KPATKA XAPAKTEPHCTHUKA HA IIPOJAYKTA
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1. UME HA JIEKAPCTBEHMUSA ITPOAYKT

Ko-Upb6eco 150 mg/12,5 mg ¢punmupanu tabneTku | N —d
Ko-Upbeco 300 mg/12,5 mg ¢punmupanu tabrieTku  BG/MA/MP - 5 cSE2-X

Co-Irbesso 150 mg/12,5 mg film-coated tablets | Dgobpetue Me....... b amenaseen S .........
Co-Irbesso 300 mg/12,5 mg film-coated tablets T

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Ko-Upbeco 150 mg/12.5 mg ¢huiamMupaHy TabIEeTKH:

Bceska ¢punmupana Tabnerka cpbabpka 150 mg upbecapran (irbesartan) u 12,5 mg xuapoxsiopoTuasu
(hydrochlorothiazide).

[ToMOLIIHO BELIECTBO ¢ U3BECTHO AeicTBUE: Besika Tabnerka cbabpxka 26 mg 1akTo3a JIakTo3a
MOHOXH/1par.

Ko-HUpbeco 300 mg/12.5 mg ¢uaMupaHyu TabAETKHU:

Bcesika ¢gunmupana Tabnerka ebabpika 300 mg upbecapran (irbesartan) u 12,5 mg XxuapoxsiopoTHasui
(hydrochlorothiazide).

[TomoLHO BeLIECTBO C U3BECTHO AeicTBHE: Beska TadieTka chabpka 52 mg 1akTo3a J1akTo3a
MOHOXM/ApaT.

3a MbJIHKUA CIIMCBK HA MOMOLIHUTE BCLICCTBA, BHUKTC TOYHKA 6.1.

2 JIEKAPCTBEHA ®OPMA

dunmupaHa Tadbnerka.

Ko-Upbeco 150 mg/12,5 mg ¢punmMupanu TabiieTKu ca CBETJIOPO30BH, MPOABbJITOBaTH,
JBOHHOW3MbKHAJIHU, C pa3Mepu npudausutenHo 14,1 mm x 8,1 mm.

Ko-Upbeco 300 mg/12,5 mg puamupanu TadaeTku ca CBETJIOPO30BH, NPOABITOBATH,
ABOHHOM3NMBbKHAIM, C pa3Mepu NpubausuTtenHo 17.5 mm x 9,4 mm.

4. KIUHHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3aHHA
JleyeHHe HA eceHUMAJITHA XUITEPTOHMS.

Ta3u ¢pukcupaHa 1030Ba KOMOUHALIMA € NMOKa3aHa NpU Bb3pacTHU MALMEHTH, YHETO KPbBHO HaAraHe
HE € aIeKBaTHO KOHTPOJMPAHO OT CAMOCTOATEIHOTO MPHIIOKEHHUE HA UpOecapTaH UM
XMAPOXJIOpOTHA3K (BXK. TOYKA S5.1).

4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE

ﬂ O3HPOBKA

Ko-Upbeco 150 mg/12,5 mg ¢puamupanu TabAeTKH MOXKE 1@ C€ NpUeMa BEAHbXK WK JBa NNbTH
JHEBHO, CbC WK 0€3 XpaHa.
Ko-HUpbeco 300 mg/12,5 mg ¢puamMupanu TabneTku MOXKe 1a ce nMpueMa BeHbK JIHEBHO,
XpaHa.




Moske na ce npenopbya THTPUPAHE HA A03aTa Ha OTAESNHUTE CbCTaBKH (T.€, HpDEcapTaH ¢
XHAPOXJIOPOTHAIN).

Korato € KnHHHUY4HO NOAXOAAILO ANPEKTHOTO NPEMUHABAHE OT MOHOTEpanug KbM PUKCHPAHUTE

KOMOMHALIMK MOKE A4 C€ UMa NpeABHI CNEeAHOTO!

- Ko-Updeco 150 mg/12,5 mg moxe aa ce npuara npH MauueHTH, YHHETO KPBBHO HaNAraHe He e
aJeKBATHO KOHTPONKPAHO ChC CAMOCTOATENHOTO NPUNIOKEHHE HA XUAPOXIIOPOTHAZUA HITH

nupbecapran 150 mg;
- Ko-Hpbeco 300 mg/12,5 mg moke na ¢ce npunara npu rnaiMeHTH, NpH KOUTO HE € NMOCTHIHAT
A0CTaTb4eH KOHTPOA CbC CAMOCTOATENHOTO NpUioKeHHe Ha upbecapran 300 mg niu Ko-

HUpbeco 150 mg/12,5 mg,

He ce npenopbuBa eAHOKPATEH NKEBEH NPUEM Ha 1031 NO-BHCOKH OT 300 mg upbecapran/25 mg
XHAPOXJIOPOTHA3H L.

Koraro ¢ neobxoanmo, Ko-Mpbeco Moxe na Obae npunarad 3a¢HO ¢ APy aHTHXHNEPTEHIUBEH
nNeKapcTBeH NpoaykT (Bx. Touku 4.3, 4.4, 4,51 3.1).

CneunaiHu nonynaunm

Bvopeuno yepearcdare

[Topagu cbabpKaHHETO Ha XuapoxyiopoTHasKl, Ko-Hpbeco He ce npenopbuBa Npy NaukeHTH C TEXKA
OLOpeuna auchynkuua (kpeaTHHUHOB KHpbHC < 30 mi/min). [1pu Taszu rpyna 3a npeanounTaHe ca
OpPUMKOBHTE, BMECTO THAZHAHUTE AUYPETHUH. He e HeobXoaAMMO KopurupaHe Ha 103aTa npy
MayHeHTH ¢ yBpeacHa 6b0peyna pyHkuus, YNHTO KpeaTUHUHOB KIHPBHC € > 30 ml/min (BX. TOUKH
4.3 u4.4).

Yepruodpobno yepexcoare

Ko-HUpbeco He e nokazaH npH NalMeHTH € TEXKO YepHOApOOHO yBpexcaaHe. Heodxoaumo e
MOBHLIEHO BHUMAHHE MPHU NPUIOKEHHUETO HA THA3WIH MPH NALHEHTH ¢ YBPEACHA 4epHOAPODHa
dbyHkuus. He e HeoOXoaWMO KOpHTIHpaHe Ha A03aTa NMpH NaluHEHTH € JEKO 10 YMEPEHO HEPHOAPOOHO
yBpexaaHe (Bx, Touka 4.3).

Cmapuecka éwv3pacm

He ce nanara kopurupade Ha aozara Ha Ko-HMpbeco ripu xopa 8 cTapyecka Bb3pacr.

Heouampuuna nonyiayust

Ko-Hpbeco He ce npenopbusa 33 ynotpeda npH Ac1a 1 IOHOLWH, Thid KaTo He30nmacHoCTTa H
e(HKACHOCTTA HE ¢a YCTAHOBEHH. JIMNCBAT JaHHU.

HayuH Ha NPpHJIOKCHHE

3a nepopanHo NPHIOKEHHE.
4.3 IlporHBOomnmokazanus

- CBpPbLXUYBCTBUTENHOCT KbM AKTHBHUTE BELIECTBA UK KbM HAKOE OT MMOMOUIHHUTE BEILCCTRA,
M30poeHH B TO4KA 6.1 Ny KkbM APYrd NPOU3BOAHH HA CYNGOHAMUIUTE {XUAPOXIOPOTHA3HUA €
NPOX3BOJHO Ha CyNPOHAMUANTE);

- Bropu 4 TpeTu TpuMecTbp Ha OpeMeHHOCTTa (BX. TOUKH 4.4 U 4.6);

- Texko 6bOpeuHo yBpexaaHe (KpeaTHHHHOB KIHMpBHC < 30 ml/min);

- PedpakTepHa XHNIOKANHEMHA, XHNEPKATUEMHNSA;

- Texko uepHoApoOHO yBpexaane, SuaKapHa uuposa 1 xonecrasa.




- EnHoBpeMeHHaTo npuiokeHue Ha Ko-Upbeco ¢ atuckupeH-cbabpxKallH NPOaYKTH €
NPOTHBONOKA3aHO NPH HAUMEHTH ChC 3axapeH auabeT uaH 61bOpeyHO YBpexaaHe (CKOpOCT Ha
rnomepyaHa duarpauns GFR < 60 ml/min/1.73 m?) (Bx. Toukn 4.5 1 5.1),

4.4 Cneuma/iHH npeaynpeKicHHS K NPeANna3id MEPKH NPH ynoTpeda

XHNOTOHUS — MALKEHTH ¢ HAMAJIEH BLTPECHAOB 00eM:

Ko-Upbeco pgako BoAU A0 CUMIITOMATHYHA XHITOTOHUSA MPH XMIIEPTEHIMBHH NaUUeHTH Be3 Apyru
PUCKOBH (hakTOpH 3a XMNOTOHUA, CHMNTOMATHYHA XUNOTOHHA MOXE Ja C€ 04aKBa I1ph NALUEHTH C
HeAOCTaThbYeH 00eM M/ UK HEAOCTUI Ha HATPHII B pe3yNTaT Ha HHTEH3HBHA AUYPETHUYHA Tepanus,
JIHETA ¢ OFPAHUUEH NPHEM Ha HATPUH UK NoBpbLuaHe. Te3n cbCTOAHUA TpabBa f1a ObaaT KOpHUIHPaH!
npeaq 3anousaHe Ha nedennerto ¢ Ko-KHpbeco.

C1eHo3a Ha O6LOpeyHaTa apTepus - peHOBACKYAapHa XUNEPTOHHA:

CbLUECTBYBA MOBUILEH PUCK OT TEXKA XMNOTOHUA W ObOpeUHa HELOCTAaTBUHOCT, B ClIyYaii, ue
NallMEHTH ¢ ABYCTPAHHA CTEHO3a Ha ObOpevHara apTepus UK CTEHO3A Ha apTepHaTa Ha €IHHCTBEHHNS
dbyHKkLHOHUpall OBOpek. ObAAT ieKYBAHH C HHXHOMTOPH Ha AHMMOTEH3WH KOHBEPTHPALLHA €H3HM HIK
aHrMoTeH3rH ll-penenTopHy aHTaroHUcTH. Bbnpeky ye ToBa He e AoKyMeHTHpaHo npu Ko-Hpdeco.
nopoden edext TpsidBa na ce ouaksa.

buOpeuno yepexxaaHe u ObOpeyna TpaHcniaaHTaius

B cnyuaii, ye Ko-Upbeco ce npunara npu nauueHTH ¢ yBpeaeHa 0b0peduna pyHKUuUA, ce Nnpenopbysa
NEPUOIUYHO MPOCAEAABAHE HA CEPYMHUTE HUBA HA KaJMI, KpEaTUHWHA W NTHKOYHATa KHcenuna, Hama
OMHUT ¢ npuaokeHneTo Ha Ko-Upbeco npu nalMeHTH CbC cKOpOLIHA Ob0peuHa Tpancnantauna. Ko-
Mpbeco ne TpabBa fAa ce npuiaara npH nauueHTH ¢ Texko OuOpeyHo yepexaaHe (KpeaTHHUHOB
KnupbHC < 30 ml/min) (Bx. T. 4.3). CBbp3aHa ¢ THaZHAHUTE JHYPETHLIH A30TEMHA MOXKeE 1A ce [10SBH
NpH nagueHTH ¢ yBpeaeHa Ob0pevuna yHkuus. He ¢ Heobxoanma npoMsiHa Ha 103aTa NPH NaUKHEHTH
¢ ObOpeyHo yBpekKaaHe YUHTO, KPEATHHHHOB KNUPEHC € > 30 ml/min. Bblipeku ToBa, npH
NauMeHTHTE € JIEKO 10 YMEPEHO OBLOPEUHO yBpexaaHe {KpeaTUHUHOB Ki¥pbHC = 30 ml/min, Ho < 60
ml/min), Tazu ¢prKcHpaHa 1030Ba kKoMOUHauUKMA TpsOBa aa ce npuaara ¢ NOBHLIEHO BHRMAHKE,

HBoHHO DIOKNpaKe Ha peHUH-aHCUOTEH3UH-aNngocTepoHoBara cucrema (PAAC):

MmMa paHHu, ye enHoBpeMenHara ynotpeda Ha ACE unxubutopu, anruotensud l-peuentophum
DNOKEPH UIIH ATHCKHPEH NOBHLIABA PUCKE OT XHNOTOHUA, XUITEPKATHEMHUA U HAMAJIABAHE HA
b6bOpeunara hyHKUUA (BKIOUHTENHO ocTpa ObOpeyHa HeaocTaTbuHOCT). [lopany ToBa He ce
npenopb4Ba ABokHO Oaokupane Ha PAAC upe3 komOMHUpaHaTa ynotpeda Ha ACE HHXHOHTOPH,
aHrnoTeH3uH ll-peuentopuu ONOkepu UK andckUpeH (BxK. TOUKH 4.5 1 3.1).

AKO ce NpeLeHH, e TepanusaTa ¢ ABOHHO DaoKkupaHe ¢ adCoNTHO HeoOxoAMMa, ToBa TpAOBa na
CTaBa caMo NMoJ HaOJMIOAEHUETO HA CMEUHAINCT U NPH YECTO BHUMATEIIHO MOHUTOPUPaHe Ha
ObOpeuHaTa PyHKUHSA, ENEKTPONUTHTE H KPbBHOTC HalIATAHE.

ACE nHxubutopu # aHrdoteHsuH ll-peuentopuu 6noxepH He Tpa0Ba fa ce U3INON3BAT EAHOBPEMEHHO
NpH NauHeHTy ¢ avabeTna HedponaTus,

YepHoapoOHO YBpEXkAAHE:

Trnaznaute Tpabea Aa ce npunarat ¢ BRUMaHHE NPY NALMEHTUTE ¢ yBpeaeHa vepHoapobHa pyHKL NS
WY NPOTPECHBHO 4Y€PHOAPOOHO 3a00nABaHE, THH KaTO MAIKH NPOMEHH BbB BOJIHO-CNEKTPONUTHHUA
OanaHc MOXe N1a YCKOPAT NosBaTta Ha vepHoapoOHa koMa. Hama knuHu4eH onut ¢ ynotpedara Ha Ko-
Upbeco npu nanmeHTH ¢ HEPHOAPOOHO YBpeKIaHe.

