KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA




NINLNHWRTENHA ATEHLWA NO NEKAPCTBATA

Kpamxa xapaxmepuciiuna Na npogyxma flpuroxpriue 1

1. HME HA JEKAPCTBEHUS TPOAYKT

Ko-HpbGeco 150 mg/12,5 mg punMupany TabNETKH
Ko-HUpbeco 300 mg/12,5 mg ¢unMupanu Tabnerku

Co-Irbesso 150 mg/12,5 mg film-coated tablets
Co-Irbesso 300 mg/12,5 mg film-coated tablets

2. KAYECTBEH H KO/IHUECTBEH CbCTAB

Ko-HUpbeco 150 mg/12.5 mg dpuaMupany TabneTku:
Bcaka ¢punMupana tabnerka cbabpka 150 mg upbecapras (irbesartan) v 12,5 mg XuapoXaopoTHasua

(hydrochlorothiazide).
[ToMOLLIHO BelECTBO ¢ U3BECTHO JeiicTBHe: Beaka TabneTka cbabpka 26 mg JIaKTo3a 1aKTo3a

MOHOXHIparT.

Ko-HUpbeco 300 mg/12.5 mg ¢puamupanu Tabaerku:

Beska gunmupana Tabnerka ceabpxa 300 mg upbecapran (irbesartan) # 12,5 mg xuapoxnopoTHasua
(hydrochlorothiazide).

[ToMOLIHO BELECTBO C H3BECTHO AcHcTBHE: Beska TabneTka CpaAbpiKa 52 mg JiakTo3a JaKTo3a

MOHOXU apar.

3a NBJIHHUA CIIHCHK HA MOMOLIHUTE BellleCTBa, BUXKTe Touka 6.1.

3. JIEKAPCTBEHA ©0OPMA

dunmupana rabaerka.

Ko-Upbeco 150 mg/12,5 mg punmupanu TabaeTky ca CBETIOPO30BH, MPOABITOBATH,
IBOHHOM3NMBKHAMH, ¢ pasMepu npubausurendo 14,1 mm x 8,1 mm.

Ko-Hpbeco 300 mg/12,5 mg puamupann TabneTku ca CBETI0PO30BH, MPOLbITOBATH,
RBOMHOMZITBKHANM, ¢ pazMepH npubausutendo 17,5 mm x 9,4 mm.

4. KJIHHHYHHU JAHHH
4.1 TepanesTBRUYHH NOKA3AHHA
JieueHne Ha eceHLIHaNHa XHNEPTOHHS.

Ta3u ¢ukcupana no3oBa KOMOHHALIMA € NOKa3aHa NpH Bb3pPacTHH MALMEHTH, YHETO KPBBHO HAJIATaHE
HE € aJ1eKBATHO KOHTPOJIHPAHO OT CAMOCTOATENHOTO NPUJIOKEHHE Ha upbecapTad WiH
XHAPOXJOpOTRA3UA (BXK. TOYKA 3.1).

4.2 do3npOBKA K HAYHH HA NPHIOKEHHAE

JI031pOBKA

|

Ko-HUpbeco 150 mg/12,5 mg ¢punMupany TabiaeTkn MOXe a C€ NpHEMA BEIHBK WM ABa

IOHEBHO, CbC WK €3 XpaHa.
Ko-Hpbeco 300 mg/12,5 mg dunMupanu tabnerku Moxe ia ce NpueMa BEAHBK THEBH

XpaHa.




Moxe fa ce npenopbya THTPUpAHe Ha [03aTa Ha OTACIHNTE ChCTaBKH (T.€. HpbecapTaH W
XHAPOXJIOPOTHA3HA).

KoraTo e KTMHHUYHO NOAXOAAIINO AWPEKTHOTO NPEMUHABAHE OT MOHOTEpanus kbM GuKcHpaHuTe

KOMOMHALIHY MOXe Ja ¢€ HMA NpPEeABK CNIeAHOTO:

- Ko-Upbeco 150 mg/12,5 mg Moxe na ce npuiara fpH MalHueHTH, YHETO KPbBHO HaNATaHE HE €
aNeKBATHO KOHTPOJIMPAHO ChC CAMOCTOATENHOTO MPUIOIKEHHE Ha XHAPOXJIOPOTHA3H HIIN

upbecapran 150 mg;
- Ko-HUpbeco 300 mg/12,5 mg mMoxe aa ce npunara npH NALHEHTH, TPH KOUTO HE € NOCTUIHAT
JOCTaTb4eH KOHTPOI ChC CAMOCTOATENHOTO NpHIokeHUe Ha upbecapran 300 mg niu Ko-

Hpbeco 150 mg/12,5 mg.

He ce npenopwuBa eJHOKpaTeH JHEBEH NPHEM Ha A03H Mo-BUCOKH oT 300 mg upbecapran/25 mg
XHAPOXNOPOTHAINA.

Korato e HeoOxoauMo, Ko-Upbeco Moxe na Obae npunarax 3aeiHO ¢ ApYT aHTHXHIIEPTEH3HBEH
JleKapCTBeH NpoAYKT (BX. ToukH 4.3, 4.4, 4.5 1 5.1).

CrneyHaJHM Nonyaaluy

Bvbpevuno yepesxcoane

[Topaau chabpXaHHETO Ha xuapoxnopotrasul, Ko-Mpbeco He ce npenopbUBa NpH NalHeHTH ¢ TeXKKA
616peuna qucdyHkins (kpeaTHHUHOB KUpBHC < 30 ml/min). I1py Tasu rpyna 3a npeanoynTaHe ca
OpuUMKOBHTE, BMECTO THa3UAHHTe AUy peTuM. He ¢ Heob6X0auMO KOpUTrUpaHe Ha A03aTa NpH
MALIEHTH ¢ yBpeacHa 6b0peyHa QYHKLHA, YuiiTo KpeaTHHKHOB KIMpBHC € 2> 30 ml/min (Bx. TOYKH
4.3 1 4.4).

Yeprodpobuo yspesicoane
Ko-Hpbeco He e nokaszaH NMpu NaUAEHTH ¢ TEXKO YepHOApoOHO yBpexaaHe. Heobxoaumo e

MOBHILEHO BHUMAHHE NPH MPHIOKEHHETO HAa THA3HAU NPH NAaUMEHTH C yBpeAcHa YepHoApoOHa
dvuxuus, He e HeoOX0AMMO KOpHTHpaHe Ha 403aTa NPH MALHMEHTH ¢ JIEKO J0 YMEPEHO YepPHOAPOOHO

yBpexkaaune (Bx. Touka 4.3).
Cmapuecka gv3pacm

He ce nanara kopurupase Ha aosara Ha Ko-Hpbeco nipu xopa B cTapuecka Bb3pacr.

[Teouampuuna nonyrayus

Ko-HUpbeco He ce npenopbiba 3a ynorpeda npu Aeua v IOHOWIH, ThH KaTo 0e30nacHoCTTa H
e(hMKACHOCTTA HE ¢a YCTAaHOBEHH. JIMNCBaT JaHHH.

HauuH Ha IpHUAOXKEHNE
3a nNepopaTHO NPHIIOKEHUE,
4.3 IlporHBONOKA3ARHSA

- CBP’bX‘I}’BCTBHT&J’IHOCT KbM AaKTHBHUTEC BELICCTBA HJIH KBM HAKOEC OT NOCMOLIHHUTE BCUICCTBA,

NPOH3BOAHO Ha CYTQOHAMUAUTE); )
] Bropy ¥ TpeTu TpuMecThp Ha OpeMeHHOCTTa (BXK. ToUkH 4.4 1 4.6); S AN
- Texxko GLOpeuHo yBpexkaaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min); ¥ on RPN
- Pedpakrepra xunokaiueMus, XHIEpKaILUEMHs;
- Texko yepHoApOOHO yBpexaHe, OMIHapHa LIKPO3a H X0/1eCTa3a;




- Eanoepemennaro npunoxenue Ha Ko-Hpbeco ¢ anuckupeH-cpabpxaliiy MNPoayKTH €
NPOTHBOINIOKA3aHO NPHU NMAaLMEHTH CbhC 3aXdpeH ANA0ET WK OLOpeuHO yBpexaaHe (CKOPOCT Ha
rnomepyiHa duatpauus GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

4.4 Cnenda/HH npeAynpeXIcHEs H OpeaANa3sHH MepKH npu ynorpeda

XMIOTOHUS — NALHEHTH ¢ HAMaNeH BhTPEChA0B 00eM:

Ko-Upbeco paako BoJH 0 CHMNTOMATHYHA XHITOTOHHUA MPH XHNEPTEH3UBHHU NalMEHTH Oe3 ApyrH
PUCKOBH (pakTopH 3a XMnoToHus. CHMNTOMATHYHa XMIIOTOHHS MOXKE 12 CE 04aKBa MPH MALMEHTH C
HefocTaTbyeH o0eM W/HIH HeJJOCTHT Ha HaTpuii B pE3yNITaT Ha HHTCH3UBHA AHYPETHYHA TEPANHs,
JMEeTa C OrpaHHyeH NpUeM Ha HaTpuil UK NoBpbluaHe. Te3n CheTosHUS TpaOBa Aa ObaaT KopurupaMu
npeay 3anoysaHe Ha JedeHuero ¢ Ko-HMpbeco.

Creno3a Ha OLOpeYHaTa apTepus - pEHOBACKYIapHA XUNEPTOHRY:
ColiecTBYBa MOBUILNEH PUCK OT T€XKKa XUMOTOHUS M ObOpeYHa HEOCTAaTBYHOCT, B Ciy4a, Ye

MAaUHEHTH ¢ ABYCTpaHHa CTeHO3a Ha OpOpeyHaTa apTepus HJIH CTEHO3a Ha apTepHATa HA €ANHCTBEHHUA
¢yHKUHOHMpall 6B6pek, ObJaT NeKyBaHH ¢ HHXUOMTOPDH Ha QaHTHOTEH3HH KOHBEPTHPALINA €H3UM HITH
anruorensuH lI-peuentopuu aHTaroHMcTH. Benpeku ue ToBa He € JokyMeHnTHpaHo npH Ko-Hpbeco,
nogobeH edexr Tpadsa na ce oyaxsa.

bubpeuHo yepexJaane u 6b6peyHa TpaHCNaHTalus

B ciyuaii, ue Ko-Mpbeco ce npunara npu naiueHTy ¢ ypeleHa 0n0peyna QyHKIus, ce npenops4sa
NEPUOAMYHO MPOC/ieABaHe HA CEPYMHHTE HUBA Ha Kallui, KpEATHHHHA H MHKOYHAaTa KHcennHa. Hama
onut ¢ npunoxenuero Ha Ko-Upbeco npmn nauueHTH cbe ckopoiHa 6u6peuna tpancnaantauus. Ko-
Upbeco He TpaOBa aa ce npuiara npH nNaluMEHTH ¢ TEXKO ObOpeUHO yBpeKIaHe (KpeaTHHHHOB
KaupbHC < 30 ml/min) (Bx. T. 4.3). Cebp3aHa ¢ THA3HAHUTE JHYPETHLH a30TEMHS MOXKE J1a Ce TTOABH
NPy NauMeHTH ¢ yBpeaeHa 6vOpeuna ¢pynkuus. He e neobxonnma npoMaHa Ha 103aTa MpH NALHEHTH
¢ OB0peuno yspexaane yniito, KpeaTHHHHOB KIHPBHC € > 30 ml/min. Bynpeku ToBa, npu
MALUEHTUTE C JIEKO JO yMepeHo Ob0peyuHo yBpexaaHe (KpeaTUHHHOB KiUpbHC > 30 ml/min, HO < 60
ml/min), Taszu PuxcupaHa 1030Ba KOMOHHALKA TpAOBa na ce npuara ¢ NOBULLIEHO BHUMaHHE.

IIpoiiHO GiOKHpaHe HAa peHHH-aHFHOTeH3HH-ALI0CTeEpoHOBATa cHcTeMa (PAAC):

Wma panHy, ye eqHoBpeMeHHaTta ynorpeda Ha ACE unxuburtopu, anrnorensun ll-peuentopyu
ONnoKepH WM aTMCKHPEH MOBULIABA PUCKA OT XHIMOTOHHA, XHNEPKAIHEMHS H HAMABaHe Ha
O6bOpeuHaTa QyHKIMA (BKIIOUHTENHO ocTpa Os0peuHa HepocTaTh4HOCT). [Topanyu ToBa He ce
npenopbusa ABoiiHo 6aokMpaHe Ha PAAC upes komOunupanara ynorpeta Ha ACE nuxubunrops,
aurnoteH3uH Il-peuentopun 6ioxepu UK anuckupeH (BK. TOUYKH 4.5 ¥ 5.1).

AKo ce mpelleHy, ye TepanuaTa ¢ ABoHHO 6nokupase e abcomoTHo HeobxoaMMa, ToBa TpsdBA Aa
CTaBa caMo noJ HabIASHUETO HA CIISHHANIUCT U MPH Y€CTO BHUMATETHO MOHHTOpPHpAHE Ha
O6bOpeuHaTa QPyHKIHA, eNEKTPOJIMTUTE U KPBBHOTO HaNIAraKe,

ACE unxubuTOpH M aHTHOTEH3UH [[-perienTopHn 610KepH He TPROBA Aa C€ U3NON3BAT €AHOBPEMEHHO
NpH MaUUEHTH ¢ AuabeTHa HedponaTuA.

YepHozpobHO YBpeKIaHE:
TuazuauTe TpAOBa 1a ce NpUIaraT ¢ BHUMaHHe NpU NalMeHTHTE ¢ YBpeAEHa YepHOAPoOHa QyHKIKA

WJIH TIPOrPECHBHO YepHOApoOHO 3a00naBaHe, ThH KATO MAJIKU MTPOMEHH BBB BOAHO-CNIEKTPORHTHHA
BanaHc MOXe Aa YCKOPAT noABata Ha yepHoApoOHa koma. Hama knivHuYeH onuT ¢ ynotpebara Ha Ko-
Hpbeco npu nauueHTH ¢ YEPHOAPOOHO yBpeXIaHe.

HUuTecTHHAIEH aHTHOEAEM
3a MHTECTHHAJIEH AHTHOEAEM Ce ChoDlilaBa NPHU NALMEHTH, JEKy BAHH € AHTHOTEH3UH Il pelenTopHu
AHTAOHHCTH (BKTIOYHTENHO upOecapTan) (Bxk. Touka 4.8). Tesu nauneHTH umar kopeMHa 6o

PELENTOPHUTE AHTAOHUCTH. AKO C€ TMArHOCTHLMPA HHTECTHHANIEH aHTHOEEM, JieHe
upbecapraH Tpa6Ba Ja ce MPeyCTaHOBH H Aa Ce 3aNoYHe NoAXoAlLo HabnoneHHe 1
OTIIYMsBaHe® HA CHMIITOMUTE.



