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1. HME HA JIEKAPCTBEHHSA MPOAYKT HosF0d
%E.';M Pez. Ne et
KO-MPBEK 300 mg/12,5 mg Tabnerkn ;,P " g C / ;7 47 },/L7 / - :_1:;& g
CO-IRBEC 300 mg/12,5 mg tablets T g 3-02- 012
YgoEpenue N el vamenens .

2. KAYECTBEH H XONHYECTBEH CBCTAB

Bceaka Tabnerka cpxbpxa 300 mg upbecaptan (Irbesartan) B 12,5 mg XHAPOXIOPOTHAZHA
(Hydrochlorothiazide).

TIoMOIIHK BEINECTBA ¢ M3BECTHO NeHCTBHE: NAKTO3a MOROXHAPAT H RP.
3a TRJIHKEA CIHMCHK HA MIOMOIIHKTE BEINECTBA BIDKTE TOYka 6.1.

3. JIEKAPCTBEHA ®OPMA

Dunmiipana TableTka.

Tabnerkete ca Geny, NpOABLATOBATH, ABOHHOH3THKHANH, MIAMIIOBAHH ¢ HAMHC L0017 unu TH12
OT €AHATA CTPaHa,

4. KJIVHUAYHH JAHHHA

41 TepaneBTHYHH MOKAAHHSA

Jleqenue Ha €CCHUMANHA XHIIEPTOHMA.
Tasn QpuKcHpaHa 03082 KOMOHHALINS € TIOKa3aAa MPH Bb3PACTHH NALMEHTH, YHETO KPEBHO HATATaHe

HE € aJeKBATHO KOHTPONMPAHO OT CAMOCTOATENHOTO TNpPHNOXKEHWEe Ha upbecapraH HWIH
XHAPOXNOPOTAAHA (BK. Touka 5.1).

42 Jlo3upoBKa H HAMHH HA NPHIOKEHHe

MpGecapTan/XHAPOXNOPOTHAIHA MOXKE A CE IPUEMa BEIHXK THEBHO, ChC WK Oe3 XpaHa. Moxe ma
C€ Ipenopbya THTPHPAHE Ha I034Ta C OTACNHUTE ChCTaBKH (T.¢ pbecapTaH 1 XMAPOXIOPOTHA3AL).

Korate e KIMHHYHO MOAXOAAINO, NpH AWPEKTHOTO NpPEMHHABAHE OT MOHOTEpanHui KbM
dUKCHpaHWTe KOMOHHALIMH MOXE A3 Ce HMa TIpeABH CIeAHOTO:

, Hpbecapran/xnapoxnoporHasun 150 mg/12,5 mg moxke 1a ce Mpwiara npy

NALHMEHTH, YHETO KPBBHO HAJraHE He € allEKBATHO KOHTPOIKPAHO NPH CAMOCTOATENHOTO MPHIIOKECHHE
Ha XHAPOXNOpoTHA3HA Wik upGecapraH 150 mg;

. UpGecapran/xuapoxnoporHasus 300mg/12,5mg moxe ga ce MpHAara MpHMNAUHCHTH, TIpU
KOHTO He e ITOCTHIrHAT AOCTATRUEH KOHTPOI IpH CaMOCTOATCITHOTO TNIPHICKEHHS Ha Hp6fscapraﬂ
300 mg win Upbecapran/xuapoxioporrasua 150 mg/12,5 mg.

He ce npemops4sa eAHOKPATEH AHEBEH IPHEM Ha AO3H, Mo-BHCOKH oTF 300 mg upbecaprad
1 25 mg xunpoxioporuasug. Koraro e Heo0xomiMo, HpGecapTan/XnaAPOXIOPOTHa3HA MOKE Jla 6pae
IpHUIAraH 3a¢AK0 ¢ APYT aHTHXHIEPTeH3UBEH TeKAPCTBEH MPOAYKT (BX. ToUKa 4.5).

Bbrbpeuno yBpeRIaHe: nopagy ChIBPKAHHETO Ha XUAPOXJIOPOTHASHI,
HpbecapTat/XuApOXIOPOTHAZH He ce TIperophyBa IPH MAMMEHTH ¢ Texka Gppedna auc
(KpeaTHHHHOB KIHpBHC <30ml/min). TIpu Ta3u rpyna 3a npeanoduTane ca GpUMKOB
THasumHUTe mHypeTHud. He e HeofxomMMo ajanTHpaHe Ha 1o3aTa NpH MalHe
Gr6peuna GyHKIHA, YHHTO KPeaTHHUHOB KIMpBHC € > 30 ml/min (8. Toukn 4.3 1 4
1




YepHOgpoGHO yBpexaHe: HpOeCapTaH/XHAPOXAOPOTHA3H, HE € NOKa3aH NPH MALHCHTH ¢ TEXKO
qepHOApofHO yBpexkaane. HeoGXxoauMo e MOBAMERO BHUMAHHE MPH MPHIOKEHUETO HA THASHAM
IpY NallMeHTH ¢ YBpeAeHa depHompoGHa ¢yHkums. He e Heofxomuma mpoMsHa Ha A03aTa Npu
TNAIMEHTH ¢ JEKO A0 YMEpEHo YepHROApPOOHO yBpexkaane (K. TouKa 4.3).

[ManweHTH B cTapuecka BB3pacT: He ¢¢ Hamara [poMiHa Ha [03aTa Ha
HpGecapTan/XHAPOXIOPOTHASH, [IPH NALIHEHTHTE B CTAPYESCKa Bb3PacT.

[le MaTpu9HH NaUMeHTH: HPOeCcapTAH/XHIPOXIOPOTHA3MA He Ce PEopbHBa 3a ynorpeda NpH fena
H FOHOILM IOPAZH JTHIICA HA JTAHHH 33 Ge30MmacHoCT M eUKACHOCT.

43 [poTHBONOKAIAHEA

*  CBPBXUYBCTBHTETHOCT KbM AKTHBHHTE CHCT2BKH WIM KbM HAKOE OT NOMOMIHHMTE
pelllecTBa M3GPOEHH B TouKa 6.1, MK KbM APYrH NPOW3BONHH Ha CyNGOHAMHIUTE
(XHAPOXNOPOTHAZHI € TIPOH3BOMHO Ha CyN(OHAMATHTE);

* BTOpH W TPEeTH TpiMecTpH Ha GpeMennocTTa (8. TOUKH 4.4 1 4.6);

+  Texxo 6p0peyHo yppexaaHe (KpeaTHHKHOB KIMPBHC < 30 ml/min);

*  PedpaxrepHa XHIIOKATHEMIA, XHIICPKATIIHEMHAA,

+ Texxo gepHonapobHO yBpexkmaHe, OWHapHa IHPO3a A XOJlecTasa.

44 Croenuaasu npeaynpexIcHHS H NPeANa3HH MEPKH NPH ynoTpe6a

XHIOTOHNS - MALHEHTH ¢ HAMAJIEH BETPechaoB ofeM: HpbecapTaH/XHAPOXIOPOTHAM] PALKO
BO/H /10 CHMITOMATHIHA XUIIOTOHMA [IPH XHIIEPTEH3MBHHE NalHeHTH 663 APYTH PHCKOBH QaKTOpH
3a XMNOTOAWA. CHMIITOMATHYHA XHITOTOHHA MOXKE [a C€ 0YaKBa MPH NaUHEHTH C HEAOCTATHYCH
ofeM H/HAA HEAOCTHI HA HaTpHH P Pe3y/TaT Ha HHTEH3HBHA AMYPSTHYHA Tepammnd, AHETa C
OTPAHHYEH TPHEM HA HATPHH WIM NOBpBIaHe. Te3u cherodHus TpAGBa Na OBAaT KOPHTHPAHH
npeay 3amoyBaHe Ha neveHHeTo ¢ Hpbecapran/XuWapoxnopoTHaski.

Crenosa Ha GrGpevnara aprepus - PeHopackynapHa XUIEPTOHWA: CBIIECTBYBA MOBHIICH PHCK OT
TeXKa XUIoToHHA B Gr0peuna HeNOCTATEYHOCT, B CITy4all de nanyeHT! ¢ AByCTPaHHA CTCHO3a Ha
6BOpedHaTa APTEPUA MIH CTEHO3a HA APTEPHATA HA eOMHCTBEHMA QyHKIMOHHMpam 6BOpex Obaar
NEKYBAHK C WHXMOWTOPH Ha AHrMOTEH3HH-KOHBEPTHPAIIWA CH3HM WIH aHrHoTeHsuH-1I
pellenTOpHH ~ AHTATOHMCTH. BBOpekm d4e ToBa He €  AOKYMEHTHpPaHO  IIpH
Hpbecapran/Xunpoxnoporuasin, nogodeH epexT TpAdBa Ia ce 0YaKsa.

brbpevHo yppexaase u GrOpeuHa TpaHCIUTAHTALA:

B ciy4aii, ge upbecapran/xuApoXNnopoTHa3H Ce NpHiara npl MalHeHTH ¢ yBpeneHa 6n6peuna
(dyHKIEA, ce Mpenmophusa MEPHORHMHO TPOCHENBAHE HA  CEPyMHMTS HHBA HA KpCaTHHHMHAa H
MMKOYHATA KHCemMHA. HAMA ONMT ¢ MNpPHIOKEHHETO Ha HpOecapTan/XuapOXIOPOTHAsHI IpH
MalEeHTH CBC CKOPOINHA GL0peuna TpaHCINARTALHA. UpOecapTal/XHAPOXIOPOTHA3HN HE TpAORa Aa
ce MPHJIAra TIpH TIALMERTH C TEXKO 656peuno yBpexkIaHe (KpeaTHHIHOB KIHPBHC < 30 ml/min) (Bk.
touka 4.3). Cpbp3aHa ¢ THa3WAHWTE JUMYPETHIH a30TEMHA MOXe Ia Ce NOfBH IpH MAUHCHTH C
yepenena OnOpedna ¢ynxkiua. He e neofixonuma npoMAHa Ha 103aTa IPH MaUyeHTH © 6n0peyno
YBpEXAAHE, YHITO KPEaTHHHHOB KIHPBHC e > 30 m/min. Brnpeku TOBa, NMPY NAMEHTATE C JIEKO 10
yMepeHo GuOpeuHO yBpexaHe (KDeaTHHHHMOB KIHpbHHC > 30 mimin, Ho < 60 ml/min), Tas{
¢uKcApana 1030Ba KoMOuHaLMA TPAOBa fa ¢e MpHiara ¢ MOBHIICHO BHUMAHHE,

YepHoapoGHO yBpexsaaHe: THasuauTe Tpabea fna ce Mpunarar ¢ BHAMAHME NpH NAl@EHTHTS C
yBpezeHa YepHOIpOOHAa (YHKIMS MA¥ TPOrpecHBHO uepHoapoGHO 3afonssaHe, THH KaTO MANKy
TIPOMeHH BBB BOAHO-ENICKTPONMTHAA GaNaHC MO3KE J1a YCKODAT NOABATA Ha YepHOApoGHa koMa. Hima
KIMHHYEH OTMT ¢ HpOecapTad/XHIpOXIOPOTHA IPH TTALMEHTH ¢ YePHOIPOGHO YBpEKIAHE.

AOpTHa cTeH03a M CTEHO3A HA MUTPAIHATA Kiana, OOCTPYKIHBHA XUNEPTPOQHIHA K
KaKTO H l'lpH OCTAaHATINTE Ba3OAHIATaTOPH, HeoOX0IBMO € TOBHUIEHO BHUMaHHE
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CTpaZaIy OT A0PTHA CTEHO3a HITH CTeHO03a HAa MATPANHATa Kiala HIH o0CTPYKTHBHA XUNeprpoduiHa
KapIHOMHOMATHS.