AOPTH& CTCHO3d H CTCHO3d Hd MHUTpanHAaTad Kidlla, ﬂﬁCT_pYI{THBHH XH HEprD(bH YHa KApAHOMHONATHA!
KakTo u [IPH OCTAHAJIHTC BA304HNATaTOPH, HEDGXDHHMD € NOBHUILCHO BHUMAHHE NPH NALHCHTHTE

KdpAHOMHKHOINATHA.

[ThpBHUEH aNAOCTEPOHHUIBM:




[laupeHTHTE C NBPBUUEH ANAOCTEPOHU3bM ODUKHOBEHO HE OTIOBAPAT H2 AHTHXHNEPTEHIWBHH
neKapCcTBeHH NPOAYKTH, AeHCTBALIM Ype3 HHXUOUpaHe Ha peHUH-aHMMOTEH3MHOBATa cucTeMaTa. ETo
34l10, HE ¢e npenopbysa ynotpedarta Ha Ko-Hpbeco.

MeTaboauTHH 1 eHAOKPHHHM eeKTH:

JleueHHeTo ¢ THA3WAH MOXe 1a HapYLUHW IKOKO3HUA TONepaHc. JIaTeHTHUAT 3axapeH avaber moxe 1a
CTaHe MaHW(PeCTeH N0 BpEME Ha JICYEHHETO ¢ THA3HUH.

Upbecapran Mmoxe a Npeau3BUKa XHNOrMUKeMUs, 0cobeHO Npu nauueHTy ¢ Anadet. Ilpu nauuenTn,

fleKyBaHHW ¢ HHCYANH WU aHTHAWA0eTHW CpeacTBa, TpsbBa Na ce 0OMHCIIH NOAXOAALO NPocneasBaHe
Ha KpbBHaTa 3axap. Koraro € nokaszaHo, MOXe 1a ¢€ HaN0XXH KOPUIHPaHe Ha A03aTa UHCYJIMH WY Ha

aHTUaAKadeTHUTE cpeacTsa (BX. Touka 4.5).

[MoBuIleHHE Ha X0ECTEPoNa ¥ HMBATA HA TPUIAHLUEPHANTE MOXKE Ad ObAE CBBP3AaHO ¢ THA3UAHATA
[AMYPETHYHA TEpanus, BbIIPexH ue Nnpyu Ao3a ot 12,5 mg cvabpkalua ce B Ko-Mpbeco, € cbobuasan
MHHHMAaNeH edekT Ui nunca Ha Takbs.

[TpH HAKOW MAUHEHTH, NPHEMALUHN THA3HAU. MOXKE 1a HACTHNH XUNEPYPHKEMHUA HIH Ja ce YCKOPH
nosBara Ha nojarpa.

HapyilieH enekTpoanTeH Danauc:

KakTo npu BCHYKH NMAalUMEHTH HA AMYPETUUYHO JeYeHHeE, € HEODX0ANMO NEPUOAUHHO NPOCNEAABAHE HA
CEPYMHMTE €NeKTPOJINTH Npe3 ONpeaeneH HHTEPBA OT BpeMe. THa3zHANTE, BKIHOUHTENHO
XHWAPOXAOPOTHA3KUA, MOXE 1a N0BEAAT A0 HapYLIEHNKE BbB BOAHO-EICKTPONUTHHA DanaHc
(XHMNOKAIHEMH S, XHTIOHATPUEMHS H XHTIOXJIOPEMHUYHA ankanosa). [IpeaynpeldTenHy npU3HaluM Ha
BOJHHMS KN €1EeKTPOJUTEH ANCOaNaHC ca CyXoTa B yCTara, Xaxaa, cnabocT, netaprus, ChbHAWBOCT,
Oe3MOKOHCTBO, MyCKYJIHA O0Jika ¥ KpaMIlM, MYCKYJHa CnabocT, XUNOTORUA, OJIMTYPUS, TAXUKAPAUL U
HapyLEeHUs OT CTPaHa Ha CTOMALLHO-YPEBHHSA TPAKT, KaTo raeHe WK [IOBPBLUAHE.

Bbnpeku 4e npu ynorpedaTta Ha THA3UAHHW ANYPETULH € Bb3MOXKHO Pa3BUTHETO Ha XUNOKANIMEMHS,
eJJHOBPEMEHHOTO JICUEHHE C HpbecapTaH MOXe 1a HaMany MHAYLHMpaHarTa oT JuypeTHKa
XUIOKanueMus. PUCKDT OT XHIMOKATHEMHS € TTO-TONAAM NPU NALMEHTUTE ¢ YepHOAPOOHA LMPpO3a, NpH
NauMeHTHTE ¢ Popcupada Ay pe3a, NpU NauHEHTHTE C HEAAEKBATEH NEPOPAIEH NPHEM Ha
ENSKTPONNTH U NPH MALMEHTUTE HA CLNBTCTBALIO IeueHUe ¢ kKopTHkocTepouan unn AKTX. ObpatHo
Ha TOBa, NOPaaH cbabpkaHueTo Ha upbecaprtan B Ko-Upbeco e 8b3MoxKHa nosBarta Ha
XHIIEpKTHEMHSA, OCOOCHO NPH HanuuneTo Ha OBLOpeuHo YBpeXKaaHe H/WIH ChpAeyHa HEAOCTATBYHOCT
H 3axapeH auader. [Ipn nauMeHTUTE C NOBULUIEH PUCK CE MPENOopbYBa CbOTBETHO NPOCIEAABAHE Ha
cepyMHHA Kanni. Kanuii-cbxpaHsBalliy JHYpeTHUH, Kanuesn J00aBKH UM KATHH ChABPIKALLH
3aMECTHTENH HA CONTa TpAOBa Aa ce npuJjaraT BHUMaTeHO no Bpeme Ha gedenueto ¢ Ko-Hpbeco (Bxk.
TO4YKa 4.3).

Hama naHHu, de HpﬁECﬂpTﬂH NOHHUXKABA WIH NpCACTBpATABA HHAYLHUPAHATA OT JIMYPCTHKA
XHITOHATPHEMHA. HenocTursT Ha XIOPpHOH OOUKHOBEHO € JieK H He HU3HUCKBA JICUEeHHUE.

ThaznauTe Moxke 7a MOHWKAT EKCKPEUMATA Ha KaJlUKi upe3 ypyHara u Ja 10BEJAT A0 NOABATA Ha
HHTEPMHUTEHTHO H JIEKO NOBULLIEHHE HA CEPYMHUS KanliMii Npy nuIca Ha H3BECTHU HAPYLLEHHUS Ha
KanuueBUs MeTaboNn3bM. 3HAUMTENHATA XUITEPKAJILHEMHA MOXE 1a ObAE NPH3HAK HA CKPHT
XunepnapaTtupeouau3sM. [IpuemMbT Ha THa3uaM TpadBa aAa ObAe NpPEeyCTAHOBEH NPEAN NPOBEXKIAHETO
Ha N3c/ieIBaHUA Ha QYHKUMATA HA NAPALLMTOBHIHHTE XKIIE3M.

Traznaure ca nokazanu NOBULIEHHE HA €KCKPEUHUATA Ha MAarHe3us ¢ YPHHATA, KOETO MOXKE J1a A0BEAL
10 XHNOMarHe3ueMHus.

JINTHiA:
KombuHupaneTo Ha nuTHil ¢ Ko-Mpbeco ne ce npenopsusa (Bxk. Touka 4.3).

AHTH-JOIHHI TECT:

dHAJHTHYEH PEIYIATAT NPH AHTH-A0INHKHI TCCT.




O01H;

[Tpu maLneHTHTE, YHHTO CHAOB TOHYC H ObOpeUHa PYHKUMSA 3aBUCAT NPEAUMHO OT AKTUBHOCTTA Ha
PEHUH-AHIMHOTEH3NH-ANA0CTEPOHOBATA CHCTEMa (HAMpP. NALKMEHTH ¢ TEXKKA KOHIeCTHBHA CbhpleYyHa
HEAOCTATBYHOCT WK Noanexailo ObOpevHo 3abossBane, BIIFOUHTENHO CTEHO3a Ha ObOpeyHaTa
apTepHs ), NeY4EeHHETO C UHXHOUTOPH HA AHFHOTEH3UH KOHBEPTHPALLUA €H3UM HIU € AHTHOTEH3UH |1-
pelenTOpHH aHTarOHMCTH, NOBIUABALLY Ta3H CUCTEMA, € CBBP3aHO ¢ OCTPa XMNOTOHHUSA, A30TEMHUA,
ONUIYPHSA HIH PAAKO ocTpa ObOpeyHa HeaOCTATBYHOCT (BXK. ToUka 4.5). KakTo npu octananure
AHTHXHUTNEPTEH3IUBHHU CPEACTBA, NPEKOMEPHOTO NOHWKEHHE HA KPbBHOTO HANATaHe IPH MMALUHEHTH ¢
HCXEMHYHA KapAMONATHA HIW HCXEMUYHO ChPAEYHO-CBAOBO 3aDoNsABaHe, MOXE 1a JOBEAE A0
HHOAPKT HA MHOKApAa UIH HHCYJIT.

PeakliMn Ha CBPBXYYBCTBHTCIHOCT KbM XMAPOXJAOPOTHAZNI MOXKE 1a HACTBNSAT [PU NALMEHTH C KK
Oe3 aHamHe3a 3a aneprus uin OpPOHXUaAIHA acTMa, HO Ca MO-XapakTEPHHU NPH NALWMEHTUTE C TaKaBa
aHaMHe3a.

MMa cpoblueHud 3a ex3atepdauns Uiy akTUBHPAHe Ha CUCTEMEH JIYITYC €PHTEMATOAEC NPH
yrnorpedara Ha THa3UAHU JHYPETHLH.

Chobuieny ca cayyau Ha peakuuH Ha GOTOHYCTBUTENHOCT NPHA ynoTpeda Ha THA3HMAHU AUYpPEeTHLH
(Bx. Touka 4.8). AKO NO BPEME HA AEYEHHETO €€ NPOABH peakuus Ha GOTOYYBCTBHTEINHOCT,
NPenoOpPbYBa € NEYEHHETO 1a e MPEKPaTH. AKO C€ CHHTA 33 HEODXOAHMO MOBTOPHO NpUNAraHe Ha
JUYPETHKA, NPenopbyBa C€ HINOKEHHTE Ha CAbHLE UM Ha W3KycTBeHa UV A cBeTanHa obnactu aa ce
3ALUMTAT,

bpeMeHHOCT:

Jledenue ¢ anrnotensun ll-peuentopuy antarouucty (AIIRAs) He TpabBa na ce 3anouBa o BpeMe Ha
opeMeHHOCT. [lallneHTKUTE, KOUTO NaaHupaT OpeMeHHOCT, Tpa0Ba 1a NPEMHHAT Ha ATEPHATHBHO
AHTUXHNEPTEH3UBHO JIEUEHUE C YCTAaHOBEH Npodun Ha De30nacHOCT npH ynorpeda no BpeMe Ha
OpeMEHHOCT. OCBEH aKO Ce CUHTA, e 0T 0cobeHa BAXXHOCT Aa ce NPOABIDKH C eyeHueTo ¢ AlIRAs.
Koraro ce ycranoBu 6pemeHHoOCT, neveHueTo ¢ A[IRAs Tpabea He3a0aBHO Aa ce NPEKpaTH U ako €
NMOAXOAALIO, Ja CE 3al04HE aNTePHATUBHO IeYeHHE (BK. TOYkN 4.3 U 4.0).

XODOWANEH H3JIUB, OCTPA MHUONKUA U BTOPHYHA 3aKPHTOBIbJHA MAYKOMA:

CyndoHaMHAHH AEeKapCTBEHH NPOAYKTH UK NIPOK3BOAHH HA CYNPOHAMUAHMTE NEeKAapCTBa, MOraT Aa
MPUYUHAT peaKlus Ha UAMOCHHKPAa3ns, BOACLIA 40 XOPOHAANEH HIIUB ¢ ACQEKT HA IPUTEIIHOTOC NoJe,
Nnpexo/iHa MHOTNATHS M 0CTPa 3aKPUTOLIBAHA rlaykoma. Makap 4€ XMapOXJIopoTHa3na €
cyadoHaMua, gocera ¢a A0KJIaaBaHU CAMO M30JIMPAHH Clly4ad Ha 0CcTpa 3aKpHTObIBHA IJay KoMa ¢
XHuapoxaopoTHasni. CHMIOTOMUTE BKIKYBAT OCTPO HA4aljlo Ha HAManeHa 3pUTeNTHa OCTPOTA WK O4Ha
00/iKa, KOUTO OOMKHOBEHO C€ MMOABIABAT B PAMKHUTE Ha HAKOJIKO 4Yaca A0 CEAMHLM OT 3an0UBAHE HA
npueMa. HenekyBaHaTa oCcTpa 3aKpHTOBIbJIHA MlaykoMa Moxe Aa AoBeae 10 TpaHHa 3ary0a Ha
3peHUETO. [ [TbpBHYHOTO JIeUEHHE € BL3MOXKHO Hal-0bp30 NpexpaTsBaHe HA NpHeMa Ha JEKapCTBEHHUA
npojykT. Moxe na ce 06cban He0OXOAUMOCTTA OT He3aDAaBHO MEIMUMHCKO HITH XUPYPIrHYHO JieueH e
aKO BbTPEOYHOTO HaNsraHe 0CTaHe HEKOHTPONHUpaHo. PUCKOBUTE PAKTOPH 3a pa3BHTHE HA OCTpa
3AKPHTOBILIHA M1aYKOMa MOXKE A2 BKJIKOUBAT aHaAMHE3a 34 afeprus KbM cyndoHaMUId UM
MEHUUMUIHH (B, Touka 4.8).

[lOMOLIHH BELIECTBA:

Ko-Upbeco cbabpxa nakrosa. [1alMeHTH ¢ peku HacneACTBEHH NMPOOieMH Ha HEMOHOCHMOCT KbM
raJaKTo3a, NbJACH NaKTa3eH AeUUUT WIH M0K030-ranakTo3Ha manadbcopbuuns He Tpabea aa npuemar
TOBa JIEKapCTBO.

Ko-Hpbeco cvabprka HaTpuii. ToBa nekapCcTBO Chabpka Mo-Manko o1 1 mmol Hatpui (23 Mr) Ha
TabneTka. T.¢. MOXKe Aa Ce KaXe, Y€ NIPaKTHUYECKH He ChAbpKa HATPHH.