AOpPTHA CTEHO03a W CTEH03a Ha MUTpAJIHATA Kiana, OOCTPYKTHBHE XHNEPTPOOHUYHA KapIANOMHONATHA:
KaxTo u npu ocTaHanuTe Ba30HIATATOPH, HEOOXOAUMO € NOBUILEHO BHHMAHUE NPH NALIKCHTUTE

cTpajaly OT a0PTHA CTEHO3a MJTM CTeHO3a HAa MAUTpaHATa Kiana Wid o0CTpyKTHBHA XUNEpTpoduyHA
KapAHOMHONATHA.

[1bpBHYEH aNIOCTEPOHUIEM:
[TanHeHTHTE C MbPBHYEH ANAOCTEPOHU3IBM OOMKHOBEHO HE OTrOBApPAT Ha AaHTHXHUITEPTEHIWBHH

NeKapCTBEHH NPOJAYKTH, AelcTRallM Ype3 UHXUOHWpaHe HA pEeHHH-aHTHOTEH3HHOBATa CHCTEMAaTa. ETo
3alll0, HE ¢e npenopwuBa ynorpebara Ha Ko-Hpbeco.

MeTa00JUTHH U eHAOKPUHHH €DEKTH:

JleweHueTO ¢ THA3HIH MOKE Aa HAPYLIH FNIOKO3HHMA TOJEpaHC. JIaTeHTHUAT 3axapeH auaber moxe 1a
cTaHe MaHH(eCTeH MO BpEMe Ha TeUeHHETO C THA3HIH.

Hpbecapran Moxe Ja MpeAR3BHKA XHIOTJIMKeMHs, 0COOEHO MPpH NauueHTH ¢ Auadet. [lpn nanvenTy,

NEKYBAaHH ¢ MHCYJIMH HJIH aHTHAHA0ETHH cpecTBa, TpAOBa fa ce oOMHCAH NoaxoaAsIno npocneasBate
Ha KpbBHaTa 3axap. KoraTo e noka3aHo, MOXe J1a ce HalnOXKH KOPHIrupaHe Ha J03aTa HHCYIHH HITH Ha

aHTHANaOeTHHUTE cpeacTra (BX. Touka 4.5).

[ToBHINEHHE HA XONECTEPOIA U HUBATA HA TPUMNHUEPUANTE MOXKe fa Objle CBbP3aHO C THa3HAHATA
AXYPETHYHA Tepalnus, BEIPEKH Ye npH go3a ot 12,5 mg cvavpxkaia ce B Ko-Hpbeco, e cboduiaBan
MHHHMATeH e(eKT WIH JIMTICA HA TAKbB.

[Tpy HAKOH MALIMEHTH, MPHEMALIMN THA3UAM, MOXKE 1a HACTBITH XHNEPYPHKEMHS WK J1a C€ YCKOPH

noapaTa Ha rogarpa.

Hapyiied enekTpoanuTeH danauc:
KakTo npy BCHUKH NalMEHTH Ha AHYPETHHHO JIeHeHHe, € HEOOXOAHMO NEPHOAHYHO NPOCNieAdBaHEe Ha

CEpYMHHTE eJeKTPOIUTH Npe3 onpeaesieH HHTepBal oT BpeMe. THasHANTE, BKIIIOYHTENHO
XHAPOXJIOPOTHA3N, MOXKe Ja JOBEAAT A0 HAapYLIEHHE BB BOJHO-EIEKTPOTHTHHA OanaHc
(XHITOKaTHEMHS, XUITOHATPHEMHS H XHNOXJIOpeMHUHa ankanosa). [IpeaynpeauTentn npu3HanM Ha
BOJHHA WY eNeKTPOJIMTEH JUcOanaHc ca CyXoTa B YCTaTa, XaxJa, c1abocT, Jetaprus, ChbHINBOCT,
Oe3MoKkoiCcTBO, MyCKy/IHA OOJIKa U KpamnM, MyCKYJTHa €1a00CT, XUITOTOHHUSA, OJIMIYPHS, TAXHKAPAHA U
HapyllleHHs OT CTPaHa Ha CTOMAIHO-4YPEBHHSA TPAKT, KaTO racHe UilH NOBPbINAHE.

Bunpexu ue npu ynotpedbara Ha THa3HAHH AUYPETHLH € BH3MOXKHO Pa3BHTHETO HA XHMOKAJTHEMHSA,

e IHOBPEMEHHOTO JIEUEHHE ¢ HpbecapTaH MOXeE ta HaMalu HHIY UWPaHaTa OT AWy peTHKa
XHTIOKANHEeMHS. PHCKBT OT XUNIOKanMeMHus € O-TOJIAM MPH NaUKHEHTHTE ¢ YePHOAPOOHA LHPO3a, NPH
nalueHTHTe ¢ Jopcupata AMype3a, NPpH NalHEHTHTE C HEAACKBATEH NEPOPANIEH NPHEM Ha
eNeKTPONMTH M IPH MALIMEHTHTE HAa CbOBTCTBALLO JleyeHHE ¢ kopTukocTepouan win AKTX. ObpatHo
Ha TOBa, TopaJl ChAbpKaHUueTo Ha upbecapraH B Ko-Hpbeco e Bb3MorkHa nosaBaTa Ha
XHNEPKATHEMHA, OCOOEHO NMPH HANUUKHETO Ha OBOpeuHo yBpexxaaHe W/ UK ChplaeyHa HEA0CTATHYHOCT
v 3axapen AMaberT. [Tpn NnaLMeHTHTE ¢ MOBULIEH PHCK C€ NMPENOPBLYBA ChOTBETHO NPOC/ISAABAHE HA
cepyMHHA Kanui, Kanuii-cbXpaHaBalll AHYPETHLIH, KATHEeBH J00aBKH HIIH KaJUi ChABPKALIM
3aMECTHTENH Ha COJITa TpAOBa Aa ce npusiarat BAUMATENIHO 10 BpeMe Ha neveHuero ¢ Ko-Hpbeco (Bx.

TO4YKa 4.5).

Hsama nanHu, ye upbecapraH MOHMXKABA WM NPEJOTBpaTABa UHAYLMPAHATA OT AHYPETHKA
XHMOHATPHEMHA. HeJocTUIbT Ha xNtopnan OOHKHOBEHO € JIEK H He U3UCKBA JIeHeHHE.

TuazuguTe MOXKe Ja MOHWXAT eKCKPELIMATA Ha KLU upe3 ypuHaTa U Aa NOBEAAT 0 NOABATA HA
MHTEPMHTEHTHO H JIEKO NOBHIIEHHE HA CEPYMHHUA KA1 MPH JUIICA HA H3BECTHH HapYyLUeHHd Ha
KalLMeBHa MeTabonn3sM. 3HaYHWTETHATa XUNEPKAILIMEMHA MOXKE Aa Obje NpU3HaK Ha CKPHT

Ha H3cleBaHua Ha QYHKIHATA HA MapallH TOBUHUTE XIIE3H.

TuaszuauTe ca NokKa3land rMoBUILEHHE HA CKCKPCUUATA HA MArH€3ng € ypuHata, KOCTO
A0 XHIIOMarHE3HEMHA.




JIUTUR;
KomOunnpatero na autuii ¢ Ko-Hpbeco He ce npenoprusa (Bxk. ToUKa 4.3).

AHTH-RONUHT TECT:
XHJIpoXN0poTHa3K 1, ChAbPXKALLL Ce B TO3H JIEKAPCTBEH NMPOAYKT, MOXe Aa JoBeae A0 MOTOXHTENEH

aHAITHTHYeH Pe3yJITaT NPH aHTH-AOMUHT TECT.
O61uy:

[Tpu nauMeHTHTE, YUATO CHAOB TOHYC K ObLOpeuHa GyHKUHA 3aBHCAT NPeANMHO OT AKTHBHOCTTA Ha
peHUH-aHTHOTEH3HH-AJ1 IOCTEPOHOBATA CHCTEMA (HaNp. NalUEHTH € T€XKKA KOHMECTUBHA CbpACYHA
HeJOCTATHHYHOCT HIIH MoAnexailo 6p0peyHo 3a001s1BaHe, BIIFOUMTENHO CTeHO3a Ha ObpOpeunarta
apTepus ), TYEHHETO ¢ MBXHOUTOPH HA aHTHOTEH3HH KOHBEPTHPALIMS €H3HM WM ¢ aHrHoTeH3MH ]I-
pELIENTOPHK AHTAMOHUCTH, MOBNUABALLHN Ta3U CHCTEMA, € CBBP3aHO C OCTPA XMUITOTOHHS, a30TEMM,
OJIATYpHsA WM PANKO ocTpa 6bbpeyHa HeaoCcTaTEUHOCT (BK. TOUKa 4.5). KakTo npu ocTaHaiuTe
AHTHXUNEPTEH3UBHH CPEICTBA, MPEKOMEPHOTO NIOHIXKEHHE HA KPBBHOTO HalArane NpH NalHeHTH ¢
HCXEMMYHA KapAHONATHA HIH HCXEMUYHO CbPAECHHO-Ch0BO 3200/14BaAHE, MOXE 2 J0BEe 0

UHGpApPKT HA MHOKApAa HITH HHCYT.

Peakili¥ Ha CBPBX4YYBCTBHTENHOCT KbM XHAPOXNOPOTHA3IHA MOXKE Aa HACTBIIAT NPH NTALHCHTH C HJIH
Oe3 aHaMHesa 3a aJIE€Prusa HIH 6p0HXH&J’IH& acTMa, HO €A MOo-XapaKTEPHH NPH NAUHCHTHTE € TdKaBad
dHAMHE34.

MmMa cboOlenus 3a exk3auepbauua MM akTHBUPaHE Ha CHCTEMEH JIYNYC epUTEMATOEC NpH
ynotpebara Ha THa3HAHH OHYPETHLH.

CboOLueHH ca cayuyan Ha peaklui Ha (POTOUYCTBUTENHOCT NPH YnoTpeda Ha THAZHIHK AHYPETHUM
(8. Touka 4.8). AKo No BpeMe Ha NeYSHUETO ce MPOSBH PEaKilHg Ha (POTOYYBCTBHTEIHOCT,
NpenophLYBA Ce JIEYEHNETOo Ja ce NpeKpaTH. AKO Ce CYMTa 33 He0OX0JMMO NTOBTOPHO MpHJaraHe Ha
IKYPETHKA, TPENOphYBa CE U3/I0KEHUTE Ha CTbHLE MM Ha W3KycTBeHa UVA cBeTnHHa o0nacTd aa ce

3ALIUTAT.

bpeMEeHHOCT:
Jleuenue ¢ anrnorensul Il-penentopuu anraronucta (AlIRAs) He Tpabsa aa ce 3amnousa no BpeMe Ha

OpemeHHOCT. [TauueHTKUTE, KOUTO MNaHKUpaT OpeMeHHOCT, TpAOBa Aa NpeMUHAT Ha aJTEPHATHBHO
AHTUXHUNEPTEH3HBHO JIEYEHHe C YCTaHoBeH npodun Ha 6€30nacHoCT NpH ynorpeda no BpeMe Ha
OpeMeHHOCT, OCBEH aKO Ce CHMTa, Ye OT 0co0eHa BAXKHOCT Ja ce MPOoABKHM ¢ ieueHHneTo ¢ AlIRAs.
Koraro ce ycranoBu 6peMeHHOCT, neyenreto ¢ AIIRAs tpadea He3abaBHO Aa ce NpEKpaTH H ako €
MOAXOJALLO, 14 Ce 3aMoyHe alTEPHATUBHO JiedyeHue (BXK. Touku 4.3 U 4.6).

XOopoHJaneH HIIHB, OCTpa MUONHA U BTOPHYHA 3aKPUTOBIbJAHA IMayKoMa.
CyndoHaMugHH JeKapCTBEHU MPOAYKTH WK NPOU3BOAHHU HA CyN(OHAMHIHHUTE N€KapCcTBa, MOraT Ja

[IPUUYKHAT peaKLMsd Ha HAHOCHHKDPA31a, BOAELIAa 10 XOPOHJAJIEH H3IHB ¢ 1eQEKT Ha 3pUTETHOTO MONIE,
pexXoJHa MHONATHA M OCTPa 3aKpUTOBIBIHA IllaykoMa. Makap ue XMApPOXNIOPOTHA3H] €
cyadoHaMK I, JOCETa ¢a AOKIAABAHM CaMO M30JIMPaHH CIyYau Ha OCTpa 3aKpHTOBIbIIHA rMaykoma ¢
xpapoxnoporuasina. CHMOTOMUTE BKIIOUBAT OCTPO HAYal0 Ha HaMajleHa 3pHTENIHA OCTPOTa WK O4YHa
GoJika, KOMTO OOMKHOBEHO Ce MOABABAT B PAMKUTE HA HAKOJKO Yaca JIo CeAMULH OT 3ano4yBaHe Ha
npreMa. HenekyBanaTa ocTpa 3aKpuTOBIbJIHA FRAyKOMA MOXKe J1a JOBeJe A0 TpaiHa 3aryba na
3peHHeTo. [TLpBHYHOTO JIGYHEHHUE € BB3MOXHO Hall-Obp30 NpeKpaTaBaHe Ha MpHEMa Ha JIEKapCTBEHHA
NpoAyKT. Moxe aa ce 00csau HeoOX0OAKMOCTTA OT He3a0aBHO MEAMLIMHCKO HIIH XHPYPrHYHO JIEYEHHE
aKO BbTPEOYHOTO HaNAraHe OCTaHe HEKOHTPOSHpaHo. Puckoskte dakropy 3a pa3BHTHE HA OCTpa
3aKPUTOBIBJIHA ITIaYKOMa MOXKE Aa BKJIIOYBAT AHAMHE3a 32 aleprus KbM CyI(pOHAMHUIHN HIH
MEHULMIUH (BX. TO4YKA 4.8).

[ToMOLIHHN BELIECTBA:
Ko-HUpbeco cbabpxa nakrosa. [1auueHTH ¢ peku HacaeACTBEHH NpobAEMH Ha HEMOHO
rajgakTo3a, TbJeH JaKTa3eH JeQHuMT MITH MII0K030-TaNakTo3Ha Manabcopbius He Tps
TOBA JICKAPCTBO.