IIbpBHYIEH ANNQCTEPOHHYEM: NAMEHTHTE ¢ IPBAYEH AJ0CTEPOHHIEM OOHKHOBEHO HE OTTOBApAT
HA AHTHXHIEPTEH3MBHY CPELCTBA, NCHCTRAIY Ypes HHXUOHpPAHE Ha CHCTEMATA PCHHEH-GHTHOTCH3HH.
ET0 3a1110 He ce npenopbusa ynorpebara Ha MipGecapran/Xuapox/iopoTHasH,

MeTa(onuTHY ¥ eHAOKPAKHN edeKkTr: NeTeHHeTo ¢ THA3HMIY MOXKe I3 HapYIIH ITIOKO3HIA TOJICpanc.
Tlpn nammentuTe ¢ auaber Moxke oa e HeobxoauMa NpoMdAHa Ha J03aTa HE HHCYJNHHA WM
NEPOPATHITE XHIOTTHKEMHUIHH CPEACTBa. JIATeHTHHAT 3axapeH AuabeT Moxe Na CTaHe MaHH{ecTeH
N0 BpeMe Ha JISYSHHUETO ¢ THA3HLH,

TToBHIIeHHe HA XONECTEPONA H HUBATA HA TPHTMMIEPHANTE MOke Aa (blie CBBP3aHO C THa3UOHaTa
AUypeTHdHA Tepanusd, BHOPEKH de TpH fosata or 12,5 mg, ceAbpXaua ce B
HipGecapTan/ X uupox/iopoTHassy, € ChoGIIABAR MEHAMATIEH edekT WITH JIHTICA Ha TaKss. [1pA HAKOH
MAUYeHTH, TpHeMally THA3KOHW, € BB3MOKHO YCKODABAHE HA NOABATA HAa XHNEPYPHKEMH:A HIH

nofarpa.

Hapyinenne B GajaHca Ha ¢NEKTPONWTHTE: KAKTO [PH BCHUKH NMAlHMEHTH Ha NHYPETHYHO JeUCHHE €
HeoOXOIHMO TIEPHONMMHO NPOCAEAABAHE HA CEPYMHHTE €JIEKTPONMTH IPE3 ONPEACIIEH HHTEPBATL OT
Bpeme. THA3HARTe, BKMOUKTENHO XHAPOXIOPOTHA3H], MOKE 52 JOBEMAT JI0 HapylueHue Ha Gananca
Ha  eNeKTpomuTATE (XHNOKATHEMUA, XHIOHATpHeMHA M  XHNOXJOpeMHUTHA aKano3a).
TTpenynpeanTe HA NMPH3HALH Ha BOJHHS WIH eNeKTPONMTeH AUCOaNanc ¢a CyxoTa 8 YCTara, Xakna,
cnaBoct, NeTaprus, CHHIMBOCT, Ge3MOKOMCTBO, MyCKynHa GONKa H KpaMIH, MyCKymHa crnabocT,
XHIIOTOHMA, ONUIYPHA, TaXMKApOKd 1 HAPYIIEHHA OT CTPAaHA HA CTOMAIIHO-UPEBHMA TPAKT, HAMp.
raaeHe u NOBpbIane. Bsnpeky 9e npu ynoTpefara Ha THa3HAHY JHYPETHIH € BB3MOMHO Pa3SBHTHETO
Ha XHIOOKATHEMEA, ¢JHOBPEMEHHOTO NledcHue ¢ upbecaprad Moke Ja HAMATH BHAYNMPAHATA OT
IDHYPETHKA XHIMOKAAeMHA. PACKET OT XHIIOKATHEMHS € NO-TOMIM NPH MAHEHTHTE € yepHOApoGHa
Mpo3a, TIpH NALMEHTHTe ¢ GOpCHpaHa AHype3a, MPH NalMeHTHTe ¢ HealeKBaTeH MEPOpaJICH NIpHEM
HA eNeKTPONETH W NPA NAIHEHTHTe HA TOATEKAMO NeueHHe ¢ KOpTHKocTeponan wmu AKTX.
OfpatHo Ha TOBa, MOPagH CHABDKAHMETO Ha uplecaprad B MpGecapTan/XHAPOXIOPOTHA3HI €
Bb3MOKHA NOABATA HA XHIEpKATHeMus, 0CoGeHo npH HamMyHero Ha ObOpedno yBpexaaHe H/WH
ChpAEYHA HENOCTATHYHOCT H 3axapeH AHaber. [IpH maumeHTHTe ¢ MOBHLIEH PMCK C¢ Npenophiba
CHOTBETHO NPOC/IEAABAHE Ha Kanuif, Kamuii-CoXpanABaIIy AUy peTHIH, Kamnesu noGaBky WK Kanmi-
ChOBPKAILY 3aMECTUTENH HA CONTa Tpaﬁna Ja ¢e npuarar BHEMAaTeaso I1o BpeMce Ha JIEYCHHETO C
upGecapTal/XuapoxaopoTHasKA (BX. ToUKa 4.5).

HsMa ganHi, ye upbecaprad 6K MOTBI Ja HAMANY WK NPeNOTRPATH MHIYLHPpaHaTa OT JHyDETHKA
XHNOHATpHeMHA, HeAoCTHreT Ha XNopuAH OOMKHOBEHO €JIeK H He H3HCKBA JICUCHHE.

THasHAHTE MOXKe Ja TOHIKAT eKCKPElMATa Ha KAIAY 4Ypes ypHHata H [a JOBeJAT Aa 1oAsara Ha
€IHOBPEMEHHO M JIeKO [IOBUIIEH)E HA CePYMHMA Kaluhi npH OTCBECTBHETO HA U3BECTHH HApYCHNA
Ha KanlMeBAs MeTabonu3sM. 3HAUNTENHATA XHIEPKATIHEMUA Moxe A3 ObAe NpH3HAK Ha CKPHT
xunepnapatnpeonnusbM. IIpHemsT Ha THA3HOH TpadBa Ja (e MpeycTanoBEH Mpean
NpoBeXKNAHEeTO Ha U3CNensaHHA Ba PYHKINATA Ha MapAUIHTOBHAHNKTE JKIIE3H.

THasuauTe ca moxas3aly NoBUILICHNE HA EKCKpeIMATA Ha MarHe3Hs ¢ YpHHaTa, KOETO MOXe 1A JOBLIC
A0 XHIIOMArHE3HCMHA.

Jluraii; KOMGHHMPAHETO HA IATHH W HPOecapTAH/XHAPOXNOPOTHAH/ HE CE Mpernopbasa (BX. TOUKA
4.5).

ANTY-TOMUAT TECT: XMAPOXJIOPOTHASHABT, ChABPKAIL c& B TO3H JEKaPCTBEH NPOAYKT, MOXE Aa
AoBene KO TOJIOKHTENEH AHATTMTHYEH Pe3y ITaT IPH aHTH-IOIMHT TeCT.




ChpeTHa HENOCTATHYHOCT HWIH nomiexamo On0peunc 3afondBaHe, BKIIOYHTENHO CTEHO32 Ha
6u0peunara aprepud), NEYEHHETO ¢ MHXHUOMTOPH Ha AHTHOTCH3IMH-KOHBEPTUpAINHA CHIUM HIH
BHTHOTeH3WH-Il peLEeNTOpPHM AHTArOHWCTH, MOBNHABAINM Ta3K CHCTEMa, €a CBRpP3aHU C OCTpa
XMINOTOHHS, A30TEMMA, OJMTYpHA WIM Pigko ocTpa OnbpedHa HeAOCTAaTHYHOCT. KakTo mpu
OCTAHAMHTE aHTHXHIIEPTEH3HBHH CPEJICTRA, NPEKOMEPHOTO NIOHHAKEHHE Ha KPHBHOTO HAJIATAHE TIPH
MALMEHTHTE C HCXeMHTHA KRpAMONATHA WM HCXEMHYHO ChPAETHO-CB0BO 3ab0NaBane Moxe 11a Gpae
pe3yaraT oT uHpapkT Ha MHOKapaa WIH HHCYIT.

Peakipii Ha CBPBHXYYBCTBHTEIHOCT KBM XHAPOXJIOPOTHA3HI MOYKE J2 HACTBIAT MPH NAlAEHTH CBC
win Ge3 aHaMHe3a 32 aNeprys Wi GPOHXHANTHA acTMa, HO €2 [10-XAPAKTEPHH MTPH NAIHECHTHTE C TAKABA
aHaMHe3a.

Exzanep6anys WM aKTHBHPaHe Ha CHCTEMEH JYIYC epHTEMaTo3yC € ChOOLIEHO [pH ymoTpebara Ha
THASHIHH Iy PETHLH.

CrobIIeHH ca CIy4Yad HA PeaKUdH Ha POTOUyCTBHTENHOCT NIpH yMoTpe(a Ha THasHAHH IHYpETHUH
(B%. Touka 4.8). AKO MO BpeMe HA JICYCHHETO Ce NpPOABM peakuyuia HA (OTOTYCTBHTEIHOCT,
NpEnophYBa CE IEYSHHETO Aa Ce IpeKpaTi. AKO ce cduTa 3a Heo0XonuMO NOBTOPHO IpMIAraHe Ha
JHYPETHKA, MPENOPLIBA CE HATOXEHHTE Ha CITbHIe IIH Ha H3kycTeeHa UVA cBeTyiAHa oBHacTH Ja
ce 3AMIMTAT.

BpeMeHHOCT: NeyeHue ¢ anruoTexsny-11 peuerrropiy anTaroncTd (AIIRAs) He TpAGBa Aa Ce 3am04ea
mo BpeMe Ha Gpemennoct. ITalMeHTKHTE, KOMTO IUIAHHPAT GPEMEHHOCT, TpA0Ba ja MPEMUHAT HA
alTTepHATHBHO AHTHXHIEPTEH3HBHO JUeHNe C YCTaHOBEH Npod I Ha 6e30NacHOCT NpH ymoTpeda Tmo
BpeMe Ha GPEeMEHHOCT, OCBeH ako nponbkmTenHo nedeHHe ¢ AIIRAs e xpalHO HaNOXUTENHO.
Korato ce ycrasosH SpemeHHocr, edeHrero ¢ AIIRAs Tpafea He3abaBHO 3 o MIPEKPATH H, aKO ¢
HOAXOJIAID, Aa CE 3aN0o9He ANTePHATHBHO Ieuenne (BX. ToukH 4.3 1 4.6).

JlakTo3a: To3H NeKapCTBEH NPOLYKT CHIBPA TaKT03a. [TanyeHTHTe ¢ peIKA HaCNEACTBEHH MPObIeMH
HA TAaNaKTO3HA HEMOHOCHMOCT, Lapp-jlakTasHa HEZOCTATBYHOCT HIHM IMIOKO30-TalaKTo3HA
manabeopbums, He TpAOBa 1a npueMaT TO3H JIEKapCTBEH IIPOAYKT.

