ha4yano
Ha MHKpoanOyYMMHYpHs B Non3a Ha onmecaptad. Crnell KOpeKUHa Ha pasiMKUTE B apTEPHaNHOTO
HANAraHe, TOBa HAMaNABAHE Ha PUCKa Bede He € Ouo ctaTucTudecku 3HauuMo. 8,2% (178 ot 2 160) ot
MauWeHTHTE OT rpynara Ha onmecaptaH U 9,8% (210 ot 2 139) B nmnanebo rpynara ca pa3Bunu
MHKpOanbyMHHYpHs.

3a BTOpUYHHTE KpaiiHH LENH, ChPACHHO-ChAOBH MHUHMACHTH ca Bb3HHKHANH NMpH 96 nauuvenTta (4,3%
fpH onaMecapTad U npu 94 naunenTa (4,2%) npu ruiauedo. Yecrorata Ha CbPAEYHO-CBAOBA CMBPTHOCT
e OMsla No-BUCOKa IMPH NEUEHHETO C OJiMecapTaH B cpaBHeHUe ¢ miauedo (15 naunenra (0,7%) cnpamo
3 naunenTa (0,1%)), Bphpexkn cxoaHHTe HuBa Ha HedaraneH uHcynr (14 nauuenta (0,6%) cnpamo
8 naumenta (0,4%)), Heparanen muokapaeH uHoapkr (17 nauuenta (0,8%) cnpamo 26 naimenTa
(1,2%)) 4 cMBPTHOCT, pa3nHyHa OT cbplevHo-cbaoBa, (11 mauwenTa (0,5%) cnpaMo 12 nmanuenTta
(0,5%])). OBwarta CMBPTHOCT NPH OJAMECAPTAH € YHCIIEHO yBenuyena (26 naumenta (1,2%) cnpsamo 15
nauvenTta (0,7%)), KoeTo € ciaeacTBHE OCHOBHO OT MO-BUCOKHA Opoilf daTanmHH CBPIEYHO-CBAOBH
HHLHAECHTH. -

[IpoyusaHero Olmesartan Reducing Incidence of End-stage Renal Disease in
Trial (ORIENT, Onmecapran HamansiBa 4ecTOTaTa Ha TEPMHHAJIHATA CTENEH H
AuaberHa HedpomnaTHA) € H3cneaABano edeKTHTE Ha ONMecapTaH BBHpPXy Ob
CbLAOBHTE KpaliHU pe3yATaTd npu 577 paHAOMU3IHPAHH NALMEHTH OT ANoHHA
C U3aBeHa HegponaTHi. [10 Bpeme Ha MeIMaHHHA NEPHOA HA NPOCEAABAHE OT 3
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ca MOoJiyyaBaNM WIH ONIMecapTaH, WnW nnauedbo B JOMBIHEHUE KbM APYTH AHTUXHUINEPTEH3HBHH
nexapcTBa, BmounTenHo H ACE HHxuOuTopH.

ITvpeuyHaTa koMOMHMpaHa kpailHa uen (Bpeme A0 MbPBHA ClAy4ail Ha yABOABaHE Ha CEPyMHHS
KpeaTHHWH, TepMHMHAJIHA cTeneH Ha OBvOpedHa Gonecr, obwa cMbpTHOCT) € HabmropaBaH npu 116
NaLKeHTH B rpynara Ha onMecaptaH (41,4%) u npu 129 nauuentu B rpynarta Ha nnauebo (45,4%) (HR
0,97 (95% CI 0,75 no 1,24); p=0,791). KombGuHupaHata BTOpUYHA CHPACYHO-CHAOBA KpalHa Uen e
HabmonasaHa npu 40 nauMeHTa, NeKysaHu ¢ onmecaprad (14,2%) u npu 53 nauueHTa, NeKyBaHu ¢
nnatiedo (18,7%). Tasu koMOMHUpaHa CHpAEUYHO-CHAOBA KpaiHa Les € BKIK4YBala CbpAeYHO-CHAOBA
cmupt npu 10 (3,5%) nauneHTa, npueMany onmecaptad, cripamo 3 (1,1%), npuemany nnauebo, obya
cMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), HedaraneH wHeynt 8 (2,8%) cnpamo 11 (3,9%) u HedaTaneH
mHokapaeH uHdapkr 3 (1,1%) cnpamo 7 (2,5%), croTeeTHO.

Amnocunun

BeluecTBOTO aMJIOAMIIUH B ¢heTaBa Ha OnMeaUIUH e 65iokep Ha KaNLMeBUTE KaHaH, KOWTO HHXHOHpa
TpaHCMeMOPaHHOTO HaBAM3aHe HA KANILMEBH HOHHU MPe3 BONTAX-3aBUCHMHTE L-THN KaHaMH B ChPLIETO
W TJaAKHTe MYCKYIH. EKCnepHMeHTalHHTE AaHHW TMOCOYBAT, Y€ aMJOJMIIHH C€ CBBP3BA H C
AUXHAPONHPHAHMHOBUTE M ¢ HEAUXHAPONHUPHAMHOBHUTE CBBP3BALIK MECTA. AMJIOAMITMH € CPABHUTENHO
BA30CENEKTHBEH, C MO-TOJAM €(eKT BbpXy CBAOBHTE MIAAKOMYCKYJIHW KIETKH B CPaBHEHHE CbC
CbPAEMHHUTE MYCKYJHH KJIE€TKH. AHTUXMMEPTEH3UBHUAT e(exT Ha aMIOOUMNMH TMPOU3IM3a OT
IUPEKTHHA penaKcupall €pekT BHPXY apTepHaiHaTa Majka MyCcKynarypa, KOeTo BOAK A0 MOHWKABAHE
Ha nepudepHaTa pe3UCTEHTHOCT U MO TO3H HAYKWH Ha APTEPHAITHOTO HaNAraHe.