Ko-Upbeco chabpxa HaTpuil. ToBa nekapcTBO ChABpXKa N0-Manko ot 1 mmol Harpuii (23 Mr) Ha
rabJeTKa, T.e. MOXeE Ja Ce Kaxke, 4e MPaKTHYECKU HE ChbAbpXKa HaTpHi.

HemenanoMeH pax Ha KoKaTa:

B ABe emHAEMHUONOrHYHH NIPOY4YBaHHs, OCHOBAaBaLlH ¢e Ha JIaTCKHA HallHOHANEH paKoB PETHCTEP, €
Habmo1aBaH NOBHILIEH PHCK OT HeEMeJlaHOMeH pak Ha koxara (HMPK) [6asansoxieThueH KapLHHOM
(BKK) n ckBamo3HoknersueH xapuuHoM (CKK)] npn HapacTBallia eKCro3viUMsa Ha KyMyIaTHBHA 1033
xuapoxnopotuasug (XXT3).

dorocencubunuznpawute edextu Ha XXT3 MoraTt na AeHCTBAT KaTo BEPOATCH MEXAHH3IBM 32
passutue Ha HMPK,

[Mauuenture, npueMalu XXT3, Tpabsa fa Obaat uHpopmupann 3a pucka ot HMPK u chBeTBaHH
PeAOBHO 1A NPOBEpABAT KOXKaTa CH 3a HOBH JIe3UH M He3abaBHO Ja choOLIaBaT IIPH NMOSBA Ha
MOJO3PHTENHH KOXHH ne3vn. Ha nauuenturte Tpadsa fa ce npenopbyaT Bb3MOXHH ITPEBAHTHBHH
MEpKH, KaTO OTPaHHYE€HO H3araHe Ha CTbHYEBA CBETIMHA U YATPaBHONECTOBH JibUY, a B CIy4aH Ha
eKCIO3ULIMSA, MOAXOALIA 3a1LUTAa, 32 Ja C€ CBeAe 10 MMHUMYM PHCKA OT PaK Ha KoXKarTa.
[Tono3puTenHUTE KOXHHU e3KH TpsOBa fa ObAaT NOATOXKEHH Ha He3aDaBHO U3CNIEBaHE,
MOTEHLHATHO BKIHOUBAMIO XHCTOJOIMYHH H3cae BaHua Ha OuoINICHYHH MaTepuani. [1pepa3srnexaane
Ha ynoTpebaTta Ha XXT3 Moxke Aa ce HANOXKH U NIPH NALKMEHTH,KONUTO ca UMand npeaxoaeH HMPK

(BX. CbILO TOYKA 4.8).

OcTpa pecnnpaTOpHa TOKCHYHOCT
Cnea npHeM Ha XMIPOXJIOPOTHA3K ce HaOMmonaBaT MHOTO PEKH TEXKH CY4YaH Ha OCTpa

peCIHpaTOpHA TOKCHYHOCT, BKJIOYHTENHO ocThp pecnupaToper auctpec cuuapom (OPIC). Cnen
MpHEM HA XHAPOXJIOpOTHA3H OOMKHOBEHO ce pa3BHBa 0en0ApoOeH 0TOK B PAMKHTE Ha MHHYTH 0
yacose. B Ha4an0TO CUMIITOMHTE BKJIIOYBAT AHCIIHES, MOBHIIEHA TEMMNEPATYpa, BIOINaBaHe HA
6enoapobHara pyskuusa u xunotoHus. [Ipu comuenue 3a OPJIC Tpabea aa Obae cnpdH MpUEMBT Ha
Ko-Upbeco u aa ce NpHIOKU NOAXOAALIO JeueHHe. XHAPOXIOpOTHa3H He TpAOBa 1a ce npuiiara npu
MalHeHTH, KOUTO npeau Toea ca noaydasanu OP/JIC cnea npueM Ha XMAPOXJIOPOTHA3K.

4.5 B3aaMmoaeHcTBHE ¢ IPYTrH JEeKaPCTBEHHA NPOAYKTH H APYIrH (hopMH HA B3AHMOAEHCTBHE

EQEFH AHTHXHINCPDTCH3IUBHH CPEACTBA.

AHtuxunepreHzHBHUAT edekT Ha Ko-Mpbeco moxe na Obae MosuIEH NpH €IHOBPEMEHHA ynoTpeda
HA JPYrH aHTHXHIIEPTEH3UBHH cpeacTBa. UpbecapraH u xuapoxnopornasui (B no3u ao 300 mg
HpbecapTan/25 mg xuapoxIopoTHa3yl) ca Npuiaraii 6e3onacHo 3aeHo ¢ Apyru
aHTUXMNIEPTEH3UBHH CPEe/CTBA, BKIHOYUTETHO ONOKEpH HA KANIUEBUTE KaHAIH OeTa-aapeHEpruyHH
Onokepu. [IpemwecTrallloTo JIEHEHHE C BHCOKA 7033 AUYPETHLUH MOXE Aa NOBeAe 10 MOABATA Ha
XHUIOBOJIEMHS M PHMCK OT XHIIOTOHHA NPH 3aNl0MBaHe Ha IEUEHUETO ¢ HpbecapTaH Cbe HWitH e3
THA3UJHH JUYPETHIN, OCBEH aKO IIbPBO HE € KOPHUTHpaHa XHNOBoAeMHATA (BXK. TouKa 4.4).

[IpoaykTH, chabpkamy anuckupeH uau ACE AHXUOUTOPHU:!
TaHHKM OT KIIMHUYHH NPOYYBAHHA 1TOKA3BAT, Y€ ABOHHOTO DNOKHMpaHe Ha peHHH-aHMHOTEH3HH-

annocreporopata cucrema (PAAC) upes kombnnupanara ynorpeba Ha ACE naxuburtopy,
aHrHoTeH3uH [l-penentTopHu 6AOKEPH UNH ATUCKUPEH C& CBBP3Ba ¢ MO-BUCOKA Y€CTOTA HA HEXKEJIAHH
CHOMTHA, KATO HANPUMEP XUIOTOHHUA, XUMIEPKATHEMHA H HamalisiBaHe Ha OpOpeuHaTa QyHkuus
(BKITIOUHTEIIHO ocTpa Ob0peyHa HEAOCTATBLYHOCT), B CPaBHEHUE ¢ ynoTtpebara caMo Ha eaHo
cpeacTBO, AeiicTraino BepXy PAAC (Bx. Toukd 4.3, 4.4 1 5.1).

JIMTHI;
NoxnanpaHo e 00paTHMO NMOBHILIABAHE HA CEPYMHHTE KOHIUIEHTPaLMH Ha JIMTHH H JIHTHEBa TOKCHYHOCT
NpH €HOBPEMEHHOTO MPUIOKEHHE HA TNTHH U UHXUOUTOPH HA AHFHOTEH3NH KOHBEPTHP&].L[HH €H3NM.

[TonoGHu edexTH nNpH HpbecapTaH ¢a JOKIaABAaHH MHOIO pAako. OCBEH TOBA, THA3UIHTE -
OLOpeunns KIMPbHC Ha IWTHH, Taka Y€ PUCKBT OT JIMTHEBA TOKCHUHOCT MOXe J1a Obae gtk
Ko-Upbeco. Eto 3auio, komOunupaneTo Ha antuit 1 Ko-Upbeco He ce npenopbyusa (B /

AKO Ta3yd KOMOHHALMA € J0Ka3aHO He00X0AKMa, TO Ce NpenopbYBa BHUMATE/HO Mpo u o
CepyMHHUTE HHBA HA JINTHH. =




JlekapcTBEHH NPOAYKTH, MOBINABAIH KOHLIEHTPANNATA HA KATHH:
[MOHMXABAUIMAT ChABPKAHUETO Ha Kanuil eekT Ha XHAPOXJIOPOTHA3U C& HaMaNlaBa OT KaJIHH-

cbXpaHaBaiua edekt Ha upbecapraH. OCBEH TOBA, TO3H €(PEXT HA XHAPOXIOPOTHA3H] BbPXY
CEpyMHHA Kaiii MOKe Ja ce oyakBa Aa Obje NoTeHRMpaH OT APYFH NeKapCTBEHU NMPOLYKTH,
CBBp3aHH ChC 3aryba Ha Kalluil ¥ XUMoKaTHEMHs (Hanp. ApYru KalnilypeTUYHH Ny PETHLIH,
naxcatueH, aMpOTEPHLIMH, KapOeHOKCONOH, neHHUMNHH G HaTpuit). OOpaTHO Ha TOBA, Bb3 OCHOBa Ha
ONHTA ¢ yrnoTpedara Ha JpYrH JIEKapCcTBa, [OBJIMABALH PEHHH-aHTHOTEH3HHOBATA CUCTEMA,
eAHOBPEMEHHOTO NPHOKEHHE C KANHH-ChbXpaHABAllM AHY PETHIM, KATHEBH J00aBKH, 3aMECTHTENH Ha
COJIT, ChABPKAILH KaNHii I APYTH JEKapCTBa, KOUTO MOXE Ja MOBHLIAT CEPYMHUTE HUBA HA KaJIHS
(Hamp. XenapuH HaTpHii), Moxe Ja JoBe/le IO NOBHIIABAHE HA HHBATa Ha CepyMHHs Kanui.
[TpenopryBa ce CLOTBETHO NPOCIEIABAHE HA CEPYMHUA KaNHii NPH NalMEHTUTE C MOBHUILIEH PUCK (BX.

Touka 4.4).

JlekapCTBEHM MPOAYKTH, MOBIUABAHIM C€ OT HapYUICHHUETO Ha CEPYMHUS KanHi:.
[TpenopbyBa ce MEPHOANYHO NPOCNEAABAHE HA CEPYMHHUA Kalui npu npuiioxkeHuero Ha Ko-HMpbeco ¢

IeKapCTBEHH MPOAYKTH, MOBIUSBALLH Ce OT HApYINEHHETO Ha CEPYMHHA Kanuit (HanpuMep, CbpaeyHH
TIHKO3#IH, aHTHAPHTMHLM ),

HecreporHH NPOTHBORL3NATHTENHHN CPEACTBA.

[Tpu eaHoBpeMeHHaTa ynoTpeda Ha aHTHOTEH3UH [1-aHTaroHHCTH H HECTEPOHIHH
NPOTHBOBB3NANHTENHH cpeacTBa (karo cenekTuBHA COX-2 HHXHONTODH, aleTHICANHLINIOBA
kucenuna (> 3 g/aHeBHo) K HecenekTHBHU HIIBC), Moxe 1a HacTBIIH HaMaNaBaHe Ha
AHTHXKNEPTEH3UBHHUSA €(EKT.

[Tono6Ho Ha ACE uHXMOHTOpHTE, €IHOBPEMEHHOTO NPHIIOXKEHUE Ha AHTHOTEH3HH 1l-aHTaroHHCTH U
HEeCTEPOHIHH NPOTHBORE3MNAIIMTEIHH CPEACTBA MOXE J1a IOBEAE JO MOBHILIABAHE HA PACKA OT
BIOIIABaHe HA OhOpeunaTa QYyHKIHNS, BKIIOYHTENHO H Bb3MOXKHOCTTa 34 NOfBa Ha ocTpa 0u0peuHa
HEOCTATHYHOCT U MOBHIICHHUE HA CEPYMHUA Kalui, 0CoOeHO MpH NalHEeHTH ¢ NpeALIecTRALIO
HapylleHue Ha OBOpeunara pyHxuus. KomOnHupaneTo Tpsa0OBa Ja craBa ¢ MOBHILICHO BHUMAHHE,
0cobeHO NpH NallMeHTHTE B HanpeaHana pe3pacT. [lannenturte TpadbBa na OpAaT CHOTBETHO
XHUAPATHPaHH, KaTo € HeoOXOAUMO npocneaspaHe Ha ObbpedHaTa pyHkUMA Chien 3anouBaHe Ha
kKOMOHHHPAHOTO JIEUEHHE M [TIEPHOAKYHO ClIE] TOBA.

Penarnunua; npbecaprad uMa noteHunan ga uHxudbupa OATPIBI1. B knnsnyHo npoyysaHe ce
cpobl1aBa, ye upbecapra nosuuiaea Cuax 4 AUC Ha penarnnung (cyoctpar na OATPIBI)

¢bOTBeTHO ¢ 1,8 mbTH ¥ 1,3 mbTH, xoraTo ce npunara 1 vac npeau penariveuia. B apyro npoy4saHe
He ¢e choblansa 3a ChbOTBETHO (papMaKOKMHETHYHO B3aMMOJEHCTBHE NPHU €THOBPEMEHHO NMPHIOXKEHHE
Ha aBete nexapctea. [lopann ToBa Moxe Aa ce HafloXKU KOPHTHpaHe Ha 03aTa Ha aHTHAHabEeTHOTO

JIEKAPCTBO, KATO H HA penariiHul (BXK. Touxa 4.4).

,EOII'LJ‘IHHTEJ'I H4a HH@OQMHHHH OTHOCHO BBBHMDgEﬁCTBHHTﬂ Hd HPGEO&]JT&H:

[TpH XIHHHYHM OpOy4YBaHHA PapMAKOKHMHETHKATA HA HpbecapTaH He ¢ MOBINABA OT
xugpoxnopornasua. Mpbecapran ce merabonusnpa ocHosHO ¢ noMowTa Ha CYP2C9Y 1 B no-manka
cTelneH upes rMoKypoHHpaHe. He ca HabnoaaBaHu 3HaUUMH (GapMakOKHHETHYHH H
(papMakoAWHAMMYHH B3aHMOAEHCTBHA TIPH €THOBPEMEHHOTO NPHAOKEHHE Ha upbecapTaH ¢
papdapuH, koiiTo ce MeTaboausupa ¢ momoinra Ha CYP2C9. Edexture Ha unayktopute Ha CYP2(CH,
kaTo pUdaMnuLiH, BbpXY (papMakoKHHeTHKaTa Ha upbecapTaH, He €a MPOYYEHH.
DapMakOKMHETHKATA HA JUIOKCHH He e MPOMEeHs NpH €AHOBPEMEHHO NPUIOXKEHHE ¢ HpbecapTaH.