4.5 BanmonelicTBHE ¢ APYTH JeKAPCTECHH IPOAYKTH H APYrH POPMH HA BIaHMOIeHCTBHE

TH AHTHXHTIEPTEH3UBHA CpencTBa: AHTHXHIIEPTEH3MBHHUA etexT Ha
EpecapTan/XHAPOXIOPOTHA3HA Moxke Na Oble MOBHHICH NpH €XHOBPEMEHHA ymotpeba Ha Opyri
AHTHXMIIEPTEH3MBHH cpencTsa. MpGecapTaH H XHIpoXIopoTHaski (B fosu no 300 mg HpbecapTan/25
mg XHAPOXJIOPOTHA3KA) ca MpilaraHy Ge3omacHo 3aeAHO ¢ APYTH aHTHXHIICPTCH3HBHY CPEACTBa,
BKIOYHMTENHO GJIOKepH Ha KanlmeBHTe KaHamy H Gera-anpeseprudan Omokepu. [IpenurecTealoro
nevYeHHe ¢ BHCOKA 7033 JAHYPETHIM MOXe Aa NoBeae A0 MOoABaTa HAa XHNOBONEMHA H PHCK OT
XUIIOTOHHY, MY 3AN0YBAHE HA JEUCHHETO ¢ UpbecapTaH ¢re WM Ge3 THA3sUIHH AHYPETHLEH, OCBEH B
CIfyMaHTe, KOTATO 00EMBT Ha TEHHOCTHTE HE € ITEPBO KOPHrHpaH (BikK. Touka 4.4).

JIuuii: NOKNAABAHO € 06pPATHMO NMOBHINABAHE HA CEPYMHHTe KOHLEHTPALMH HA NIMTHH ¥ JUTHEBA
TOKCHYHOCT TPH E€OHOBPEMEHHOTO NPWIOKEHHe Ha NWTHIE H MHXMOWTODH HA aHTMOTEH3WH-
KOHBepTUpauTHA er3uM, [TonoGau edexTy npy upGecapTaH ca NOKIATBAHN MHOTO PAAKO. OCBEH TOBA
THA3WMTE TOHKKABAT 6hO6peunuaT KAMPEHC Ha JIMTHI, Taka 4e PHCKA OT IMTHEBA TOKCHYHOCT MOXC
Ja Gbie MOBHMINEH NpW MpPGECAPTAR/XANPOXIOPOTHASHA, ETO 330 KOMOGHHHpAHETO HA JHTHA U
Hp6ecapTan/XBEApOXIIOPOTHA3H, He Ce MpenoppiBa (BK. Touka 4.4). Ako TasH KOMOHHALHA €
JI0KA3aHO HEOGXOMHMA, TO Ce MPenophuBa BHHMATEAHO NPOCIeNBAHE Ha CEPYMHUTE HHBA Ha JTHTHH.

JlexapcTBeHH IIPONYKTH, MOBNHABAIH KaJHMH: NOHIXABALTMAT ChOBPRKAHHETO Ha kanuii edext Ha
XHIPOXJIOPOTHA3RA CE HAMAIIABA OT KAIMI-ChXpaHsBamms edexT Ha npbecaprad. OcBer TOBa, TO3H
e)eKT Ha XMAPOXIOPOTHAIM/ BEPXY CEPYMHHAT KAH} MOXKe 13 CE 04aKkBa jfa Gbae MOTEHLHMpaH oT
IpYTH JeKapcTBEHH NpPONYKTH, CBBP3AHH ChC 3arybara Ha KaiHit ¥ XHNOKamieMEs (Hanp. Apyrd
KUTMAYPETHYHA AMYPETHIH, NAKCATHBH, aM(OTepHIMH, kapOeHOKCONOH, NEHHIHIHH G Harpuii).
OGparHo Ha TOBa, Bb3 OCHOBA Ha ONMTA C yNoTpebarta Ha NpYTH JNCKAPCTBA, TOBIANBAT]
AHTHOTEH3MHOBATA CHCTEMA, eJHOBPEMEHHOTO NPHJIOKEeHHE ¢ KAJHH-ChXpS
KaIHEeBH N06aBKH, 3AMECTHTEH Ha CONTA, ChIbPXAllY KalTHH HITH APYTH Jg
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TIOBHIIAT CEPYMHWTE HHBA Ha KaMud (Hanp. XemapuH HATPHIf), MOxe Ja JOBEAE O MOBHIIABAHE HA
HHMBATa Ha CepyMHHA kanuwif, ITpemopbupa ce CLOTBETHO MPOCHEAABAHE HA CEPYMHHA K IpH
MALUHSHTHTE C HOBHUICH PHCK (BX, TOUKa 4.4).

JlexapcTBEHH NMPONYKTH, MOBJIMABAINA C& OT HAPYMEHHETO HA CepYMHMA KANWH: Nperophyea ce
NEPHOAHYHO OpOCIEAsBAHE . H&  CCPYMHHA K npH MPANIOKEHHETO Ha
upOecapTan/XHAPOXIOPOTHAIRA ¢ JEKAPCTBEHH TIPONYKTH, MOBIHABAHIH €€ OT HAPYMIEHHWETO HA
CepyMHHA Kaaui (Hanp. ChpAeTHH TIHKO3MAM, aHTHADHTMHITH).

HecTeponIHE IPOTHBOBE3IANATENHA CPE/ICTBA; TIPH eAHOBpeMEHHATA ynoTpeba Ha aHruoTeH3HH-11
AHTAOHUCTH H HECTEpOHOHM NPOTHBOBL3NANMTENHH cpeacTea (karo cenextusHn COX-2
HHXHGHTOpH, ALICTHICATHIINIOBA KHcenHHa (> 3 g/nHeBHO) M HECENCKTHBHH HITBC) Moxe na
HACTBIM HAMANABAaHE Ha AHTHXHNepTensHBHHs edekr. Ilono6Ho ma ACE wHxuGHTOpHTE,
eOHOBDEMEHHOTO  NPHIOKGHHE  HAa  QHTHOTEH3WH-II  AHTarOHMCTH M HCCTCPOMIHM
MPOTHBORB3NMAMTENIHH CPEACTBa MOXe Ja AOBeZe N0 MOBHINABAHE HA PHCKA OT BJIOMABaHS HA
Ob0peunaTta QYHKOHA, BKMOMHTENHO A0 BB3MOXKHOCTTA 32 [OABA Ha OCTpa GBOpeuna
HeJOCTATEIHOCT, MOBHUIEHHE HA CepyMHMA Kamil, O0COOEHO IpH NAOMCHTH ¢ MPEAmecTBallo
HapymenHe Ha GuGpeunara ¢yHkuHi. KomOurnpanero Tpabsa Aa cTasa C [IOBHIIEHO BHHMaHHE,
0COGEHO IpPH NAUMEHTHTe B CTapuecka Bh3pacT. [laumentute TpaGpa aa ObaaT CHOTBETHO
XHIpATHPAHH, KaTo ¢ HeOGXONMMO NpocieliaBaHe Ha ObOpednara ¢YHKIMA Clel 3alOuBaHE Ha
KOMOHHMPAHOTO JeUeHHe H MEPHOIHTHO CJIE] TOBA.

JorennrTemaa _wndopManys  OTHOCHO B3awMonedicTeusTa Ha wpOecapran: TNIpH KiMHWWHA
npoyysaHHd ¢lapMaKoKHWHETHKaTa Ha HpOecapTan He € IOBJHAHA OF XHIPOXJIOPOTHA3HA,
Upbecapran ce MeraGonmsupa ocHOBHO ¢ momointa Ha CYP2C9 M B mo-majka CTemeH Hpes
rimokopornpane. He ca HaGmomapany 3HAayHMH (apMaKkOKMHETHIHH H tapMakonKHAMUYHH
B3aUMONEHCTBHA TIPH eIHOBPEMEHHOTO NpHIOKeHMe Ha mpbecapraH ¢ BapdapuH, kolito ce
MeTaGonusupa ¢ momomTa Ha CYP2CY. Edexrure Ha memyktopute Ha CYP2C9, mampumep
pH(AMIHIMH, BLPXY GapMAKOKHHETHKaTA HA HpGecapraH He ca NpoydeHH. PapMaKOKHHETHKATA Ha
JHTOKCHH HE Ce NPOMEHA MPH eXHOBPEMEHHO NMPHIIOKEHHE ¢ HpbecapraH.

EOHHIHIH‘GJIH& HHQOQMQQE!_] QTHOCHO B3aMMOJSHCTBUATA Ha XHAPOXIOPOTHASHA: NPH CBBMECTHOTO
HM IIPHIOKEHHE IIPSACTABEHHTE MOQ-A0IY JMEKapCTBEHH IPOOYKTH MOXKe fia B3auMOIeicTBaT ¢
THAIHAHHTE AUYPETHIH.

Aaxoxoen: MOXKe 1a HACTBITH MOTEHIMPAHE HA OPTOCTATHYHATA XHIIOTOHRHA,

Anmuouabemnu nexapcmeenu npodykmu (MepoOPAnnu CpedCmEa H UHCYUHA): MOXE I3 €
HeOGXO/IHMO KOPHTHpaHe Ha 703aTa Ha AHTHAMAGETHNA IEKapCTBeH NPORYKT (BX. ToUKa 4.4);

Xonecrmupamun u xonecrmunonosu cmonu: abcopOumsra Ha XuAPOXIOPOTHASHI € HapylleHa B
TIPHCHCTBHETO HA AHHOHHY OGMEHHH CMOIH; MpdecapTan/XuapoxaopoTHa3iL TpAGBa aa ce Tpuema
TIOHe eIHH 9ac Npedy HITH YeTHPH Yaca cles IpHeMa Ha TAKHBa IeKapcTha.

Kopmuxocmepoudu, AKTX: HegocTHra Ha €NeKTPOIHTH, 0COGEHO XHIIOKATHEMHA, MOXE 1 opoe
NIOBHILCH,

Copoeunu 2nuKo3udu: Tpequ3BHKAHAT2 OT THA3MAMTE XHIMOKAJIHEMHA HJIM XHIOMarHE3HCMHA
fnaronpHATCTBA MIOABATA KA HHAYUHMPAaHATa OT JMTHTAINCA ChPAEYHa aPHTMHS (BX. TOUKA 4.4y,

Hecmepoudnu  nponmueoswananumenty  cpedcmee:  TPUNOKEHHETO HA  HECTESPOWAHM

MPOTHBOFEIMAIMIEIHA CpeJcTBa MOXKE Ja HaMany JHypeTHYHHA, HaTpHAYpeTHYHHA M
AHTHXHTIEPTEH3MEEH edeKT Ha THASHIHATE JUYPSTHIM IPH HAKOH HAlHCHTH,
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Hedenonapusupaiyu penaxcanmi Ha cxenemuama Myckyranypa (sanp. myboxypapun): ebextst
Ha HEOEMONAPH3HPAINH PETAKCAHTH Ha CKEJICTHATA MYCKYNaTypa MOXKE Ja 6'5,116 NOTCHUHPAaH OTF
XHIPOXJIOPOTHASHI;

Jexapcmesenu npodyxmie 3a nedenue na nodazpa: Moxe Aa € HeobxoaUMa MPoMAHA HA 103aTa HA
AHTHIIONATPO3HHTE JIEKAPCTBEHH TPOAYKTH, Thif KATO XHAPOXIOPOTHA3H/ MOXKe 1A TIOBUIIH HHBATA
Ha CepyMHATa [IMKOIHA KKcenyHa, Moxe a € HeoGX0oMuMO NOBHINABAHE I03aTa Ha POGSHALI Wl
cynuanHpasoH. ENHOBPEMEHHOTO NPUIIOKEHHE C THA3HAHM Ty PETHIM MOXKE 213 IOBHILH J€CTOTaTa
HA XATIEPTEH3ABHNTE PEAKI¥H MPH aJIOIYPHHOI,

Kanyueeu conu: THa3WAHKWTE AUYPETULH MOKE Ja NOBAINAT HHBATA HA CEpyMHHA KanuuH MopaxH
TIOHWKEHa eKcKperA. Ako TpaGBa Za GbIaT NMpPHIOKCHH KalHEBH A00aBKH WM JCKAPCTBCHH
TPOAYKTH, ChXPaHsBAIH KaMusA (HAIp. JeUeHHe ¢ BUTaMUH D), To e HeoOX0ZHMO NpocneaBate
HHBATA HA CEpyMHHA KallMHA H ChOTBETHA [IPOMAHA HA J103aTa Ha KasiLmii,

Hpyeu ezqumodeiicmens: XunepriukeMuHRAT edekr Ha OeTa-6noKepHTe H JHA30KCHI MOXKE Ia
GBe yBenMYeH OT THA3HAHTE. AHTHXOIMHEPIHYHHTE CPencTBa (HAlp. aTponKH, CumepHIeH) MOXKe
I3 MOBHINAT GHOHAMMYHOCTTA HAa THA3MIOHKTE AHYPETHIHM Upe3 OHWKEHHE Ha CTOMAlUHO-YPEBHHA
MOTHINTET H CKOPOCTTAa Ha H3Tpa3zBaHe Ha croMaxa. THAasHAWTE [OBMILAT PHCKA OT HEXCIAHHTE
edeKTH, TpHYHHEHY OT amaHtanuH. THasHawre Moke fa noHWKAT OpOpeyAaTa EKCKpeLHA Ha
LHTOTOKCHIHUTE NEKAPCTBEHH NPOAYKTH (Hamp. UHKIOGOochaMHII, METOTpEKCaT) M 1a MOTeHIHpaT
TEXHHTE MHETIOCYNPECHBHHE CEKTH.