Ilpu nauyeHTH ¢ XUNEPTOHNA, AMNOJUITHH NPHUYUHABA 0303aBHCHMO NPOLALDKHTEHO NOHWKABAHE HA
apTepyaTHOTO HanaraHe. HsiMa AaHHM 3a XUMOTOHHMA NpPH NPWIOKEHHE Ha MbpBaTa A03a, 3a
TaxWPUNAKCHA [MPU MPOXABDKUTEAHO JeYeHHe WIM 3a puOayHI XMNEPTOHHA Chael  PA3Ko
NPeyCTAHOBABAHE Ha JICUCHUETO.

Cnel NpuUIOXKEHHETO Ha TEpaneBTHYHH A03M HA TIALKMEHTH C XMIEPTOHWA, aMIOAWNMH BOAH 10
e(PeKTHBHO MOHWKABAHE HAa apTEPHATHOTO HansdraHe B JIEXALUO, CEAALIO U HU3IPABEHO MOJIOHKEHHE.
XpOHUYHOTO NPUWIOKEHUE HA AMJIOHITHH HE CE CBRBP3BA ChC 3HAYUMHU NIPOMEHH B ChPACHHATA YECTOTa
WK NNa3sMEeHUTE HHWBA Ha KarexonamMuHute. [IpM naumeHTH C XuneproHus X HopManHa OBOpeuHa
¢yHKLMA, TepaneBTHYHH JMA03H aMIORMNUH TNOHWkaBaT OnOpeuHara CbaOBa PE3UCTEHTHOCT H
NOBULIABAT CKOPOCTTA Ha rnoMepyiiHara unrpaums U edekTHBHUA ObOpedeH naasMoTok Oes faa
NPOMEHAT QUITPAUHOBHATA (PpakLNA WIH NPOTEHHYPHATA.

B xeMoaMHaMHYHH NPOYYBAHMA TNPH MNAUKMEHTH CBC CbpACYHA HEAOCTATBYHOCT W B KJIHHHYHH
poy4yBaHHA, 0a3HPaHH HA TECTOBE C HATOBAPBAaHE MPH NALMEHTH ChC CHPJAEYHA HEAOCTATBYHOCT KNac
[I-IV no NYHA e yctaHOBEHO, Y& aMI0AHNKH HE NPHYHHABA HHKAKBO KIHHHYHO BJIOLLABaHE, OLIEHEHO
NOCPEACTBOM H3IPBAIMBOCTTA Ha PU3HYECKO HATOBAPBAHE, JIEBOKAMEPHATa PpaKUMa Ha H3T/IACKBaHe
H KIIMHUYHHTE O€1e3U U CHMITTOMM.

[Inanuebo xontpoaupano npoyusaHe (PRAISE), ¢ ausaiin 3a oueHKAa Ha MalMeHTH ChC ChpACYHA
HegocTaTe4uHOCT ¢ 11I-IV knac no NYHA, kouro npuemar auroxcus, auypetnuu H ACE uaxuburopu,
MOKa3Ba, Y€ aMIIOJHMHH HE BOAH 0 IOBHILABAHE HA PHCKA OT CMbBPTHOCT WIH KOMOMHMpaHa
CMBPTHOCT H 3a00/IEBAEMOCT NPH NALMEHTH ChC ChPACYHA HEAOCTATBYHOCT.

[lpu npocneaspainio ALATOCPOUHO, MaaLebo-koHTponupaHo npoyusaHe (PRAISE-2) ¢ amnoaunuH mpw
NMauveHTU cbC ChpaeuHa uwepocraTeyHOoCT L M IV knac no NYHA 6e3 KNHHHYHKM CHMNTOM WM
OOEKTHBHHM JaHHH 3a MOANEXalla UCXeMH4Ha GojiecT, MpH MOCTOAHHH J03H oT ACE-IxnoRre

CMBPTHOCT. B chluara nomynauus, aMmIOAMNHH e aCOLMHPA C MOBHLIEHA YECTOTS
OenoapobeH OTOK, BBIIPEKH JIWNCATA HA 3HAYMMA PA3IMKa B YECTOTATA HA BIIO
HEJOCTATBYHOCT B CPaBHEHME ¢ riauebo.

I[IpoyupaHe 3a neUeHHE 3a NPEBEHIMA HA ChpAeYHH HHLMAEHTH (ALLHAT)
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PannomMu3upaHo, ABOHHO-CNANO MpOoyUBaHe 3a 3a00/1€eBacMOCT-CMbPTHOCT, HapeueHo Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, Ilpoyuane 3a
AHTUXHIEPTEH3HBHO M JIMIMHMAONOHWKABAILO JIEUYCHHE 33 MPEBEHUMA HAa CHPOCYHU HHLIMAEHTH) €
NpOBEeACHO, 3a Aa CPaBHH MO-HOBM NEKAPCTBEHU Tepanuu: aminoaunuH 2,5-10 mg/nen (bnokep Ha
KanuueBHTe KaHany) uiu ausuHonpun 10-40 mg/neH (ACE HHXHOHTOP) KaTO TEpanKu Ha NbLPBH U3GOP
CTIpAMO THA3WAEH JHYPETUK, XJOpTanuaoH 12,5-25 mg/neH npu neka a0 ymepeHa xuneproHus. Q6o
33 357 nauMeHTH ¢ XMIIEPTOHHA Ha BB3PacT 55 rOAWHHU WK NO-Bb3PACTHHU ca OUIM paHAOMH3UPAHH H
npocjeneHy cpeaHo 3a 4,9 roguny. IlauMeHTHTe ca MIMaaH MOHE €IWH AOMBJIHHUTENEH PUCKOB (PakKTop
3a UCXeMHMUHa 60NeCT Ha CBHPLETO, BIUTIOUUTENTHO: NPEAXOACH MUOKapAeH UWHPAPKT WM HHCYAT (> 6
MECeLa MPEeaH BIUTIOYBAHETO) WIH OMMCAHO APYTro arepoCKIepOTHUHO ChPACHHO-ChAOBO 3abonaBaHe
(obwo 51,5%), amaber tun 2 (36,1%), HDL-C <35 mg/dl (11,6%), nesokamepHa xuneprpodus,
JHArHOCTHLIMpaHa 4pe3 eJleKTpokapaudorpaMa WiH exokapauorpapus (20,9%), macrosuo
TIOTIOHONyLIeHe (21,9%).