Honbauurensa nHGopMaLUi OTHOCHO B3aUMOJEHCTBHATA HA XUIPOXJIODOTHAZKAL:
I[Tpu ¢CHBMECTHOTO UM NPHIIOKEHHE, PEACTABEHUTE [IO-101Y JIEKAPCTBEHH NPOAYKTH MOXKe Ja
B3aUMOAEHCTBAT C THASUAHHTE JUYPETHLM:

Arkoxon: MOXe J1a HACTBIIH NNOTEHIHPaHe Ha OPTOCTATUYHATA XUNIOTOHHA,

Aumuouabemnu rexapcmeernu npooyxmu (NEpopartu cpeocmsd U UNCYRURU). MOXE 1A
KOpHTHpaHe Ha J03aTa Ha aHTHANWAOETHHUSA IEKapCTBEH NPOAYKT (BX. To4Ka 4.4);




Xonecmupamun u xonecmunonosu cmonu. abcopobLMaTa Ha XHIPOXJIOPOTHA3HA € HapyINEHa B
NPUCHLCTBHETO HA aHUOHHU o6MeHHH cmonn. Ko-Hpbeco Tpabea na ce nprema noHe eAMH 4Yac npeau

WJIM YETHPH Yaca clell IprueMa Ha TAKUBA JIEKapCTBa;

Kopmuxocmepouou, AKTX: HeJOCTUT Ha €IeKTPOJIHTH, 0CODEHO XUToKaNnueMus, Moxe Ja Obae
NOBHIIEH;

Cupoeunu enuxosudu: NPeAU3IBUKaHATa OT THA3HANTE XMINIOKANTHEMUS HIH XHINOMarHe3neMus
GnaronpuATCTBA Bb3HHKBAHETO Ha UHAYLIMPAHH OT AMTHTANIMC ChPACYHH apUTMHH (BX. To4ka 4.4);

Hecmepoudnu npomugosv3naiumennu cpeocmeaa: NPHIIOKEHHETO Ha HECTEPOHIHH
NPOTHBOBb3NAJHTE/IHH CPEACTBA MOXKE a HAMaIM AUYpPETUUHNHA, HATPHYPETHYHHA U
AHTMXHUIIEPTEH3IUBEH €QEKT HA THASHAHUTE JUYPETHLH NPH HAKOH MALHEHTH,

ITpecopru amunu (Hanp. Hopadpenanuy): eQeKTbT Ha IPECOPHUTE aMHHK MOXe Ja ObJe HaMaIeH, HO
HE B TAKaBa CTEMEH, 4e Ja U3KJII0UYH Bb3MOXKHOCTTA 3a TAXHATA ynoTpeda;

Hedenonapuzupawu peraxcanmu Ha cKeremsama Myckyaamypa (nanp. myboxypapu): ¢beKTbT Ha
HEACTONAPU3HpALLUTE PElaKCAHTH Ha CKeJIeTHAaTa MyCKynaTtypa Moxe Ja Ob/ie NOTeHUMpaH OT

XHAPOXJIOPOTHA3UA;

Jexapcmeenu npodykmu 3a Aevenue HQ no0azpa: MoXxe Jla € HeodXouMa NMpOMHa Ha [103aTa Ha
aHTHITOXArPO3HUTE 1IEKAPCTBEHU NMPOAYKTH, ThH KaTO XHUAPOXNOPOTHA3N] MOXE 1a OBHIIK HUBATA
Ha CepyMHaTa MHKOYHA KHcenuHa. Moxe na e HeodxoluMO NOBHILABAHE 103aTa Ha MPOOCHEUM HAH
cynpuanupazod. EJHOBPEMEHHOTO MPUIOKEHHE € THASHANH JUYPETHLIM MOXKE Aa MTOBHUIIH Y€CTOTATA
Ha peaKlHHTE Ha CBPBbXYYBCTBUTENHOCT KbM alONypHHOI,

Kanyueeu coru: TRA3NZHUTE JUYPETHLH MOXKE Ja NOBULIAT HHBATA HA CEPYMHNS KalLUi nopaay
MOHWKEHA eKckpelnsa. AKo TpabBa na 6baT NPHICKEHU KANKEBH NOOABKU HAHU NEKAPCTBEHH
POAYKTH, ChXpaHABaIM KaILKUA (Hanp. JedeHHe ¢ BUTamuH D), To € Heobxoaumo npocieasaBade Ha
HHBATA Ha CEpYMHHSA KallMii H ChOTBETHA NPOMAHA HA J03aTa HA Kanuu#;

Kapbamazenun: eaHOBpeMeHHaTa ynotpeba Ha kapbdaMasenuH ¢ XUAPOXJIOPOTHA3H CE CBbP3Ba ¢
PHCK OT CHMNTOMaTHUYHA XHnoHaTpueMus. [Ipu eHoBpeMeHHa ynoTpeba enexTpoanTHTe TpsOBa Ja
OB1aT npocneaaBaHu. AKO € Bb3MOXHO, TpiAOBa Aa ce U3NoJI3Ba APYT KNac AUYpPeTHLIH;

Hpyzu e3aumodeticmeus. XMOEPrIAKEMHUHHHUAT edekT Ha GeTa-OnokepuTe H AMa3oKcHI Moxe Ja Obae
yBe/IHYEH OT THa3UAUTE. AHTHXONHHEPrHYHHUTE CpeACcTBa (Hanp. aTponuH, benepuaeH) Moxe aa
MOBHLIAT OHOHAITHYHOCTTA HA THASHAHNUTE AHYPETHUH Ype3 HaMaNsgBaHe Ha CTOMALLHO-YPEBHHA
MOTHJIUTET M CKOPOCTTA Ha W3Npa3BaHe Ha CToMaxa. THasHIUTE MOXKe Ja NOBUINAT PUCKa OT
HeXXeNaHH peaKUHH, MPHYHHEHH OT aMaHTaiuH. TrHasuaure Moxe 1a noHwxar opdpeunara
eKCKPEIHs Ha LIHTOTOKCHYHHUTE JIEKAPCTBEHM NMpPOAYKTH (Hamnp. uukiaodocdamul, METOTPEKCAT) U Aa
MOTEHUHPAT TEXHHTE MUEJIOCYNIPECHBHH €QeKTH.

4.6 DepruanTeT, OPEMEHHOCT H KbpMEHE

bpeMeHHOCT

Aneuomensun II-peyenmopnu anmazonucmu (AIIRAs)

Touka 4.4). Ynorpebara Ha AIIRAs e npoTHBONOKa3aHa Mo BpeMe Ha BTOPHA H TpeT
Ha 6peMeHHOCTTA (BX. TOUKH 4.3 u 4.4).

/
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yBeIXUEHHE Ha PUCKa He MOxe na Obae H3kiIoueHo. J{okaTo HAMa KOHTPOIMPAHH €NHAEMHOIOrHYHH
NaHHH OTHOCHO pHCKa npH ynorpeba Ha aHrnoTeH3uH ll-peuenropuun aHtaroHucTH (AlIRAs),
noA00HH PHCKOBE MOraT Aa ChIeCTBYBAT M IIPH TO3H Kiac AeKapceTBa. IlauMeHTKHUTe, KOHTO NJlaHupaT
OpeMeHHOCT, TpSOBa Ja MPEMHHAT HA aNTepHATHBHO AHTHXHIIEPTEH3HBHO JIEYEHHE, C YCTAHOBEH
npodun Ha 6e3onacHOCT NpH ynorpeba no BpeMe Ha OPEMEHHOCT, OCBEH aKO Ce CUKTa, Ye € OT
ocofeHa BAXKHOCT Aa ce npoasipkn nedyeHnero ¢ AlIRAs. Koraro ce ycranosu OpemeHHOCT,
nevenrero ¢ AIIRAs TpsbBa He3a0aBHO Aa ¢e NpEeKpaTH ¥ aKko € NOAXOAALIO, 1A Ce 3aNoYHe
aNTEePHATUBHO JICHEHHE.

HapecTHO e, ye exkcno3uniaTa Ha AIIRAs no BpeMe Ha BTOPHA U TPETHA TPHMECTLP NPEAH3BUKBA
deToTOoXCHUHOCT MpH Xopa (HamaneHa ObOpeuna GpyHKIMA, ONUIOXHAPAMHHOH, 3a0aBeHa
ocH(PHKALINA HA Yepena) i HeoHaTanHa TOKCHYHOCT (ObOpeyBa HeJOCTaThUHOCT, XMIIOTOHHA,
XHnepkanueMus ) (Bx. Touka 5.3).

IpemopruBa ce exorpadcko u3ciensaHe Ha OpOpeuHaTa PyHKLUHA K Yepena B ciydai, ye AIIRAs ca
NpUnaraHy npe3 BTOpUs TPHMECTbP Ha OpEMEHHOCTTa U CIE]] TOBA.

HosoponeHuTe, unuTo Makiku ca npueManu AlIRAs, Tpa0Ba 1a ce HabnoxaBaT BHUMATEHO 3a
HaH4YHe Ha XHIOTOHKA (BX. ToukH 4.3 H 4.4).

Xudpoxnopomuasuo

HMa orpaHHUeH ONMHUT ¢ XHAPOXJIOPOTHA3K/ 10 BpeMe Ha OPEMEHHOCT, 0COOEHO M0 BpeMe NbPBUA
TpUMecTbp. [TpoyuBaHHATa NPH JKHBOTHH Ca HEAOCTATHYHH. XHAPOXJIOPOTHA3HA NPEMHHABA Npe3
raaleHTara. Be3 ocHoea Ha apMakoIOrMYHNS MEXAHH3bM Ha JeficTBHE, ynoTpebara Ha
XHAPOXIOPOTHA3KA IO BpEME Ha BTOPHUA H TPETHA TPUMECTHP MOXKE J1a HapyLUH QeTo-IaleHTapHaTa
nepdy3us ¥ MOXe J1a NPUYHHH (PETATHY U HEOHATANHH €(PEKTH KATO XBJITEHHIA, HAPYLICHHE Ha
eNeKTPONUTHUA 6anatc # TpOMOOLIUTONEHHS.

XuapoxnopoTHasua He TpabBa aAa ce M3NMON3Ba 3a reCTallHOHEH €AEM, FreCTallHOHHA XHITEPTOHUA HIIH
NpeexnaMIICHs, MOPaJH PUCKa OT HaMaJIABaHe Ha Nia3sMeHnd ofeM U MiaLeHTapHa XHnonepgysus,
Oe3 bnaronpusaTeH edekT BbpXY Xoaa Ha 6oJiecTTa.

XuapoxjopoTHasua He Tpabpa 1a ce U3N0/3Ba IIPH NI€YeHHE Ha eCeHUHAHA XMNTEPTOHUSA NPH
OpeMeHHH JKeHH, OCBEH B PEJIKH CIyHaH, KOraro He Moxke na ObJie NPHUIIoKEHO APYTo NeYeHHe.

Toii kato Ko-Hpbeco chabpixa XuApoxJIOpOTHA3UA, TOW HE Ce NPenophyBa N0 BpEME Ha MbPBUA
TpUMeECTBbP Ha OpeMeHHOCTTA. [Ipn nnaHupaHe Ha OpeMEHHOCT, NAUUEHTKUTE TpAOBa 1a NPEMHHAT Ha
NOAXOJALIO ATTEPHATHBHO JICUCHHE.,

KbpMeHe

Anzuomenzun Il-peyenmopnu anmazonucmu (AIIRAs)

Toi kaTo He e HanuuHa uHdopmalKd oTHocHO ynoTpebara Ha Ko-HUpbeco no BpeMe Ha kbpmeHe, Ko-
Upbeco He ce mpenopbuBa, a ce MpeArno4YuTaT alTePHATHBHH Tepanui ¢ rno-100pe yCTaHOBEH MPOGHIT
Ha 6e30nacHOCT MO BpeMe Ha KbpMeHe, 0c06eHO NPH KbPMEHE Ha HOBOPOAEHO HITH NPEXKIAEBPEMEHHO
POAEHO JeTe.

He e u3BecTHO nanu updecapTaH UK HErOBUTE MeTADONHTH Ce eKCKpeTHpaT B KbpMarta.
Hannunute dapmMakoAMHAMUYHH/TOKCUKONOTHYHM JAaHHH NPU IIBX0BE €a MOKA3ald €KCKpeLMA Ha
upbecapTaH WIH HErOBATE METAOOMUTH B MIIFKOTO (32 NOAPOOHOCTH BHXKTE TOYKA 3.3).

Xudpoxnopomuazud

XHAPOXIIOPOTHA3HU] CE EKCKPETHPA B MAJIKH KOJIMYECTBA B KbpMAaTa. THA3HINTE BbB H@
BOZEIN 10 HHTEH3HBHA AHYPe3a, MOTaT 1a NOATHCHAT MPOU3BOACTBOTO HAa KbpMa. He og Ny
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ynotpebara na Ko-Mpbeco no Bpeme Ha kbpmene. Axo Ko-Hpbeco ce nanonssa no spemMe Ha
KbpPMEHE, A03UTE Tpd0OBa 1a ce noAabPKaT Bb3MOXKHO HAH-HHCKH.

QepTHANTET

HpbecapTaH HAMa edekT BbpXY QEpPTHAMTETA HA MITbXOBE H TAXHOTO NMOTOMCTRBO, A0 JO30BH HHMBA,
MPUYHHABALIY ITHPBHUTE CUMIITOMH HA TOKCHYHOCT NPH POAMTEINTE (BX. TOHKA 5.3 ).

4.7 Edexrs BEpXy cnocobHOCTTA 32 mIoPHpaHe H paboTa ¢ MALIHHH

B13 ocHOBa Ha papMakoIMHAMHEUYHHTE CBOHCTRA, He ce oyakBa Ko-HMpbeco na noenuse Ha
cnocobuocTTa 32 WodupaHe U padoTa ¢ MawKHAK. B cioy4aii Ha wodupaHe Wi paboTa ¢ MaLLYHA,
TpalBa Ja ce MMa NpeABH Bb3IMOXHOCTTA 32 NOSBA Ha 3aMasHOCT WJIH OTNAAHAJOCT, 10 BPpEME Ha

NIEYEHHETO HA XHNEPTOHHS.

4.8 Hexelann texkapcTBeHHE PEaKIHH

Upbecapran/XxuapoxaopoTHain KoMOHHaLIUS

Cpen 898 naupeHTH ¢ XUIIEPTOHUA, KOUTO €a NMPUEMANY Pa3IHYHH 103U
npbecapran/xuapoxioperuasua (or 37,5 mg/6,25 mg no 300 mg/25 mg) B nnanedo-KOHTPOAHPAHH
H3NUTBAHUA, 29,5 % OT malMeHTHTE ca H3MHTAIH HEXKENMAHH JeKapCTBeHU peakitui. Hail-uecto
cbOOLLABAHUTE HEXKEAaHH JIEKapCTBEHH peakumu ca ounn 3aMasnocT (5.6 %), ymopa (4.9 %),
raaeHe/nospobinane (1.8 %) U napyweno ypununpase (1.4 %). OcBeH ToBa, NOBHLIABAHE HA YPEHHUA
a30oT B KpbBTa (BUN) (2,3 %), xpeaTunkuHazara (1,7 %) u xpeatnuuna (1,1 %), cpino ca

HaOMoJaBaHM YeCTO NPH U3NUTBAHUATA.

