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KPATKA XAPAKTEPUCTHUKA HA l'IPOJI’&’I"E'I'A.‘g
1. HME HA JEKAPCTBEHHA ITPOAYKT

KOHBEPH/] 150 mg/ 12,5 mg ¢unmupanu tabneTku
CONVERIDE 150 mg/12,5 mg film-coated tablets

KOHBEPH] 300 mg/ 12,5 mg punmupanu Tabnetkn
CONVERIDE 300 mg/12.5 mg film-coated tablets

KOHBEPH[ 300 mg/ 25 mg ¢dunMApany TabneTky
CONVERIDE 300 mg/25 mg film-coated tablets

2. KAYECTBEH H KOJMHYECTREH ChCTAB

KOHBEPH/], 150 mg/12,5 mg ¢ummupann tabnerxu: Beaka ¢unMupana tabnetka cwabpxka 150 mg
HpGecapran (irbesartan) u 12,5 mg xuapoxnopornasua (hydrochlorothiazide).

KOHBEPH] 300 mg/12,5 mg ¢unmupann tabnerku: Beaka dunmupana rabnetka cpabpxa 300 mg
npbecapran (irbesartan) n 12,5 mg xuapoxnoporuazua (hydrochlorothiazide).

KOHBEPHJ 300 mg/25 mg ¢unmapann tabnerku: Beska dunmupaHa tabnetka ceaspika 300 mg
HpGecapran (irbesartan) 1 25 mg xuapoxnoporuazna (hydrochlorothiazide).

INoMOWIHO BEIRECTBO ¢ HIBECTHO AefiCTBUE: NAKTO32 MOHOXU/pAT
KOHBEPHU] 150 mg/12,5 mg ¢unmupann Tabnetkyn: Bedka unMupana tabnerka ceabpxa 26,65 mg
N1aKTo32a (KaTo JAKTO33 MOHOXUADAT).

KOHBEPH/ 300 mg/12,5 mg ¢unmupanu tabnerku: Beaka ¢unMupana tafnetka ceabpka 65,8 mg
TTaKkT03a (KATO NaKTO3a MOHOXUAPAT).

KOHBEPH/]] 300 mg/25 mg ¢mnmupann tabnerkn: Beska dmamupana TaGreTka cbpaspxa 53,3 mg
71aKkTo3a (KaTo NaKTO3a MOHOXHAPAT).

3a ThIHHA CIIHCHK HA TOMOIIHHMTE BEILECTBA BHKTE ToYKa 6.1,
3. JEKAPCTBEHA ®OPMA
Qunmupana rabnerka.

KOHBEPH], 150 mg/12,5 mg ¢punmupanu Tabnerks ca Oeny, KPbIiM, H3TbKHANK GuaMHPaHy TabneTky ¢
AxaMersp 9,5 mm.

KOHBEPHU] 300 mg/12,5 mg ¢punrMupani TabneTkn ca po3oBH, H3NBKHAIH, MPONLINOBATH MMIMHpaHH
Talnerky, ¢ ACIMUTENHA YepTa OT eAHATA CTpaHa H Hapmuc ,,MC” or apyrara cTpaHa, ¢ pasmep 17,5 x 8 mm.
JenuTenHara uepTa € camo 3a YJNeCHABAHE HA CYYNBAHETO C LieN MO-NECHO [IOTTBLIAHE, A HE 33 Pa3fenine

Ha paBHH A03H.




HenurenHarta yepra e caMo 3a yNecHABaHe Ha CUYTIBAHETO ¢ LeN MO-TeCHO MOTIBINAHE, a He 3a pa3felsHe
HA PABHH JO3H.

4. KIHHHYHH JAHHH
4,1 TepaneBTHYHH DOKAIAHHASA

JleueHue Ha eceHHAIIHA XHTICPTOHMA.