[TbpeHuHaTa KpakHa uen € KoMOHHHpaHa oT ¢daTaiHa HCXEMH4YHA 60NecT Ha ChpLETO N He-(haTaeH
MHOKapaeH MH$ApKT. He ¢ umMano 3HauuMM pa3NMKH B HavajHaTa KpaHHa Liel MeXay TepanusaTa ¢
aMnoAunuH K Tasu ¢ xopranugod: RR 0,98 95% CI (0,90-1,07) p=0,65. O BTOpHuHHTE KpaitH! LIENH
YeCcTOTaTa Ha ChpAevHa HeAOCTATHUYHOCT (YacT OT KOMOMHHpaHaTa ChbpACUHO-CHAOBA KpaiiHa Lien) e
6una 3HaYHTENHO NO-BUCOKA B rpyrnara Ha aMJIOOUITMH B CpaBHEHME € TazHu Ha xnoprtanugoH (10,2%
cinpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Benpexu Tora He € UMaIO 3HAYUMAa Pa3NinKa B
ofiaTa CMBPTHOCT MEXKAY TepanuaTa ¢ aMAOAMMNHH K Tasu ¢ xnoptanuaoH (RR 0,96 95% CI [0,89-
1,02] p=0,20).

Hpyea ungpopmayus.

JABe roneMu paHaOMU3HpaHH KOHTponupaHHu npoyuBanust, ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanno u3nutBaHe 3a kpalinu
lIeNW Ha TENMHUCaApTaH, CaMOCTOATENHO W B KoMOuHauma ¢ pamunpwi) H VA NEPHRON-D (The
Veterans Affairs Nephropathy in Diabetes - KnuundHO npoyuBaHe, CBBLP3aHO C pPa3BUTHE Ha
HedponaTus npu Avaber, nposeaeHo 0T MUHUCTEPCTBO MO BBIPOCUTE HA BETEPAHUTE), Ca MPOYYBANH
ynotpedara Ha koMOuHauuaTa ot ACE uHxuburop u anruoreHsuH ll-peuentopen 6nokep.

ONTARGET ¢ npoyuBaHe, npoBeaeHO NPH NaLMEHTH C aHAMHE3a 32 CbPACYHO-CBHAOBA HIIH MO3LYHO-
ch10Ba GOJIECT, HIIH 3aXapeH AHabeT TUI 2, NPUAPYKEHH C IaHHH 3a YBpeXJaHe Ha eheKTOPHH OpTraHH.
VA NEPHRON-D ¢ npoyuBaHe npH naumeHTH ¢be 3axapeH nquaber tun 2 1 auabeTHa HedponaTus.
Tesn npoyuBaHua He ca MOKa3anu 3HaYMM OnaronpuareH edekt Bbpxy 6BOpeUHUTE WHITH ChPACUHO-
ChJAOBHTE MOCNEAXLN H CMbPTHOCT, KaTO ChlUIEBPeMEeHHO ca Ounu Hab/ioaBaHH MOBUILEH PUCK OT
XHIIEPKATHEMHA, OCTPO yBpexaaHe Ha OpOpelTre WiiM XMIIOTOHUA B CPABHEHUE ¢ MOHOTEPAIHUATA.
Karto ce umar npeasua cxonHUTe UM (apMakoAMHAMUYHM CBOICTBA, TE3W PE3YATATH Ca NMPHIIOKHMH U
3a ApyrH ACE nuxuburopu u anrnoreHsuH [I-peuentophu 6nokepu.

ACE unxuburopu u aHrvorensuH ll-peuenrophn 6nokepu cnenoaTtenHo He TpAOBa 1ia ce W3MON3BAT
€AHOBPEMEHHO NPH NalMeHTH ¢ AuabeTHa HedponaTHs.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints -
KnnHM4HO npoyuBane nNpoBeaeHO ¢ aNHCKHPEH NPH MaLMEHTH CbC 3aXapeH AMabeT THN 2 ¢ H3NOoI3BaHe
Ha CbPAEYHO-CHAOBH H OBOpeunn 3a6014BaHMS KATO KPaiHH LEM) € npoyyBaHe, NpeaHa3sHAuEHo Ja
H3CJIe/IBA TNON3aTa OT RO0ABAHETO HA ANUCKMPEH KbM cTaHAapTHA Tepanus ¢ ACE nHxuGuTOp Mau
aHrHoTeH3uH ll-peuentopeH Onokep npu nauMeHTH Che 3axapeH aHaber THN 2 U XPOHHYHO 6B6pevHo
3abonssane, CbpAeYHO-CbAOBO 3abondBaHe Wi M ABere. [lpoyuBaHeTo € OO 3
NpeKACBPpEMEHHO MOPAaAH NOBHLIEH PUCK OT HeOnaronpuaATHH nocneauuy. Kakro
CMBPT, TAKa M KHCYJITBHT Ca OWIHM NMO-4Y€CTH B rpynaTa Ha alTHCKUPEH, OTKOJIKOTO
Ha naauebo, a MpeAcTaBIABalIMTE HUHTEPEC HEKENAHHM CBOMTHS H CepHo3
(xuniepkaneMus, XHNOToHus u 6vOpeuna aucdyHkums) ce cnobiaear n
AJIHCKUPEH, OTKOJIKOTO B Ipynara Ha nnauebo.