4. 6 PeprainaTet, OpeMEHHOCT B KbpMeHe

bpemeHnocT:

Vnorpe6ara Ha AITRAS HE ce MpenopbyYBa N0 BpeMe Ha TBPBHS TPHMECTED Ha OPeMEHHOCTTa (BiK.
ouka 4.4). Yiorpebara Ha AIIRAS ¢ poTHBONIOKA3aHA 110 BPEME Ha BTOPHA K TPETHA TPHMECTHP Ha
GpeMeHHOCTTa (BK. TOYKH 4.3 1 4.4).

EmmazeMHONOTAYARTE J3HHH OTHOCHO DPHCKA OT TEPATOTEHHOCT CJe SKCMO3HIMA HA ACE
HHXUGHTOPH IO BpeME HA ITHPBHS TPHMECTBD Ha GpeMeHHOCTTA He ca yGeawrenHH. Bce mak nexo
YBEJIIMYeHHe Ha PHCKa He Moxe 1a ObJe H3Kmo4eHo. JIOKaTo HAMa KOHTPOJIHPaHH E€THICMHOIOTHTHH
JaHHH OTHOCHO DHCKA OT YNoTpe6a Ha aHrHoTeHsHH-II peuerrropau autaroucTH (AlIRAs). mogo6Hu
PHCKOBE MOTAT /ia CHIISCTBYBAT W NPH TO3H KJAac JeKapcTBa. AKO NPOABIDKHTENHOTO JIEHEHHE C
AIIRAS He e kpaliHo HANOKHTENHO, MAIIMEHTKHTE, KOHTO [LTaHUpaT GpeMeHHOCT, TPAGBA ia NpeMHHAT
H& ITEPHATHBHO AHTHXHTIEPTEH3HBHO NedeHHe ¢ YCTAROBeH mpodun Ha Ge30nacHOCT NpH yrnorpeba
no speme Ha Gpemennoct. Korato ce ycranosn 6peMeHHOCT, nedenneto ¢ AIIRAs TpaGBa He3aGaBHO
[ ce MPeKpaTy |, K0 € NOAXOAAILD, A3 Ce 3a0UHe aNTepHaTHBHO JICUEHHE.

HapectHo e, ue excriosuimsara Ha AlIRAS no BpeMe Ha BTOpHA M TPeTHA TPHMECTHP HHIYLIMpPA
(ETOTOKCHIHOCT mNpH xopa (mamaneHa GbOpeuna (yHKUWSA, ONMIOXMApAMUHOH, 3abaBeHa
ocHQMKAMA Ha Yepena) H HEOHATANHA TOKCHYHOCT {OBOpevHa HENOCTATHYHOCT, XHIOTOHMA,
XMIIEpPKaTHEMHAA ) (BK. TOUKA 5.3).

B cmyuatt ue AITRAS ca mpHIaraHi Npe3 BTOPHA TPHMECTHP Ha OpeMEHHOCTTa, NPETophiBa Ce
exorpadicko nacneasaHe Ha OnOpeunara GyHKIMA U Yepena.

Hosoponenure, anuTo Maliki ca npueMand AIIRAs, Tpabea cTporo Aa ce HafmoAaBaT 33 XHIIOTOHA
(®K. ToukH 4.3 0 4.4).

TuasuauTe NpeMAHABAT IUTALEHTapHATa Gapiepa K NPHCHCTBAT B KPHETA HA ITBITHATA B
Jla IPHIMHAT NOHIKeHHe Ha nepdys3HsTa Ha NMNALEHTaTa, HAPYIIEHHe HA el
BEPOATHO APYTH peakuyd, HaGmionapaHu npw BbipactHUTe. ChoOLISHR ca CITys




TpoMGOLIHTONEHHA WM (heTanHa WM HEOHATAIHA XBITCHHLA IIPH JICYCHHE HA MalKaTa C THA3HIAHM.
Tl xato npbSecapTaH/XHAPOXIIOPOTHASHA CHABPKA XHAPOXIOPOTHA3H], TOH He ce [PEeNophYBa 10
BpEMe Ha THPBHs TPHMECTED Ha GpemernocTTa. [IpH [aHupaHe Ha GPeMEHHOCT MAHMEHTKITe TpA6Ba
Iia IpeMAHAT Ha DOJXOAAIIC ANTEPHATHBHO NEUeHNE.

Knpmene:

Arzuomenzun Il peyenmopru anmazonucmu (AIIRAs):

Toit KaTo He € HATHYHA MH(OPMALKA OTHOCHO ynorpebara Ha HpGecapTan/XHOPOXJIOPOTHA3HL 10
BpeMe Ha KhpPMeHe, HpOecapTaB/XHAPOWIOPOTHA3HX HE Ce NpenophdBa, a ce [peanovHTaT
aNTepHaTHBHY Tepatmm ¢ no-go0pe ycTaHOBeH npodin Ha O€30MacHOCT MO BpeMe Ha KbpMEHE,
oco0eHo Npy KbpPMEHe Ha HOBOPOJEHO Wil NPEXIEBPEMEHHO POIEHO IeTe.

He e u3BecTHO Janu upbecapral HIH HErOBUTE METAGONMTH C& EKCKpEeTHpAT B kbpMaTa. HammaHure
dapMaKoMHAMHYHE/ TOKCHKO/IOrHHY JAHHH MPH ILUTEXOBE, OKA3HAT eKCKpeld Ha upGecapTaH HiH
HeroByTe MeTA0O0NIHTH B MIIKOTO (33 MOAPOGHOCTH BXK. TOUKa 5.3).

Xuopoxaopomuasud:

XHAPOXJIOPOTHA3K Ce eKCKPETHpa B MAIKK KONHYCCTBa B KbpMaTa. THasHOHTe BbB BUCOKH IO3H,
BOZEIMIM N0 HHTEH3HBHA THYpPe3a, MOTaT Ja NOTHCHAT MMPOH3BOJICTBOTO Ha KbpMa, H3nonspaHero Ha
HpGecapTan/XHAPOXIOPOTHA3ZHA 110 BpeMe Ha KbPMEHE HE ¢€ NPEenopbaBa. AKO TOH ce H3MO0I3Ba I10
BpEME Ha KbPMEHE, JO3HTE TPAOBa A3 ¢€ NONABPKAT BB3MOKHO HAM-HHCKH.

Deprunurer:

HpGecapran HAMa edekT BbpXy (epTHIUTETa HA TPETHPAHM IUTBXOBE H TAXHOTO MOTOMCTBO 10
JO30BH HHBA, IPHYHASBATIH THPBHTE CHMITTOMY Ha TOKCHIHOCT IPH POARTENHTE (BXK. TO4YKa 5.3).

4.7 EdexTH pBpxy cnocofHocTTa 32 modupase k pabora ¢ MAIIHEH

He ca IpoBEXIAHM MPOYYBAHHAA 110 CTHOWIEHHE HA e)EKTHTE BBPXY CIIOCOOHOCTTA 3a Wodupane H
pafota ¢ mMamuHH. Bb3 ocHOBa Ha (apMakOAHHAMMYHHTE CH CBONCTBA, He Ce (YaKBa
HpGecapTan/XHIPOXIOPOTHA3HA A TIORNMSAE Te3H crocobuocTH. B ciydali Ha modupane Wiy pafota
¢ MammHHK TpA0Ba Aa ce MMa MpeaBuA BE3MOKHOCTTA 33 MOABA Ha 3aMAgHOCT HITH OTIAIHAJIOCT 10
BpeMe Ha Jle4eHHETO Ha XHIIEPTOHMA.

4.8 HexenaHu JeKAPCTBEHH PEeaKIHH

Hpbeca .4 XAOPOTHAZMI KOMOHH :

Or 898 nalMeHTH ¢ XHIIEPTOHHS], KOWTO & IPHEMATH Pa3IHYHH J03H HphecapTaH/ XuApOXIOPTHASH]L
{or 37,5 mg/6,25 mg mo 300 mg/25 mg) B maue6o-koHTpoNMpaHn npoyweaHus, 29,5% or
NaUMeHTHTe ca H3MHTANH HEKETAHH JIEKapCTBeHN peakmun. Haif-uecTo cho0INABAHHTE HEKETAHH
JNEKApCTBERU PeaKkuMy ca Sumw samasmoct (5,6%), ymopa (4,9%), razene/nospemate (1,8%) u
HapymeHo ypurupaHe {1,4%). OcseH ToBa, noBHIIIABAHE Ha YPeHHUA a30T B KPBBTA (BUN) (2,3%),
kpearnnkunasata (1,7%) u kpearmnuna (1,1%) cpmo ca HabmooaBaHH 4ecTo IO Bpeme Ha
NpOy4BaHHATA.

Tabmana I noxaspa HeXENAHHTE PEakLMH, HAGMIOJABAHHA OT CIIOHTAHHE CHOOIIEHHA H 10 BpEME Ha
Iane6o-KOHTPONAPAHH NPOYYBAHIA.