Tabnuua 1 nokaspa HeXeNaHHWTE peakLiHy, HabmioaBaHU OT CIIOHTAHHM ChOOLLEHHA ¥ MpH mirauebo

KOHTPOJNHPaHHU NPOYUYBAHHA.

YecToTaTa Ha MPEACTABEHUTE MO-J0JY HEXENAHHTE PEaKIUUH € ONpeleNeHa, KaKTo cleBa:

MHoro dyecti (& 1/10); yectu (= 1/100 po < 1/10); neuectu (= 1/1 000 no < 1/100); peaxn (= 1/10 0600
no < 1/1 000); muoro peaxku (< 1/10 000). [1pn BCcako rpynepade B 3aBUCHMOCT OT 4Y€CTOTATA,
HeXKEJIAHHUTE JIEKAPCTBEHH PEaKLMH ce M30POogBaT B HA3XOMA1L pell N0 OTHOUIEHHE Ha TAXHATa

CECPHO3HOCT.

TaGanna 1: Hexxenanu peakuuy npy niauedo-KOHTpoIMpaHd H3NUTBAHUA U CMIOHTAHHH

CbOOLIIEHHS
Hzcneodsanua. Yectn: MOBHLIABAHE HA ypelHHUA a30T B KPBBTA
(BUN), kpeaTHHHHA H KpEaTHHKHHA3aT1a
HeuecTH: MOHHKCHHE HA CEPYMHHS Kanui W HaTpU#
Cypoeynu napyuieHu. HeuecTh: CHHKOI, XMNOTOHHS, TAXHKApAHS, OTOK
Hapywienun na nepgnama cucmema: | Hecru: BHEHE HA CBST
HeuecTu: 3aMasHOCT [PH H3NPaBSHE
C neusBecTHa | riaBobonue
4yeCcToTA:
Hapyuenua na yxomo u aabupurma: | C HeW3BeCTHa | IIyM B YIIHTE
4eCTOTA:
Pecnupamopnu, cpvOxu u C HeusBecTHa | KallJuua
MEOUACIUHATHYU HAPYLERUA. YecToTa!
CmoMauHo-4peenu HapyweHuA. YecTu: rajieHe/noBpbilaHe
Heuectn: AHApHA
Peaxn: HHTECTHHAJIEH aHTHOEAEM
C Heu3BeCTHA | AHMCHEINCHA, HAPYLICHHE HA BKYY ;\
yecToTa: ot
YecTn: HapyLHEHO YPHHHpaHe
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MACMOMO HA NPUIONCERUE.

Hapywenus na 6vbpeyume u C HeuspecTHa | HapyliueHa 6n0peyHa QyHKIIHS,

NUKOYHUME Nomuya. YecToTa: BKJIOMHTEJTHO OTAENHH CJIy4au Ha
OBOpeyHa HenOCTaThYHOCT NPU NMALKMECHTH
C pHCK (BX. Touka 4.4)

Hapywenua na Mycxyano- Heuecty: OTOK Ha KpalHRLUTE

CKeRemHama CUcCmema u C HeH3BeCTHA | aTpanrus, MHanrug

CLeOUHUMETIHAMA NMbKAK. yecToTa:

Hapywenus na memaboruzma u C HeH3BECTHA | XMIEPKAIEMMA

Xpanenemo: YECTOTA: I
Cv008u Hapyuienus. | HeuecTh: | 3auepBABaHE Ha THLETO
Obwu napyuienus u egpexmu Ha Yectn: yMOpa

Hapywenus na umynnama cucmema:

C HeusBecTHa

CIy4ad Ha peaKkliiH Ha

YeCcTOoTa: CBPBXUYBCTBUTEIHOCT, KATO AHTHOCHEM,
| OOpHB, YPTHKapHi
XenamobunuapHu Hapywenua. HeuecTn: KbIATEHN1A
C Heu3BeCTHA | XENATHT, HapyllleHa YepHOApoOHa
YECTOTA: | GYHKUNS
Hapywenusa na HeuecTn: ceKkcyasiHa AuChYHKINA, TPOMEHH B
8b3INPOUIBOOUMENHAMA CUCMEeMA U anduaoTo
gbpoama.

OITbJAHHTENHA HHDOPMALNS 32 OTAETHUTE ChCTABKH:
B fonbjHeHHE KbM H30PO€HNTE NO-rope HeXeNaHd peakLUMy 3a KOMOKHHpaHus ITPOAYKT, APYTH
HeXXeNaHW peaKiH, Beue AOKIAJBAHH NIPH €HA OT OTAETHHTE ChCTaBKM, MOXeE Ja Obaat
MOTEHIHAIHH HexeNaHH peakuny U npu Ko-Upbeco. Tabauuu 2 u 3 no-nony npeacrasat
HeXXeNlaHHTe peaKUuuu, cboOlIeHH npu oTAeHnTe cpcTaBkk Ha Ko-Hpbeco.

Tabaama 2: Hexxenanu peakuny, cboOLUEHH IpH caMOCTOATENHA YIIOTpeda Ha npbecapTan
Hapywenua na xpvema u C Heuzgecmua wecmoma. aHeMus, TPOMOOLIMTONEHUS
aumunama cucmema

Obwu napywenus u egpexmu
Ha MACMOMO HA NPUTONCEHUE.

Hapywenus na umynnama

HeuecTn: rpbAHa Oonka

C "Heu3BeCTHA 4ecToTa: AHadunaKTUYHA pEaKLHA,

cucmema: BKJIIOUUTETHO AHA(PHIAKTHYEH
LIOK
Hapyuenua na memabonuzma | C HEU3BECTHA YECTOTA: XUMOTMHKEMHA
U XpaneHemo.
Tatauna 3: Hexxenany peakuun, cpo0LlieH NMpU caMocTosTeNHA yroTpeba Ha
XHIPOXJOPOTHAIH]
Hzcnedsanua: C Hen3BeCTHA HapyLUIEeHHE Ha eNIEKTPOINTHHE Oaanc
4eCTOTA: (BKIIIOUHTESTHO XHITOKATUEMHUS U
XUMOHATPUEMHSA, BXK. TOUKA 4.4),
XUNEPYPHKEMHA, THOKO3YPHA,
XUNEPrIINKEeMH, TOBULUIEHUE Ha XOJECTEPOIa
Y TPHUIITHLIEPHIAHTE
Cepoeynu HapyuieHuA. C HeusBecTHA CHLPACYHH aPHTMHU
YECTOTA:
Hapywenus na kppema u C Hen3BecTHA anjlaCTUYHA aHEMHA, NOTHCKAHE HA KOCTHHUSA
aumprama cucmema: 4eCcToTA: MO3bK, HEYTPOIICHHR/ArpaHy TOLUTO34,

XCMOJIHTHYHA aHEMHA, JICBKOIICHHA,

TPOMOOLHTONEHHA
Hapywenus na nepsrnama C HeusBecTHA BEPTHI'O, NapecTe3ns, 3aMagHOC
cUCMeMa. YecTOTA: Oe3nokoHCcTRO
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Hapywenun na ovume:

C HeH3BeCTHA

NpEX0AHO 3aMBIVICHO BUXKAAHE, KCAHTOIICHY,

YyecToTa: OCTpa MUOIMHUA, BTOPUYHA OCTpa
_ 3aKpUTOBIBJIHA INayKOMa, XOpouJaleH HINHB
Pecnupamopnu, 2pvonu u MHOro peaxu OcTBp pecnupaTopeH AUCTPEC CHHAPOM

MEOUACMURQTHYU HADVWEeHUA.

(OPHC) (Bx. Touka 4.4)

C HeHu3BecTHA

| uecrora:

PECIIUPATOPEH AUCTPEC { BKITIOUHTENHO
NHEBMOHUT H 6€10Ap0OEH OTOK)

Cmomawno-1upesnu

C "Hen3BecTHA

NaHKPEeAaTHT, AaHOPCKCUA, JHAPHA, 3AlICK,

HADYULEHUA. 4YeCcTOoTA: CTOMALIHO APAa3HEHE, CHAN0AJSHUT, 3aryba Ha
aneTHT

Hapywienus na 6vbpeyume u C HeuspecTHa HHTEPCTHLIMANEH HePpUT, Onbpeuna

NUKOUHUME Nbmuwa. YECTOTA: AnchyHKUNS

Hapywenus na xoxcama u C HeuzBecTHA aHa(PMJIAKTHYHH PEAKLMH, TOKCHUHA

NOOKONCHAMA MBKAH. YecTOoTA: enuaepMaTHa HEKpOJM3a, HEKPOTU3KpalLll

AHFHHT (BaCKYJIHT, KOKEH BaCKYJIHT), KOXHH
RYIYC epHTeMaTonec-noA0OHU peakLum,
PEAKTHBHPAHE HA KOXEH JIyIyC
epUTEMATOAEC, (POTOMYBCTBUTE/IHH PEaKUUH,
o0OpHB, YpTHKApHS

cnabocT, MyCKyJIeH Cha3mM

C HeHu3BeCTHa
JecTOoTa:

Hapywenusn na MycxyaHo-
CKenemuama cucmema u
CLeOUHUMENRHAMA MBbKAH.

Cv0o8u HaApYUWEHUA: C HeusBeCTHa MOCTYpPanHa XUIIOTOHUS
yecToTa.
Obuwju napyuwenus u epexmu C HeH3BeCTHA TpECKa
HAQ MACMOMO HA NPUAOXCEHUE. | UeCTOTa:
Xenamobunuapru napywienus: | C HEU3BECTHA XBJITEHH LA (MHTpaxenaTajHa XonecTaTHYHa
YECTOTa: KBJITEHHUA)
Houxuunu napyuenus. C HEeU3BeCTHA AEMPECHA, HAPYLICHHA Ha ChHA
4YeCTOTa:
Heonnazmu - C HeusBeCcTHA HeMenaHOMEH paK Ha KOXKara
0obpokauecmeeru, YeCTOTa: (6a3aTHOKNETHYEH KapLUHOM U

3A0KAYECMBEHY U CKBAMO3HOK/IETHUEH KAPLIMHOM)
HeoNpeoenenHu (KA. Kucmu u

HOAUNY)

HeMenanoMeH pak Ha KoxkaTta: Bb3 ocHOBa Ha HATMYHHUTE JaHHH OT eNUAEMUOIOTHYHH NpOYyYBaHUA €
HaOr0AaBaHa 3aBHCHMA OT KYMYJIAaTHBHATA A03a Bph3Kka Mexay XXT3 n HMPK (Bx. ¢bLlo ToukH 4.4

1 5.1).

Ho30-3aBUCHMHTE HEXKENAHH pPeaklMH Ha XHIpOXJI0poTHa3KA (ocobeHo HapyLUeHHATA Ha
eNeKTPOIUTHHA DanaHc) MOxke Aa ObAaT YBEIHUYEHU NIPU THTPHPAHETO Ha XHAPOXJIOPOTHA3H .

CroflnaBaHe Ha NOJO3UPAHH HEXENAHH DEaKLIMK

CpofllaBaHeTo Ha NOJO3HPaHH HeXelaH! IeKapcTBEHH pPeakLud ciej paspellasaHe 3a ynotpeda Ha
NeKapCTBEHUA NPOAYKT € BaXXHO. ToBa No3BOJsABA Aa NPOABAKU HADAIONEHUETO HA CHOTHOLIEHHETO
110J13a/PUCK 3a JIEKAPCTBEHUA NpoayKT. OT MeAMUIMHCKHTE CNELHANIMCTH CE€ H3HCKBA 1a ChOOIaBaT
BCAKA MOJ03HPaHa HeXENIaHa peaKLMa Ypes:

H3nbnHuTEHA areHLUMA O IeKapcTBaTa
yi. ,.,Jlamsan ['pyer” Ne 8
1303 Codmus,

Ten: +3592 890 34 17
yebcalit: www.bda.bg

4.9 Ilpenosnpane
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Hsama cneumuguuna vHGOpMaUKs 10 OTHOLIEHUE Ha NeyeHKeTo npu npeaosupane ¢ Ko-Mpbeco.
[MauueHtsT TpA6Ba Ja ObIAT BHUMATENHO NpOCheadaBaH, KaTo leyeHUeTo TpsOBa na Obae
CHMIITOMATHYHO U MOATbPKALLO. JIeHEHUETO 3aBHCH OT BPEMETO, OT NMPUEMAHETO H TEKECTTA Ha
cumnroMuTe. [lpenopbuBa ce NpeAH3IBUKBAHETO Ha NOBPBLIAHE W/WIM CTOMALIHA NPOMUBKA.
AKTHUBHUAT BBIJIEH MOXKe Ja ObJie noJjie3eH NpH JeueHue Ha npeao3upaneTo. CepyMHHTE

eNeKTPONIHTH U KpeaTHHUHA TpadBa na Objar yecto npociaeasBaHy. [Ipn nogBa Ha XMNIOTOHMY,
ManMeHTsT TPsAOBa Ja ObJe NocTaBeH B IErHANO MON0XKEHHE U Aa ce npeanpueme 6bp30 00eMHO U

CACKTPOJHTHO 3aMECTBAHC.

Haii-uecTiTe nposaBY Ha Npeio3HpaHe ¢ HpbecapTaH ce o4yaksa Aa ObJAT XUNOTOHUA M TAXUKAPAUS;
Bb3MOXHA € U NOABaTa Ha Opaaukapaus.

[Tpeno3upaHeTo ¢ XUAPOXIJIOPOTHA3HA € CBbP3aHO C HEJOCTUT Ha €NEKTPOIHTH (XHIOKANHEMHS,
XUIOXJIOPEMHUS, XMITIOHAaTPUEMKA) W AeXUApaTalus, B pe3ynTaT Ha NpekoMepHara anypesa. Haii-
4ECTHTE NMPH3HALY U CHMIITOMH Ha Npelo3UpaHe ca raleHe H COMHOJEHTHOCT. XHMMOKATHEMHATA
MOXeE 71a A0Befe A0 MYCKYNHH CITa3MH W/HIIH U3SBEHA ChbpAeuRa apuTMH4, CBBP3aHa ¢
elHOBpeMeHHaTa ynorpeba Ha CbpAeHHH IMIMKO3HIH HWIH HAKOH aHTHAPHTMHYHH JIEKAPCTBEHH

MPOAYKTH.