Tazu purcHpana 1030Ba KOMOMHALHA € NOKA3aHa NPH BL3PACTHH MallHEHTH, YHETO KPBBHO HAATAHE HE e
afeKBATHO KOHTPONIHPAHO OT CAMOCTOSTENHO MPHIIOKEeHHE HA HpOecapTaH WIHM XHAPOXIOpoTHA3HA (BXK.
TOYKa 5.1).

4.2 J[lo3MpoRKa H HAYHH Ha NPHJIGKeHHE

HOE!! pOBKa

KOHBEPH/ moxe 1a ce IpueMa BeIHbXK JHERHO ¢ WM Oe3 xpana.

Moxke na ce npehopepda THTpHpaHe HA Jo3aTa ¢ OIJeNHATe cbcTaBku (T.e. upbecapran u
XHPOXJIOPOTHASHL).

Korato € KIHHHYHO NMOAXOAALIO NpPH AHPEKTHOTO TPEMHHABAHE OT MOHOTEpanus KbM GbHKCHpaHW
koMOHHALIMH, MOJKE 8 Ce HMa TpeIBAA CIeIHATA:

. KOHBEPHA 150 mg/ 12,5 mg moxe Za ce npHiara NPpH NalHEHTH, NPH KOHTO KPBBHOTO
Ha/firaHe He e aJeKBaTHO KOHTPOJIMPAHO MPH CAMOCTOATENHO MPHJ0KEHHE Ha XHAPOXIOPOTUA3HA HIH
150 mg npbecapran.

. KOHBEPU] 300 mg/i2,5 mg MoXe 1a ce MpUIara npH MALMeHTH, IIPH KOUTO HE € TIOCTHIHAT
ajieKBaTeH KOHTPOJ NpH npunoxkerue na 300 mg upbecapran unu KOHBEPHU]T 150 mg/12,5 mg.
. KOHBEPH/[ 300 mg/25 mg Moxe ja ce Tpuiara NpK NanMeHTH, NPH KOHTO He € MOCTHIHAT

afeKeaTeH KOHTpon npy npuinoxenne na KOHBEPUL 300 mg/12,5 mg,

He ce npenoppusar 103 10-BHcokH ot 300 mg npbecrapran/25 mg XUApoXIOpOTHA3HA BEAHDK JHEBHO.
Koraro e HeoGxoaumo KOHBEPH]I moxe aa ce mpuema CBBMECTHO C APYTH AHTHXHMIEPTeH3UBHH
NeKApCTBEHH NPOAYKTH (BiK. Touka 4.3, 4.4, 4.5 u 5.1).

CrielanHi monyTalHu

Bvbpeuno yspesicoane: NOpaaH CbAbpKAHHETO Ha xuapoxmoporHasna, KOHBEPH] ke ce npenoppusa
npM NALKEHTH ¢ Texka OnOpeuHa AHCGYHKUHA (KpeaTHHHHOB KhupbHC < 30 ml/min). Ilpu Tazm
MONYJALHA 3a TPEAnOYHTaHe ca OpHMKOBHTE Nped THasHIHHTE AHYpeTHnM. He ce Hauckea aganTHpaune
Ha J03aTa MpH nauMeHTH ¢ OBOpeYHO yBpeKgaHe, IPH KOHTO KPEeaTHHHHOBHAT KIHpBHC € > 30 ml/min
(Bx. Touka 4.3 v Touxa 4.4).

Yeproopobro yepexcoarne: KOHBEPH/]T He e nokasaH npu NauMeHTH ¢ TEXKO 4epHOAPOGHO yBpeKaake.
THazEaHHTE JHYPETHIH TpAOBa fAa OBZaT NpHNarasd ¢ BHHMAHHE INIPH NAHHEHTH C YBPeAcHa
yepHoApoOHa ¢yHKuMA. He ce usncksa agantupane na jposara KOHBEPHU]] npn mauMeHTH ¢ neko 1o
yMepeHo 9epuoapoOHo YBpexkaaHe (Bx. To'ka 4.3).

HarnpenqHalna Be3pacT.