YecTOTaTa Ha NMPEACTABEHHTE TO-NONy HEXENAHMTE PEaKiMH € ONpedeNeHa KakTo crejBa: MHOTO
gectu (> 1/10); wectn (> 1/100 a0 < 1/10); wewects (> 1/1 000 ao < 1/100); penen (> 1/10 000 go <
1/1 000); MHoro penxy (< 1/10 000). ITpu BcAKo rpyMHpaKe B 3aBHCHMOCT OT Y€CTOTATa HEXENaHuTe
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Tabmma 1: Hekenanw peaxuus npu rane6o KOHTponHpaHH MPpOYYBaHHS H CIIOHTAHHH

cpobmenna*
Hacredeanud: Yectn: MOBHINaBaHe Ha ypeHHHA a30T B KPbBTa
(BUN), KpeaTHHHHA ¥
KpeaTHHKHHA3ATA
Heuectn: MOHIDKEHHE Ha CePYMHMS Kanuii H
HaTpHi
Cupoeunu napyuenus: Heuecru: CHHKOII, XHIIOTOHHH, TaXMKapid, OTOK
Hapywenun na nepsnama Heoru: CeeToBBpTERK
cucmema: Heuects: OpTocTaTHYEH CBETOREPTEXK
C raasofomie
HEH3BECTHA
YecToTa:
Hapywenus na yxomo u C LIyM B YIIHTE
Aabupunma. HEeU3BecTHa
9ecTora:
Pecnupamopn, spvdnu u C KalNHIa
Meduacmuraniy HeH3BECTHA
HapVlerus: gecToTa:
Cmomauno-ypeenu YecrH: rajieHe/moBpbIIate
Hapyuienus: Hewectu: ouapys
C JIHCTISNICHA, HAPYINEHAS Ha BKyca
HEU3BECTHA
4eCcToTa:
Hapywuenus na Yeern: HeoGHIaiHo ypHHHpaHe
bvOpeyume u NUKOYHUMe C yBpeZieHa GEOpeyuHa QyHKIHS,
nemuYya: HEH3BECTHA BKJIFOYHTENHO OTAEIHY CIy9IaH Ha
YEeCToTa: 6p0peuHa HEXOCTATRUHOCT OPH
HAUMEHTH ¢ pHcK (BX. Touka 4.4)
Hapywenus na Hewecu: OTOK Ha KpaHHHUMTE
MYCKWIHO-CKenemuama C aTpairug, MUAITHA
cucmema, HEHMIBCCTHA
CLEQUHUMENHAMA TBKAH YeCTOTA:
U KGCmume:
Hapyuienus na C XMIepKaTHEMHIA
Memabonuima ¥ HEW3BECTHA
XpaHenemo: 4ecToTa:
Cwoosu Hapywenus: Heuectn: 3a4YepBABaHE
Obugu HapyuteHuR u Yectn: ymMopa
eexmu Ha MACMOMO HA
NDUWROHCERUE.,
Hapyuwenua na C Cliydan Ha peakiyH Ha
UMYHHAMA CUCTREMA HEHU3BEeCTHA CBPBXTYBCTBHTCAHOCT, HAaNpUMeEp
YeCTOTA: adruoefemM, 0OpHB, YPTHKAPHA
Xenamo-bunuapHu C XEMaTuT, HapylneHa JepaoApobHa
HapYwerua: HEH3BECTHA dyHKEsA
4EeCTOTA:
Hapywenua na C cexcyansa NHC)YHKIHA, TPOMEHH B
Buwsnpouwtecoumennama HEeH3BECTHA JHOHAOTO
CucmeMa u zepoama. YeCTOTA!

* YecToTaTa HA HEKENAHWTE PeaKLHH, OnpeleNieHa Ipe3 CIOHTAHHHTE Chobmenu, € .

»C HEH3BECTHA 9eCTOTa"




Jomsnnurenna nHbopMALA 33 OTASNHHTE CHCTABKH: B JOITBAHEHHE KbM H30POSHHTE [10-T0Pe
HeXeNnaHy peaklHe 33 KoMOHHMpaHHA TPOAYKT, APYTH HEXENaHH PeakLiK, Bede JOKIaBanH IpH
€[HA OT OTNENIHUTE CHCTABKH, MOKe J1a ObAaT OTCHIHAIHN HewelJaHH peaKiid | IpH
upbecapras/xunpoxioperaasug, TabaHuim 2 U 3 mo-20Ty NPeACTARAT HEXEIAHHTE PeaKkini,
cpoGLIeHH NPH OTIEHHTE CHCTABKH HAa HpOecapTan/XHApOXIopOTHASHI.

TaGanua 2: Hexxenany peaxum, cho0MEHH NPK CAMOCTOATE/HOTO IPHIaraHe Ha
Hpbecapran
Obwu napywenus u ecpexmu na  Hegectn:
MACMONMO HA NPUNONCEHYE!

rpsaHa fonka

Tabnuna 3: HexenaHnu peakiuy (He3aBUCHMO OT BPB3KATA € I€KAPCTBEHHA
0, cHOOLIEHH APH CaMOCTOATENHOTO NPHIAraHe Ha XJI0DOTHAS
Hscnedsanun: C HemzBecTHA

HapylueHHe Ha eNCKTPONUTHES OanaHe

YeCTOoTA: (BKIHOYMTEIHO XHITOKATHEMHA 1
XHOOHATPUEMHA, BX. TOUKa 4.4),
XHUTIEPYPHKEMHA, [TIOKO3YPHA,
XHIIEPTTHKEMHS, [IOBHIICHAE Ha
XOJIECTEPONa H TPHIIHLIE PHIHTE
Cepleynu Hapyuienua: C Hen3pecTHa CHPACYHH aPHTMHH
YeCToTa:
Hapyuwenua na xpvema u C HeHn3BecTHa AIUIACTHYHA aHEeM#A, DOATHCKAHE Ha KOCTHHA
numgbnama cucmema: yecToTa: MO3BK, HeyTPOTICHHA/ar paHy JIOLHTO34,

XeMOJIHTHYHA aHEMIA, NEBKOIICHHA,
TPoMOOLWTONEHIS

Hapywenun na nepenama

C peu3pectTHa

BEPTHCO, TAPECTE3H, 3aMasHOCT,

Cucmema. qeCTOTA: GeamokoicTBO

Hapywenus na osume: C neusBecTHA NPEXOTHO 3AMBITIEHO BHKAAHE,
YyecToTa: KCAHTOICHS

Pecnupamopnu, zpodnu u C Heu3BecTHA pecMpaTopeH JHCTPEC (BKIFOHTEHO

MedUaCmuKarHu TeCcTOTR: MHEeBMOHAUT H Genoapobex oTok)

HADVIHEHUS.

CmomauHo-ypesHu C Heu3BecTHA MaHKPeaTHT, AHOPEKCHA, IUapHs, 3aNeK,

HApYULEeHUA: YeCTOTa: CTOMAIIHO ApasHeHe, CHaN0afeHHT.

3ary6a Ha aneTHT
Hapywienua na C Heu3BecTHA uHTEpCTHIHANCH HedpuT, GBOpedna

Gubpeyume u nUKoOuHUME 94ecToTa: AUCHYHKIMA

nemuwya:

Hapyuwenur na xoxcama C uensBecTHa AHadHIaKTHIHY PeaKlHH,

u qecToTa: emifepManHa HEKpOIH3a,

ROOKONCHAMA IMBKAH! HeKpOTH3Hpalll aHTHHT (BaCKYJIHT,
KOKeH BaCcKyJIMT), KOXKHH JIYITYC
epHTEeMaTo3YC, POTOTYBCTBHTETHH
peakiyH, o0puB, YPTHKApHS

Hapyuenua na Mycxynno- CHemspecTHa  caaboct, MyCKYJIEH CriasbM

CKeemuama cucmema, qecToTa.

CHeOUNUMENTHAMA IOKAH U

Kocmume.

Cvdosu napyuenua: CHem3BecTHa  IOCTYpaJIHa XHIIOTOHHA

4ecTOTa:

Obwyu napyuienus u C HEM3BECTHA ~ TpecKa

eexmu Ha MACMOMO HA yecToTa:

APUROIICERUE.




Xenam-oGunuapyu C HeM3BeCTHA  KBITeHHIa (HHTpaXemaraaHa

HapYUeHuR. YeCTOTA: XOJIGCTATHYHA XHITEHALA)
Hewxuunu napyteernun: C HenspecTHa JenpecHs, HapyIIeHUA Ha CHHA
4eCTOoTa:

J030-3aBHCHMITE HEXKENAHH peakliH Ha XHApoXIopoTHasyy (0cobeHO HAPYINEHHATa HA
eNeKTpoNMTHAA GanaHc) Moke Aa OBJIAT yBENHUEHH NPH THTPHPAHETO HA XHAPOXNOPOTHAZM.

Chrobmapane Ha MONO3NPAHA HEXKETAHH peakiHA

Cro0ILaBaHeTo Ha OAO3HPAHH HEXEIAHH PEaKL|H Clle]l Pa3pellaBaHe 3a ynorpeta Ha leKapCTBeH s
HPOAYKT © BaxcHO. ToRa Mo3BoNARa Na MPOOBINHA HAGMONEHHETO Ha CHOTHOMECHHETO MON3a/pPHCK 34
neKapcrsenys mpoaykT. OT MeIMUWHCKHTE CHELHANHCTH ¢¢ H3MCKBA fAa ChOOMABAT BCAka
T0JI03MPaNa HEXKENaHa peakuHs Upe3 HAHOHAIHATA CHCTeMa 3a ChOOIaBaHe:

H3mbIHATENHA areHIys 110 JIeKapcTBara
yit. Jaman I'pyes” Mo 8

1303 Codus

ten.: +359 2 8903417

yeGealiT: www.bda.bg

4.9 IIpenosupane

Hsma cneuupuyHa HHGOpMAauWs 10 OTHOIIEHHE HA JIEI€HHWETO MpH TNpenosHpaHe C
Hp6ecapraw/Xunpoxnopotnasun, IMamueHTsT Tpabpa aa Gbme BHHMATENHO MPOCIEIABAH, KATO
JledeHHeTo TpAGBa Na 6BbAe CHMITOMATHYHO M MOAAEpXkamo. JledeHneTo 3aBHCH OT BPEMETO OT
TIPHEMAHETO M TexecTTa Ha cuMmnToMuTe. [Ipenopruea ce Npeau3BHKBAHETO HA NMOBPHUIAHC WHIH
CTOMAINHA IIPOMHBKA. AKTHBHHST BBIIEH MOXe Ja ObOe MOJNe3eH IIpH JIEIEHHE Ha NPEI03HPAHETO.
CepyMHHTe eNEKTPOIHTH H KpeaTHHHHAa TpaGBa Ja Obaar decTo mpocneissanH. [Ipm rossa Ha
XMIOTOHHS MANHEHTHT TpAOBa na ObAE MOCTaBEH B JIETHATO NOJONKCHHE H €€ NPCATpHEME OBp30
o6eMHO H eJIEKTPONIMTHO 3aMECTBaHE.

Haii-yecTuTe MposBH Ha NMpeo3upaHe ¢ upbecapran ce ovakpa na OBIAT XUIOTOHHA M TAXUKapAHUi,
BB3MOKHA € U NoABaTa Ha GpaguKapIns.

Ipepo3upaHeTe ¢ XHAPOXIOPOTHASUI € CEBP3aHO ¢ HeNOCTHI HA ENEKTPOIMTH (xunoxanueMus,
XHNOXIOPEMASA, XATIOHATPHEMAA) H JEXKADATALSA B pe3ysaTar Ha ITpeKOMepHaTa IHypesa. Haii-
YecTHTE IIPH3HALM ¥ CHMITTOMH H& TPENO3MpaHe ca rafeHe ¥ COMHONEHTHOCT. XUTOKATHEMHATA
MOXE O3 LOBENE OO0 MYCKYJIHH CHasMM WIUIH H3iBeHa CbpheYHA apHTMMi, CBEp3aHa C
efHOBpeMeHHaTa yrnoTpefa Ha CBPACYHH TNIMKO3HIH WM HAKOHW AHTHADHTMUYIHM /eKapCTBCHH
TPOIYKTH.

HpbecapTan He ce OTaelA upe3 xemonuanusa. CTemeHTa Ha OTACIIAHE HA XHIPOXJIOPOTHA3HI ¢
MOMOIIITA Ha XeMOAMAIH3a He € YCTAHOBEHA.