HeMenaHOMEH paK Ha KOXKATa:
B nBe ennaeMHONONMUHHA NPOY4YBRAHHS, OCHOBARALUM Ce HA JaTCKUg HallMOHANEH paK
HabnK0JaBaH NOBMILEH PUCK OT HEMeNaHOMeH pak Ha koxara (HMPK) [6azantnokne




(BKK) n ckBamosHokieTbuen kapunioM (CKK)| npy HapacTBauia €kCno3uuna Ha KyMyJjaTHBHa 1032
xuapoxsioporuazuj ( XXT3).

doToceHcubunuznpawnTe edext Ha X XT3 Morar ga 1edcTeart Karo BEposiTeH MEXaHH3BM 3a
pazsuTHe Ha HMPK.

Tauuentute, npuemauiy XXT3, Tpabra ga 6baat vHdopmupaHi 3a pucka or HMPK u cbhBeTBaHu
Hel0BHO Ja MPOBEPABAT KOXAaTa CH 3a HOBM Jle3MH ¥ He3abaBHO Ja cboOLuaBaT MpH NosBa Ha
NOAO3PHTENHYU KOXKHH Ne3uH. Ha naunenTute TpsadBa Aa ce npenopbyat Bb3MOXKHH NPEBAHTUBHH
MEPKH, KaTO OrpaHH4e€HO H31araHe Ha CIbHYEBA CBETIIMHA W YJITPABHONETOBH JTbUH, a B CTyYaH Ha
EKCNO3ULMA, MOAX0A1IA 3aU[MTa, 33 A4 C€ CBEAE J0 MUHUMYM PHCKA OT PaK Ha KOXara.
[Toao3puTeNHUTE KOXHU Ne3uH TpaOBa Aa ObAaT NOANOKEHH HA He3abaBHO H3CnenBaHE,
MOTEHLMAIHO BKJIFOUBALLIO XMCTONIOTHUHH U3CNeABaHHUa Ha DUoncHUHK MaTepuan. [lpepasrnexnane
Ha ynoTpebara Ha X XT3 Moxke 1a ce HANTOXKH ¥ IIPH NaLUEeHTH,KONTO ca umanu npeaxoseH HMPK
(BX. CblO TOoUka 4.8).

OcTpa pecnyupaTopHa TOKCUYHOCT

Cnea npyeM Ha XHAPOXJIOPOTHA3UA C€ HAOMIOAABAT MHOIMO PEAKH TEXKKHU CNy4au Ha OCTpa
PECIIUPaTOPHa TOKCHYHOCT, BKJIIOYUTENIHO OCTbP pecnupaTtoped auctpec cunapoM (OPC). Caen
MpHEM Ha XUApOoXJIopoTHazua oOMKHOBEHO Ce pa3BvBa DENOAPOOEH OTOK B PAMKHTE HA MHHYTH A0
yacose. B HauanoTo CUMNTOMUTE BKAKOYBAT AUCIIHEA, MOBHLLIEHA TEMNIEPATYPA, BAOLUABAHE HA
Oenoapobrata dyHkunua U XxunotoHus. [1pu cemuenue 3a OPJIC tpabBa aa 6b/1e cnpsH NMpUeMbT Ha
Ko-Upbeco 1 ga ce npuioky NOAXOAALI0 JedeHne. XHAPOXAOPOTHA3n He TpadBa Ja ce npuJara npH
aUWeHTH, KOUTO npeay ToBa ca nonyyasanun OPC cnea npueM Ha XWApOXA0OpOTHA3UA.

4.5 BzaumoaelicTBHe ¢ JPYrH JIeKapCTBEHH NPOAYKTH H APYTrH GopMH Ha B3aHMOJeHCTBHE

JApyry aHTUXUNEPTEH3UBHH CPEACTRA:

AHTUXRTIEPTEH3UBHUAT edekT Ha Ko-Upbeco Moxe Aa Obae noBHILEH NTPH € AHOBPEMEHHA ynoTpeba
Ha ApPYTH aHTHXHMNEPTEH3IUBHU cpeacTBa. Mpbecapran U xuapoxnoporTuasui {8 1034 A0 300 mg
npbecapTal/25 mg xHApOXJIOPOTHA3K) Ca NpUaarain 0€30nacHo 3a¢HO C ApYry
AHTUXMNIEPTCH3HBHH CPEACTBA, BKIIOUNUTENHO DAOKEpPU HA KaNlLUMEBUTE KaHanU OeTa-aApeHepriyHu
Onokepu. [TpeauiecTBallOTO JIeHEHKE ¢ BHCOKA A03a AHYPETHLM MOXKE 1a [0BEJEe 0 NosBaTa Ha
XHIOBONEMHA H PHCK OT XHMOTOHUSA MNPH 3a04BaHE HA Je4E€HHETO ¢ updecapTaH cbe UK Oe3
THA3WJHU QMY PETHLH, OCBEH aKO MbPBO HE € KOpUrupaHa XHIOBOJEeMHUATA (BXK. Touka 4.4).

[TpoayKTH, chabpxkauy antuckuper uau ACE nHXHOUTOpH:
JanHu OT KAMHHYHKM NMPOYUYBAHHUS NOKA3BAT, Y€ ABOHHOTO ONOKUPAHE HA PEHUH-ZHIMMOTEH3HH-

anaoctepoHopata cuctema (PAAC) upes komOunupanata ynorpeda Ha ACE nuxuburtops,
aHFHOTEH3UH |[-peuenTopHH ON0KepH HAH ANTHCKUPEH CE CBBbP3BA ¢ NO-BUCOKA YECTOTA HA HEXKENTAHHU
ChOUTHA, KATO HANPHUMEDP XHNOTOHUA, XMIIEPKANHEMHUS ¥ HaMansaBaHe Ha ObOpeunara $yHKuUs

( BKIOYUTETHO OCTpa OBOPEHHa HEOCTATLYHOCT), B CPaBHEHHE C yROTpebdaTa caMo Ha €HO
cpeacTro, aeicTBao Bupxy PAAC (Bxk. Touku 4.3, 4.4 1 5.1).

JInTHid:

JoknaasaHo e oOpaTHMO NOBUILABAHE HA CEPYMHHTE KOHUEHTPALMK HA JTUTHH U NHTHEBA TOKCUYHOCT
Npu €IHOBPEMEHHOTO NMPUIIOKEHUE HA JTUTHH U HHXUONTOPU HA AHI'MOTEH3WH KOHBEPTUPALLHS €H3HM.
[Moaobun edexkTn npu upbecapral ca NOKNAABAHU MHOro paaKko. OCBeH TOBA, THA3ZUAUTE NOHWKABAT
ObOpeYHHS KIHPBHC HA IMTHH, TaKa Ye pUCKDbT OT IMTHEBA TOKCHYHOCT MOXe Ja ObAe NOBHLUEH NPH
Ko-Upbeco. ETo 3au10, koMOMHUpaHeTo Ha nuTHI 1 Ko-Mpbeco He ce npenopbuBa (Bx. Touka 4.4).
AKO Tazd KOMOMHaUMA € J0Ka3aHo HeoOX0ANMa, TO C€ NPenopbyYBa BHUMATENHO NPOCieAsBaHe Ha
CEpYMHHTE HHBA Ha JIMTHH.

JIekapcTBEHW NPOAYKTH, NOBIWABALLN KOHUSHTPALUATA HA KANWi:
[TosnxaBauAT CbALPKAHUETC HA KAITHH eeKT Ha XUIPOXIOPOTHA3KA C€ HaMansBea oT Kaaht MEHUUR q
chXpaHsaBallua edext Ha updecapTad. OCBeH TOBA, TO3W eeKT HA XUAPOXJIOPOTHA3H] B ‘-/ /
CEPYMHHS KM MOXe Ja ce ovakBa Ja ObJe NOTEeHUWPAH OT APYTH JICKAPCTBEHH NPO.
CBbP3aHH CbC 3aryda Ha KalnHi U XUNnoKanueMmus (Hanp. Apyryd KanniypeTHUHU Anype
nakcaTHBY, aM¢oTepHLHH, KapbeHoKCoNnoH, neHULMAWH G HaTpuit). ObpaTHO Ha TOBA




onyTa ¢ ynorpebara Ha Apyry 1€KapcTBa, NOBAUABALLH PEHHH-AHTHOTEH3HHOBATA CHCTEMA,
eIHOBPEMEHHOTO MPHIOKEHHE C KATHH-CbXPAHSABALLK AUYPETHLH, KANTHEBH 100ABKH. 3aMECTUTENH Ha
COJITA, ChABbPXKALLH KAMUA WK APYTH JEeKapCcTBa, KOUTO MOXKE 12 NOBULIAT CEPYMHHTE HUBA HA Kallndg
(Hanp. Xxenapy¥H HaTpUii), MOXEe Aa N0BEAE A0 NOBHILABAHE HA HHBATA HA CEPYMHHA KalHH.
[TpenopbuBa ce CbOTBETHO MPOCAEAABAHE HA CEPYMHUA KaNnH rMpH NauKEeHTHTE C NMOBHLIEH PHCK (BX.
To4uka 4.4),

JlexapcTBEHH NPOAYKTH, NOBAUABALUUN €€ OT HAPYUIEHHETO HA CEPYMHUS KaHN:

[TpenopbuBa ce NEpUoOAKYHO NpoCieasBaHe Ha CepyMHHA Kanuki npu npunoxenneto Ha Ko-Hpbeco ¢
JIEKAPCTBEHH NMPOAYKTH, NOBIMABALLU C€ OT HAPYLWIEHHETO HAa CEPYMHMS KUK (Hanpumep, Chp/ICHHH
FAKO3WIKH, AHTHAPHTMHUM),

HecTeporaHW OPOTHBOBBINANUTENHHU CPEACTBA;

[Tpu eanospemenHarta ynotpeba Ha aHrnoreH3uH 1[-aHTaroHWCTH U HECTEPOHAHH
NMPOTHBOBBINATHTENHH cpeacTBa (KaTto cenekTUBHU COX-2 HHXHOUTOPY, aueThicanuuumnosa
kHcenuHa (> 3 g/nHeBHo) U HecenekTuriy HIIBC), Moke ga HacTbNH HamMansaBaHe Ha
AHTUXHNEPTEH3UBHUA e(EKT.

[MTono6Ho Ha ACE uHxubutoprTte, €AHOBPEMEHHOTO NPUIOKEHHE HA AHTHOTEH3MH [I-aHTaroHUCTH K
HeCTepOUAHH NPOTHBOBL3INAIUTEIHH CPEACTBA MOXE 1a JOBEAE A0 [IOBULIABAHE HA PHCKA OT
BJIOILABaHe Ha ObOpedHaTa PyHKUHA, BKIFOUHTENHO H Bb3MOXHOCTTA 34 NI0SBA Ha OcTpa ObOpeuHa
HEZOCTATbYHOCT ¥ NOBHLIEHHE HA CEPYMHHA KaNHii, 0COOEHO NPH NauUMeHTH € NpeALLEeCTBaLlO
HapyuleHue Ha ObOpedHaTa ¢yHkuua. KomOBunupaHeTo Tpabsa Ja cTaBa ¢ NOBHILIEHO BHUMAHHE,
0co0eHO NPH NALUEHTHTE B HANpeAHAana Bb3pacT. [lanMeHTuTe TpabBa na ObaaT CLOTBETHO
XHApaTHPaHH, KaTo € HeobxoauMo npocneaseane Ha ObOpeuyHaTa QyHKUHA Clel 3ano4BaHe Ha
KOMOMHHUDAHOTO NeYeHUE 1 NEPUOANYHO Cle/ TOBA.

Penarnuuuna: updecaprad uma rnoreHyuan aa uuxubupa OATP1B1. B xnunununo npoyusaue ce
cbobiana, ye upbecaprad nouiiaBa Chnax U AUC Ha penarnunna (cydberpar na OATPIBI)
cboTBeTHO ¢ 1.8 nb1h U 1,3 mbTH, KoraTo ce npHaara | yac npeau penarnvuua. B Apyro npoyusaHe
He ce ¢h0o01laBa 3a CbOTBETHO (PAPMAKOKHHETHYHO B3aWMOACIUCTBHE NIPH €AHOBPEMEHHO NPHIOKEHHE
Ha JBeTe nekapcTaa. [lopann ToBa MOXe @ ¢€ HANoXKHU KOPHUIHpaHe Ha 103aTa Ha aHTHAUADETHOTO
NEKapCcTBO, KaTO H Ha penariuHuj (B, To4ka 4.4).

JonbaHuTenHa MHOOPMALIUA OTHOCHO B3aWMO/ICHCTBUATA HA UpOecapTaH:

[Tpn KNHHUYHH NpOYUBaHHs PAPMAKOKMHETHKATA HA upbecapTaH He ce NOBNHABA OT
xuapoxioporuasua. Upbecaprau ce Mmerabonusupa ocHoBHO ¢ noMoiuta Ha CYP2C9 1 8 no-manka
CTeNeH ype3 rnoKypoHupaHe. He ca HabatoaaBadu 3HauMMH (HapMAKOKHHETHYHH H
dapMakoAHHAMHYHH B3aHMOIEHCTBUA NPU €JHOBPEMEHHOTO NPHIOKEHHE Ha UpdecapTan ¢
Bap(apHH, KoiTo ce MeTaboausupa ¢ nomollta Ha CYP2C9. Edektute Ha unayktopute Ha CYP2C9,
kato pudamMnuuuH, BbpXY papMakokuHeTHKaTa Ha UpbecapTaH, HE ca NPOYUYEHMU.
(DapMaKOKHHETHKATA Ha ANTOKCUH HE C€ NPOMEHS NpU €AHOBPEMEHHO NPHUNOXKEHHE C HpbecapTaH.