Heduampuuna nonyrayus: KOHBEPH]I He ce npenopruBa 3a yrotpeba Opu dela W KOHOWH, THH KaTO
HeroBaTa 6e30nacHoOCT K ePUKACHOCT He ca ycranoBeHH. HAMa Hank4Hu AaHHH.

HauuH Ha NpHIoKeHNe
Ilepopanno nNpunoxeHne.

43 IIpormBomoxaszanus
. CBPbXYYBCTBHTENHOCT KbM aKTHBHHTC BEINECTBA, KbM HAKOS OT MNOMOINHHTEe BEUIECTBa,

H30poenn B To9Ka 6.1, UK KbM ApYTH, OpOU3BOJHH Ha cyndoHaMUANTeE, BelecTRa (XHAPOXI0POTHAZHA €
BEeNIECTBO, NPOM3BOIHO HA cyN(POHAMHEATE)

. BTOpH 1 TpeTH TpUMECTEp OT §peMeHHOCTTa (BX. Touka 4.4 ¥ Touka 4.6)

. Texko 6p6peuHo yBpeknaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min)

. PedpakropHa xumokanueMus, KUTEpKanipeMus

. Texko wepHOZpOOHO YBpexAaHe, OWnuapHa IHpo3a ¥ XoNnecTasa

. EnHoBpeMeHHata ymotpeba Ha KoHBepug ¢ alMCKHPEH-CHABPKAINH MPOAYKTH e

IOpOTHBONOKA3AHA IIPH MANHEHTH CBC 3axapeH AHaber wm OuGpevHo yepexxaane (GFR < 60 ml/min/1,73
m2) (Bxk. ToYkH 4.5 1 5.1).

44 CuoenHajHn NpeayNPeAaCcHHS K NpenasHA MePKH npH yaorpeba

XUnoToHys — [AUMEHTH ¢ HamaneH peTpechiaop obem: KOHBEPH]I paaxo Bogu no cHMOTOMarHvHa
XHIIOTOHMSA NIPH XMIEPTEH3MBHY NarMeHTH Oes ApyTH puckosu dakTopy 3a xunotordd. CHMOTOMaTHYHa

XUIIOTOHHA MOXe A Ce 0YaKBa NPH NMAHEHTH ¢ HeZOCTAThYeH BLTPECHIAOB o0eM H/ WA HEAOCTHr HA
HaTpHH B pe3ynTat Ha HHTEH3MBHA JHyYpeTHYHa Tepanus, AHeTa ¢ OTpaHHYEH NMPHEM Ha COMN, THApHA HIIH
noepbluaHe. Tesu cheToAHMs Tpabpa sa Onjar Kopurvpand npeid 3aN0YBaHE HA JIEYEHHETO C
KOHBEPHU]IL.

CreHosa Ha OnOpeunara apTepus — PenoBackynapHa XHIIEDTOHHA: CBIIECTBYBA NOBHIUEH PHCK OT
XHNOTOHMA H OB0peYHa HENOCTATBHHOCT, KOTATO NAUMEHTH ¢ JABYCTpaHHA cTeHo3a Ha ObOpeunara

apTepHs MIM cTeHo3a Ha &pOpevHaTa aprepds Ha enuHcTBen QyHKIMoHHpal OBOpeK ca MOITOKEHH Ha
neyeHHe ¢ WHXHOMTOpDH Ha aHIMOTEH3MH KOHBEPTHpAl[MA eH3HM HAM aHrHoTeH3WH-II penentopHH
apraronmucTy. HesaBHcHmo, ue He e JokyMmeHTHpad npu ynotpebata Ha KOHBEPH]L, Tpabsa aa ce
oyakea noaoben edekr.