5. DPAPMAKOJIOTHYHHA CBOMCTBA
5.1 @apmMakoAMHAMAYHA CBOlicTBA

(apmaxoTepaneBTHYHA rPyna: aHruoTeH3nE-11 aHTaroHuCTH, KOMOHHAINA
ATC koa: CO9DA04.

VpGecapTan/XHapoXIopoTuasyyi € KOMOWHAIMS OT aHTHOTeH3HH-I[ pellenTopeH aHTAarOHUCT,

upbecapTaH, W THa3HOEH AWYPETHK, XMApoXiopoTHasui. KomGHHalpATa OT ABaTa KOMIIOHEHTA
-




Vipfecapral e MOIEH, IEPOpAeH, CENEKTHREH aHrHoTeHsHR-11 petentopen (Tun AT1) @HTaroHuCT.
Ouaksa ce G10KHpaHe Ha USIOCTHOTO AelicTBHe Ha anrnoTensuA-11 MemmipannTe ot AT1 peuerrropm,
HE3aBHCHMO OT M3TOUHHKA WIH IbTA Ha CHHTE3 HAa aHTHOTeHIHH-1I. CeleKTHBHHAT aHTArOHH3bM
cnpsmMo anruoTeH3HH-11 (AT1) penenropyTe BOIH A0 MOBHIIABAHE HA MIA3MCHHTS HHBA HA PEHHH H
anTHOTeH3HH-I1 ¥ MOHMKaBale HA IIa3MeHATa KOHLEHTpamyA Ha annocrepod. CepyMHHATE HHBA HA
KM He Ce NPOMEHAT 3HAYHTENHO [PH CAMOCTOSTENHOTO IIpHNOKEHWE Ha HpbecapraH H
NPenopbYaHUTE NO3KM NPH NaleHTH (€3 ChUIECTBYBAI PHCK OT M0SBA Ha HapyLIeH CICKTPOIHTEH
Gananc (Bx. Toukn 4.4 u 4.5). Upbecaprad He unxadnpa ACE (xunasa-I) - eH3uM, KOHTO renepupa
aHrHoTeHsuA-Il U CHIIO pasrpaxaa GpaiuKuMuEa [O HeakTUBHM MeraGonwru. HpGecaprau me
H3UCKBA MeTabONMUTHO aKTHBHpPaHe 33 OCHIIECTBABAHE Ha eeKTa MY.

XUIpOXIOpOTHA3HA € THA3MAeH AMYPETHK. MexaHW3MBT HA AHTHXHITEPTEH3MBHHA e{exT Ha
THA3HAHHTE DHYPETHIHA HE € HAIThIHO U3BecTeH. THa3uauTe BIAHAAT BhpXy GnGpeunure TyOynHu
MeXaHH3MH Ha peafcopOLna Ha eNeKTPOJNHTHTE, KaTO JHPEKTHO YBEAHYABAT CKCKPETHPAHCTO HA
HATPHH W XJIOPHZH B MPUONH3HTENHO EKBUBAIEHTHHM KOMMYecTBa. JIHypeTHdIHOTO ACHCTBHE Ha
XHIIPOXJIOPOTHA3HA HaMalfBa TnasMeHHMA o0eM, IOBHMIIABA AKTHBHOCTTA HA PEHHH B ILIa3Mara,
3ACHIBA CEKPELIMATA HA ATIOCTEPOH € MOCNSABAIIO YBETHUEHO OTAeNAHE HA Kamuit H GMxapGoHaTH B
YPHHATA H HAMAJIABA CEPYMHATa KOHLIEHTpaLMA Ha Kamnit, BepoaTHo upe3 GIokHpaHe HA CHCTEMaTa
PEHHH-aHTHOTEH3HH-AIOCTEPOH SAHOBPEMEHHOTO TIpHarane Ha HpbecapTaH ¥Ma TERACHIA KbM
IpefloTBpaTABAHE Ha 3ary0ata Ha KauHii, cBbp3aHa ¢ JeHCTBHETO HA Te3H AWYPETHLH. C
XUAPOXJIOPOTHASH/] HAYANOTO HA JHype3aTa HACTHIBA clied 2 Jaca H MaKCHMATHHAT eeKT
OGHKHOBEHO ¢e IOCTHTA Cliex 4 yaca, a JelCTBHETO MpoAsnKaBa IPHOAH3HTENHO 6-12 Yaca.
KoMOuHammaTa OT XHAPOXJOPOTHA3WA H HpOecapTaH NpeJH3IBUKBA NO303aBHCHMO, AIHTHBHO
IOHIDKEHHE A KRBBHOTO HAJArane IpH NMpHEM Ha TepancBTHYHHTe Ho3H. JloGapawrero Ha 12,5 mg
XHApOXJiopoTHa3HA kbM 300 mg wpbecaprad BenHbBX JHEBHO MpPH NAIMEHTH, KOHTO HE Ca Ce
TNOBJMSIIH  TOCTETHYHO A06pe OT CAMOCTOATENHOTO npunoxeHne Ha 300 mg upbecapras,
IPeA3BHKEA MO-HATATHIIHO MOHIDKEHHE HA IMACTOJIHOTO HANAraHE B CPABHEHHe ¢ Tmaue6o, Koero
cnaga ¢ 6,1 mm Hg (24 gaca cnen npuema). Kom6unauusra or 300 mg npbecaprad u 12,5 mg
XHIPOXNOPOTHAINA NPeIU3BHKBEA 00Ima pasnnKa ¢ maneto Ha CHCTOHOTO H JHACTONHOTO HAJIATAHE
oo 13,6/11,5 mm Hg.

Orpanr4eny KIHHEUIHHA AaHHH (7 0T 22 NaHeHTH) N0Ka3BaT, 9e NALHEHTH, TIPH KOHTO HE € IOCTHTHAT
JeTaHUAT KOHTpON npH kKomOMHaumusra 300 mg/12,5 mg, 6HXa MOIMHM ma ce NOBIMAAT OT
roMOuuaimaTa 300 mg/25 mg. Ipu Te3y namuentyd e HalmMonapaHo 3HAYHTENHO NOHKKABAHE Ha
KPBBHOTO HANSI'AHE - KAKTO Ha CHCTONHOTO KpeBHO HansraHe (SBP), Taka n Ha AMACTOHOTO KPBBHO
namsrare (DBP) (csoteerno 13,3 u 8,3 mm Hg).

TIpuemMsT Ha 150 mg upGecapran 1 12,5 mg XMApPOXIOpOTHA3|A TIPEIW3BHAKEA CHCTOHO/ AHACTOIHO
MOHHXEHHE HA KPBBHOTO HAAraNe, B CpaBHEHNe ¢ ianeo (5o 24 9aca cien npueMa), ¢ 12,9/6,9 mm
Hg npu naupeHTy ¢ Nieka 0 yMepeHa CTereH Ha XUnepToHua. MakcAMaaHUAT edekT ce AOCTHIa Cel
3-6 gaca. ITpn amBymaTopHO Ipocie/sBaHe HA KPBBHOTO HajATaHe komGuHammara oT 150 mg
upbecapran 1 12,5 mg XuapoxopoTHasy] MPHETA BEIHDXK JHEBHO, NOUThPHKA IOCTOA HHH CTOHHOCTH
Ha KPBBHOTO HAJATaHE Ipe3 24-uacoPHA NEPHO] CBHC CPeOHO MOHMKEHHE OT 15,8/10,0 mm Hg
pasnika ¢ manebo.

AMOYJIaTOpPHOTO MPOCTEAdBaHe € OTYeNO, Y€ ChOTHOMIEHHETO MEXKTY Hal-Mankua H Haf-roneMHsi
ebexr or mpuema Ha wupOecapraw/xunpoxnoporuaznn 150 mg/12,5 mg e 100%. Crmoro
CHOTHOIIEHHE, W3MEPEHO IIPH NIOCEMEHHE B JIEKapcku kaGuHeT ¢ anapar ¢ mMaHmera, ¢ 68% u 76%
npu ynorpefa choreeTHo Ha HpGecapran/xmmpoxnoporasux 150 mg/12,5 mg
upGecapran/xuapoxoporuasua 300 mg/12,5 mg. Ipu 24-yacoBo HabmojeHHe BEPXY edekra Ha
mpenapaTa He € G0 OTYETEHO TBBPAE FOAAMO NOHWXKEHHe HA MaKCHMANHHMA edekr W e Gmio
TOAKBPXAN0 (e30NacHo H eeKTHBHO TOHIMKEHHE HA KPBBHOTO HaNATaHe IpH eIHOKPATEH NHEBEH
MpHEM.

Tpu namueHTH, KOMTO HE C€ TIOBIHABAT AoOpe caMo oT 25 mg XHAPOXJIIOPOTHA3HN, palsli]
upfecapTa MPENU3BHKBA JOMBAHHMTE/IHO CPEIHO NOHMKEHHE Ha CHCTONHYHOTO/,
Hanarase or 11,1/7,2 mm Hg pasmvka ¢ aue6o.
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XuNoTeH3HBHUAT ¢(eKT Ha KOMOMHAUMATA Ha KplecapTaH ¢ XWAPOXJIOPOTHA3KI, C¢ NMPOABABA OLIE
clienl NpHeM Ha ITPBATa 1034 M € ¢ NPOABIDKATENHOCT 1-2 CeAMHUL, KaTO MAKCHMANHHAT My edekt
HACTHNBa cep 6-8 cemvuun. [Tpy NPOSBLIDKMTENHA KIMHHYHY HPOYUBAHHS € OWJI0 YCTAHOBEHO, 4
edekTET Ha HPOecapTan/XBAPOXIOPOTHA3NS C¢ NMOANLPXKa Haz | roauna. Brnpexn e we ca Gunn
MPOBEXAAHH LENCHACOYEHM KIHMHWYHH TIpOYYBaHHS ¢ HpGecapTaH/XuApOXIopoTHasHl 1o
OTHOLUEHHE Ha pebayH/ XHIIEPTOHKA, TAKBE edekT He e 611 HaGMoaBaH IIpH IpHeMa Ha upbecapTan
M XHAPOXTOPOTHA3NA.

He ca mposefeHH KITMHMUHA MpOYYBaHHS, LENAU ONpegeisHe Ha edekra Ha KOMOHHAIATA
upbecapTad H  XHAZPOXIOPOTHA3HI II0 OTHONCHAE Ha 3a00MieMOCT H  CMBPTHOCT.
EnHaeMHONOTHYHNHTE M3CNEOBAHMA Ca MOKa3amw, 4e HPONBDKHTENHOTO JieYeHHE C
XHAPOXJIOPOTHA3H] HAMAJIABA PHCKA OT PA3BHTHE Ha CHPASYHO-CHACBH 3a00MABAHMA U CMBPT.