5.2 @apmMakoKHHEeTHYHH cBolicTBa
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Onmecapman MeOOKCOMWY AMAOOUNUH

Cnen mnepopalieH NpHEM Ha O/JMECApTaH MeIOKCOMWV/AMIOAUNMH, MAaKCUMaIHH IUIa3MeHH
KOHLEHTPALWH Ha ONIMECAPTaH M aMJIOJUNUH CE JOCTUraT ChOTBETHO Ha 1,5 - 2 yac ¥ Ha 6 - 8 yac.
CkopocTra M cTeneHTa Ha a0Ocopbuus Ha JBETE AaKTUBHHM BEILECTBA HA  OJIMECapTaH
MEIOKCOMWI/aMJIORHIHH Cca €KBHBAJICHTHHW HA CKOPOCTTAa M cTeneHTa Ha adbcopOuus, nocneapaiuy
nMpUeMa Ha ABaTa KOMIIOHEHTa Karo OTAEnHHM TabneTku. XpaHara He NOBNMABA OHOHANIMYHOCTTA Ha
oAMecapTaH H amwIoAHNHH OT ONMeIUnuH.

Onmecapmarn MeQOKCOMUN

Abcopbusia W paznpenencHue

OnMecapran MerokcoMHn € npeiekaperso. Toit 6bp3o ce koHBepTHpa 10 (PapMaKoJIOTHHHO aKTHBEH
MeTaboNUT, ONTMEcapTaH, OT ecTepa3H B UPCBHATA JIMMABHLA H B NOPTANHHA KPBHBOTOK MO BPEME Ha
abcopduuara B CTOMaILIHO-YpeBHUA TpakT. B masMara WiM CEKpeTHTE HE C€ YCTAHOBABA WHTAKTEH
ONMecapTaH MEAOKCOMMJ WM HWHTAKTHA CTpaHW4HA Bepura Ha d4acrra MeaokcoMun. Cpeanara
abconoTHa OHOHANWYHOCT Ha onMecapTtaH ot TabnerHara dopma e 25,6%.

CpenHara MakCHMaTHa Na3MeHa KOHUEHTpauMs (Crax) HAa ONIMECApTaH € OCTHra B pAMKHTE Ha 2 4aca
clie]] IepopaneH NPHEM Ha OJIMECApTaH MEAOKCOMMIT H TUTa3MEHHTE KOHLIEHTPALIMK Ha OJIMEcapTaH ce
MOBHLLIABAT NPHOAUIMTENHO THHEHHO C NOBUILABALLK C€ EAHOKPATHH NIEPOPANIHHA J03H, JOCTHrALIH A0
okono 80 mg.

XpaHaTa HMa MHHHMAaIEH e(heKT BbpXy OHOHATMYHOCTTA Ha OJIMECAPTAH U NMOPaau TOBA OJIMECAPTAaH
MEAOKCOMMI1 MOXE Na ce npunara ¢ unu 6e3 xpasa.

He ce HabniogaBaT KIHMHUYHO 3HAYHMHU pasnvyvKa B (PAapMaKOKHHETHKATA Ha OJIMECApPTaH, CBBP3aHH C
roJa, N0 OTHOLUEHHWE Ha (hapMaKOKMHETHKATA.

Onmecapran ce CBLP3Ba BbB BHCOKA CTENEH C IU1a3MEHMTE NpoTerHH (99,7%), HO BE3IMOXHOCTTA 32
KIIHHAYHO 3HAYKMH B3aHUMOACHCTBHA, CBBP3aHH ¢ KOHKYPHPaHE 32 CBbP3BALIUTE MECTA C MA3MEHHUTE
MPOTEHHH MEXAY ONMECApTaH B JPYrd eJHOBPEMEHHO IPWIAraH¥d AKTWBHU BElECTBA, KOHTO ce
CBLP3BAT BbB BUCOKA CTEIEH C MUIa3MEHHTE MPOTEHHH, € HUCKA (KOETO Ce MOTBbpPXAasa OT JIMIICATa Ha
KNMHHUYHO 3HAUYMMO B3aUMOACHCTBHE MEXAY OAMEcapTaH MEAOKCOMII U BapdapuH). Cebp3BaHETO Ha
OJIMECAPTAH KbM KPHBHHUTE KIIETKH € npeHeOpexxuMo Manko. Cpeanusar obeM Ha pasnpeleneHue cies
HHTPaBEHO3HO NO3UpaHe € HUCHK (16 — 29 1),

buoTpancopMalns K eTMMHHHpPAHE
OB1uUAT naasMeH KIMPBHC Ha onMecapTaH € obnuaiino 1,3 1/yac (CV, 19%) 1 e otHocHTEHO GaBeH B
cpaBHeHUE C YepHOAPOoOHHA KpbBOTOK (okoso 90 1/yac). Cnea npunaraHe Ha eAMHHYHA nEpopasiHa
aosa ¢ Oenssan ¢ 14C-onmecapran Mepokcomun, 10% - 16% ot npunoxeHara pagiHOaKTHBHOCT CE
EKCKpeTHpa B YpHHaTa ([o-ronsiMara 4acT B pamMKUTE Ha 24 4aca OT NPUIOKEHHETO Ha A03aTa) M
OCTAaTbKa OT YCTAHOBEHATa PagHOAKTHBHOCT C€ €KCKpeTUpa BbB (elieca. Bb3 ocHOBa Ha CHCTEMHAaTa
HATHYHOCT OT 25,6%, Moxe Aa 61,a¢ U3uMcieno, ye abcopOHpaHUAT oNMecapTaH ce OYUCTBA KAKTO upes
O0BOpeuna exckpeuus (okono 40%), taka u upe3z uepHOAPOOHO-XIIBYHA eKcKpeuus (oxono 60%).
LisxnaTa ocTarbuHa palHOaKTHBHOCT C€ YCTAHOBABa KaTo onmecapTaH. He ce ycranoss apyr 3Hauum
MeTabonut. EHTepo-xenaTanHuaT KperoBpar Ha oJiMecapTaH € MUHBUManeH. Toil KaTo ronaMa 4acT ot
ONIMECaPTaH ¢€ €KCKPETHPA M0 AUThYEH MBT, NPHIIOKEHHETO NP TIALMEHTH ¢ 0OCTPYKLIMSA HA JKIThUHHTE
MbTHILA € NPOTHBONOKA3aHO (B3K. TOuka 4.3).