bn6peuna HepocTaTh4HOCT H OKOpetHa TpaHciaHTauna: ikorato KOHBEPH/ ce npunara npx natHeHTH
¢ yBpeneHa OnOpedHa (QyHKUHA ce MpeNnophLYBA NMEPUOAWYHO MPOCTeAsBAHE HA CepyMHHTE HHBA HA
Kalud, KpeaTHHWHA N nHKOYHaTa KHcenuHa, Hama onut npu ynorpe6a ka KOHBEPHU]I npu nanuenTH
Ch¢ ckopomiHa GuOpeuda Tpancmnavraund. KOHBEPHU] re Tpabsa ma ce mpuimara npa NMALMEHTH C
TeXKo ObOpedHO yBpexaHe (kpeaTHHHHOB KNHpEBHC < 30 ml/min) (ex. Touka 4.3). [Ipn mauuentn ¢
yBpenena Gp0Opeuna (iyHKUHA MOXe Ja ce MOABH CEBLP3aHa ¢ THA3HAHMTE NMYPETHLM a3oTeMHA. He ce
M3MCKBA ajaNTHpaHe Ha /03aTa NPH namueHTH ¢ 6BOpevHO yBpeXjaHe, NMPH KOMTO KPeaTHHWHOBHAT
KIApBEHC € > 30 ml/min. Bbopekn ToBa, nMpH NalHeHTH ¢ Jexo A0 yMepeHo ObOpeuno yBpexaaHe
(KkpeaTHHHHOB KIHpBHC = 30 ml/min, Ho < 60 ml/min) Tasu ¢ukcupaHa Bo308a koMOMHALMS TPAOBa A2 ce
IpUnara ¢ BHHMaHHe.

YepHonpobro yepexnaHe: Tuasuaute TpaGBa Ja ObIaT npuiaraHd ¢ BHHMAaHWE NPH NAUHEHTH C
yBpeAeHa depHoapobHa ¢(yHKuHA MAM mporpecHpamwio 4epHoApoGHO 3a0oNABaHe, THH KATO MAIKH
NIPOMEHH BBB ROAHO-EJIEKTPONATHHA 0aNnaHC MOTaT Ja MPeIH3BHKAT uepHOApoOHa koMa. Ha
onuT npu ynorpeba va KOHBEPU]I npr namnuenTs ¢ yepHOApoGHO yBpexaaHe.




AopTha cTeHO3a M CTEHO32 HA MHTpAlTHATA Kianma, ofGCTDYKTHBHA Xune HYHA KAPAHOMHONATHS:
KaKTO | NpH IPyruTe Ba3oAHIATATOPH ¢€ H3HCKBA CTIELMANHO BHUMAHNE NpY NAWHEHTHTE, CTPaJAllH OT
aopTHa CTeHO3a WAH CTeHO3a Ha MWTPAIHATa Kiana, WiH obCTpyKTuBHa XuneprpodHyHa
KapAHOMMONATHA.

IlbpBtived anioCTEPOHHIBM: NaUREHTHTE ¢ MLPBHYEH ATA0OCTEPOHHM3BM OOHKHOBREHO HE OTrOBapAT HA
AHTUXMNEPTEH3IHBHE JNEKAPCTBEHH MNPOAYKTH, AeicTBamm ypes uuxubupane HA peHHH-AHTHOTEH3IAH
cucreMara. [lopaad Tasy npyysHA TIPH TAX HE ce npenophuea ynotpebata Ha KOHBEPH/,

MeTta6onHThu ¥ eHNOKPUHHH eEKTH: NEYEHNETO C THA3HAM MOXKe Ja HapyIlH FIOKO3HUA Ton¢panc. [Ipn
HauueHtd ¢ Aunader MoXe A8 ce HAJOKH ajanTHpaHe Ha Jo3aTa MHCYJIHH HIH TNIepOpalHUTE
XHIOITHKEMAYHH areHTH. JlaTeHTHHAT 3axapeH Auaber MOxe Ja cTaHe MaHH(ECTEH NPH JeueHHe ¢
THA3HIH.

JleueHneTO ¢ THa3UAHH AMYPETHLM C€ CRBLP3BA ¢ NOBHIIEH XOJIECTEPON H TPUITHIEPHIH; RBIIPEKH TOBA
npu Ao3a ot 12,5 mg, chappxauia ce B KOHBEPHU]] ca crobuiaBauy MHHHMAIHH HIIH HUKAKBH ©()eKTH.
Ilpy HA%OU NaUMEHTH Ha JIeueHne ¢ THA3HAM MOKE /1a Ce oS8 XUnepypyuKeMus HiIH 0bOCTpeHa noaarpa.