HonbauuTtenHa HHGOPMAalLUa OTHOCHO B3aHMOAEACTBUATA HA XHAPOXJICPOTHAZHA!
FIpH ¢bBMECTHOTO UM MPHJIOKEHHE, NTPEACTABCHUTE NO-A0JY NEKAPCTBEHHU NPOAYKTH MOXkKe Na
B3aUMO1IeHCTBAT € THA3ZHAHUATE AUYPETHLM,

Arxkoxoa: Moxe Aa HaCTbNH MOTEH LHHpaHE Ha OPTOCTATHYHATA XHINIOTOHHA,

Aumuouabemru 1ekapcmaeru NPoOYKmu (Repopatiu Cpedcmsd i UHCY.TUHY) . MOXKE Aa € HeoOX0QHMOo
KOpHIHpaHe Ha J03aTa Ha aHTUAKabeTHHA NEeKapCTBEH NTPOAYKT (Bx. TOUKa 4.4),

Xoaecmupavun u xolecmunoiogu cmoay. abcopOuuATa Ha XMAPOXAOPOTHAIU] € HAPYLUEHA B
MPHCBCTBHETO HA aHWOHHH 00MeHHU cmonu. Ko-Upbeco Tpadea na ce npuema rioHe eaun
WAM YETHPH Yaca ciej NpUeMa Ha TaKUBa JIeKapCTBa;




Kopmuxocmepouou, AKTX: HeLOCTHT Ha eNeKTPOANTH, OCODEHO XHITOKANHEMHS, MOXKE 13 ObJe
MOBHULIEH;

CopOeuru cruxko3uou; Npeau3BUKaHaTa OT THA3HAHTE XUIIOKATHEMHS HIIH XHITOMArHe3HEMUS
O1aronpuSTCTBA Bb3HHKBAHETO HA HHAYLUUPAHU OT AMTUTANUC ChPACUYHHU apHTMUU (BX. TOUKa 4.4);

Hecmepouonu npomucossb3naiumean cpeocmeq. NPUNOKEHNETO Ha HECTEPOUIHH
MPOTHBOBB3NAIUTENHH CPEACTBA MOXE a HaMalu AWy PETHYHHA, HATPUYPETHYHHUA H
AHTHXHMEPTEH3UBEH ePEKT Ha THAZHAHUTE JUYPETHLM ITPH HAKOHW MALIMEHTH;

Ipecopnu avunu (Hanp. RopaopeHaiun). ePEeKTLT Ha NPECOPHUTE AMHHHU MOKeE da Obae HamaneH, Ho
HE B TaKaBa CTEMNEH, Y€ 1a H3IKIIOUYH Bb3MOXHOCTTA 3a TAXHATA ynoTpeda;

Hedenoaapusupawgu peaarcanmu na crelemuama Mycry1amypd (ranp. myooxypapun). epekTbT Ha
HeAeNOJAPH3HPALLMTE PeNakCaHTH Ha CKeJIeTHaTa MyCKyJ1aTypa Moxe 1a 0bAe noTeHUUpaH OT
XHIAPOXJIOPOTHA3H,;

Jexapcmeenu npooysmu 3d 1eyenue Ha nooazpa; MOXe Aa € HeobX0AMMa NpoMAHA Ha 103aTa Ha
AHTHNOAArpO3HUTE NEKAPCTBEHH NPOAYKTH, Thil KaTO XHAPOXJIOPOTHA3UA MOKE A& NOBULIH HUBATA
Ha CepyMHaTa NHUKOo4YHa kucenuna. Moxe na € HeoOx0A¥MO NOBHLLIABAHE 03aTa HA Npobereuu Uiu
CyTpUHNUPa30H. EZHOBPEMEHHOTO PUIOKEHUE C THAZUIHH JHYPETHLHN MOXKE Ad NOBHULIH YECTOTAaTa
Ha peakLUHHTE HAa CBPbXUYBCTBUTENHOCT KbM aNnoNnypUHOI;

Karyuesu conu: THABUAHUTE AUYPETHLHN MOXKE Ja NTOBHIIAT HUBATA HA CEPYMHUS Kanlydi nopany
[TOHMXKEHA eKCKpeLns. Ako TpaOBa 1a OBLIAT NPHUNOKEHH KATLUHEBH A100aBKK UNU NEKapCTBEHH
MPOAYKTH, CbXPaHABAIH KAILUKUA (Hanp. Je€4eHue ¢ BATaMUH D), To e HeobXxoaumo npocieasaBaHe Ha
HUBATa HA CEPYMHHUA KaJUMWH U CHOTBETHA NPOMAHA Ha 103aTa Ha KAJILIHH;

Kapbavasenun: enHOBpeMeHHaTa ynoTpeba Ha kapbaMas3enHiH ¢ XHAPOXJIOPOTHA3HI Ce CBbP3Ba C
PHUCK OT CUMIITOMaTU4Ha Xunonatpuemus. [lpu eqHoBpemMenda ynorpeda enekTponuTuTe TpsioBa aa
ObaaT npocneasBani. AKO € Bb3MOXKHO, TpAORA Ja ce M3noJi3Ba APYT KAac AHYPETHLH;

Hpyeu gzaumodeucmaus. XUNEPrIUKEMHUYHUAT eeKT Ha OeTa-010KkeprTe H AKa3oKcHA MoxXke 1a Obae
yBeJIHYEH OT THa3UANTE. AHTUXONHHEPrMUHUTE CPEACTBA (Hanp. aTpontH, OernepuaeH) MoXe Aa
MOBHUILAT OMOHANMUYHOCTTA HA THA3UAHUTE AUYPETHLH Ype3 HAMASBAHE Ha CTOMALUHO-YPEBHUA
MOTHJIMTET U CKOPOCTTA HA U3Npa3BaHe Ha cToMaxa. THazuanuTe MOKe Ja [IOBULLAT PHCKA OT
HeXeNaHW peakLny, NPHUMHEHH OT aMaHTaaWH. THaznanTe Moxke Aa noHuwxar obOpevHara
eKCKpeLHs HA UUTOTOKCHYHUTE JIEKAPCTBEHW NPOAYKTH (Hanp. uukinopocdamna, METOTPEKCAT) U 1a
MOTEHUMPAT TEXHHUTE MHAEJNOCYNPECHBHU €(PEKTH.

4.6 @epraianTer, 6PEMEHHOCT U KbPMEHe

bpeMeHHOCT

Ancuomenszun l-peyenmopnu anmaconucmu (AI1IRAs)

Ynorpebara Ha AIIRAS He ¢ce npenopbyBa NO BpeMe HA MbPBUA TPUMECTBP HA OPEMEHHOCTTa (BXK.
Touka 4.4). Ynorpebara na AlIRAs e npoTneonoka3saHa no BpeMe Ha BTOPHA H TPETHS TPUMECTDLD
Ha OpemennocTTa (BXK. TOUKH 4.3 1 4.4).

EnuaeMHONOrHuHUTE JaHHK OTHOCHO PHCKA OT TepaTOreHHOCT ¢nea ekenosuuns Ha ACE

HHXHOUTOPYU NO BPEME HA NLPBUA TPUMECTbP Ha OPEMEHHOCTTA He ¢a yOoeauTennu. Bee nak ne
YBEJIHYEHHE Ha PUCKA HE MOXKE 1a Obe W3KIIUEHO. /JokaTO HAMA KOHTPOAHPAHH enuAEMH
JJAHHH OTHOCHO pycKa NpH ynoTpeda Ha aHrnoTens3uH ll-peuentopHn avrarcHucTy (AlIR
nogoOHU pUCKOBE MOraT Ja CbileCTBYBAT MU NPU TO3H Kiac nekaperna. [launeHTkuTe, Ko
OpeMeHHOCT, TpA0OBa 1a NPEMUHAT HA ANTEPHATUBHO AHTHXHNEPTEH3UBHO IeUeHHUe, C YC
npodun Ha 6e30nacHOCT Npu yrnoTpeda no BpemMe Ha BpeMeHHOCT, OCBEH aKO0 Ce CUHTA,




ocoOeHa BAXKHOCT 1a ce NpoabixH nedeHnero ¢ AlIRAs. Korato ce yctaHoBH OpeMEHHOCT,
neuenueto ¢ AIIRAs TpsaGBa He3abaBHO 1a e NpeKpaTy U ako € NOAX0ALIO, Aa CE 3an04HE
aANTEPHATUBHO JIEYEHHE.

H3BecTHO €, ye ekcrio3numraTa Ha AIIRAS no BpemMe Ha BTOPHUS H TPETHA TPUMECTLD NpeaAn3BHKBa
bEeTOTOKCHYHOCT MpH Xopa (HamaneHa 0bOpeyuHa PyHKUMA, ONUMOXHAPAMHUOH, 3aDaBeHa
ocudhukauua Ha Yepena) U HeoHaTallHA TOKCHYHOCT (Ob0peyHa HEAOCTATLYHOCT, XHITOTOHHA,
xunepxkaivemua) (BxK. Touka 3.3).

[TpenopbuBa ce exorpadcko HicneaBaHe Ha 6bOpeyHaTa PyHKUHMA W yepena B cayyaid, ue AIIRAs ca
MpUNaraHy npe3 BTOPHA TPUMECTbP HA OPEMEHHOCTTA H Clie] TOBA.

Hosopoaennte, uunto Maliku ca npremMany AllRAs, Tpabsa na ce Habnroaarat BHUMATEAHO 32
HaJIH4UME Ha XUITOTOHHUA (BXK. TOUKH 4.3 U 4.4).

Xuopoxaopomuasuo

Mma orpaHuyeH OnMuT ¢ XUAPOXJIOPOTHA3ZUA N0 Bpeme Ha OpeMEHHOCT, 0CODEHO 10 BpeMe MbPBHA
TpUMeCTDbP. [IpoyUBaHUATA NPH XHBOTHH Ca HEAOCTATHYHH. XUAPOXJIOPOTHA3M NPEMUHABA N1PE3
naaneHTara. Bb3 octoBa Ha hapMakonoriuHua MeXaHW3bM Ha aelicTBHe, ynoTpedbarta Ha
XWAPOXJOPOTHA3H/A MO BPEME Ha BTOPHS W TPETUA TPUMECTBP MOXE Ja HapyiluH (peTo-nnaueHTapHara
nepdy3us 1 MOXe 1a MPUYHHU PETANHH U HEOHATATHH €(PEKTH KATO KbATCHULA, HAPYLLCHUE HA
€NEKTPOJIMTHUA OanaHc ¥ TPOMOOUMTONEHHA.

XuapoxnopoTHaszuj He TpabBa Aa ce U3I10A3Ba 3a NeCTALMOHEH €1eM, FeCTalMOHHA XHNEPTOHUA UNH
fpeeKkgaMncHs, Nopagu pucka OT HaMalABaHe Ha NAaiMeHHUs 00eM W niaueHTapHa xunoiepdysus,
Oe3 OnaronpuaTeH ePEeKT BbpXY Xoaa Ha bonecTra.

XuapoxnopoTvasua He TpsaOBa aa ce W3I103Ba M1PH JIeHEHHUE HA €CEHLHUANIHA XHUTIEPTOHUS TTPH
OpeMEHHH KEeHH, OCBEH B PCAKH CINYHaH, KOraTo He MOXeE Aa OBbAE NPUITONKEHO APYTO JNeYEHHE,

Tbi kaTo Ko-Mpbeco cubabpxa XxuapoXNopoTHasui, TOH HE C€ NIPENOPbUBA 110 BPEME HA NBPBHUS
TPHMECTbP Ha OpeMeHHOoCTTa. | Ipyu niaHupaHe Ha OPEMEHHOCT, MAUHEHTKUTE TPAOBA a NPeMUHAT Ha

MoAXCOAWO alTCPHATHBHO JICHCHHE.

KbpMeHe

Aneuomenzun H-peyenmopnu anmaconucmu (AIHIRAs)

Tbii kato He e HanHuHa HHGopMaL kg OTHOCHO ynoTtpebara Ha Ko-Hpbeco no speMe Ha kbpMene, Ko-
Upbeco He ce npenopbyea, a ce NpeAnoYHTAT ANTEPHATHBHH TEPANHU € NO-100pe YCTAHOBEH NPOdHI
Ha 0€30MacHOCT NO BPEME HA KbPMEHE, OCODEHO MTPH KbPMEHE HA HOBOPOICHO UM NPEKACBPEMEHHO
POJAEHO JeTe.

He e u3BecTHO nanu MpbecapTaH Win HEroBUTE MeTabDOoOMIUTH C€ EKCKPETUPAT B KbpMAaTa.
HannunuTte papMakoAMHAMHYHW/ TOKCHKOAOTHYHH JaHHH NPH [LUTHXOBE €A N0KA3a/IH eKCKpeLHs Ha
npbecapTaH UKW HEroBUTE MeTabONUTH B MIAKOTO (3a NoAPOOHOCTH BHKTE To4Ka 5.3).

XHOpOoXaopomud3uo
XUAPOXNOPOTHA3K/ CE EKCKpeTHPA B MalIKi KONMYeCTBa B KbpMara. THa3suaUTe BbB BUCOKH J03H

BOACLIM A0 HHTEH3WBHA AHYPEe3a, MOraT 4a NOATUCHAT NPOM3BOACTBOTO HA KbpMa. He ¢e npenopb4Ba
ynotpebara Ha Ko-Upbeco no speme Ha kbpMene. Axo Ko-Upbeco ce uinossea no BpeMe Ha

KbPMCHE, N03HUTC TpHﬁBH Ad CC NoOJABPAKAT BbIMOXKHO HaH-HUCKH.
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Upbecaprtan HAMA edekT BLPXY epTUAMTETA HA NABXOBE H TAXHOTO MOTOMCTBO, 4O A030BH HHBA,
MPHYMHABALILH MbPBUTE CHMIATOMH HA TOKCHYHOCT MPH POAUTENNTE (BXK. TOUKA 5.3).

4.7 EdexTn BLpXy cnocodHOCTTA 32 l1opHUpaHe H paboTa ¢ MALIHHH
Bb3 ocHoBa Ha dapMakoaMHAMHYHUTE CBOHCTBA, HE ce ouakBa Ko-Hpbeco na nosnuse na

cnocobHocTTa 3a Wodupane W pabora ¢ MawnHU. B cayuai na wodupane nan padota ¢ MallIMHH,
TpAOBa Ja ce HMa NPEABHA Bb3MOXKHOCTTa 3a NOSBa Ha 3aMastHOCT WK 0TNAAHANOCT, N0 BpEME Ha

JICYEHHETO HAa XHNEPTOHUA.
4.8 Hexkenanu aekapcTBeHH PeakKUHH

Hpbecapran/xuapoxaopotiasna KoMOUHaLHA

Cpea 898 nalMeHTH ¢ XMNEPTOHRHA, KOUTO ¢a NPHUEManu pa3iuyHu J03H
upbecapTtaH/xuapoxnoporuazua (ot 37,5 mg/6.25 mg ao 300 mg/25 mg) B nnauedo-KOHTpOIHpaHN
H3NUTBAHHA, 29,5 % OT NnauMEHTUTE ca UNUTANH HEXEIAHH 1eKAapCTBEHU peakuuu. Hai-yecro
CHOOLLABAHUTE HEXENAHK IEKAPCTBEHH PEeaKLMH ca OUAK 3aMasHOCT (5.6 %), ymopa (4.9 %),
raaeve/nospobuiane (1.8 %) n HapyweHo ypuHupane (1.4 %). OcBeH TOBa, NOBULIABAHE HA Y PCHHMS
a30T B kpbBTa (BUN) (2,3 %), xpearnnknHasara (1.7 %) v kpeatnHuna (1,1 %), cbuio ca
HADMOAARAHU HYECTO NPH U3NHTBAHHUATA.