——

«WWA N
KpaiHuaT nony>xMBOT Ha enuMUHHpaHe Ha onMecapraH € mexay 10 u 15 O MIOLOEP A0
NepopatHo Ao3upaHe. PaBHOBECHO CBCTOSHME CE€ AOCTHra Ciell MbPBUTE SHAIO\HE \
HabmonaBa mocneaBalo akyMynupaHe ciel 14-aHeBeH NOBTapALy ce Mpue AP PR b

/

npubmusnrenno 0,5-0,7 /yac 1 He 3aBHCH OT A03aTa.

JlekapcTBeHH B3aMMOACHCTBHA
KonecesenaM, nexapcTBo, KOETO CBBP3BA XKIBUHHTE KHCETTHHM:
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EnHoBpemenHoTo npunokeHue Ha 40 mg osmecaptaH MenokcoMwn H 3 750 mg xonecesenam
XHOPOXJIOPM/ NPH 31paBy auua e noseno 1o 28% HamanspaHe Ha Crax U 39% Hamanasane Ha AUC Ha
onMecaptaH. [To-cnabu edexrn ca Ounu nabmonasaHu, cboTseTHO 4% U 15% HaMansBaHe Ha Crax H
AUC, ako osnMecapTaH MEAOKCOMMJ € OWn nmpuioxy 4 yaca ApeaM KOJECEBEnaM XHIPOXIIOPMA.
EnvMMHAUMOHHHUAT NOJY)XKBOTHA OJIMECapTaH € HaMmanaawl ¢ okono 50-52% HezaBHucUMO panu € Gun
NpUI0KEH €AHOBPEMEHHO WH 4 Haca Npeau KOACCEBENaM XHAPOXIOpHA (BXK. TOUKa 4.5).

Amnoounun

Abcopbuns ¥ pasnpeneneHue
Cien nepopallHo NPUNOKEHHE Ha TEPaneBTHYHH J03H, aMJIOAMIIKH ce abcopOupa Ao0pe ¢ MAKCHMATHH

nia3MeHu HHBa okono 6-12 vaca cnen npuemMaHe Ha Jo3a. AGCONMKOTHATa OMOHAIMYHOCT € OLeHeHa
mexay 64 n 80%. ObemtT Ha pasnpeaenenue ¢ oxono 21 Vkg. In vitro npoyuBaHHs nokaseaT, Ye OKOJO
97,5 % OT UMPKYAHpALMA AMJIOAMIIHH € CBbP3aH ¢ NNA3MEHUTE NPOTECUHH.

AGcopOunsaTa Ha aMIOAMNHH HE CE MOBMABA OT €AHOBPEMEHHHSA MPHEM C XpaHa.

buorpancdopMalys U eNIUMUHHDAHE

KpafAHHAT NONY>KHBOT Ha €IMMHUHHPAHE € 0KoJIo 35-50 yaca, chboTBeTCTBALl MPH AO3HPAHE €IHH ITBT
OHEBHO. AMNOAKITHH c€ MeTabomn3upa eKCTEH3HBHO OT YepHHA Apod 10 HEaKTHBHH MeTabOUTH, KaTo
10% waxoaHoto sewecTBo U 60% oT MeTaboaMTHTE Ce EKCKPETHPAT B YpHHATa.

Onmecapmarn MeOOKCOMUR U AMAOOUNUH

Crieumansu nNOomyJaLuu

[leanaTpruHa nomyaauus (Ha Bp3pacT noAa 18 roanHu):
l'lpu NncaHaTpHYHA NALIHCHTH JIMNICBAT E])apMaKOKHHCTH‘{HH HadHHM.

[TaLMeHTH B cTap4ecKa Bb3pacT {Ha/Haa 65-roAMIIHA Bb3pact:)

I[Tpu naumeHTH ¢ xuneproHusd, AUC Ha osMecapTaH B paBHOBECHO ChCTOSHME C€ MOBHLIABA C OKOJIO
35% npu nauneHTH B cTapyecka Bu3pacT (65 - 75 roauum) u ¢ 44% npu MHOTO BB3PACTHH NAUMEHTH
(= 75 roguiuHa BB3pacT) B CpaBHEHHE C NO-MJIaAara Bb3pacToBa rpyna (BxkK. Touka 4.2). Tosa moxe aa
ObAe NOHe NOHAKBAE CBBLP3aHO CHC CPEAHO MOHWKAaBaHe Ha OnOpeuHaTta GyHKUMA TIPU Ta3u rpyna
nauueHTH. TIpenopruBaHUAT [030B PEXKHUM 33 MALMEHTH B CTapuyecka Bb3pacT, obaue, € CBLIHAT,
BBLIPEKH Y€ € HeOOXOAUMO MOBHILIEHO BHUMAaHKE, KOraTo ce MoBHILABa J103aTa.