Enextponutey ancfanaHc; KakTo OPH BCEKH NALMEHTH Ha JIeYEHAE ¢ JHYPETHK, MPENOPHYHTENHO € Ha
onpe/JeneHH HHTEPRAIY NEPHOAMYHO Ja Ce NPOCe/MEa HHBOTO Ha CEPYMHHTE eNeKTPOIMTH.

Tuazuante, BIIIOYHTENHO XHAPOXNOPOTHA3HA, MOraT Ja NpPENH3RHKAT BOAEH HIH eNeKTPONHTEH
IucOanane (XMMokanmHeMHsA, XMNOHATPHEMHS W XHIIOXNOpeMHYHa ankanosa). IlpeaynpelHTeNnH
NpH3HAUH HE BOOHHA M eneKTponuThud aucOanaHc ca cyXoTa B ycrarta, kaxna, ¢nabocTt, nerapris,
cBHNHBOCT, Oe3mokoiicTBo, MyckynHu OONKH H KpaMmnH, MYCKynHa crnaGocT, XMNOTOHHS, ONMTYpH,
TaxMKapAuA ¥ CTOMALIHO-YPEBHH HAPYIICHUA KaTo rajieHe H NoBpbllaHe. Bernpexu ue npu ymotpebata
Ha THAE3WOHH JOUYPETHIIH € BhIMOXKHA TOABATA HA XHWNOKANHEMHA, CBHBMECTHOTO MNPWIOKEHHE C
HpOecapTaH MOXe Jja HaMAalM MHAYLHPaHATa OT JUYpeTHKA XHIOKATHEMHA. PHCKBT OT XHIIOKATHEMHS €
NO-BHCOK TIPH MALHEHTH ¢ LHP03a Ha YepHHA Apob, npH nauHeHTH ¢ HopcHpaHa AHYype3a, NPH Nal¥eHTH
¢ HeajeKkpBaTeH Nepopafieh mpHeM HA ENeKTPONMTH M NP [alMeHTH, NPHEMAIOH CbBMECTHO
koprakocrepouad unn AKTX. ObpatHo uHa ToBa, nopagn Hanuueero Ha wpbecapran B KOHBEPHI,
MOke 43 ce NOoABU XuNepKanHeMus, ocobeHo npH Hanuuue Ha GbOpeuHO yBpexaaHe W/ WIH ChbpAedHa
HEZOCTATHYHOCT M 3axapen aAnabert. [Ipu nanMeHTH B PHCK ce NPEMOPBLYBA AZIEKBATHO MOHUTOpPHpPaHe Ha
cepyMuua kamui. Kanwii-chxparspauiuTe AHYPETHOH, KATHEBUTE ROOABKH WM KaNHH-CHABPXKAILNTE
3aMECTHTENIM Ha conTa TpAOBA [ia ce NpunaraT ¢ BHEMaHue npu ynotpebata Ha KOHBEPH/ (Bx. Touka
4.5).

Hama mokaszarencrea, 4e Hp6ecapTaH MOXKEC Jla HaMAllH WA OPenOoTBPAaTH HHIAYLHpPaHaTa OT OJUYPCTHKa
XHOOHATPHCMHA. HeaocTHrer Ha XJopuan oOHKHOBEHO ¢ AEK H HE M3HCKBA JCUEHHE,

TuasHAHTe MOTAT Aa NOHMHKAT eKCKPELHATA HAa KK ¢ YPUHATA ¥ A3 A0BEAAT OO0 AHOBPEMEHHO K JIEKO
MOBHILIABAHE HA HHRATA HA CEPYMHHA KanlH#i NPH OTCHCTBMETO HA M3BECTHH HApYIUEHUA HA KanlleBHS
MeTabonn3bM.  3HauuTeNHAT2  XWUMEepkalUWeMus Moxe Ja Obge OpH3HAX HA  CKPHT
XHTIEpHapaTHpeoHAu3EM. JIeueHueTo ¢ THa3WaH Tpadsa Aa GbJe NpeyCTaHOBEHO MPENy NPOBEKIAHE HA
H3CNEABAHHA HA NapaTHPEOHAHATA QYHKIHA,