Tabauua 1 noxkazea HEKENAHUTE PCaKLHH, HHGJ'II-D,[[HBHHH OT CMOHTAHHH ChOOUIEeHHs Y [1PpH m1anedo

KOHTPOJUPaHH NPOy4BaHHA.
UecToTaTa Ha NpeACTaBEHUTE NO-A0JY HEXKEIIAHUTE PEAKUHK € ONIPCAE/NICHA, KAKTO CAEBA!

MHOro uectd (> 1/10); yectn (= 1/100 po < 1/10); Heuectu (= 1/1 000 no < 1/100); peaku (= 1/10 000
A0 < 1/1 000); muoro peaku (< 1/10 000). INpu Bcako rpynupade B 3aBHCHMOCT OT YecToTaTa,
HEeXeNTaHUTE JIEKAPCTBCHU PeakliMK ¢e U30PogaBaT B HU3XOAALL pea MO OTHOLIEHWE HA TAXHATa
CEepPHO3HOCT.

Tab6auua 1: Hexxenanu peakuny npH niauedo-KOHTPOJUPAHH H3NUTBAHUSA Y CIIOHTAHHH
CbOOUICHHA
Hicrnedsanusa: YHecru: [MOBHLIABAHE HA YPEHHHA a30T B KPbLBTA
(BUN), kpeaTHHHUHA U KpeaTHHKHHA3aTa
HeuecTu: NOHHIKEHHE HA CEPYMHUS Kanui W HaTpuid
CuypoeuHu HapyueHus. HeuecTu: CHHKOI, XUNOTOHUA, TAXUKAPIAHA, OTOK
Hapywienua na nepgnama cucmema, HecTu: BHEHE HA CBAT
HevecTu: 3aMasHOCT NPH H3NPABAHE
C nen3BecTHa | rnasobonue
YECTOTA:
Hapywenus na yxomo u 1abupunma: | C HEH3BeCTHA | LUYM B YIIHUTE
YECTOTA:
Pecnupamopnu, cpvonu u C HeusBecTHa | Kaluivua
MEQUACMUHATHU HUPYWCHUA. 4EeCTOTa:
CmoMauiHo-upesnu HapYiieH s, YecTu: raacHe/ IOBPbIIAHE
HeuecTu: nHapud
C HEeU3BECTHA | AMCMENCHUA, HAPYLIEHUE HA BKYCA
4eCTOTa:
Hapyuwienus na 6vopeyume u YecTn; HApPYLIEHO YPUHUPAHE
HUKOYHUME RbMUutla. C HeusBecTHa | HapyuweHa OBOpedHa pyHKUUS,
4ECTOTA: BKJTIOUYMTEAHO OTACNHHU CAYYaH Ha
ObOpeyHa HEAOCTATHYHOCT NP
¢ puck (Bx. Touka 4.4)
Hapywenusa na MycryHo- HeuecTty: OTOK Ha KpaHHULUTe
CreIemHama cucmema u C Hen3BeCTHa | aTpajirMd, MHAITHA
CHLEOUHUMETHAMA MBRAH. YeCTOTA:
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Hapywenus na memabonusma u C HeM3BeCTHA | XHNEpKaleMus

Xpanenemo. 4eCToTa:
Cv008uU HUPYUERUA. Hevecth: 3auepBiBaHe Ha NHUUETO
Obwu napyuienus u eghexmu na Yectu: yMOopa

MACIOMO HA NPUTONCEHUE.
Hapywienua na umynnama cucmema: | C HEU3BECTHA | Cy4ad HA PEAKLIMK Ha

YyecToTa: CBPBXUYYBCTBMTEIHOCT, KATO aHTHOEAEM,
O0pHB, YPTHKAPHSA
Xenamobwruapuu HapyueHus: HeuecTH: WbITEHHLIA
C Heu3BeCcTHA | XeNnaTWUT, HapyuleHa YepHOApoOHa
4ECTOTA: pyHKLUS
Hapywenua na Heuectn: CEeKCya/lHa AUChYHKLUMUA, MPOMEHH B
8bINPOUIBOCUMETHAMA CUCTIEMA U nMdbra0TO

zupdama:

Honbanurtenua nudopmaunsa 3a OTACAHUTE ChCTAaBKH:

B nonbiaHeHne KbM HU30POCHUTE NO-rOPE HEWEIAHK PEAKUHH 3a KOMOWHUPaHUA NPOAYKT, APY i
HeXKeNaHU peakLHH, Beye JOKNAABaHU MPH €4HA OT OTACNHHTE ChCTaBKK, MOXe Aa Obaat
NOTEHLUKAIHY HeKeNnaHH peakun U npu Ko-Updeco. Tabnvum 2 ¥ 3 no-nony npeacrtaesar
HEeKENaHHUTE peakiu, cbOOLIIeHU TTPH oTAeAHUTe CbCTABKH Ha Ko-HUpbeco.

TaGauna 2: Hexenalu peakuuu, CbOOLLEHH [PH CaMOCTOATENHA YNoTpeba Ha HpbecapTaH
Hapywenus Ha kxpvema u C neusgecmua yvecmoma: aHEMHS, TPOMOOLUTONEH NS
aumMbrnama cucmema
Obwu napyruenus u ehexmu HeuecTn: rpbaHa Ooska
HQ MACMOMO KA RPWIONCEHUE.
Hapywenus na umynnama C Heu3BeCTHA YECTOTA: AHa(PHUNAKTHYHE pEaKLMA,
cucmemu. BKJAKUYHTEHO aHa(pHAAKTHHEH
LIOK
Hapywenus na memaboauzma | C HeH3BECTHA 4eCTOTA: XHUNOTJNHKEMUA
U XPAHEHEMO.
Taoanua 3: Hexkenanu peakuny, CboOLIEHH MPH CaAMOCTOATENHA ynoTpeba Ha
XHAPOXJIOPOTHA3HA
Hzcreosanus: C HeuzBecTHa HApYlICHUE HA ENEKTPONUTHUSA DanaHc
YyecToTa: { BKIKOUHTEHO XHITOKAJIUEMHUA H
XUITOHATPHEMHUS, BXK. Touka 4.4),
XHIIEPYPUKEMHA. THIOKO3YPHA,
XHIMEPrAHKEMHS, NOBHUIEHHE HA XOJIeCTepona
H TPUTTHLIEPUANTE
CepOetHu Hapyuer us. C HEeU3BECTHA CbPACYHH APUTMUH
4ECTOTA!
Hapywenua na kpovema u (C HeusBecTHA annacTH4YHa aHeMHA, NOTHCKAHE Ha KOCTHHHA
JuUMPHAMaG cucmema. YecToTa: MO3bK, HEYTPONICHUA/ArpaHy IoLUTO34,
X€MOJIMTHYHA aHEMHUS, JIEBKOMNEHHA,
TPOMOOLMTOINEHUSA
Hapyvuienua na nepgnama C HeH3BecTHA BEPTHUIO. NNAPECTE3UA, 3aMaAHOCT,
CUCTNEMA. YEeCTOTA: OE3MOKOHCTBO
Hapyweniwt na ouume: C HeHu3BeCTHa IPEXOAHO 3aMBINMEHO BUXKIAHE, KCAHTONCHS,
YEeCTOTA! OCTpa MHOMNMSA, BTOPHYHA OCTPA
3AKPUTOLIBIHA [MAYKOMA, XOPOUAANEH H3JINB
Pecnupamopnu, cpvOHU U MHuoro peaky OcTbp pecnuparopeH AUCTPEC CUHAPO]
MeQUACMUHATHU HADYUWEHUA. (OPJC) (Bx. Touka 4.4)
C HeunsBecTHA pecnUpaTopeH AHCTpeC (BKIIOUUT
4eCcTOTA: MHEBMOHUT W DenoapobeH O0ToK)
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CmoMauino-upeaiu
HADYUEHUA.

C Heu3BeCTHA
YyeCToTa:

MaHKPeaTUT, aHOPEKCUA, IHApHU4, 3aliek,
CTOMALLIHO APA3HEHE, CUANOAACHHUT, 3aryda na
ANEeTHT

Hapywenui na 6vopeyume u

C Heu3BeCTHa

HHTEPCTHUHANIEH HedpuT, 0b0OpeyHa

RUKOYHLME RoMUultd. HECTOTA. II,HC(]Z}’HKLI,HH
HHP}WE’HM Hd KOJCAmo U C HeM3BECTHA HHﬂ(i)HJ'IﬂI{TH‘{HH P€aAKUHH, TOKCHYHA
ROOKONCHAMA MBRAN ! HCCTOTA. CMMHACPMANlHA HEKPOJTU3d, HCKPOTH3HDAll

AHTUHUT (BACKYIUT, KOXEH BACKYJIHT), KOXKHHU
Nynyc epuTeMaronec-noaobHH peakiiii,
peaKTHBHPAHE Ha KOKEH Aynyc
epuTeMaroiec, (GOTOMYBCTBUTENHH PEaKlUH,
0OpHB. YPTHKapHs

Hapywienus na Myckyino-
CrReIemHana cucmemMa u
CHheOUHUMETHAMa MbRAH.

C HeH3BeCTHa
YeCcTOTa:

cnaboCT, MyCKyNEH CNasbMm

Co008U HADVULICHUA. C HEH3BECTHA NOCTYpaiHA XUIIOTOHHUA
4EeCTOTA:
Odwju napyuwenus u epexmu C HeHn3BecTHa TpeCKa
HQ MACMOMO HA nPUIOXCeNue. | YeCTOTa:
Xenamoburuapru napyuwienusa: | C HEW3BECTHa MBITCHULA (MHTPAXENATAIHA XOJIECTATHYHA
4yecToTa: KBJITCHULA)
Hevuxvunu napytuenua. C HeunzpeCTHa ACNPECHA, HAPYLUEHHA HA ChHS
4eCTOTa:
Heonnasmu - C Heu3BeCcTHa HemenanomeH pak Ha Koxara
dobporawecmeen, 4eCTOTA. (0a3aNHOKIIETHYEH KapLHHOM W

FTOKAYECMBEHU U CKBAMO3HOKJIETLUYEH KAPLUHHOM )
HeonpeoeleHu (8K1. Kucmu u

notunii)

HemenanoMeH pak Ha Koxarta: Bb3 OCHOBA HA HAIMYHUTE NaHHW OT ENUAEMUOIOTHYHHU NTPOYYBAHUS €
HaONOAaBaHa 3aBUCHMA OT KYMYJIATUBHATA /1034 Bpbika Mexkay XX T3 u HMPK (Bx. ¢hilo Touky 4.4
u3.1).

J1030-3aBUCHMHUTE HEXENAHN peaKUMH Ha XMAPOXA0poTHa3HA (0CODEHO HApYUICHUATA Ha
ENEKTPONUTHHA HanaHc) MOXKe Aa OBAAT YBENUUEHH NPH TUTPHPAHETO Ha XUAPOXIOPOTHA3HA.

CbhobuiaBaHe Ha NONO3WPAHU HEXKENAHU pPeaKliiH

Cb0o0LABAHETO KA NOAO3HPAHU HEKENAHH NEKAPCTBEHH PeakUKM Ciie] pa3pelllaBase 3a ynotpeda Ha
NeKapCTBEHHA NPOAYKT € BaxHO. ToBa no3possiBa Aa NpoAb/IXKH HaDAIOACHHETO HA CbOTHOLEHHETO
MoJ3a/pUCk 3a AeKapCTBEHMUA NPeAYKT. OT MEAHIIMHCKHTE CIIELMANIMCTHU C€ W3HCKBA Ja ChobllaBar
BCAKA MOA03HMPAHA HEXEIAHA peaKiHd Ypes:

M3nbaHUTENHA areHUMA MO eKapeTeaTta
yn. Jdamsad ['pyeB” Ne 8
1303 Codus,

Ten: +359 2 890 34 17
yebcaiiT: www.bda.bg

4.9 Ilpexosznpane

HsMa cneungnuta ndopMauus o OTHOLIEHUE Ha ieuerueTo npu npeaosupade ¢ Ko-Upbeco.
[lauueHTsLT TpaOBa Aa ObAAT BHUMATENTHO NTPOCACAABAH, KATO NICUHEHHETO TpadBa Ja Obae
CHMIITOMATHYHO U NOAABbPXKAWO. JICUEHHETO 3aBUCH OT BPEMETO, OT IPUEMAHETO ¥ TCHHA
cumntomute. [Ipenopbupa ce MpeaAM3BUKBAHETO HA NOBPbLUAHE H/WAKW CTOMALWIHA TIPO /
AKTHBHHUAT BbIEH MOXe /1a ObJe Noae3eH Npy N1eyeHne Ha npeaosupaneto. Cepym /
CNEKTPOANTH K KpeaTHHUHA TpA0Ba sa ObaaT vecTo npociaearsani. [Ipn nosea Ha XHEGEO
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naunenTsT Tps6Ba Aa Obje NOCTABEH B NETHANO MONOXEHHUE H Aa ce npeanpHemMe Obp3o 0DeMHO U
ENIEKTPOJUTHO 3aMECTBaHeE.

Hah-uecTuTe npossu Ha npeao3dpaHe ¢ ypbecaptan ¢ ouakBa Aa ObAaT XUIOTOHHS M TaxHKapaMs;
BBb3MOXKHA € ¥ 1osiRaTa Ha Opaaukapaus.

[Mpeno3rpaHeTo ¢ XHAPOXJIOPOTHAZHA € CBbP3aHO C HEJOCTHI HA ENIEKTPOJINTH (XHITOKATHEMNS,
XHMOXNOpEMHA, XHIIOHATPUEMHUSA ) U AeXHApATaLNUs, B pe3yaTaT Ha NpekomMepHaTa Auypesa. Hail-
YyeCTHTE NPH3HALK H CHMNTOMM HA NPEAO3UPAHE Ca FAAEHE H COMHONEHTHOCT. XHNOKATHEMHUATA
MOJKe Ja NOBeJI€ A0 MYCKYJIHH C1a3MK W/UNH U3SBEHA CbPACYHA apUTMHU, CBBP3aHA ¢
e/IHOBpeMEHHATa ynoTpeda Ha CbpACHHU TIHKO3WAH WIH HAKOHW aHTHAPDUTMHYHU JIEKAPCTBEHH
NPOAYKTH.