HPGEGRPTB.H HE C€ OTACIA 4YpPE3 XCMOJHATHN3A. CTenedTa Ha OTAENSIHE HA XHAPOXNOPOTHA3HA C
[IOMOLITa Ha XEMOJHAJIH3a HE € YCTAHOBCHA.

5. ®APMAKOJIOr'MYHU CBOUCTBA
5.1 dapmakoaAHHAMHYHH CBOlicTBa

(>apMmakoTepaneBTHUHA Irpyna: arruoTeH3uH Il antaronncTy, komobHuHauUH
ATC koxg: CO9DAO0O4.

MexaHu3pM Ha JelicTBHUE

Ko-Upbeco npeacrapnsasa koMOMHALMA OT aHTMOTEH3MH [I-peLienToped aHTaroHyMcT — upbecapraH, H
THA3UJEH JUYPETHK — XHuapoxnopoTtnasya. KombuHaluaTa ot ABaTa KOMIIOHEHTA NPUTEXaBa
aIUTHBEH aHTUXHUIIEPTEH3NBEH €PEKT, KATO NOHMKABa KPBBHOTO HAIATAHE B M10-roNsAMa CTEIEH, B
CpaBHEHHE C BCEKH OT OTACNHUTE KOMINOHEHTH, NPHJIOXKEH CAMOCTOATENHO.

HpbecapraH € MOLLEH, NEPOPANTHO aKTHBEH, CEJIEKTHBEH aHTHOTEH3HH lI-peuentopeHn (tun AT))
aHTaroHucT. Ouaksa ce OloKkMpaHe Ha LAJOCTHOTO ASHCTBUE HA aHTMOTEH3UH 1], MeguMpaHuTe OT
AT, peLienTopH, HE3RBUCHMO OT W3TOYMHHMKA WIH ITbTA HA CUHTE3 Ha aHFHOTEH3HH 11. CenekTHBHUAT
aHTAaroHW3bM crpaMo aHruotensuH Il (AT)) peuenTopuTe BOAM A0 MOBHINABAHE HA MIA3MEHHTE HHBA
Ha PeHHH M aHrHOTeH3MH 11 ¥ moHWkaBaHe Ha Mla3sMeHaTa KOHUEHTpallUA Ha anJocTepoH. CepyMHHUTE
HHBA Ha KaNHH He ce MPOMEHAT 3HAYHUTENHO NPH CAMOCTOATENHOTO MPUNIOKEHHE Ha upbecapTaH B
MPENOPBYHTEITHUTE A03U NPU NAUMEHRTH 0e3 ChbLIECTBYBAL PUCK OT I10ABa HA HAPYLUEH ENEKTPOIUTEH
Oananc (K. ToukH 4.4 n 4.5). Upbecapran He unxubupa ACE (kunasa [I) — en3uM, KoHTO reHepupa
aurnoteHsuH Il ¥ cbllo Taka pasrpax/a OpaJUKMHHHA 10 HeaKTUBHH MeTabonuTH. Mpbecapran He
H3UCKBA MeTaOOJHTHO aKTHBHPAHE 33 OCHLILECTBABAHE HA CBOETO ACHCTBHE.

XnapoxJnopoTHa3H € THasHAEeH AHypeTUK. MeXaHH3MbT Ha aHTUXHUIIEPTEH3HBHHA eeKT Ha
THa3UJHNATE JHYDPETHLH He € HambJIHO H3BeCTeH, THasuautTe BANAAT BbpXy Ob0pedHuTe TYOYNHH
MEXaHH3MH Ha peabcopOuus Ha ENeKTPONUTHTE, KATO AUPEKTHO YBEIHYABAT €KCKPETHPAHETO Ha
HATPHI ¥ XJIOPHAM B NPHOIH3IUTEIHO EKBHBAJIEHTHH KOTHYeCcTBa, JIHypeTHYHOTO AckHcTBHE
XHAPOXJIOPOTHA3M HaMaldBa nnasMeHnsd 0beM, NIoBULIABA AKTHBHOCTTA HAa PEHHUH B Ijia3
3aCHJIBA CEKpeLIUATa Ha aJOCTEPOH C MOCAEABALL0 YBENUUYEHO OTAECNAHE HA KAl U OU
YpHHATa H HaAMaJlABaHe Ha CepYMHATa KOHUEHTpalus Ha kanui. BepoatHo upes O10ku 1
AHHOTEH3HH-AJ0CTEPOHOBATA CHCTEMA, €IHOBPEMEHHOTO NMPHIOKEeHHE HA upbecapT lﬁui
TeHJICHLINA KbM NpeAOTBpaTABaHe 3arybaTa Ha KaJluii, CBbp3aHa ¢ JSHCTBHETO HA TE3H
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[Tpu XUAPOXIOPOTHA3K HAMANOTO Ha AMYPE3aTa HaCTBHNBA ces 2 4aca, a MAKCHMATHUAT eexT
0OHKHOBEHO ce nocTura cnea 4 yaca, a aelicTBueTo npoas/bkaea npubausurenso 6-12 yaca.

KoMOuHauusaTa OT XHAPOXN0pOoTHA3KA U updecapTaH NpeaAu3BUKBA A0303aBUCHMO, aAMTHBHO
MOHWXKEHKE Ha KPBBHOTO HANATAHE NP NIPUEM Ha TEpaneBTHUHHTE Ko3H. JJobaeaneTo Ha 12,5 mg
xuapoxyopoTuasua kM 300 mg upbecapraH BeAHbK AHEBHO IIPH NALIKEHTH, KOUTO He ca ce
MOBNMAIN AOCTATBYHO J0Ope OT caMocToaTeNHoTo npunoxkenue Ha 300 mg upbecapran,
MpeAH3BHKBA JOMBIHHTENHO KOPHTHPAHO CNPAMO Tu1auedbo MoHWKEeHHE Ha JHACTONHOTO HanaraHe, ¢
Hail-HUcKa cToiiHoCT (24 uaca cneq npuema) ot 6,1 mm Hg. Kombunaunsta ot 300 mg upbecaprat n
12,5 mg XuApOXA0pPOTHA3KA NPEAM3BUKBA O0LL0 MOHMKEHHE HA CHCTOMHOTO U AHACTOJIUYHOTO
HanArade cnpamo nnauedo ao 13,6/11,5 mm Hg,

OrpaHHuYeHH KIHHHYHH JaHHU (7 oT 22 NalMeHTH) MOKAa3BaT, Y€ NPH NaLlueHTH, NPH KOUTO HE €
NOCTUrHAT KENAHUA KOHTPOA npH koMOuHaimATa 300 mg/12,5 mg, Ouxa MOIJIH Aa CE MOBIUAAT OT
koMmOunauusaTa 300 mg/25 mg. [Ipu Te3un nanueHTu e HabNlOAABAHO 3HAYHUTENHO MOHMKABAHE Ha
KPBLBHOTO HaisiraHe KakTO Ha CUCTONHOTO KPbBHO Hamirane (SBP), Taka u Ha A¥acTONHYHOTO KPbBHO
nanarane (DBP) (cvoTBeTHO 13,3 11 8,3 mm Hg).

EnnokpaTHUAT AHEBEH nipueM Ha 150 mg upbecaprad ¥ 12,5 mg XxuapoxiopoTHa3H PeRH3BHKBA
CPEAHO NMOHUKEHHE HA KOPUTHPAHOTO CIIPAMO Maiebo CUCTONHO/IHACTONHO KPBBHO HANAraHE, C
Haii-HUCKa cTolHOCT (Z0 24 4Yaca cnea nmpueMa) ot 12,9/6,9 mm Hg npu nauneHT# ¢ nexa no ymepeHa
xunepTonus. MakcumaneH egekr ce aocTura caep 3-6 yaca. [1pu amOyaatopHo npocielsiBaHe Ha
KPBBHOTO HansAraxe, komObuHauuaTa ot 150 mg upbecapran u 12,5 mg XMAPOXIOPOTHA3KA, NPHETA
BEIHDK AHEBHO, MOAXbPKa NOCTOAHHU CTOHHOCTH HA KPBBHOTO HajAraxve npe3 24-4acoBHA NepHoj
CBC CpeAHO 24-YacOBO MOHMWKEHUE CNPAMO M1aledo Ha CHCTONMHOTO/IHACTOIHOTO HANATaHe OT
15,8/10,0 mm Hg. AMOynaTopHOTO NpOoCAEAsBaHE € OTUENO, Y€ ChOTHOILEHHETO MEXY HaH-MaJIKus
u Hali-ronemus edext ot npuema Ha Ko-Hpbeco 150 mg/12,5 mg e 100%. Cointoro croTHOUIEHHE,
H3MEPEHO NPH MOCELEHHE B NeKapcKy kaOHHeT ¢ anapar ¢ MaHiuera, € 68% u 76% npu ynorpeda
cvoTBeTHO Ha Ko-HUpbeco 150 mg/12,5 mg u Ko-Upbeco 300 mg/12,5 mg. Tesu 24-uaconm edexTs ca
Habno1araHy Oe3 NPeKOMEePHO MOHKWXKABAHE HA KPbBHOTO HANAraHe NpU MaKCHUMaTHUA €(eKT U
CHOTBETCTBAT Ha 6e30MacHO U eeKTHBHO NMOHUKEHHE Ha KPBBHOTO HaNdraie npyu €AHOKPaTeH
JHEBEH TIpUEM.

[Tpy naLMeHTH, KOUTO HE Ce MOBMUABAT A06pe caMo OT 25 mg XMAPOXJIOPOTHA3K], T00ABAHETO Ha
upbecapraH npean3BHKBa AOMBIHUTENHO CPEAHO MOHWKEHUE CNPAMO Malebo Ha
CUCTONHOTO/AHacTonHOTO HanaraHe ot 11,1/7,2 mm Hg.

XHMOTEH3UBHHUAT e(eKT Ha KOMOUHaLUATA Ha HpDecapTaH ¢ XHAPOXJIOPOTHA3H] CE NPOABABA OlLE
clen MpHeM Ha ITHPBATa J103a H € ¢ MPOABIDKUTENHOCT 1-2 ceAMHUNH, KaTO MAKCHMATHHAT MY edeKT
HacTeNRBa ciex 6-8 ceamui. ITpH ABArOCPOHMHH KIMHHYHH NPOYYBAHUA 34 NpociiesBane e 6uno
YCTaHOBEHO, 4e edexThT Ha upbecapTaH/XUAPOXJIOpOTHA3Y/] CE NOANBPXkA HaA | roanHa. Bropeku ue
HE ¢a MPOREKAHH LielEeHACOMEHH XIHHUYHU npoyuBaHus ¢ Ko-Mpbeco no otHolienne Ha pebayHn
XHIIEPTOHHKS, TAKEB eeKT He e HabnoaaBaH MpH MpHeMa Ha upbecapTaH H XHAPOXJIOPOTHA3H.

EdexTbT Ha kOMOHHAUMATA HpbecapTaH B XHAPOXIOPOTHA3H], BbPXY 3aboneBaemMocTTa U
CMbPTHOCTTA He € npoy4BaH. EnuieMBoIoruyHuTe NpoyyuBaHus OKa3Bar, Ye MPOAbIXKHTETHOTO
NeYeHre ¢ XMAPOXJIOPOTHAZHA HAMANABA PHCKA OT Pa3sBHTHE HA ChPAEHHO-CHAOBH 3a00/59BAHNUS H

CMBPT.

EdextsT Ha Ko-Hpbeco He ce onpenens ot Bb3pactra Y nona. [lonobHo Ha cinyqan ¢ apyru
NIeKapCTBEHH MPOAYKTH, KOUTO MOBIHABAT PEHHH-aHTHOTEH3MHOBATa CHCTEMa, MALIMEHTH OT Ye
paca ¢ XHTEPTOHHS UMAT 3HaYHTENTHO NO-MaNbK OTrOBOP IPH MOHOTEpanua ¢ upbecapraH.
npunarane Ha HpOecapTaH 3aeHO C HHCKA 033 XMAPOXJIOopoTHa3y (Hanp. 12,5 mg ques
AHTUXUNIEPTEH3HBHHUAT OTMOBOP NMPU YEPHOKOXKHTE NALUEHTH ce NoduxKaBa 10 TO3H Ip
oT OssaTa paca.

KarHnuHa epkacHOCT U 6€3008CHOCT
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EduxacHoctTa u 6e3onacHoctta Ha Ko-Mpbeco kaTo HayaiHa Tepanus NMpU TEXKA XUNEPTOHHA
(neduunpana npu SeDBP > 110 mmHg) ca oueHeHH B MHOTOLCHTPOBO, PaHAOMH3NPAHO,
JBOMHOCHANO, AaKTHBHO KOHTPOJIUpaHO, 8-ceAMHUYHO, NapaseIHO rpynoBo npoyysane. O0wo 697
nalMEeHTH ca paHAOMH3HpaHU B ChoTHOIeHHe 2:1 Ha upbecapran/xuspoxnopotuasua 150 mg/12,5
mg U upbecapras 150 mg u npu cuctematHyHo GopcHpaHo TUTPUpPaHe (npeay Aa ObAe OLEeHEH
OTrOBOPA KbM I10-HHCKATA 71032) clel €AHA ceAMHULIa, CbOTBETHO 10 HpOecapTaH/XUApOXIOpTHA3H]
300 mg/25 mg unu upbecapran 300 mg.

58% OT MaLMEHTUTE B IPOY4BAHETO C2 OT MBbxKHM noJ1. CpelHaTa BB3pacT Ha NALIMEHTHTE e 32,5
roauHH, 13% ca Ha BB3pacT > 65 roouHy U camo 2% c¢a Ha Be3pacT > 75 roAuHH. /IBaHaaeceT
npoueHTa (12%) ot nauueHTHTE ca auabetHiy, 34% ca ¢ XUNEPIUINAEMHUs, a HAH-4YECTOTO
CbPAEYHO-CHACBO CHCTOAHKE € CTabUiIHA aHTHHA NEeKTOPHC NPH 3,5% OT YYaCTHHLHTE.