THBBHI{HTE JOKa3aHO MOBHIUIABAT CKCKPCLIUATA HA Marnesuli B ypHHarta, K0eTo MoXKe 1a HMa 3a pe3ynraT
XHINOMAarHe3neMHuu.

JlnTii: kom6unaumata or mutHi ¥ KOHBEPHU/]] He ce npenoprusa (Bik. TouKa 4.5).




OO6IM: npH NMaUHEHTHTE, NPH KOMTO CHAOBHAT TOHYC M ObOpeuHaTa yHKUHMA 3aBHCAT NPESMMHO OT
AKTHBHOCTTA HA PeHVMH-aHrHOTEH3UH-ANAOCTEpOH CHCTeMaTa (HanpHMep NALMEHTH C TEXKA KOHMeCTHRHA
ChpAedHa HeJOCTATBYHOCT HAH moanexaiio Onbpeunc 3aboidBade, BKIIOYHTENHO CTEHO3a Ha
OpOpeunara aprepHs), NeYEHHET¢ ¢ MHXHOMTOPH HA AHCHOTEH3HH KOHBEPTHPAILHS €H3MM HIIH
aHrHOTeH3uH-II pEUeNTODHH AHTArOHKMCTH, KOMTO MOBIHABAT Ta3H CHCTEMa Ce acOLMHpa C OCTpa
XUNOTOHHA, A30TE€MHS, ONHTYDHA MM PAAKC c ocTpa ObOpeuna HepocTaThuHOCT (BIOKTEe Touka 4.5).
Kakto M mpH ynoTpeGara Ha ApYrH AHTHXMOEPTEH3HBHY AreHTH, NMPEKOMEPHOTO MNOHUKABAHE Ha
KPBLBHOTO HANAraHe npy TARHEHTH ¢ HUCXeMHYHA KapAHONIATHE WIH UCXEMHYHO ChPAEUHO-CBHIOBO
zabonaBaHe Moxe 12 Nopede A0 HHdapKT Ha MHOXAPAa MN HHCYIT.

PeakuuuTe Ha CBPBXYYBCTBHTENHOCT KbM XHAPOXTIOPOTHA3K] MOTAT Aa CE NOABAT TIPH NALMEHTH C WIH
0e3 aHaMHe3a 3a aJeprua WIH OPOHXHANHA acTMA, HO €A MO-BEPOATHH NPH NMAIMEHTH C© aHaMHe3a 3a
TakHBa 3a00n1BaHHA.

[Ipy ynotpebara Ha THA3HARK IHYPETHIM ca AOKIAfBAHH CITy4aH HA MOABA Wid 00OCTpAHE Ha CHCTEMEH
€pUTEMATO3EH JIyNyC.

Ilpu ynorpebara Ha THa3MAHH AMYPETHLH Ca AOKJIAJABAHH CNyvaH Ha peakuui Ha (OTOHYBCTBHTENHOCT
(ex. Touka 4.8). Axo To BpeMe Ha JISUEHHETO C€ MOABAT PeaklMH Ha (OTOYYBCTBHTENHOCT ce
NpenopLYBa IeUeHHETo Ja Objle NPeycTaHOBEHO. AKO ce CHHTA 3a Heo0X0QHMO TIOBTOPHO 3allouBaHe Ha
TIPHEM Ha AMYpPETHK Ce NpernopbyBa H3JI0KEHUTE Ha CTbHLE Wil H3KycTBeHa UV A cBeTnMHa 4acTH Ja ce
npejanassar,