BpemeTo 3a nocTHraHe Ha MaKCHMAaJTHa NIa3MeHa KOHLEHTPALMA Ha aMIIOQHMITHH € CXOJHO C TOBa NpH
NMauUeHTH B CTapyeCKa BB3PacT H NPH NMO-MAAAM JHLA. KNIHPBHCHLT Ha aMJIOAKIIHH MOXKeE J1a C& MOHHKH,
KoeTo BOAH 0 YBenuuasaHe Ha AUC # Ha nony>KHBOTa HA CNIHMHHHUpAHE NP MALMEHTH B CTapuecKa
Bb3pacT. YeenvuapanHeTo Ha AUC W Ha nonyxupara Ha eTMMHHHPAHE NMpPH NaLHEHTH ChC 3acToiHa
CbpAEYHA HEIOCTATHYHOCT Ca OYAKBAHU 3a BB3paCcTOBATA rpyMa B TOBAa npoyuBaHe (BHX Touka 4.4).

bu6peuHo yBpexnaHe:
[Tpn naunenTr ¢ 6v6peyHo yBpexxaane, AUC Ha onMecapTaH B pABHOBECHO ChCTOSHHE CE MOBMLIARA ¢

62%, 82% u 179% CHLOTBETHO MpPH NALUMEHTH C NEKO, YMEPEHO H Texko Ou0peyHo yepexaane B
CPaBHEHHE ChC 3APABHTE KOHTPOIH (BXK. TOUKH 4.2, 4.4).

AmnoavnuH ce MeTaboM3Mpa eKCTEH3HBHO 10 HEaKTHBHM Metabonurd. JleceT npoueHTa oOT
BEILIECTBOTO €€ EKCKpeTHpa HEMpPOMEHEHO ¢ ypHHaTa. [IpoMeHuTe B IU1a3MeHHTE KOHLEHTPALMH Ha
aMJIOZIUTTHH HE Ca CBBP3aHH ChC CTENEHTa Ha OBOpeyHOTO yBpexkaaHe. [1pH Te3u nanueH
MOXE [a C€ NPHJara B HopManHaTa n03a. AMJIOJUITHH He e AHANTH3Hpa.

HepHoapoOHO yBpexaaHe:
Caen eqHOKpaTHO NMEPOpanHO npunoXeHHe, HkBata Ha AUC Ha onmecapraH ¢

CBbOTBETHO TPH MAalLMEHTH C JIEKO H YMEPEHO YBpeAeHa 4epHOApPOOHA (YHK
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yepHOApoOHO yBpexxaaHe e cboTBeTHO 0,26%, 0,34% u 0,41%. Cnea nosrapsAulo ce ao3vMpaHe nMpH
NauMeHTH C YMEpeHO uepHoapoOHO yBpeknaue, cpegHata AUC Ha onMecapTaH OTHOBO €
npubnusurenio 65% no-BUCOKO OT CHOTBETHUTE 3apaBH KOHTpoJH. CpeaHure Crax HUBA Ha
OJIMEcCAapTaH ca CXOQHM NMpH MalMeHTH ¢ YepHOAPOOHO yBpeXaaHe ¥ NpH 3apasH auua. OamecapTad
MEJOKCOMHMII HE € H3CNeABaH MPH MaLUEHTH C TEXKO YepHoapoOHO yBpeKaaHe (BX. Touku 4.2, 4.4).

Haauuun ca MHOro OrpaHU4EHH KIHHHYHH OAHHM OTHOCHO TPWJIOKEHHETO HA AMJIOAMNHH TIpH
NnalHeHTH ¢ YepHOApPoOHO yBpexaaHe. KIMPBHHCHT HA aAMJIOAMNHH € TIOHWKEH M MNONY>KUBOTBT €
YIb/DKEH MPH NALHEHTH C HapyLleHa YyepHoapoOHa yHKUHA, KOeTo BoAu 10 nosuuaeane Ha AUC ¢
npubnusuTeaHo 40% - 60% (Bx. Touku 4.2, 4.4).

5.3 IlpenxnanHYAH JanHH 32 Ge3omacHOCT

Bb3 ocHOBa Ha HEKTHHHMHHKA NpodWa Ha TOKCHYHOCT Ha BCAKA OT ChCTABKKTE HE CE OMAKBA YCHIBAHE
Ha TOKCHYHOCTTA 3a KOMOMHAIIMATA, Thii KATO BCAKO BEWIECTBO HMA PasjIMMHM MPHLIENHU OpraHH, T.€.
OBOpenuTe 3a ONIMECapTaH MEZOKCOMHIT H ChPLETO 332 AMJIOIHITHH,

B 3-MmeceuHO NpoyUyBaHe 3a TOKCHYHOCT Ha NOBTAPALIM C€ I03H Ha NEPOPaTHO NpHiaraHa koMOHHALUA
Ha OJIMecapTaH MENOKCOMMII/aMIOAMIIMH fIPH INMBbXOBe ca HabmozasaHU CICAHUTE HapyLUIEHMA:
MOHWXKAaBaHE Ha NOKAa3aTe/IMTe Ha YSPBEHUTE KPbBHU KJIETKH W npoMeHH B ObOpeuMTe, KaTo U JBETE
Morat aa ObJAT MPHUMHEHH OT BEIICCTBOTO OJMECAPTaH MEOOKCOMHI; H3MEHEHHA B 4epBarta
(aMnarauMs Ha JymeHa M AM(QY3HO YIUTbTHABAHE HA MYKO3aTa Ha Mieyma H XOJIOHA), HaaoBuOpeuHu
KJe3H (XHUNepTpogHA Ha IIIOMEPYAAPHHUTE KOPTHKAIHH KJAETKH W BaKyOJH3alHA Ha (GacUHKYNapHHTE
KOPTHKATHH KJIETKH) M XunepTpodus Ha KAHAIMTE HAa MICHHUTE XJE3H, KOETO MOXe Ja Obae
NPHYKHEHO OT BEILECTBOTO aMJIOAMIIHH. TE€3M NPOMEHH HE Ca YCHUIWIM HHUTO €AHa OT CchoOllleHaTa
npead ToBa M CHUIECTBYBALlla TOKCHMHOCT HA OTAEIHUTE KOMNOHEHTH, HUTO Ca MPUYMHUIM HOBA
TOKCHUHOCT, KATO He ca HabMoAaBaHH TOKCHKOJIONHYHO CHHEPTrHYHH edexry.