HpﬁECﬂpT&H HE CC OTACHA YPC3 XEMOAHANH3A. CTeneHTa HA OTACNAHE HA XHAPOXAQPOTHA3ZKU/ C
MOMOLLTG Ha X€eMOJHaAH34d HC € YCTAHOBCHA.

5. ®APMAKOJOINYHHU CBOHMCTBA
5.1 ®dapmakoaHHAMHYHH CBOHCTBA

hapMakoTepaneBTHYHA rpyna; aHruoTeH3uH [l anTaroHMCTH, KOMOMHAUUK
ATC koa: CO9DA04.

MexaHUu3bM Ha J1eHCTBHE

Ko-Upbeco npeacraBnsBa KOMOWHAaLKA OT aHIKOTEH3MH [[-pelienToped aHTaroHUCT — HpdecapTaH, H
TUA3UAEH AUYPETHK — XUAPOXJIopoTHa3uA. KOMOMHauuaTa 0T ABaTa KOMINOHEHTa NPUTEXABA
aZIWTHUBEH AHTHXUNEPTEH3UBEH e(EKT, KaTO NOHHKABA KPBBHOTO HANAraHe B NO-rojiamMa CTENeH, B
CpPaBHEHHE C BCEKH OT OTACITHUTE KOMIOHEHTH, NPH.I10XKEH CAMOCTOATENHO.

UpbecapraH € MOLLIEH, NEPOPaNHO aKTHBEH, CENEKTHBEH aHrMOTEH3UH l-penentopen (tun AT))
aHTaroHUCT. O4yaksa c¢¢ BIOKMpaHE HA LUANOCTHOTO ACHCTBUE HA AHMMOTEH3HH [l, MeaHUpaHuTe OT
AT/ pelenTopH, HE3aBHCMMO OT M3TOUHMKA HJIM TBTA HA CHHTE3 HAa aHTUOTeH3UH |1, CenlekTHBHUAT
AHTArOHHU3bM cnpsMo aHrHoreHsuH Il (AT)) peuentopuTe BOAH A0 NOBHLIABAHE HA NNA3MEHUTE HHBA

Ha pCHHH H aHTHOTCH3HH Il 1 noHnkaBaHe HA Naa3MeHara KOHUCHTPAUHA HA aJIJ0CTCPOH. CEP}JMHHTE
HUBA Ha KAlUH He ¢e NPOMEHAT 3HAYUTENHO NPH CAMOCTOATCAHOTO NPHAOKCHHUE Ha HPGECHPTHH B

NPenopbYHTENHUTE A03H NPU NALKMEHTH 0€3 ChUICCTBYRBALL PUCK OT NOABA HA HAPYLIEH ENEeKTPOAHTEH
banaHc (BxK. Touku 4.4 u 4.5). Upbecapran He unxudupa ACE (kuHaza 11) — eH3uM, KORTO renepupa
aHrHOTEeH3WH 1] 1 CbLIO TaKa pa3rpaxna OpajHkHHHHA 20 HEAKTHBHU MeTaConuTH. MpbecapTaH He
W3HCKBA MeTabOJUTHO aKTHBHUPAHE 3a OCBLUESCTBABAHE HA CBOETO AeHCTBHE.

XUAPOXNOPOTHA3HA € THAZUACH AHYPETHK, MeXaHU3MBT Ha aHTHXHUNEPTEH3UBHUS ePeKT HA
THA3HWJHHUTE AHYPETULH HE € HaNBJAHO U3BeCTEH. THA3HANTE BIUAST BbPXY ObOpeuHuTe TYOYIHK
MEXaHH3MH Ha peabcopOuna HA ENEKTPONUTHTE, KATO AMPEKTHO YBENMYABAT CKCKPETHPAHETO HA
HaTpHi U XNOpUAHY B NPHONUBUTENHRO €KBUBAJICHTHU KOJIMYECTBA. JIMYPETUYHOTO ACHCTBUE HA
XHAPOXJIOPOTHA3 K/l HaMaNsBa nnazMeHuns obeM, NOBHLLIABA AKTUBHOCTTA HA PEHHYH B NJa3mara,
3aCHNBA CEKPELMATA HA ANAOCTEPOH € NOCAEABALLO YBEIHYEHO OTACNIHE HA KAJIHF W OMKapOOHaTH B
ypHHATAa U HaMaJldBaHe HA CePYMHATA KOHIUEHTpauus Ha kanuid. BepodaTHo upe3 GnokupaHe Ha peHHH-
aHTHOTEeH3UH-aNlOCTEPOHOBATA CHCTEMA, €IHOBPEMEHHOTO NPUJIOKEHUE HA UpbecapTaH UMa
TEHJICHIMA KbM MPEAOTBpaTABaHE 3arybaTa Ha Kanuil, cBbp3aHa ¢ AEHCTBUETO HA TE3H QMY PETHLM.
[Tpy xMapoXJIOpOTHA3KA HAYANOTO Ha AHype3ara HacThNBa CAel 2 4aca, a MAKCUMANHHAT eheKT
0OHKHOBEHO ce gocTtura ciea 4 yaca, a 1eicTBHeTO Nnpoabikasa Npubdiusntenno 6-12 yaca.

KomMbuHauusTa o1 xuapoxXnopoTuazua U upbecaptal Npeau3BHKBA 10303aBUCHMO, aANT
NOHUKEHHE HAa KPBbBHOTO HANAMAHE NIPH TPHEM HA TEpaneBTHHHHTE A03H. fobassHeTo
xuapoxaopotuasua kbm 300 mg upbecapraH 8e/1HbLK JHEBHO MPH NAUWEHTH, KOUTO H
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MOBJAHAIN AOCTATHUYHO A0OpE OT CaMOCTOATENHOTO npunokeHne Ha 300 mg upbecapran,
npeaM3BUKBA AOMTBAHUTENHO KOPUFHPAHO CIPAMO Niauedo MOHMKEHUE Ha AHACTOJIHOTO HAJISTAHE, ¢
Hali-HUCcKa cToliHOCT (24 uaca cnen npuema) ot 6,1 mm Hg. KomOunauusta ot 300 mg npbecapran ¢
12,5 mg XM ApOXNOPOTHA3KA NPEAH3BUKBA 000 NOHMWXEHHE HA CHCTONHOTO W AHACTOJIHYHOTO
HangraHe cnpaMo nnauedo no 13,6/11,5 mm Hg.

OrpaHH4eHH KAMHUYHH JaHHKW (7 OT 22 nauueHTH) NOKAa3Bar, Ye NpH NauneHTH, NPU KOUTO HE €
[MOCTUTHAT KeNnauusa KOHTPo npH komOuHauusTa 300 mg/12,5 mg, Ouxa Mornu ga ce noBauaaT OT
koMOuHauusaTa 300 mg/25 mg. [Ipy Te3u nauneHTH € HabnoaaBaHo 3HAHHTEIHO NOHHUXKABAHE Ha
KPBBHOTO HAIACAHE KAKTO HA CUCTOJIHOTO KPpbBHO Handrane (SBP), Taka v Ha AMacTONHUYHOTO KPbBHO
Hansarade (DBP) (cvoTBeTHO 13,3 1 8,3 mm Hg).

EnrnokpaTHHST AHeBeH npueM Ha 150 mg upbecaprad n 12.5 mg XWAPOXNOpOTHA3HI NPEAN3BHKBA
CPEIHO NOHWXEHHE HA KOPUTHPAHOTO CIpAMO Mnauedo CUCTONHO/ ARACTONHO KPBBHO HAJIATAHE, C
Hait-HucKka cTofiHocT (1o 24 uaca cnea npuema) ot 12,9/6,9 mm Hg npu naumenTy ¢ AeKka 10 yMepeHa
XUNeproHHs. Makcumaned edekT ce noctura ciea 3-6 yaca. [1py amOynaropHo npocneasBane Ha
KPbBHOTO HalsAraHe, komOrMHauuaTa ot 150 mg upbecaprand ¥ 12,5 mg xuapoxnopoTHasui, npveTa
BEAHBK JAHEBHO, NOJABPKA MOCTOAHHHY CTOHHOCTH Ha KPBBHOTO HaNlSraHe npes 24-4acoBHs NEPHOL
CbC CPeAHO 24-4acOBO MOHWKEHHE CNPAMO NMNaueto Ha CUCTONTHOTO/ AMACTOHOTO HaNSITaHe OT
15,8/10,0 mm Hg. AMOYnNaropHOTO NpOCACAABAHE € OTUEN0, Y€ CHOTHOLUEHHETO MEXY HAW-MAaNIKHS
n Haif-ronemus edekt ot npuema Ha Ko-Upbeco 150 mg/12.5 mg e 100%. Co10TO CHOTHOWIEHHE,
H3MEPEHO NPH MOCELIEHHE B IEKAPCKH KaOHHeT ¢ anapat ¢ MaHuieTa, e 68% u 76% npv ynotpeba
choTBeTHO Ha Ko-Upbeco 150 mg/12,5 mg u Ko-Upbeco 300 mg/12,5 mg. Tesn 24-uacoBu epekTH ca
nabmonasanu 6e3 NpeKOMEpPHO NOHUKABAHE HA KPLBHOTO HANAMaHE NPU MaKCUMATHUS eeKT U
ChOTBETCTBAT Ha D€30NacHO U €(PEKTUBHO NOHUKEHUE HA KPBBHOTO HansAraHe Npy eAHOKpaTeH
JAHECBEH IpHEM.

[Ipy nauMeHTH, KOUTO HE C€ NOBAUSBAT A00pe caMo 0T 25 mg XUApOoXNopoTHa3ul, 100aBsHETO Ha
npbecapTaH NpeIu3BHKBA AONBAHKTEAHO CPEAHO MOHWKEHUE CNpaMo naanedbo Ha
CUCTONIHOTO/IMACTONHOTO HanaraHe ot 11,1/7.2 mm Hg.

XHNOTEH3UBHHUAT e(PeKT Ha KOMOHHaUHATA Ha HPOECAPTaH C XWAPOXJIOPOTHA3ZHA CE€ NPOABABA OLUE
clie]l IPHEM Ha MBPBATA 4034 K € C IPOABIKHTEHOCT 1-2 CEAMHULN, KATO MAKCUMAIHHUAT MYy e(eKT
HacTuNBa cnel 6-8 ceaMuuK. [Ipu 1BACOCPOUHH KIMHHUYHYU NPOYYBAHHUA 3a NPOCACAABAHE € OUNO
YCTAHOBEHO, 4€ €(PeKTbT Ha UpOECapTaH/XHAPOXIOPOTHAIKA C€ MOAABPXa HaA | roanHa. Bburpeku ye
He ca NPOBeXIAHU USASHACOYEHH KNIUMHUYHU NnpoyuBaHua ¢ Ko-Mpbeco no oTtHoweHue Ha pedayHa
XUNEPTOHHS, TaKkbB edeKT He € HabmoaaBaH Npy npueMa Ha upbecapTaH U XHAPOXJOPOTHA3ZHA.

EdekTbT Ha koMOHHauuMaTa vpbecapTaH u XUAPOXAOpPOTHA3K BbpXY 3abonepaeMocTTa H
CMBPTHOCTTA He € NNpOYyYBaH. ENHAEeMHUONOrHUHKUTE NPOYYBAHKA TOKA3BAT, Y€ NPOABIKUTEIHOTO
NeYEHUEe C XHAPOXIOPOTHAZH] HAMANABA PUCKA OT Pa3BHTHE Ha CbPACYHO-CHA0BH 3a00/19BaHHA H
CMBPT.

EdextsT Ha Ko-Upbeco He ce onpenens oT Bb3pacTTa U nona. [loaobHo Ha cayyau ¢ apyru
NeKapCcTBEeHH NPOAYKTH, KOUTC NOBNUABAT PEHUH-AHTHOTEH3MHOBATA CUCTEMA, NALUEHTH OT YepHaTa
paca ¢ XUNepTOHHUS UMAT 3HA4YMTENHO N10-Manbk OTIOBOP NPH MOHOTepanus ¢ upbecaprad. [1pu
npunaraHe Ha upbecapTaH 3aeaHo ¢ HUCKA A03a XHApoXnopoTyasna (Hanp. 12,5 mg nHeBHO)
AHTUXMOEPTEH3UBHUAT OTTOBOP TIPH YEPHOKOXKHUTE MALMEHTH C€ A00NMKaBa A0 TO3M NPU NALIMEHTHTE
oT Osnara paca.

Knnnuuna epukacHOCT U De30NacHOCT

EdnkacHocTta 1 0e3onacHocTTa Ha Ko-Hpbeco kaTo HavanHa Tepanys Npy TexkKa XUNepToHUA
(nedunnpana npu SeDBP > 110 mmHg) ca oueHesu B MHOTOLEHTPOBO, PaHA0MH3HPAHO,
NBOHHOCNANO, aKTHBHO KOHTPOJIMPAHO, 8-CeAMHYHO, NapajiciHO rpynoso npoy4sane. O
MaluMeHTH ca paHJOMU3HUPAHH B CbOTHOWEHUE 2:1 Ha UpbecapTaH/XuApOXA0pOTHA3UI
mg 1 upbecaptan 150 mg 1 0pH cucTeMaTHYHO GOPCUpaHO TUTPUPaHE (Npeau aa ObA
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OTrOBOPA KbM MO-HUCKATA 4033) CeA elHa CeAMUIA, ChbOTBETHO 10 UpbecapTaH/XuAPOXIOPTHAZHL
300 mg/25 mg nau upbecapran 300 mg.

58% OT nMalMEHTHTE B NMPOYUBAHETO €A OT MbKKH noi. CpeaHara Bb3pacT Ha NALMEHTHTE € 32,3
roanny, 13% ca Ha Bb3pacT = 65 roauHu ¥ camo 2% ca Ha BBu3pacT > 75 rogwHn. JiBaHaaecer
npoueHTa ( 12%) oT nauneHture ca auadeTrun, 34% ca ¢ XRNepInnuaeMns, a HaH-4eCToTO
ChbPASUYHO-CbAOBC CbCTOSAHHE € CTAaOMNIHA aHIrMHA NEKTOPHUE NpH 3,5% OT yUacTHULUTE.