OcHOBHAaTAa L&)t Ha TOBa NPOYUBaHe € [a C€ ChNOCTAaBH ChOTHOLIEHHETO HA NMALHEHTHTE, APH KOHTO
SeDBP e 6uno xoutpoaupaso (SeDBP < 90 mm Hg) npes 5-ta cenmuna ot neueHuero. Hetupuaecer
H cenem npoueHTa (47,2%) oT nauueHTHTe, NEKyBaHH C KOMOMHALMATA, Ca AOCTHFHANIW Hal-HHCKa
crolinoct SeDBP < 90 mmHg, B cpasHenue ¢ 33,2% ot nauunedture Ha upbecapraH (p = 0,0005).
CpeaHaTa W3X0/HA CTOMHOCT Ha KPBBHOTO HandraHe € npubausutenHo 172/113 mmHg npu Besika ot
FpYNUTE Ha JleueHue ¥ HamanseaHetro Ha SeSBP/SeDBP npes nerara ceamuua e 30,8/24,0 mmHg u
21,1/19,3 mmHg croTBeTHO 33 HpbecapTan/xuapoxiopTuasui u updbecapras (p < 0,0001).

BuabT M yecTOoTaTa Ha CHOOLIEHUTE HEXENaHH peakliMi MpH NauMeHTHTe, JeKyBaHu ¢ KoMOMBauuaTa
ca nNoo0HHU Ha npodHIa HA HeXeNaHUTE peakLui NpH NalKkeHTUTE Ha MOHOoTepanHs. Hiama
cbOOLIEHH 34 CIydad Ha CHHKOI B HUTO €IHa OT rpynure npe3 8-CeAMHYHHS NEPHOJ HA JIeYEHHE,
NMa cbobLieHHUd 32 XUIIOTOHHS, KaTO HexenaHa peakuua npu 0,6% u 0% oT nauueHTuTe, U 3a
3aMasHoOCT NpH 2,8% u 3,1% OT nauueHTUTE CHOTBETHO B pyInaTta ¢ koMOHHHUpaHa Tepanus u rpynara

C MOHOTeparnus.

Hleotuno broxupare Ha peHun-anzuomensun-ardocmeponosama cucmema (PAAC)

JBe roneMu paHaomusnpanu koHTponupanu npoy4usanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rinobdanno u3nursane 3a
KpaliH{ TOUKH HA TEIMHCAPTAaH, CAMOCTOATEHO M B KoMOHHamus ¢ paMunpuia) H VA NEPHRON-D
(KAMHHYHO NpoyvYBaHe CBBP3aHO C pa3BUTHE Ha HedponaTHs NPH AHA0ET, NPOBEIEHO OT
MHHHCTEPCTBO MO BRIIPOCUTE HA BETEPAHUTE) — IpOYYBAT ynorpebara Ha koMOunauusaTa ot ACE
HHXUOMTOP W aHrHOTeH3UH ll-penenToper dnokep.

ONTARGET e npoy4Bane, NpoBeIeHO NPU NALHEHTH ¢ aHaMHE3a 3a ChbPACYHO-CHI0BA WITH
MO3BUYHOCHROBA OONECT, Y 3axapeH Anader TUN 2, NpUAPYXKEHH ¢ JaHHH 3a YBpeKJaHe Ha
epextopuu oprann. VA NEPHRON-D e npoyuBade npu NanHeHTH CbC 3aXapen AuabeT Tim 2 U

anadeTHa HedponaTus.

Te3u npoyuBaHHs He MOKa3BaT 3HawNM OnaronpusteH edekT BepXy ObOpeUHHTE WHITH ChPASRHO-
CbAOBHTE NOCASINLH H CMBPTHOCT, KaTO CbLUEBPEMEHHO ca Habo1aBaHH NOBULLIEH PHCK OT
XUIEpKaNHEMHs, OCTPO yBpexaaHe Ha O6bOpeunTe W/HIH XHIIOTOHHA B CPaBHEHHE C MOHOTEpanHUsATa.
KaTo ce umat npeaBua cXogHUTE UM apMaKOAHHAMHYHH CBOMCTBA, TE3H PE3YNTATH Ca NPUITOKHMH
W 3a Apyru ACE unxubutopu ¥ aHrioTeHsur ll-peuentopHu 6110KkepH.

ACE uuxufutopH M aHruoTeHsuH l[-pelientopHu 6nokepH cleROBaTEHO He OHBa 1a Ce H3MOoJI3Bar
eIHOBPEMEHHO NMPH NalueHTH ¢ AnabeTHa HedponaTus.

ALTITUDE (KyHHH4YHO MpOYyYBaHe, MPOBEIEHO ¢ ATUCKUPEH, MPH NALUEHTH ChC 3axXapeH auadet

HHXHOHTOP MK aHrHOTEH3UH [I-pelienTopeH On0kep NpK NaMEHTH ChC 3axapeH aHader
XPOHKHYHO OBLOpeqHo 3abonsBaHe, ChPACYHO-CHA0BO 3a0onaBaHe HiH 1 aAseTe. Ilpoyysan
NPEKPATEHO NPEXKJIEBPEMEHHO NOPaJH MOBHILIEH PHCK OT HEOIAroNpUATHH NMOCIEAHLIH.
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ChPACYHO-CHIOBATA CMBPT, TAKa H HHCYJITBT €A N0-YECTH B IPYIATA HA AIMCKUPEH, OTKOJIKOTO B
rpynata Ha nnane6o, a NpeJCTaBNABaLIATE HHTEPEC HEXKENAHH CbOUTHA H CEPHO3HH HEKENAHH
cbOUTHE (XUNEpKaTUEeMH, XUNIOTOHHS U ObOpeuHa Auc@yHKUHUA) ce choOlIaBar mo-4ecTo B rpymnara
Ha aJIHCKHPEH, OTKOJIKOTO B rpynara Ha nianeto. ,

Hemenanomen xoowen pax

B3 ocHOBA Ha HATMYHHTE JaHHH OT €NHIEMHONIONMYEH H3C/IeBaHUg ¢ Hal/r0jaBaHa 3aBUCHMA OT
KyMyJaTdBHaTa 103a Bpb3ka Mexay XXT3 n HMPK. Eaqdo npoy4sane BKi04Ba NMonynaums,
ceerosa ce ot 71 533 cmyvaun Ha BKK 1 8 629 cnyuan Ha CKK, 1 nonynaiug ot crotBeTHO 1 430
833 u 172 462 noaxoadimu KoHTpoun. Bucokara ynorpeda Ha XX T3 (kymynatuero =50 000 mg ) e
cebp3aHa ¢ kopurupad OR 1,29 (95% AU: 1,23-1,35) 3a BKK u 3,98 (95% [IH: 3,68-4,31) 3a CKK.
Habnronasana e sicHa Bpb3ka KyMyJiaTHBHA A03a-oTtrosop kakTo 3a BKK, taka u 3a CKK. [Ipyro
NpoyYBaHe MOKa3Ba Bb3MOXKHA Bpb3ka Mexay paka Ha ycTHUTe (CKK) u excrosnunara Ha XXT3: 3a
633 cIy4aM Ha pak Ha YCTHUTE € noaOpaHa nonyhauus ot 63 067 noaxoasmy KOHTPOJIY, KaTo ce
M3M0/I3Ba CTPATErUs 3a B3eMaHe Ha Mpobu, onpejesieHa oT pucka. JleMoOHCTpHpaHa € BPb3Ka
KyMyJIaTHBHa A03a-0TroBop ¢ kopurupan OR 2,1 (95% OU: 1,7-2,6), vapactsawy no OR 3,9 (3,0-4,9)
3a BUcoka ynotpebda (~25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BucokaTa KyMynatueHa go3a (~100
000) (Bx. cpuIo TOYKA 4.4).

5.2 dapMakOKHHETHYHH CBONCTBA

E1HOBpeMEHHHAT NPHEM HA XUAPOXJIOPOTHAZUA U HpbecapTaH He BIHAE BbPXY (PapMaKOKMHETHKATA
HM.

Abcopbius

HpbecapTan ¥ XuAPOXIOPOTHA3K/ Ca MEPOPATIHO aKTUBHH BELLETBa U 3a TAXHOTO ACHCTBHE HE CE
u3KckBa GuorpaHcopMauua. Cnen nepopaiHo npunoxkerue Ha Ko-Upbeco abcomoTHara nepopanya
buonanuunocT e 60-80% 1 50-80%, croTBEeTHO 32 MPOECAPTaH U XUAPOXIIOPOTUHASH A,
EaxoBpeMeHHHAT NIPHEM Ha XpaHa He MPOMeHs 3HauuTenHo OuoHanu4HocTTa Ha Ko-Hpbeco.
MakcuManHa rmnasMeHa KORIEHTpalusA ce goctura 1,3-2 Haca ciel nepopaisHo NpUIoKeHHE 3a
upoecaprad v 1-2,5 yaca 3a XuAPOXIOPOTHA3ZN.

PasnpenencHue

Cebp3BaHeTo Ha HpOecapTaH ¢ IIa3MEeHHUTE MPOTEHHHU € OKOJI0 96%, KaTO CBBP3BAHETO C KICTHUHHTE
KOMIIOHEHTH Ha KpbBTa € HesHa4yHTenHo. OOeMbT Ha pasnpeacnenre Ha upbecaprad e 53-93 nurpa.
Oxoy10 68% OT XHAPOXJIOPOTHA3K/ Ce CBbP3Ba C IIA3MEHUTE TIPOTEHRH, a IPUBUIHUAT 00EM Ha
paznpexnenenue e 0,83-1,14 I/kg.

JINHEHHOCT/HETMHERHOCT
Hpbecapras moka3pa JTMHEHHA U IPONOPLHOHAIHA Ha 103aTa (PapMaKOKMHETHKA B J030BUSA ANANa30oH
ot 10 1o 600 mg. [Ipu nepopanHo npHIoKEeHNE Ha fo3a, npesuiuaBaa 600 mg, e Haba0AaBaHO T10-
MAJIKO OT IIPONOPLHOHANHO NOBHIIaBaHe Ha abcopOLUATa;, MEXAHU3MBT Ha TOBA HE € U3BECTEH.
OO6wusT Teneced U OnbpeveH KIHpBHC ca ¢hOTBETHO 157-176 1 3-3,5 mi/min. Tepmunanuusr
eTAMHHaUUOHEH MMOJIYKUBOT Ha upbecaptaH e 11-15 4aca. CranyMoHapHH IU1a3MEHH KOHLEHTpaLMH ce
MOCTHUraT B paMKHTE Ha 3 AHH Ciejl 3aN0UBaHE HA JIEYEHHETO ¢ €THOKpATEH JHEBEH npHeM. [1pu
MHOTOKPATHO HNPHIOKEHHE HA AO3H, IPUEMAHN BEAHBXK JHEBHO, € HaOMOoNaBaHo OrpaHU4YEHO
KyMyJanpaHe Ha upOecapraH (< 20%). [Tpu eaHo npoy4BaHe ca HabnoAaBaHyd MAJIKO NO-BHCOKH
NJIa3MeHH KOHIIEHTPalHK Ha HpOecapTaH MpH )KeHH ¢ XuIepToHusa. Bonpeku ToBa He € HabIoJaBaHa
pa3IHKa MO OTHOINEHHE Ha ENNMMHUHALHOHHHA NOJYXHBOT M KyMYJIUpaHeTo Ha upbecapran. H
HeoOXOAHMO KOpUTrHpaHe Ha [03aTa NPH NMALHEHTHTE OT KEHCKHU Mo CTOMHOCTUTE HA A
Ha upbecapTaH, CBIIO Ca MAKO NO-BUCOKH TIPH NMaLMEHTH B CTapuecka Rb3pacT (= 63 ro
cpaBHeHHue ¢ muaguTe HHIAUBHIH (18 - 40 rogunu). Beiipeku ToBa, TEPMHUHATIHUAT €JIH
IMOJIYKHBOT HE C€ MPOMEHA 3HaYMUTeTHO. He € HeoOX0AUM KOpUIrHpaHe Ha J03aTa MpH
crapyecka Bb3pacT. CpeIHUSAT II1a3MEH M10JIYXKHBOT Ha XHAPOXITOPOTHA3H BapHpa OT
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buorpaHchopmanus

Cnen nepopajiHO WIH HHTPaBEHO3HO npuaoxkenue Ha *C upbecapran 80-85% ot panuoakTMBHOCTTa
B MIJ1a3MaTa ce€ AbJDKH Ha HenmpoMeHeHHs upbecapraH. UpbecapraH ce merabonnsupa B uepHHs Jpod
ype3 KOHIOrHpaHe ¢ MNIIOKYPOHUIA H okucieHue. [ MaBHUAT uupKyavpall MeTabonuT € updecapran
rmoxopoHu] (okono 6%). [IpoyysaHus in vifro ca nokasaiH, 4e HpdbecapTaH ce OKHCIABa OCHOBHO OT
nuroxpoM P450 enzum CYP2C9; nzoenzumbT CYP3A4 nma MUBRMMaNeEH edexT. .

EnMMHHUpaHE

Hpbecapran 1 MeTaboNMTUTE My Ce eJIMMUHKPAT 4pe3 #irbHKaTa H Obbpeunre. Cliex nepoOpatHoO Wi
WHTPaBEHO3HO NMpunokeHte Ha '“C upbecapran okono 20% OT paAMOaKTHBHHS NPENApaT ce
yYCTAHOBABA B YPHMHATA, a OCTaHANATAa 4acT — BbB (exanuure. [lo-Manko ot 2% oT pozara ce
eKCKPETHPA B YPUHATA KAaTO HenpoMeHeH HpOecapTaH. XuAPOXNOpOTHa3uA He ce MeTaboausupa, a
6bp30 ce eniMuHKpa npes 6popeunte. Ha-manko 61% ot nepopanHara 103a ¢€ €IHMHHHPA B
HeMpoOMEHeH BUJ 32 NepHo] oT 24 Yaca. XHAPOXJIOPOTHA3H/ NPEMUHABA NPE3 M1ALEHTATa, HO He
npeMHHABa KPbBHO-MO3b4HATa Oapuepa 1 ce eKCKpeTHpa B KbpMara.

b1rOpeuHo yBpexaaHe

[Tpu nauueHTH ¢ 6BOpPeUHO YBpeXKJaHe WK TaKUBA HA XEMOANAIH3a, GapMaKOKMHETHUYHHTE
flapaMeTpH Ha upbecapraH He ce NpoMeHAT 3HauuTenHo. Upbecapran He ce oTCTpaHaBa upes
xeMogHanu3a. [TpH naLMeHTH ¢ KpeaTHHUHOB KIHpbHC < 20 ml/min, eNMMHHALMOHHHAT NOIYXHUBOT

Ha XHAPOXJIOPOTHA3H] € YABDKABA J0 2] vaca.