EdexrsT Ha upbecapran/xuapoxIopoTHAsHA He ce OIpeAens oT BB3PacTTa i noma. IlogobHo Ha
Cy4ad ¢ ADYI'N NCKAPCTBCHA IPOAYKTH, KOWTO NIOBINABAT CHCTEMATA PCHMH-AHTAOTEH3HH, TAMEHTH
OT YEPHATA PACA C XHIEPTOHHA HMaT IHATHTENHO No-c1a6 OTroBop NpH MOHOTepanuA ¢ HpbecapTaH.
Tpu mpinarase Ha HpSecapTad 3aeAHO ¢ HHCKA 1033 XHApoxnopoTHasai (Hamp. 12,5 mg JHEBHO)
AHTHXHUIEPTEH3NBHUAT OTTOBOP Ha MALMEHTHTE OT YepHaTa paca ce mpubmpkasa 40 OTTOBOPA Ha
GesmTe MAHEHTH.,

EdukacHocrra 1 GesonacHoctTa Ha MpOecapraw/XunpoxaopoTHasul KaTo HAYaHA Tepanii npH
Texka XHneproHus (gepunmpana mpu SeDBP >110 mmHg) ca oueHeHH B MHOTOLEHTPOBO,
PaHZOMW3UPAHO, NBORHO-CJAINO, AKTHBHO KOHTPONHpAaHO, 8-ceOMHUHO m3cnexBane. O6mo 697
TAIMEHTH ¢a GWIH PaHAOMH3HDAHW B ChoTHomenHe 2:1 Ha upGecapran/Xuapoxyoporsasui 150
mg/12,5 mg u upGecaprad 150 mg ¥ CHCTEMATWIHO THTpPHpaHn (Npeny Aa GbAe OLEHEH OTTOBOPLT
KBbM MO-HHCKATA 103a) clefl eRHA ceaMHUIA KbM upGecapran/xuppoxiopraasun 300 mg/25 mg wim
xbM HpGecaprad 300 mg, cLOTBETHO.

58% OT mauMeHTUTe B M3CAeOBaneTo ca WM oT MexKKH non. CpefHaTa BE3pacT Ha TALMEHTHTE ©
Guna 52,5 ronunn, 13% ca Gt Ha BB3pact > 65 ronuHn ¥ epa 2% ca 6WIH Ha BE3pacT > 75 FOAHHH.
Oeananecer npouenTa (12%) ot nausenTure ca Oum nuaberuim, 34% ca GHIH C XHITepITHITHACMHA,
a Hali-9eCTOTO CHLPNEHUHO-CHAOBO CHCTOAHME € GHna craGunea aHTMHA MEKTopHc Ipu 3,5% oT
YUACTHHLMTE,

QCHOBHATA IISN HA TOBa W3CAeABaHe ¢ OMIa Ja ¢ CHIOCTABH CHOTHOINCHMETO Ha TANMSHTHTE, TIPH
xouro SeDBP e Guno xonrpoimpano (SeDBP <90mmHg) mpes 5-ta ceaMuua OF IIeYEHHCTO.
YeTHpHASCET H CeeM mpouenTa {(47,2%) Ot nauMeHTHTe, IEKYBaHH ¢ KOMOMHAIIHATA, €2 JOCTHIHAIH
Hali-uucka crofinoct SeDBP <90mm Hg, B cpaBHeHHe ¢ 33,2% OT naLHeHTHTe Ha HpbecapTaH p=
0,0005). CpenHata CTOMHOCT Ha KPBBHOTO HaldraHe e Guna mpubmusurendo 172/113 mm Hg npu
BCAKA OT JIEKYBAHMTE IPYIH, a HaMaldBaHeTo Ka SeSBP/SeDBP mpes merata ceamuna € Guno
ceoreeTHO 30,8/24,0 mm Hg 1 21,1/19,3 mm-Hg 3a npGecapran/xufpoxiopTaasna H upGecaprad (p
< 0,0001).

CrofmenyATa 32 BUAa U 4€CTOTATa Ha HEKENaHWTE peakliy NpH NalUeHTH, TeKyBaHH C
KoMOMHaLMATA, ca 6vam moneGHH Ha mpodhia Ha HexeNaHWTe PEaKUHH NPH MAUHeHTH Ha
MoHoTepamis. HaMa cbo6ienns 3a ¢lTydau Ha CHHKOI B HAKOA OT PYNATE Ape3 8-CeAMI4HHA
nevebeH neproA. MIMa croBmeHn s 3a XHIIOTOHMS KaTO Hekenana peakims npu 0,6% u 0% ot
NAUMEHTHTE H 32 3aMaAHOCT IpH 2,8% H 3,1% CHOTBETHO OT rpynara ¢ KOMOMHHPAHA TEPANHT H
TPyIaTa ¢ MOHOTEpaIHs.

5.2 ®apMaxOKHHETHIHH CBolicTBa

EZHOBpEMEHHUAT PHEM Ha XHAPOXJIOPOTHA3MA ¥ MpGecapTaH He BiNAe BhPXY (apMakoKHHETHKATA
HM.
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Hpbecapran u xHapoxiopoTHasun ce AKTHBHH NPH NEPOpasieH IIPHEM H H3ABATA Ha TAXHATA
aKTMBHOCT He W3ACKBR  OWorpancopMamuu. Cnefl  mepopaiHo  NPHAOKEHHE  HA
npbecapTan/XuapoXIIopoTHasHa  abcoII0THATA NepopaiHa GHOHAMYHOCT MOXA3BAT CTOHHOCTH OT
nopsasKa Ha 60-80% u 50-80%, croTBeTHO 3a HpbecapTaH W XHApoxnoporHasuy. Exnospemennur
TIpHEM HA XpaHa He NMPOMEHA 3HauMTenHo GuoHamuuHOCTTa Ha HpbGecapran/XmapoxjiopoTHasuz.
Makcumanya nnasMeHa KoHueHTpanud ce Aoctura 1,5-2 yaca cnen mepopanHo NPHIOKEHHE 34
npbecapran U 1-2,5 9aca 3a XHIPOXIOpOTHA3HA,

Cabp3BaHeTo Ha HpOecapTaH ¢ nnasMeHHTE MPOTEHHH & oKoJIo 96%, KaTro CBbP3BAHETO C KPBBHUATE
KIETHUHH &IeMeHTH € HesHauntenHo. O0eMET Ha pasnpeneneHHe Ha mpOecaprad € 53-93 nutpa.
Oxono 68% OT XHAPOXIOPOTHASHAA € CBBP3aH C IUIA3MEHHTE NPOTEHHH, a BURMMUAT 00eM Ha
pasnpeaenerue ¢ 0,83-1,14 VVkg.

Wp6ecapran noka3sa NHHEHHA H TIPONIOPIMOHATIHA Ha 103aTa (apMakOKHHETHKa IpHA Ao3u ot 10 1o
600 mg. [Ipy nepopanse IPUIOKEHHS HA 1034, nperinasama 600 mg, e HabmoxapaHa no-Manka or
NPONOPILHOHATHATa abcopOLMA; MEXAHM3MBT Ha TOBa He & M3iACHeH. OOWHAT TeneceH H onOpeueH
KJHPLHC € CHOTBETHO 157-176 u 3-3,5 mU/min. TepMHHANHUAT eNMMHHALMOHEH MOIY)KHBOT Ha
mplecapraH e 11-15 gaca. CraupoHapus IIa3MeHH KOHLEHTPALIHH C¢ MOCTHTAT B PAaMKHTE Ha 3 num
CJIER 3aM0YBaHe HA ACYEHHETO C EXHOKPATeH NHEBEH NpHEM. [TpH MHOTOKPAaTHO NPATIOKEHHE HA 103H,
NpHeMAaHH BeIHBX JHEBHO, & HaG/MoNABAHO OrpaHHueHo aKyMynupaHe Ha HpGecapral (< 20%). B
NpoyusaHe ca HaGMONABAHE B H3BECTHA CTENEH NO-BHCOKH MIA3MEHH KOHIEHTpalIMHe Ha upbecapTaH
TPH KeHW ¢ XHIISPTOHWA. Benpekm ToBa He ca HalMoNaBaHW pPasjiM¥HA MO OTHOUICHHE HA
€TMMHHALTHOHHUST NONYKABOT M aKyMyIHpaHeTo Ha upGecaprah. He e meobxonuma npoMsiHa Ha
[03aTa NpH NaHeHTHTE 0T XeHcku noit. CroftHocrrre Ha AUC 1 Cmax Ha up6ecapTal ChIIO €4 110~
BHCOKH B M3BECTHA CTEMEH OpH MAaUMeHTHTe B CTApUecka BB3PAcT (> 65 ronuHH), B CPaBHEHHE C
mnagure WHAMBHAM {18-40 roauunu). Bonpexd ToBa kpaliHuaT eMMMUHANHOHER DONYXHBOT HE €
npoMeHeH 3saunTenHo. He e Heobxonuma MpomsAHa Ha J03aTa IIPH NAlHEHTUTE B CTAPIECKA BE3PACT.
CpeaHoTo BpeMe Ha NOTyelMMHEHMpPaHE OT TUIa3MaTa BapHpa Mexay 3-15 Jaca,

CrieZl IepopalIHO WM HHTPABEHO3HO mpiioxkenue Ha C' upGecapran, 80-85% ot paHOAKTHBHOCTTA
H ITA3MATa Ce OTXaBa Ha HempoMeHeHus HpGecapTaH, MpbecapTal ce MeTaboNu3upa B YepHHA ApoD
upe3s KOHIOTHpaHE ¢ MNIOKYPOHHIY H OKHC/ABaHe. I NaBHuAT IMpKyHpaln MetabomaT ¢ npbecapran
CIOKYPOHHA (0KOTO 6%). H3cnensaHuaTa in vifro ca [I0Ka3aiH, 9¢ HpiecapTaH ce OKHC/IABA OCHOBHO
ot wrroxpom P450 emmva CYP2CY; msoensumsT CYP3A4 wMa Munmmanen edexr. MipSecapran u
MeTaboIHTHTE MY C€ ETMMHHApAT 9pe3 AThdKaTa i Gr0pennte. Crell NepopaiHO WM HHTPABEHO3HO
npanoxenne Ha C* upBecapran, okono 20% OT palHOAKTHBHHA TIPENapar ce yCTAHOBABA B YPHHATA,
a ocTaHanata 4acT - BeB GiekanmmAre. Ilo-Manko ot 2% oT 103aTa ce eKCKpeTHpa B YpHHATA KAaTO
HenmpoMeHeH HpGecaprad. XUAPOXIOpOTHA3H] He ce MeTaGoNH3Hpa, a Obp30 ce eMMMHIHHpA 4Ypes
6u6perure. Halt-manko 61% ot nepopasiHara 1034 c€ eTHMHHADA B HENMPOMEHEH BHA 32 NIEpHON OT
24 vaca. XuIpoxJIOPOTHA3NA NIPEMHHABA NPe3 NAAUEHTaTa, HO He NMPEMHHaBa KPhBHO-MO3IbYHATA
Gapuepa U ce eKCKPETHPA B KbPMaTa.

brbpeuHa HEZOCTATEYHOCT: IIPH NALHEHTH ¢ OBOpeuHa HeOCTATPYHOCT WA TAKABA HA XEMOTHAIIH3A,
tapMakoKHHeTHHHHTE NapaMeTpH Ha uplecapTaH He ca IPOMEHeHH 3HaduTemHo. Hplecapran He ce
OTCTpaHABA Upe3 XeMOIHATH3a. [TpH NAMEHTH ¢ KpeaTHHHHOB KIHpBHC < 20 ml/min ce cvobwasa,
4e BPEMETO Ha MOy eTMMIHAPAHE Ha XHIPOXJIOPOTHA3H] Ce yAbMkasa 10 21 yaca.

YepHonpoGHa HEHOCTATEYHOCT; IIPH NALMEHTHTE C Nieka A0 yMepeHa IHpo3a GapMaKOKHHETHIHHTE
napamMeTpH Ha WpOecapraH He Ca MPOMEHEHM 3HaduTenHO. He ca mpoBexnaHH NpoyYBaHMA NpH
TIAIWEHTH C TEXKO Y€PHONPOOHO HapylneHHe.