OcHoOBHATa L€ HAa TOBA NMPOYYBaHE € Ja CE€ CbIIOCTABH ChOTHOLIEHHETO Ha NAUUEHTUTE, NPH KOKUTO
SeDBP e 6uno kouTponupano (SeDBP < 90 mm Hg) npe3 5-ta ceamuua ot neuenuero. Yetupuaecer
1 ceneM npolieHTa (47.2%) oT NaUMEHTUTE, TeKyBaHU ¢ KOMOMHANMATA, Ca JOCTHIHANH HaH-HUCKA
croiinocT SeDBP < 90 mmHg, e cpaBueHue ¢ 33.2% oT naunenture Ha npbecaptad (p = 0,0005).
Cpeanara n3xoaHa CTOMHOCT Ha KpbBHOTO Hansarane € npubausurenno 172/113 mmHg npy Beaka ot
FPYNHUTE Ha neyeHue U HamangeaneTo Ha SeSBP/SeDBP npes nerara ceamuua e 30,8/24,0 mmHg u
21.1/19,3 mmHg cvoTBeTHO 32 updecapran/xuapoxnoptiasna u upbecaprau (p <0,0001).

BuabT 1 yecToTaTa Ha CHOOLIECHUTE HEXKENAHH peakUHK ITPH NALUUEHTUTE, JIEKYBAHH ¢ KOMOMHaNHATA
ca noaobHH Ha NpodUNa HA HEXKENAHUTE PEaKLIMK NPH NaLUUWEeHTUTE HA MOHOTEepanua. Hama
ChOOLIEHHA 33 CTYHAH HA CMHKON B HUTO €1HA OT rpyNuTe npe3 8-ceAMHUUHUA MepHOa Ha NeYEHHeE,
MMa cboOllUeHHs 3a XUITOTOHUS, KaTo HexkenaHa peakuus npu 0,6% n 0% o1 naunenTuTe, U 3a
3aMasiHOCT npH 2,8% u 3,1% oT nauneHTUTe CHbOTBETHO B rpynara ¢ KOMOMHMpaHa Teparnus ¥ rpynara
C MOHOTEpanus.

Hsouno Oroxupane Ha penun-ancuomen sun-aidocmeponosama cucmema (PAAC)

J1Be ronemu paHAOMH3HpaHu KoHTponnpaHy nipoyuanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanno uianuteaxe 3a
KpailHH TOUKH Ha TeJIMUCAPTaH, CAMOCTOATENHO U B kOMOMHaUus ¢ pamunpun) ¥ VA NEPHRON-D
(KnHHHUYHO NpoyyBaHe CBbLP3aHO ¢ pa3BUTHE HA HedponaTha IipH AWa0eT, NPOBEAEHO OT
MHWHHCTEPCTBO NO BbIPOCHTE HA BeTEPAHUTE) — npoy4BaTt ynorpedarta Ha koMOunauusta oT ACE
HHXUOUTOP M aHrMOTEH3HUH |l-peuentopen Onokep.

ONTARGET e npoyuBaHe, npoBeaeHO NPH NALUEHTH ¢ aHAMHE3A 34 CbPACUHO-ChA0BA HAM
MO3bYHOCBHAOBA DONECT, UK 3aXapeH ANadeT THIT 2, MPUAPYIKEHHU C AaHHH 32 yBpeKIaHe Ha
edextopHn opraiu. VA NEPHRON-D e npoyuBane npu naunMeHTH cbC 3axapeH adader TMn 2 1
anabetHa HedponaTus.

Te3n npoyyBaHus HE MOKA3BaT 3HauYnM OnaronpuaTeH edekT BbpXy ObOpedHHTE U/HIN Chpae4HO-
CbJOBHTE NOCASAULU U CMBPTHOCT, KATO ChUIEBPEMEHHO ca HA0IKJaBAHH MMOBHLIEH PUCK OT
XUNepKanueMns, 0CTpo yBpeKaaHe Ha Ob0OpeunTe WHIN XUNOTOHHS B CPABHEHHE C MOHOTEpanyATa.
Karto ce umat npeaBua CXOAHUTE UM (hapMaKOAHMHAMHYHH CBONCTBA, TE3W Pe3yATATH Ca NMPHIOKHUMH
1 3a apyru ACE #axubHUTOpH B aHruoTeH3uH ll-peuentoprn Oiokeph.

ACE unxuburopu 1 aHrHOTEH3HH [l-peuentopHu OnoKepu caenoBaTenHo He OHBaA Ja ¢e U3no3Bart
eHOBPEMEHHO NPH NauxerTH ¢ AuabeTHa HedponaTys.

ALTITUDE (KauHu4HO npoyuBdHe, NPOBEACHO C ATMCKMPEH, NPH NaUKUeHTH CbC 3axaped adadeT tun
2 C H3NON3BaHEe HA ChPAEHHO-CHAOBH ¥ OBLOpeUuHH 3a009BaHNUA KaTO KpalHH TOUKH) € Npoy4BaHe,
MpeaHa3Ha4eHOo J1a H3CaeABa [ToN3aTa oT A00aBAHETO HA ANIMCKHPEH KbM cTaHJapTHa Tepanus ¢ ACE
HHXUOUTOp UMM @aHTHOTEH3UH ll-penenTopen OoKep MpU NAUMEHTH CbC 3axapeH Auader THn 2
XpPOHHYHO OBOpeyHo 3a00nsBaKe, ChbPAEYHO-CHACBO 3a00aBaHe UK U aABeTe, [IpoyuBaHeTo €
NpeKpaTeHO NPeXAeBPEMEHHO NOPaAH NOBUIIEH PUCK OT HeONaronpuATHY nocneaulin. KakTo
CBpASHHO-CbAOBATA CMBPT, TAKa U HHCYJITHT €A [10-4€CTH B FPynaTa Ha alIUCKHPEH, OTKOJKO
rpynara Ha nnauedo, a npeaCcTaBAABAUIMTE HHTEPEC HEXKENAHU ChOUTHR U CEPUO3HN HEXE
cbOUTHA (XHNepKaJlHeMus, XHIIOTOHUA W ObOpeUHa AHCHYHKIHA) ce cbo0ulaBaT No-4eCT
Ha aJJMCKHPEH, OTKOJKOTO B rpynara Ha naauedo.
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Hemenanomen Kodicen pax

B1b3 0CHOBa HA HAJIMUHUTE JaHHH OT ENMUASCMHONONMYHY H3CNeABaHNa € HaD01aBala 3aBUcKHMa OT
KYMyJaTHBHATa 403a Bpbika Mexay X XT3 n HMPK. EqHo npoyyeane Bkitousa nonynaumus,
cbherosa ce oT 71 533 cnyuan ua BKK # 8 629 cnyyan va CKK, # nonynauus ot cborsetHo 1 430
833 u 172 462 noaxoaswm xkontponu. Bucokarta ynorpeda na XXT3 (kymynatusHo >50 000 mg ) e
cBbp3aHa ¢ kopurupad OR 1,29 (95% JIU: 1,23-1,35) 3a BKK n 3.98 (95% [U: 3,68-4,31) 3a CKK.
HabnioaaBana e sicHa Bpb3Ka KyMyJnaTHBHa 103a-0TroBop KakTo 3a bKK, Taka u 3a CKK. [pyro
Npoy4BaHe NoKa3Ba 8b3MOXKHa Bpb3ka Mex [y paka Ha ycTHHTe (CKK) n excno3uunsara na XXT3: 3a
633 ciyyan Ha pak Ha YCTHUTe e noadpada nonynauus ot 63 067 noaXoAsd KOHTPOIIH, KaTo Ce
H3M0JA3Ba CTpaTervs 3a B3emMaHe Ha npoOu, onpeaencHa ot pucka. JJeMoHCcTpHpaHa e Bpb3ka
KYMYNaTHBHa 103a-0Trosop ¢ kopurupan OR 2,1 (95% JH: 1.7-2,6), napacreaiwy a0 OR 3,9 (3,0-4,9)
3a Bucoka ynotpeba (~25 000 mg) w OR 7,7 (5.7-10.5) 3a naki-Bucokara KyMynarueHa j03a (~100
000) (Bx. cblo TOUKa 4.4).

5.2 PapMaKOKHHETHYHH CBOHCTBA

EaHOBpeMEHHHAT NPUEM Ha XHAPOXNOPOTHA3HI U upbecapTal He BAUAE BbpXY PapMaKOKHHETHKATA
M.

Abcopbuus

HUpbecapraH H XHAPOXJIOPOTHA3K €A MEPOPATHO AKTUBHU BELLETBA H 3d TAXHOTO ACHCTBHE HE CE
nsnckea ouotpanchopmauns. Crnen nepopanto npunoxernue Ha Ko-Upbeco abcontorHara nepopanta
ononannunoct e 60-80% u 50-80%, croTBeTHO 3a MpbecapTaH K XMAPOXIOPOTHA3HA.
EAHOBpeMEHHNAT NPHEM HA XpaHa He NPOMEHs 3Ha4nTeNHO OHonanHyHocTTa Ha Ko-Hpbeco.
MakcuManHa nna3MeHa KOHUEHTpalua ce nocrura 1.3-2 yaca cnen nepopansHo NPUIOKEHHE 3a
UpdecapTaH u 1-2,5 yaca 3a XuapoxNopoTHA3UA.

PaznpenesieHUe

Cabp3BaHeTo Ha HpbecapTad ¢ NNa3MEHUTE NPOTEUHHU € 0Koi0 96%, KaTo CBBbP3BAHETO C KIICTHYHHUTE
KOMITIOHEHTH Ha KPbBTa € HesHauuTenHo. OOembT Ha pasnpeeneHue Ha upbecaprad e 53-93 nuTpa.
Oxono 68% oT XMAPOXAOPOTHA3KA CE CBBP3BA C M1a3MEHUTE NPOTEHHHK, a IPUBUAHHUAT 00EeM Ha
pasnpenencHue e 0,83-1,14 l/kg.

JluHeHHOCT/HENHHEeRHOCT

Hpbecapran noka3ea JHHERHA ¥ NPONIOPLUOHANTHA HA A0o3aTa GapMaKOKHHETHKA B AO30BHS AHANa3oH
ot 10 no 600 mg. fIpn nepopanto npuioxeHue Ha no3a, npesuwasama 600 mg, € HabnwAaBaHo No-
MaJIKO OT MPONOPLHUOHAITHO NOBHILABAHE Ha a0CopOUHATA; MEXAHHIMDBT Ha TOBA HE € HIBECTEH,
OOWHAT TeneceH H OBOPEUEH KIMPLHC ¢a ¢boTBeTHO 157-176 v 3-3,5 ml/min. TepMunanaust
enMMHHaILWOHEH NONY»XHUBOT Ha NpbecaptaH e 11-15 yaca. CtaunonapHy nna3sMeHu KOHUEHTPAaLIHH ce
NOCTUTaT B pAMKHTE Ha 3 AHY CJie] 3aMo4BaHe Ha JEYEHUETO ¢ €AHOKpaTeH AHEBeH npHeM. [1ph
MHOFOKPATHO MPHIIOKEHKE Ha 103U, NPHEMAHH BEeIHBX AHEBHO, € HabnK01aBaHo OrpaHU4YeHo
KyMmynanpaHe Ha updecaptaH (< 20%). [1py eano npoyusade ca HabAKAABARH MANIKO NO-BHCOKH
nia3MeHH KOHLEHTpaUuK Ha upbecaprad Npu ’keHU ¢ XMNepToHus. Benpeku ToBa He ¢ HabnoAaBaHa
pazjiika No OTHOLIEHHE HA €IMMUHALMOHHHUS TTONYXHBOT K KYMYJIHpaHeTo Ha hpbecapTan. He ¢
HeoOX0AMMO KOpUIrHpaHe Ha 103aTa Npyu nalxeHTuTe oT keHckH noJl. CtoiiHocTuTe Ha AUC ¢ Ciax
Ha npdecapTaH, ChULO ¢a MAIKO NO-BUCOKH IIPH NALMEHTHU B CTAPYECKa BB3PACT (= 65 roavHu), B
cpasHeHHe ¢ MinaauTe UHANBUAH (18 - 40 roguun). Bunpeku ToBa, TEPMUHATHUAT €TUMUHALUOHEH
MOAY>XUBOT HE Ce NMPOMEHSR 3HAUUTENHO. He € HeoOx0auM KopUriupaHe Ha Ao3aTta NpH Xopa B
cTapyecka Bb3pacT. CpeAHUAT 1a3MeH NoayKHUBOT Ha XHIPOXJOPOTHAa3U/ Bapupa OT 5-13 vace

buorpaHchopMalms

Cnen nepopanyo WM HHTPABEHO3HO npunoxenHe Ha *C npbecapran 80-85% ot pas
B [1a3MaTa ce AbJIKH Ha HenpomeHenns upbecapran. Upbecapran ce Metabonusnpa §
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ype3 KOHKCUPAHE ¢ MKKYPOHHAN W OKHcAeHue. [NaBHUAT uHpKyaupall Metadbonut € HpbecapraH
rnioKopoHUA (okono 6%). [IpoyuBanus in vifro ca nokasai, 4e upbecapraH ce OKKCIABA OCHOBHO OT
uutoxpoM P450 enzum CYP2C9; nzoenzumst CYP3A4 nMa MUHUMANEH €(eKT. .

Enumunnpane

UpGecapTad U MeTaboOaNTUTE MY C€ €TMMHUHHUPAT Ype3 kNbukata v Obdpeunte. Criea nepopaHo HIIH
HHTPaBEHO3HO Npunokenue Ha '*C upbecapran oxono 20% oT paanoakTHBHHIA Npenapar ce
YyCTAHOBSBA B YpUHATA, a OcTadanara 4act — BbB dekanunte. [fo-manko ot 2% ot gozara ce
eXCKPETHPA B YPHHATA KAaTO HEMpOMEHeH upbecapTaH. XUAPOXJ10poTHA3UA HE ce meTabonusupa, a
Obp30 ce enMMHHHpa npe3 ObOpeuuTe. Hali-Manko 61% o1 nepopanHata 103a ce eTMMHHUPE B
HenmpoMeHeH BUA 3a nepuoa oT 24 vaca. XHAPOXAOPOTHA3H NPEeMUHaBa Npe3 MAaLleHTaTa, HO HE
NnpeMHHaBa KPbBHO-MO3bYHATaA Dapuepa U ce EKCKPEeTHPAa B KbpMara.

bbhOpeuHo yBpexaaHe

[Tpu nanmeHnTH ¢ OBLOpeuHO yBpeXxaaHe WM TaKWBA Ha XeMoANann3la, GpapMakoKUHETHUHHTE
napaMeTpu Ha upbecapTaH He ce MPOMEHAT 3Ha4uTeNnHO. Mpbecapran He ce oTcTpaHsaBa Ypes
xeMoauannza. [Tpy nauMeHTH ¢ KpeaTMHUHOB KAWPBHC < 20 ml/min, eAMMUHALUOHHUAT NOJTYXHBOT
Ha XHIpOXJOPOTHA3KA ce yabiKasa 10 2| vaca.