YepuoapobHo yBpexaaHe

[Tpy nauxeHTHTE ¢ ieKa IO yMepeHa 1yMpo3a, GapMaKOKUHETHUHUTE napaMeTpH Ha upbecapraH He ce
MPOMEHAT 3HaunTeaHo. He ca npoBexxnaHy Npoy4BaHUA NPH MALHEHTH C TEXKO YepHOAPOOHO
HapylleHHe.

5.3 IlpenxkaHHHYHEH NaHHEH 33 Oe3omDacHOCT

HpbecapTan/XrapoXnopoTUa3uA
[ToTreHManHaTa TOKCHYHROCT HA KOMOMHaUMATA HpOecapTaH/XUAPOXNOPOTHASH Cael HepOopaHo

PHJIOKEHHE € OLEHEHA NPH TUTBXOBE U MaKaUH MpH MpOYyUYBaHUA C NIPOILIDKHTETHOCT A0 6 Mecewa.
He ca ycTaHOBEHHM TOKCHKOJIOTHYHH HAXOJKH, KOMTO Ja ¢a OT 3HAUeHMe 3a KIMHHYHATA ynoTpeda.
OnucaHure Mo-a0Jay NPoOMeHH, HabMoaBaH| NMPH IUTLXOBE H MaKalM, KOKUTO ca [MoJy4YaBany
koMOWHalMsATa Hpbecapran/xuapoxaoporuasun B Jo3u 10/10 u 90/90 mg/kg nHeBHO, ca HUnH
HaONI0JaBaHH CBHINO H MPH CAaMOCTOATENIHATA YITOTpeda Ha OTACTHHATE JIEKAPCTBEHH MPOAYKTH WHIH
ca B pe3yJTaT OT OT IOHH>KAaBaHe HAa KPhBHOTO HanaraHe (He ca HabnoRaBaHH 3HAUUMH
TOKCHKOJIOTH4YHH

B3aUMOACHCTBHA):

- npoMeHH B ObOpeLnTE, H3pa3aBally Ce ¢ JIEKO MOBHILEHHE Ha CepYMHATa ypes U KPpEaTHHHH,
XHUIIEPINA3uA/ XunepTpodud Ha IOKCTarIOMEPYHHA anapar, KaTo AMPEeKTHO MOCRHSACTBHE OT
B3aMMOJeHCTBHETO HAa UpbecapTaH ¢ peHHH-aHMHOTEH3HHOBATa CHCTEMA;

- NIeKO [MOHHXEHH CTOHHOCTH Ha ePHTPOLIMTHHTE NoKasaTend (Opoil epuTpOLUTH, XeMOTJIOOUH,
XEMATOKPHT);

- NPOMAHA B LIBETA HA CTOMALLHATA JIUrABULA, A3BH M (JOKATHA HEKPO3a Ha CTOMALIHATA
nurapuLa ca Ounu HabmoAaBaHy NMpH Marbk Opoll TBXOBE NMpH €1HO 6-MECEUHO
TOKCHKOJIOrHYHO NPOYYBaHe NpH J03a Ha upbecaptan 90 mg/kg JHEeBHO, XUAPOXJIOPO
90 mg/kg nHeBHO, U BpbecapTan/xuapoxnoporuasua 10/10 mg/kg anesHo. Tesu i
HaOnmoaaBaHH IPpH MaKalH;

- NOHIKeHHE Ha CepyMHATa KOHLICHTPALMA Ha Kaluii, Ab/KALIO C€ HA XHAPOXAO
YaCTHYHO NpPeaoABpaTEeHO NpH KOMOMHUpaHe Ha XUAPOXJIOpOTHA3UA ¢ upbeca
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[TopedeTo OT ropecnoMeHaTHTe eheKTH BEPOATHO €& IbJKAT HA (apMaKoJOTHYHOTO AEHCTBHE HA
npbecapran (610kHpaHe HHXHOUPaHeTO HA OCBOOOXKJaBaHe HA PCHHH, IPEAH3BHKAHO OT AaHTHOTEH3HH
II ¥ cTHMyNMpaHe HA KNETKUTE, 0Opa3yBallld PEHHH) U C€ CPeLLaT ChILO NPKH UHXUOUTOPHTE Ha
AHFMOTEH3UH-KOHBEPTHPAIIMS €H3UM. Te3H HaXOJKH HAMAT 3HAYEHHE 3a KIHHHYHaTa ynoTpeba Ha

HpbecapTan/XuAPOXNOPOTHA3HA.

He ca ycTaHOBEHM TEPATOreHHH €(eKTH NIPU MUTbXOBE, TPETHPAHH ¢ KOMOUHALHMATA
upbecapTaH/XHApoXa0poTHa3H B JO3H, TOKCHYHY 3a MalikuTe. EdekTsT Ha Tasn koMOHHALIMA BbPXY
depTrnKTeTa HE € OUEHABAH NPH NMPOYYBaHKA C ONHTHH XKHBOTHH, ThH KAaTO HAMA NAHHM 3a HeXeNaH
edekT BLpXY (epTHINTETA NPH XKUBOTHH MJTH XOpa MPH CAMOCTOATEIIHO NPHIOKEHHE Ha UpbecapTaH
Ui Xxuapoxaopotuasua. [Ipu npoyuyBaHus NpH )KHBOTHH € YCTAHOBEHO, Y€ ApYr aHTMOTeH3HH-1]
AHTArOHUCT, MPUIOKEH CAMOCTOATENHO, OKa3Ba BIHAHUE BEPXY NOKA3aTENNTe Ha pepTvanTeTa. Te3n
HaXOAKHU ca HaOMoaBaH| ChLUO MPH MO-HUCKH JO3H OT TO3H aHrvOTEH3HH lI-aHTaroHMcCT, Koraro €

MpHjarad B KOMOHHaUMA C XHAPOXNOPOTHAZHKA,.
Hsma noxasaTencrsa 3a MyTareHeH MJTIH KJIaCTOTEHEH edekT Ha koMOnHauumsaTa

HpOecapTal/XHApPOXNOpoTHA3HA. KaHEpOreHHHAT NOTEHUHa/ HaA Ta3H KOMOHHALIHA He € OLIEHABaH
[IpH NPOYUYBAHMS C JKMBOTHH.

Hpbecapran

Hsama naHHU 3a aGHOpPMHA CHCTEMHA TOKCHYHOCT HJIM TOKCHYHOCT MO OTHOLUEHHE HA TAPrETHUTE
OpraHy NpH KIHHHYHO 3HAYHMH A03H. [IpH HEKIIMHUYHHUTE IPOYYBAaHHSA 32 0€30MaCHOCT, NPHEMBT Ha
BHCOKH n034 upbecaprad (= 250 mg/kg/nueBno npu mabxose U > 100 mg/kg/aHeBHO NpH Maxauu) e
JOBEN 0 NOHHXEHHUE HA IapaMETPHTE, CBbP3aHU ¢ YEPBEHUTE KPHBHH KIETKH (€pUTPOLIUTH,
xeMornobuH, xematoxkput). [1pu maoro Bucokn ao3u (= 500 mg/kg/nHeBHO) AEreHEPATHBHIU ITPOMEHH
B 6BOpennTe (KaTO HHTEPCTHLNANEH HepPHUT, paslinperne Ha TyOyrute, 6asodunsn Tyoynu,
[MOBHIUABAHE HA IIA3MEHHTE KOHLEHTPALMH HA ypesTa U KpeaTHHHHA) ca PHYHUHEHH OT updecapraH
NPH NIIBXOBE M MAKALH, KATO TE3H NPOMEHH Ca ONpeNcneHH KaTo BTOPHYHH, B PE3yATar Ha
XUNOTEH3UBHUTE eeKTH Ha JIeKapCTBOTO, BOACILUM A0 NOHWkKeHa 6bOpeuHa nepdysusa. OcBeH ToBa,
HpOecapTaH BOAH A0 XHIEPIIA3UA/XUNEPTPOgHA Ha KOKCTParJIOMEPYJIHHTE KIETKH (MPH MIBXOBE,
npu > 90 mg/kg/nHeBHO U Npu MaiMyHHI OT poaa Makax, npu > 10 mg/kg/anesno). Bcuuku te3u
POMEHH Ca ONpEeNeHH KaTo pe3ynTar ot $apMakoJorH4HOTO AcHCTBUE HaA HpbecapTan. B
TepaneBTHYHH JO3H4, NPUIIOKEHHETO Ha WpbecapTaH npH Xopa He BOJIM A0 3HAYNMA
XHNEPILIA3UA/XUTIEPTPOPHUS HA IOKCTPATIOMEPYTHHRTE KIETKH.

Hsma gaHHM 3a HATHYHETO HAa MyTareHeH, KIacTOreHeH WIH KapLUMHOreHeH eeKT.

[Tpy npoyuBaHus MPH MEXKH M XKEHCKH TUTbXOBE, GepTHIINTETA H PENPOAYKTHBHHTE CIIOCODHOCTH He
OMINHM 3aCETHATH, JOPH NPH NEPOpAIHU A03M HA HpbecapTaH, NPHYHHABALLH U3BECTHA TOKCHYHOCT NPY
poautenute (ot 50 no 650 mg/kg AKeBHO), BKIOUHTEHO CMBPT NpH Hak-BHCOKaTa A03a. He ca
HaON0aBaHK 3HAYUMH e(PEKTH BEPXY Opos HA XKhJITUTE Te/1a, HMIINAHTHTE WIH XKHUBHTE eTyCH.
HUpbecapraH He 3acara npeKHBAEMOCTTa, PA3BUTHETO HIIH PENpPOAYKTHBHOCTTA Ha MMOTOMCTBOTO.
[TpoyuBanus nNpH XXUBOTHH NOKA3BaT, He PaJAHOAKTHBHO Oeng3an HpbecapTaH ce OTKPHBA BbB PeTycH
Ha nbXoBe Y 3aiuy. Upbecapran ce exckpeTupa B MISKOTO HA KbpPMELIX MI'bXOBE.

[TpoyuBaHus#Ta NPH )KHBOTHH ¢ ApbecapTaH, NOKa3BaT NPEXOAHH TOKCHYHH e(EKTH (YBETHYECHHE Ha
Ob0OpevHOTO NereHve, XUAPOYpPETEP UK MOAKOXKEH OTOK) NMPH (ETyCH Ha ITEXOBE, KOMTO
MpeMHHABAT ciiell paxaanero. [Ipu 3atium, abopT unu paHHa pe3opOLus ca HaOaOAaBaHM NPH JO3H,
BOAELLM 10 3HAUYHTENHA TOKCHYHOCT 3a MalikaTa, BKIIIOUUTENHO cMBpT. He ca HabnronaBanu
TEpaTONeHHH €(eKTH MPH IUTEXOBE KK 3aiiLiy.

XHAPOXJIOPOTUAIUA

[Tpy HAKOH eKCIIEPHMEHTANHH MOJIENH UMa HECUTYPHU AaHHU 32 HabnloAaBaH reHoTo
KapLHHOTEHEH e(eKT.
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6. OAPMANEBTHYHH JAHHH
6.1 Cnuchk HA NOMOIIIHHTE BEIHECTBA

Hopo na mabremxama.

JlakTo3a MOHOXUAPAT
MuxkpokpHcTansa uenyosa (E460)
KpockapMenosa Hatpuil (E468)
[Tonoxcamep 188
[TpexxenaTHHU3HUPAHO HUILIECTE
Marnesuen creapart (E572)

DuirMoso NOKpUNUE.

Onanpaii, po3os 03A34089, kotiTo cbabpikKa:
XHnpoMenosa

Tutanos guokeun (E171)

MukpokpRrcTanHa uenynosa (E460)
[IpeuncTena creapMHOBa KHCENHHA
Xt xkeneszen okena (E172)
Uepren xenesel okeun (E172)

6.2 HecLBMeCTHMOCTH

He e npunoxumo.

6.3 Cpok Ha roaHocT

3 rOJAKHH

6.4 ChoenHajJHH YCJIOBHA HA CbXpaHeRHe

Ha ce chxpaHsiBa HA MACTO HEJOCTHITHO 3a AeLa.

Ila ce cpxpanaBa npu remneparypa nog 30° C.

Jla ce chXpaHsABa B OpUIHHANHATa ONIAKOBKA, 33 Ja Ce NMPE/na3u OT CBETIHHA.

6.5 BHa H cBLABPKAHHE HA ONNIAKOBKATA

Bcaka onakoska Ko-Upbeco 150 mg/12,5 mg ¢punmupanu tabnetku cpanpxa 3 Onucrepa
(PVC/PE/PVDC/AL) o 10 Tabnerku ¢ nMCTOBKA 3a NalleHTa.

Besika onaxoeka Ko-Mpbeco 300 mg/12,5 mg punmupanu tabnetku cbabpxa 3 biucrepa
(PVC/PE/PVDC/AL) no 10 TabneTkn ¢ NMCTOBKA 3a NALEHTA.

6.6 CneunajJHH NpeAna3HH MEPKH HPH H3XBLPJIAHE

Hensnon3pauuat NPOAYKT HJIH OTNAABLYHHTEC MAaTCPHAIHK OT HETO Tpﬂﬁﬂa Aa& C€ N3XBbPJIAT B
CBOTBCTCTBHC C MCCTHHTC H3HCKBAHHA.

7. NMMPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

,,daiikadapma BucokokauyecrseHuTe Jlekapcrsa” A/l
6yn. “I". M. Jilumutpos” Ne 1,

rp.Codus 1172, bearapus

Teil: +359 2 962 54 54

daxc: +359 2 9603 703

e-mail: info@tchaikapharma.com
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8. HOMEP(A) HA PAJPEIIEHHETO 3A YIIOTPEBA

Ko-Hpbeco 150 mg/12,5 mg dunMupanu tabnerku — 20110196
Ko-Hpbeco 300 mg/12,5 mg ¢unMupanu tabnerku — 20110197

9. JATA HA IBPBO PAZPEHIABAHE/TIOJHOBSABAHE HA PAZPELUEHHETO 3A
YIIOTPEDBA

JlaTa Ha THPBO paspellaBaHe:
Ko-HUpbeco 150 mg/12,5 mg punmupanu Tabaerku — 29.03.2011
Ko-HUpbeco 300 mg/12,5 mg punmupann tabnerku — 29.03.2011

IlaTta Ha nocneaHO MOJAHOBSABAHE!
Ko-HUpbeco 150 mg/12,5 mg dpunmupany tabnerku — 18.01.2016
Ko-HUpbeco 300 mg/12,5 mg ¢punmupany rabnetku — 18.01.2016

10. JTATA HA AKTYAJINZUPAHE HA TEKCTA

Suyapu, 2025
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