5.3 IlpegEHEHYHH JaHHH 33 (e30NMacHOCT

Hpbecapman/xudpoxnopomuasud: NpoBelleHH Ca KIHHIYHA NPOYIBAHAA, UETAIMHA OMPENCIIHETO Ha
MOTEHUMATHATA TOKCHYHOCT Ha koMOHMHAImMaTa HpGecapTal/XHIPOXNOPOTHASHT,




HAXOAKH ¢ KJIHHHYHO 3HAYeHHe [0 OTHOIIEHHE Ha yrnorpeGaTa Ha Xopa. OmECaHHTe MO-XOIY
NPOMeHH,  HaOMOJABaHW TipH  IUTBXOBE W MakalW, KOHTO ca  MOny4aBand
upbecapran/Xuapoxnoporuasua B ao3u 10/10 u 90/90 mg/kg AneBHo, ca 61w HaGoxaBaHW CBIIO X
TIPH CAMOCTOATENHATA ynoTpe6a Ha OTISHATE ChCTABKH H/WIH €2 BIOPHYHO B3HHKHATH, B PE3YNITaT
OT TOHWKABAHE HA KPBBHOTO HajdraHe {(He ca HaOmMOJaBaHH 3HAYHMH TOKCHKOJAOTHYHH
B3aAMOIEHCTBHA):

* mpoMeHH B Os0penyTe, H3pasABAIH CE C IEKO MOBHIICHHE Ha HHBATA Ha CEPYMHATA KOHLECHTPallHA
HA yped M KPeaTHHHH, XHNepunasus/xuneprpodts Ha IOKCTArNOMEPYAHUSA anapat, Karo AHPEKTHO
[OCTENCcTBHAE OT B3aHMOnelicTBHeTo Ha HplecapTaK ¢ peHMH-aHrHOTEH3HHOBATA CHCTEMA,

*  NleKo TIOHMKEHH CTOMHOCTH Ha CPHUTPOLETHHTE mokasaTe/y (Gpolf epHTPOIMTH, XEMOIIOOHH,
XOMATOKPHT);

*  OpOMAHA B [IBETA HA CTOMAINHATA JMTABHIA, A3BK H OKATHA HEKPO3a HA CTOMALIHATA JIHTaBHLA
ca 6 HabmonaBaHW MpH MabK Gpoif ILTBXOBE IIPH €AHO 6-MECEYHO TOKCHKOIOTHIHO NPOYBAHE
IpH NMpHEM Ha upbecapran 90 mg/kg nuesHo, xuapoxnopotuasup 90 mg/kg AHCBHO H
upBecapran/xunpoxnoporuasun 10/10 mg/kg nueso. Tesu nezuH He ca HaGMOAABAHH NIPA MAKAIH.
. NOHIKEHNe Ha CepyMHATa KOHLEHTpAlMA Ha Kaiuif, ABIKALI0 ¢ Ha XHIPOXIIOPOTHA3HA
YACTHYHO H3IGATHATO MpPH KOMOMHKpPAHE HA XHAPOXIOPOTHA3KA, ¢ HplecapTaH.

TToBeweTo OT ropecHoMeHaTHTe edeKTH BEPOSTHO Ce IBDKAT HAa (apMakONOrHIHOTO JACHCTEHE Ha
upbecapraH (Onokmpase Ha wWHXHOHpaHeTo Ha ocBoOOXZasaHe Ha PEHHH, NPENH3BHKAHC OT
anrvoTeHsdn-1l U cTEMynmpane ma KneTkure, oOpasyBalu PEHMH) H C¢ Cpemar ChIlo TIpH
MEXHOHTOPH Ha aHTMOTEH3HH-KOHBEPTHPALIMA eH3HM. Te3l HaxOIKH H3rNexza ca 0e3 3HAYCHHE 32
yrorpeGara Ha HpOecapTal/XHAPOXIOPOTHA3H] B TEPANEBTHUHY JO3H [IPH XOpa.

He ca ycrasoseHw TepaToTeHHM e(€KTH 0OpM TUIGXOBE, TPETHPAHH ¢ KOMOHHAUMATA
upBecapTan/XHAPOXNMPOTHAIHA B O3H, TOKCHYHH 3a Malikute. EQEKTET Ha Tasn KOMGHHAIHA BHPXY
depTHETETA HE € ONpeNeNdH B NPOYYBAaHHA C OIIMTHH XWBOTHY, Thil KATO H NPH KUBOTHH, H NPH
XOpa HaMa JAHHH 33 HEHKEAHH peaxMH B TOBA OTHOMICHHE KAKTO IIPH CAMOCTOATEIHO IMPHNOKEHHS
Ha uplecaprad, Taka M Ha XuupoxnoporHasui. buno e ycTaHOBEHO ofade, npH MOpOBEICHH
TMPOYYBaHHA IIPH ONWTHH JKHBOTHH, Y€ JAPYr AHTATOHHCT Ha aHrHoTeHzuH-1I, mpHIOkKeH
CAMOCTONTENHO, OKa3Ba BIMAHME BBPXy NOKa3aTeNMTe HA (eprunurera. Tesu Aawmy ca Gwim
YCTAHOBEHH M TIPH TIPUIATARE HA TIO-HHCKH JO3H OT TO3H aHrHOTeH3HH-1I aHTaroHHCT, Koraro e 61
M3II0II3BAH B KOMOHHAINA ¢ XHIPOXJIOPOTHAZAA,

Hama [OKA3aTeNcTBa 3a MyTareHeH MM KiacToreneH efexr Ha  KOMOMHALMATA
ApGecapran/xuapoxopoTHasuy. KaHueporeHHUAT ed)eKT Ha TasH KOMOWHALMA He e IPOYYeH IpH
OIHTH ¢ XKHBOTHH.

HpGecapran: HAMa JaHHM 33 abHOPMHA CHCTEMHA TOKCHYHOCT MM TOKCHYHOCT MO OTHOIICHHE H2
TApreTHHTE OPTaHH [pH NMPHEM HAa ONPECICHHTE B KIMHWGHATA NMpakTHKa no3u. Ilo BpeMe Ha
MPEeRKHHAYHATE POYYBAHHA BBPXY 0e30TIACHOCTTa IPHEMBT HA BHCOKH JI03H Hpbecapran (> 250
mg/kg/nHeBHO NMpH TTbXoBe M > 100 mg/kg/nHeBHO Npx MAKALM) € ROBEX N0 MOHWKCHHE HA
TApaMeTpHTe, CBEP3aHH C YSPBEHHTE KPbBHH KIICTKH (EPHTPOLIATH, XeMOTNIOOHH, XeMaTokpHT). [1pn
MHOTO BHCOKH 0038 (> 500 mg/kg/mwerno) neremeparuphy npoMenn B OuOpeumte (manpumMep
HHTEpCTHIMANEH HedpuT, pasmmpende Ha TyOymure, Gasodunud TyOymH, NOBHIIABAHE Ha
IUIa3MEHITE KOHIEHTPALMH Ha YPeATa X KPeaTHHHHA) ¢a IPHIHHEHH OT HpfecapTaH IpH ILThXOBE H
MaKaIfH, KaTo Te3H IPOMEHH Ca ONpe/eNieHH KATO BTOPHUHH, B Pe3yJITAT HA XMIIOTEH3HBHUTE e(ekTH
Ha J1eKapCTBOTO, BOAEINM IO NOHWkeHa GnOpeuna mepdysus. Ocsen ToBa HplecapraH BOOH 10
XHIIEPIUTA3HA/XMNEPTPOhHA Ha IOKCTATIOMepY apHUTe KIeTKH (TIPH ILTEX0Be Ip > 50 mg/kg/mHEBHO
¥ [Ip¥ MaiMYHH OT poZia Makak Iipu > 10 mg/kg/nHerHo). BcHaky T€3H IPOMEHH Ca ONPEAENEHH KaTo
pesyirTaT OT (apMaxoNorHIHOTO AciicTBHe HA UpOecapTaH. B TepanesTHIHH A03H [IPHIOKEHHCTO HA
upbecaprai NpHM Xopa HATMEeXNa He BOAW IO 3HAYMMAa XHNEpIasua/xuneprpodus Ha
OKCTparioMepyIapHHTE KICTKH.

HsMa JaHHA 32 HATMYHOTO HA MyTareHeH, KIacTOreHeH WM KaplHHOTeHeH ede
TP XHBOTHH ¢ MpGecapran noka3sal NMPEXOIHH TOKCHYHH eexTH (yBeHis
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JieTeHYe, XUAPOypeTep WM MONKOXEH OTOK) NpH (eTycH Ha IUIbXOBE, KOWTO NPEMHHABAT CICA
paxkzaHero. [Ipu saliun aGopr wnu paHAa pelopllmA ca HaOMOJABaHM NpH JO3H, BOACHHM 10
3HAYHMTENHA TOKCHYHOCT 3a MalfkaTa, BRTIOYHTENHO cMBpT. He ca HaGmoAaBaHH TepPaTOTEHAH eQeKTH
IIPH [UTBXOBE MM 3aiili.

Xunpoxnopornazua: Bbopekd ye Npu HAKOH eKCHEPHMEHTATHH MOJISTH ca MONYYeHH HECHTYPHH
J8HHH 33 TEeHOTOKCWYEH HIH KAHUECPOTEHEH e(eKT, TONEMHAT ONMT ¢ YHoTpebara Ha
XHAPOXITOPOTHA3HI [IPH XOPA He € MOKA3al Bpb3ka Mexy ynorpedara My ¥ HapacTBaHe Ha 1eCToTaTa
HA MOABA HA HEOTUIA3MH.

6. PAPMANNEBTHYHU JAHHU

6.1 CnHucbK HA NOMOIMHHTE BemecTBa

JlaxTo3a MOHOXHApAT,

MUKpOKpHCTANHA TNy 103a,

Kpocxapmenosa HaTpHii.

CWIHIHEB THOKCHT, KONIOHAEH 6e3BoneH

TToengon K29-32

MarHe3ues creapat

XHAPOr¢HHPaHO PULIMHOBO MACIIO

IlapeBnuso HAMECTE

6.2 HecbBMECTHMOCTH

He e npunoxumo,

6.3 Cpox na rogHocT

5 ronHHA

6.4 CneuHalgy ycnoBHS HA ChXpaHeHnHe

He ce H3HcKBaT cnelHATHH YCIOBHA HA CEXPAHEHHE

6.5 Bua H CLbAbpXKAHAE HA ONAKOBKATA

Baucrepu or PVC/PE/PVDC anymunuii

ITo 28 TaGneTkd B ONAKOBEA.

He BcHUKH BHIORE ONAKOBKH MOe Na GbAAT IYCHATH HA Ma3apa.

6.6 Cneupannn npeAna3HH MEPKH IPH H3XBLDJIRHe HIH paboTa

HeH3non3BaHUAT NpOOYKT KK OTIANBYHHTE MATEPHATH OT HEro TPsOBa ia ce HIXBBPIAT B
CHOTBETCTBHE C MECTHTE H3HCKBAHHA.

7. MIPUTEXKATEJ HA PASPELLIEHHETO 3A YIIOTPEBA

HEOQO BAJIKAHHKA EOOJ
ya. ,3emmane” Ne3s,
1618 Codua, benrapus

8. HOMEFPA HA PA3SPEIIEHHETO 3A YIIOTPEBA
15




Per. Ne 20150317

9. IATA HA ITbPBO PASPEIIABAHETIOAHOBABAHE HA PASPEIIEHHETO 3A
YIMOTPEBA

Jlara Ha TEpBO paspemuaBate: 16.10.2015
JlaTa Ha NOCNEAHO NOZHOBABAHE:!

10. IATA HA AKTYAJIH3HPAHE HA TEKCTA
01,2022
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