YepuoapobHo yBpexaaHe

[Tpu naLMeHTHTE ¢ leKa 10 yMepeHa [{Hpo3a, dapMaKOKMHETUYHHUTE NapaMeTpy Ha upbecaptaH He ce
MPOMEHSAT 3Ha4YuTeNHO. He ca npoBexaaHn NpoyyBaHus NPH NAUMEHTH C TEAKKO YEPHOAPOOHO
Hapy LEeHHE,

5.3 IlpeakJAHHHYHH JAHHH 32 0€30NACHOCT

MpbecapTan/XuapoxaopoTHaln

[ToTeH1iManHaTa TOKCHYHOCT HAa KOMOHHanuATa npbecapTan/XUuApPOXIOPOTHA3UA Cllel IEPOPANIHO
NPUIOKEHHE € OUEHEHA INPH NTNBbXOBE U MaKalK NPH NPOY4BAHUS € IIPOABIKUTENHOCT 10 6 Mecela.
He ca ycTaHOBEHH TOKCHKONOTHUYHH HaXO0AKH, KOMTO Aa Ca OT 3HAYEHHE 3a KIIMHUUYHaTa ynoTtpeda.
Onucanure No-A01y MPOMeHH, HabNAaBaHHM NTPH NITbXOBE H Makally, KOUTO ca Moly4yaBaiy
koMOUHauuaTa Hpbecaptan/xuapoxnoporuasua B Ao3u 10/10 v 90/90 mg/kg nHeBHO, ca Ounn
HaOMI0JaBaHH CbLUO W NPH CaMoCcToATeIHATA YNoTpeda Ha OTACNHHUTE IEKaPCTBERU NTPOAYKTH H/MAH
¢a B Pe3yJITAT OT OT NOHWXKABAHE HA KPBLBHOTO HanaraHe (He ca HabionaBaHu 3HAYHMH
TOKCHKOJIOTHYHH

B3aUMOJEHCTBHS):

- MPOMEHH B ObOpeLMTE. N3PA3ABALUM CE C JIEKO [TOBHLICHHE HA CEPYMHATA YPEs H KPEaTHHMUH,
XUNeprnnazus/XunepTpodua Ha KCTarnoMepyaHHUA anaparT, KaTo AUPEKTHO NOCAEACTBHE OT
B3aHMoeicTBHeTO Ha HpbecapTad ¢ peHHH-aHTHOTEH3WHOBATA CUCTEMA;

- JIEKO MOHUKEHHW CTOHHOCTH Ha EPUTPOLMTHUTE NokKazaTenH (Opoi epuTPOUHTH, XEMOTTIOONH,
XEMATOKPHT);

- MpOMSIHA B LIBETa HA CTOMALIHATA JIMraBUlla, A3BH M (POKaAJIHA HEKPO3a Ha CTOMAalUHATA
JINTaBrLa ca OUNK HabnoaaBaHM MpH MaTbK OpoH NNbLXOBE NPH €1HO 6-MeceyHo
TOKCHKOJOTHYHO NPOYyUYBaHe NpH ao3a Ha updecaptad 90 mg/kg nHeBHO, XMAPOXIOPOTHAZU]
90 mg/kg aneBHO, U upbecapTad/xuapoxaopornasug 10/10 mg/kg auesno. Tesun nesuu He ca
HabnwaaBaHHA NpU MaKaly;

- MOHHKEHHE Ha CepyMHAaTa KOHLUEHTPALMA Ha Kanuil, Abaxaulo ¢e Ha XHAPOXJIOPOTHES
YACTHYHO NPEAOABPATEHO NIPH KOMOUHHMPaHE Ha XHAPOXJIOPOTHA3HA ¢ UpdecapTaH.

[ToBeuyeTo OT ropecrnoMeHaTUTe ePeKTH BEPOATHO ¢ AbKAT HAa PapMaKkoNOrMuHOTO AeH
npdecapran (bnokupaHe HHXMOUPAHETO HA OCBODONCIABaAHE HA PEHUH, NPeJH3BUKAHO OT
[1 ¥ CTUMyNHpaHE Ha KIeTKUTe, 00pa3yBalld PEHUH) H CE CPeLLaT CbUI0 NIPU HHXHOUTOD
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AHCMOTCH3UH-KOHBEPTHpAlLMg eH3UM. Te3n Haxo Ky HAMAT 3HAYEHHE 3a KWIHHHYHATA ynoTpeba Ha
npbecapTan/XuaApOXNOPOTHA3HA.

He ca ycTaHOBeHW TepaToreHHu e)eKTH NpU MTbX0BE, TPETHPAHH ¢ KOMOKHAUNATA
HpbecapTan/XuAPOXAOPOTHA3UA B 103U, TOKCUUHH 32 MaikuTe. EQeKkTbT Ha Tazn KOMOHHAUHNA BbPXY
depTUNINTETA HE € OUCHABAH NPH NMPOYYBAHUSA C OMTMTHH KHBOTHH, ThH KaTQ HAMA aHHH 3a HEXeNaH
edpexT BbPXY (pepTUnuTeTa NPpU XUBOTHH WAH XOpa NPY CAMOCTOATENHO MPUIOXKEHHE Ha upbecapTan
WM XUAPOXAopoTHasu/, [Tpy npoyyBaHKUA NPH KUBOTHH € YCTAHOBEHO, Y€ APYT @HTHOTEH3HH-II
AHTArOHUCT, MPUIIOXKEH CaMOCTOATENHO, 0Ka3Ba BIUAHHE BbPXY NOKazaTenuTe Ha Qepruiurera. Tesu
HaxXO/AKH ca HAaDMFOAaBAHH ChLO NPH NO-HKUCKH 103K OT TO3W aHTMOTEeH3UH [l-aHTaroHHCT, KoraTo €
npuvjarad 8 KOMOMHALHNA C XHAPOXIOPOTHA3HA.

Hsama nokazatencrsa 3a MyTareHeH MK KJIacToreHeH edekt Ha KoMOUHauuaTa
upbecapTan/xuapoxnopoThazni. KaHueporeHHHAT noTeHUHaN Ha Ta3k KOMOWHALINA HE € OLIEHABaH

NpyU OPOYYBAHUSA C KHBOTHH.

Upbecapran

Hsama aaHHM 33 aDHOpPMHA CUCTEMHA TOKCHYHOCT MM TOKCHUYHOCT NO OTHOLUEHHE Ha TAPrE€THUTE
OpraHH NPy KIHHHUUHO 3HAYUMU A03K. [IpH HEKNHHHYHUTE NPOYYBaHUS 3a 0€30NAaCHOCT, NPUEMDBT Ha
BUCOKH 103K upbecapran (= 250 mg/kg/nHeBno npu nabxose U > 100 mg/kg/aHeBHo npu makauu) €
OBEJ J10 NOHHUKEHHE HA NAPAMETPHUTE, CBbP3aHH C UEPBEHUTE KPBBHH KINETKH (EPUTPOLIUTH,
xeMorN06uH, xeMaTokpuT). [Ipn MHoro Bucoku a03u (= 500 mg/kg/nHeBHO) nereHepaTHBHY NPOMEHH
B 6LOpeunTe (KaTo MHTEpCTHUKANEH HedpUT, paslwiperne Ha TyOynuTe, bazogpunuu TyOyau,
MOBHILIABAHE HA MUJIA3MEHHTE KOHUEHTPALKKH HA YPEsaTa U KpeaTHHHHA) ca IPHYHMHEHU OT HpbecapTaH
NpH NIIBXOBE W MaKalH, KaTo T€3W NTPOMEHU Ca ONpeAe/ieHN KaTO BTOPHYHH, B pe3yJ/ITaT Ha
XHMNOTEH3UBHHUTE eEKTH HA TeKapCcTBOTO, BOAEWIH 10 noHnwxeHa ObbpeyHa nepdysua. OcseH ToBa,
HpbecapTaH BOAH A0 XUNEPINa3nua/xunepTpodHa Ha IOKCTPATJIOMEPYJTHUTE KIETKH (NPH NIBXOBE,
npu > 90 mg/kg/AHeBHO W NPH MaiiMyHH OT poaa Makak, npd = 10 mg/kg/anesHo). Benuku resn
NPOMEHH Ca oNnpeaesieHH KaTo pe3ynTaT oT apMakoaOrHyHOTO ACHCTBHE Ha UpbecapTaH. B
TepaneBTHYHH A03H, IPUIOKEHHETO Ha UpbecapTaH NpU XOpa HE BOAM 10 3HAYHMA
XUTepIIa3Ha/Xuneprpodus Ha KOKCTparjoMepyJTHATE KIETKH.

Hama naHHu 3a HAJTHYMHETO HaA MYTAr¢HEH, KJIACTOrCHCH HJAHW KAPUKHHOI'CHCH ECI)EKT*

[Tpn NnpoyuBaHuA NPH MBXKKU U KEHCKH MIbXOBE, PEPTUNUTETA H PENPOAYKTHBHUTE CNOCODHOCTH He
OMAKW 3acerHaTh, 10PH NP NepopaniHy 103K Ha updecapTaH, NPUUHHABALLHN H3BECTHA TOKCHYHOCT Npy
poautenuTe {oT 50 no 650 mg/kg AHEeRHO), BKIIOUUTENHO CMBPT NpH HaW-BUCOKaTa 103a. He ca
HabM0AaBaH W 3HAYHMH €EeKTH BbPXY Opos HA HBATHTE TENa, UMIJAHTHTE HITM )KUBHTE (PETYCH.
MpbecapTaH He 3acara NpeXXMBREMOCTTA, PA3BUTHETO UK PENTPOAYKTHBHOCTTA Ha NOTOMCTBOTO.
FlpoyuBaHMA NpH XMBOTHHU NOKA3BaT, Y€ paavu0aKTHBHO Gens3aH upbecapTaH ce OTKPHBA BbB (PETYCH
Ha MIbXOBe U 3alilun. UpbecapraH ce ekckpeTHpa B MIAKOTO Ha KbPMELIH NIBHXOBE.

[1poy4yBaHMATA NPH XKHBOTHH ¢ UpbecapTaH, NOKa3BaT NPEXOAHH TOKCHYHH eeKkTH (YBeInYeHHe Ha
ObOpeUHOTO JiereHue, XUAPOYPETEP MM NOAKOKEH OTOK) NPpH (PETYCH HA TUIBXOBE, KOHTO
npeMHHaBaT cnen paxaaseTo. [1pu 3aitum, abopT 1nu panHa pesopouus ca HabmoaasaHy npu A03N,
BOJELLHU A0 3HAYUTEIHA TOKCHYHOCT 3a MaiKaTa, BKIKYUTENHO CMBLPT. He ca Habs10aaBaHu
TeparoreHHH ePEKTH MPH NIBXOBE W 3aHLH.

XHAPOXAOPOTHAZHUA

KapLHHOreHeH e(eKT,
6. GAPMAINEBTHYHH JAHHH

6.1 CnuchLK Ha NOMOIIIHHTE BelllecTBA
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opo na mabremxama.

JlakTo3a MOHOXHApAT
Mukpokpucranna uenynosa (E460)
Kpockapmeno3a Hatpuii (E468)
[Tonokcamep 188
IpexwenaTMHU3UPAHO HULLIECTE
Marne3sues cteapar (E572)

DuUIMOBO NOKpUMUE.

Onappaii, po3zos 03A34089, kolTO cbabpXKA:
XUnpomenosa

Tutauor anoxkena (E171)

MuxkpokpucTaida uenyosa (E460)
[IpeuncTeHa cTeapuHOBa KUCENNUHA

Koart xenesex oxcua (E172)

Uepsen xkeneseH okcun (E172)

6.2 HecbBMeCTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rogHoCT

3 roANHHU

6.4 C(CnenHajJHH YCJIOBHSA HA CbhbXPAHEHHE

Jla ce cbxpaHsiBa Ha MACTO HEAOCTBIHO 3a ACLA.

Ha ce cbxpaHsBa npu teMnepatypa noa 30° C.

Jla ce cbXpaHsiBa B OpUIrMHANIHATA ONAKOBKA, 33 /ia C€ NpeAna3y OT CBETIMHA.

6.5 Buau craAbpKaHHe HA ONAKOBKATA

Bcaka onaxoska Ko-Mpbeco 150 mg/12,5 mg dunamupanu 1abneTku cbabpxka 3 dnuctepa
(PVC/PE/PVDC/AL) no 10 TabneTku ¢ TUCTOBKA 3a MallHEHTA.

Bcesika onakoska Ko-Hpbeco 300 mg/12,5 mg dunmupanu TabaeTku cbabpka 3 bancrepa
(PVC/PE/PVDC/AL) no 10 TabneTku ¢ ATUCTOBKA 3a NALUEHTA.

6.6 CneuvaaHH npeana3HH MEPKH NPH H3XBLPJIAAHE

Heun3noniganMAT NPOAYKT WK OTNANBYHUTE MaTepHany OT Hero Tpadsa na ce U3XBLPAST B
CbOTBETCTBHE C MECTHUTE U3UCKBAHUA.

7. IIPUTEXATEJI HA PAZPELLIEHHETO 3A YIIOTPEBA

Halkagapma BucokokauectseHHTe JlekapcTra” A/l
oyn. . M. lumuTtpoB™ Ne |,

rp.Codws 1172, buarapus

Ten: +359 2 962 54 54

(dakc: +359 2 9603 703
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PABPEILUEHHETO 3A YITOTPEBA
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Ko-Mpbeco 150 mg/12,5 mg dunmupanu tabnerkn — 20110196
Ko-Hpbeco 300 mg/12,5 mg dunmupanu tabnerky — 20110197

9. IATA HA ITBPBO PA3ZPEINABAHE/ITIOJHOBABAHE HA PAZPEIIIEHHUETO 3A
YIIOTPEBA

Hara na nbpBo pazpeliasaHe:
Ko-Hpbeco 150 mg/12,.5 mg dunmupanu tabnerku — 29.03.2011
Ko-Hpbeco 300 mg/12.5 mg dunmupanu tabnerkn — 29.03.201 |

Jlata Ha nocneaHO NOAHOBSBAHE:

Ko-Hpbeco 150 mg/12.5 mg dunmupanu tabnerku — 18.01.2016
Ko-Hpbeco 300 mg/12,5 mg dunmupanu tabnetkn — 18.01.2016
10. JATA HA AKTYAJIU3ZHUPAHE HA TEKCTA
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