Onamecapman mMeo0oKCoMul

[Tpu npoyusaHu 3a XpOHUYHA TOKCHYHOCT NPH IUTBXOBE H Ky4€eTa OJIMECAPTAH MEZOKCOMUI € NoKasal
cxoaHu edextu Ha apyrure AT peuenTopHu aHTaroHucTH u ACE uHxubutopn: nosuimeHa ypes (BUN)
B KPBBT4 M KPECATMHHH; MOHXKABaHe TETNIOTO Ha CHPLETO; MOHWKABAHE MOKA3aTE/IUTE HA YEPBEHUTE
KPBbBHH KJIETKH (E€pHUTPOLIMTH, XeMOroOHH, XEMATOKDMT); XMCTOJOTHYHM JaHHU 334 ObOpedHO
yBpexKIaHe (pereHepaTHBHY Jie3ud Ha ObOpedHMd enMTen, YIUTLTHABaHe Ha OazanHaTa MeMOpaHa,
aunarauma Ha Tybynure). Te3n HexenaHH peaKLHH, MPUUHHEHH OT (GAPMAKONOrHYHOTO AeHCTBUE HA
O/IMecapTaH MEIOKCOMMI, CBHUIO Taka ¢a HaCTBLNHIH B MPEeAKIHHAYHHTE NMpoy4BaHuda 3a Apyru AT)
peuenTtopHH aHTaroHWCTH H ACE uHxuOMTOpM M Morat aa ObJar HaManeHH MOCPeACTBOM
CLNBTCTBALLO NMEPOPANTHO MPHIIOKEHUE Ha Harpues xnopua. U npu npata BHaa ca HabmoaaBaHu
MOBHLUICHA IUIa3MEHA PEHUHOBA AKTHBHOCT W XMIepTpodua/XUnepiazuid Ha IOKCTarJIoMepylapHUTe
KneTKH Ha ObOpeunTe. Te3n npoMeHH, KOUTO ca THNHYEeH edekt Ha knaca Ha ACE wuxuburopure M
ApYrH AT peLeNITOPHH AHTATOHMCTY, U3TICHKA, Y€ HAMAT KIIMHUYHA 3HAYHMOCT.

Kakro npn apyrk AT, peuenTopHH aHTaroHUCTH € GWIO YCTRHOBEHO, 4e OJIMECAPTAH MEIOKCOMHII
NMOBKIIABA Y€CTOTATA HA XPOMO3OMHHTE HAKbCBAHUA B KJIETBYHH KYITYPH in vifro. He ca Habnionasanu
CHLOTBETHH €(EKTH B HAKOJIKO in vivo Npoy4YBaHHs, B KOMTO € MPUAAraH oJIMECApPTaH MEAOKCOMMI B
MHOrO BHCOKH nepopaiHH mosd gocruramy 2 000 mg/kg. LlanocTHuTe naHHM OT pazliMpeHara
nporpamMa 3a H3cleABaHe HA NTeHOTOKCHYHOCT MPERNONarar, 4e € MHOTO Mallko BEPOATHO ONIMECapTaH
Aa MPHUTEXKABA FTeHOTOKCHYHK €()eKTH B YCIIOBHATA HA KIIHHHYHO MPHIOKEHHME.

B IB€ 6-mMeceyHH MpOy4YBaHHUA 33 KAHLIEPOTEHHOCT MPU TPAHCTEHHH MMUILIKH.

B penponykTHBHM NpoyuBaHMs NpH IUTEXOBE, OJIMECAPTAH MEJOKCOMMA HE € N
HAMaZ JaHHM 3a TepaToreHeH edekt. [logobHO Ha ApYruTe aHrMOTEH
MPEXHBAEMOCTTA Ha MOKOICHUETO € OUNO HAMAJIEHO CleJi EKCIIO3HIIMA Ha OIME
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OpeMeHHOCT H 1o BpeMe Ha kbpMeHe. [lonodHo Ha ApyruTe aHTHXUNIEPTEH3HBHH CPEIACTBA, OJIMECAPTaH
MEOKCOMIJI € MIOKAa3alN, 4¢ € MO-TOKCHYEH 3a OpeMEeHHH 3aiiLi4, OTKOJKOTO 32 OpEMEHHM NIIBHXOBE.
Bunpeky TOBa HAMA AaHHH 32 (PETOTOKCHUYEH edeKT.

Amnoounun

PenponykTHBHA TOKCUHHOCT
PenponykTHBHH NpPOYYBaHKA NPH LTHXOBE U MHULLKH ca [TOKazany 3a0aBgHe HA PaXKAAHETO, YBEAUYECHA
MPOABJDKHTETHOCT Ha pAXKAAHETO H MOHWKEHA NPEXHUBASMOCT HA NIOTOMCTBOTO NPH JO3UPOBKA OKONO

50 NbTH NO-BUCOKA OT NMPENOPHUNHTENHATA A03H NPH Xopa Ha Oa3a Ha mg/kg.

YBpexaane Ha GepTHIHTETa

Hama edekT BbpXy depTHAMTETA HA TUTBXOBE, JIEKYBaHH ¢ aMJTOAUNUH (MBbXKKH 32 64 NHU H KEHCKH 3a
14 num npeam undToceaHeTo) npu o34 1o 10 mg/kg/nreBHo (8 MbTH* MakCHMAJIHATA NPENOPBUHTENHA
no3a npu xopa ot 10 mg Ha 6a3ata Ha mg/m?). [Tpu apyro npoy4saHe ¢ ITbXOBE, B KOETO MBIKKHTE Ca
OWiH tekyBaHH ¢ amiioaunyH 6e3unar 3a 30 gHM ¢ 0033, CpaBHUMA € Ta3M NpH xopa Ha Oasata Ha mg/kg,
ca yCTaHOBEHM HaMaJICHH HHUBA B TU1a3MaTa Ha GONIMKYJI-CTUMYJIMpALIHA XOPMOH U TECTOCTEPOH, KAKTO
M HAMansBaHE Ha IUTbTHOCTTA Ha cnepMarta U B Oposd Ha 3peaute cnepMaTUad M CepTonMeBH KIETKH.

KaHueporeHHOCT, MYTAr€HHOCT

[InbXoBe U MHMLLKH, JICKYBaHH ¢ aMJIOANIIHH B JIMETA 3a ABE FOAWHH, NPH KOHLUEHTPALHA H3UKCIeHa fa
OCUIrypd HHBa Ha OHEBHa aoza ot 0,5, 1,25 u 2,5 mg/kg/aHeBHO, He ca mokazanu AOKa3aTe/ICTBa 3a
KaHLepOoreHHocT. Hal-Bucokata o032 (32 MHUWIKM, NMOA0OHa Ha MaKCHMMAalHaTa MpenopbyuHUTesHa
KJIMHWYHA J03a oT 10 mg Ha 6azaTa Ha mg/m?, a 3a IILXOBE [Ba MTH* M0-BUCOKA OT MAKCHMMATHATA
npenoprynTenHa) € 6mwia Gnnska 40 MAKCHMAJIHATA TOHOCHMA J03a 33 MHLIKH, HO HE H 3a TUTBXOBE.

MyTareHHH poy4YBaHHA MOKA3BAT, He HAMA JICKaPCTBEHO-CBbP3aHH €(eKTH KaKTO Ha FeHHO, TaKa W Ha
XPOMO30OMHO HHBO.

* Ha 6azara Ha Terno Ha nauueHT 50 kg

6. ©OAPMAIEBTHYHU JAHHHU

6.1 Chnachk HAZ NOMOIMHATE BelleCTBAa

CohpuesHHa Ha TabneTkara
MukpoOKpHUCTaHa 1e1yNo03a

Hatpuen naypuncyndar

JIMMOHeHa KHcenuHa MOHOXUAPAT
XuIapokcunponuiuenynosa

KpockapMmesnosa HaTpui

Manro3a

MauuTon

XHUIOPOKCHITPONWILIENYNI03a, YACTHYHO 3aMecTeHa
Marhesnes creapar

O6suBka Ha Tabnerkara

20 mg/5 mg dunmMupanu TabaeTku
[Tonu(BuHMAOB aNKOXO0M)
Turano anokcua (E171)
Makporon

Tank

40 mg/S mg ¢punMupaHu TabneTky

[Nonu(BHHIIOB anKOX0M)
Turanos guokcun (E171)
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Makporon

Tank

Kenezen oxcua, xeat (E172)
XKeneszeu okcun, uyepsed (E172)

6.2 HecbBMeCTHMOCTH
Henpunoxumo

6.3 Cpox nmarognocr

baucrepu
3 roIHHH

byrrnku
3 rOAKWHH
Cnen otBapsaHe aa ce usnomnssa a0 100 aHu.

6.4 Choennajnnm yc10BHS Ha ChbXpaHeHHe

biucTepu chbe CyHIMTEN
To3u nekapcTBEH NPOAYKT HE H3UCKBA CTICLIHAIHH YCJIOBHA HA ChbXPaHECHUE.

Baucrepu 6e3 cywuren
Ha ce ¢cvxpanasa noa 30°C.

byvrunkm
To3u nekapcTBEH NPOAYKT HE H3WCKBA CIIELIMANIHH YCIIOBHA HAa ChXpaHEeHHMe.

6.S Bnaa A cpAbLPKARAE HA ONAKOBKATA

OnakoekH ¢ 6aucTepH ¢ atyMUHHEBO donuo ot 14, 28, 56 u 98 dunmupanu Tabnetkn Ha OnMeaunuH
20 mg/5 mg, 40 mg/5 mg punmupanu Tabnerku.

OnaxoBkH ¢ 6nuCTEPH ¢ ATYMHHKEBO (HOIHO (JIAMUHHAPAHH ChC cyiunTen) or 14, 28, 56 1 98
¢unMupanu tabnerky Ha Onmenunux 20 mg/5 mg, 40 mg/5 mg dbuamMupanu Tabnetku.

Onakosku ¢ HDPE 6yTnnku (MHIyKUMOHHO 3anieuaTaHy ¢ anyMHHUEBO GONTHO M KOHTEHED Che
cywmTen) ot 28, 56 ¥ 98 punmupanu tabnerku Ha OnMeannuH 20 mg/S mg, 40 mg/5 mg punamupanu

TabneTKu.

OnakoBku ¢ HDPE 6yrunku (¢ Biouen cywmrten) ot 28, 56 u 98 punmupann tabaeTku Ha
Onmeaunnux 20 mg/S mg, 40 mg/5 mg punmupann Tabnerku.

He Bcnuku BHAOBE ONakoBky MoraT Aa 6bAaT MyCHATH B Npoaaxoa.
6.6 Chnenua/lHu NpeANA3IHA MEPKH NPH H3IXBLJIAHE

Hen3non3paHUAT NeKapCTBEH NPOAYKT WIH OTNAABbYHUTE MaTEpHalIH OT Hero TpA6Ba Aa ce W3XBbPIAT
B ChOTBETCTBUE C MECTHUTE U3HCKBAHUA.

7. IIPUTEXATEJI HA PAZPEIIIEHHETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park
Mulhuddart, Dublin 15
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DUBLIN, Upnauaus

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPEEA

Onmeaunun 20 mg/S mg — Per. Ne 20180224
Onmenunun 40 mg/5 mg — Per. Ne 20180225

9. JATA HA ITBPBO PA3SPEINABAHE/TIOAHOBABAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3spewasaHe: 10 aprycr 2018 r.
JlaTta Ha nocnegHo noaHoBsBaHe: 22 Mapt 2024 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2025
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