BpeMennoct: neyeHHe ¢ aurHoTeH3HH-1I penentopHH antaroHHcTd (AIIR As) He TpAGRa na ce HHHIMKpa
no Bpem¢ Ha Opemernoct. OcCBeH axo HPOABMAKHTENHOTO aedeHHe ¢ aHrHoTeH3wH-11 peuentopnn
AHTATOHHCTH He ¢ HANOXKHTENHO, NALHEHTKUTE, KOKTO miandpar OpeMenHocT, TpAOBa A2 NPeMHHAT Ha
IpPYro aHTHXMINEePTEH3INBHO JeYeHHe, KOETO MMa yCTaHoBeH npodui Ha SezomacHocT mipn ymorpedba mo
BpeMe Ha GpemeHHOCT. [IpH ycTaHOBABaHe Ha OPEMEHHOCTTA JIEYEHHETO ¢ aHrHOTeH3HH-1I penentopHH
AHTArOHHCTH TpAOBa na Opde mpeycraBeHO He3a0aBHO M, ako e MOAXOMAO, TPAOBRAa Ja ce 3anoyHe
ANTepHATHBHO JedeHHe (BXk. Touka 4.3 4 Touka 4.6).

Octpa MHOIIATHA ¥ BTOPHYHA OCTPA 3aKPHTOLIBIHA [IayKOMa: CyA(oHaMHIHATE NeKapCTBEHH TIPOAYKTH
HIIM NPOH3BOAHHTE Ha CyN(OHAMKAH IeKAPCTBA MOTAT Ja IPHUMHAT PeaKuis Ha MAHOCHHKPA3Hd, BOJEINa

IO NpexoiHa MHOMATHA H OCTpAa 3aKpHTOLIBIHA riaykoMa, HezaBucHMO, be XMApPOXJIOPOTHA3ZHJ €
cyndoHaMHA, 10 MOMEHTA ¢a AOKJIaJBaHK CAMO W3ONHPaHH CMY4YaH Ha OCTPa 3aKPHTOBLIBIHA IayKoMa
npH HeroBaTa ynorpeba: CUMITOMMTE BIUIIOYBAT OCTPO HAYAIO HA HAMATIEHA 3PUTENHA OCTPOTA HIH OUHA
Gonka, xoHTO OGHKHOBEHO Ce MOABABAT B PAMKMTE Ha HAKOJKO 4aca JO CeAMKUM CNel 3anouypaHe Ha
JIeYEHHETO.

HenexypaHa ocrpaTa 3akpHTOBIBAHA MIAYKOMA MOXE Ja foBene A0 nepMaHeHTHA 3ary0a Ha 3peHHeTo.
ITEpBHYHOTO NeYeHUE ¢e H3pa3sBa PhB BE3MOKHO Hali-0Bp30 npeycTaHOBABAHE NMPUEMA HA IEKapCTBOTO,
Moxe aa ce HanOKM 1a ce ODMUCHAT He3abaBHO MEAMIMHCKO HNM XHPYPIMYHO JIeUeHHe, aKo
BBTPEOUHOTO HAJNATAHE OCTAHE HEKOHTPONHMpaHo. PuckoBHTe (akTOpH 3a pasBuBaHe Ha OcCTpa
3AKPHTOBIBJIHA TIAYKOMa MOTAT Ja BKIOUBAT W aHaMHe3a 3a alneprud KbM cyndoHaAMHIH WK
TIEHHLHIHH (BXK. TouKa 4.8),

Hpoiina Oroxana Ha peHMH-aHrHOTeH3MH-anocTepon cHcTreMara (PAAC (RAASY): Mma ngadHm, ue
eaHoBpeMeHHaTa ynotpe6a na ACE unxn6utopu, aHruorensuH li-penentopuu 6nokepu uim anucxnpen
NMOBHINABA PHCKA OT XMIOTOHHA, XHNEpKaJlueMud H HaMayaeaHe Ha GhOpeuHaTa d)yl-lxlma (
octpa 6nbpedna Heaocrartumoct). [lopaan ToBa He ce mpenopniBa ABCHHO G10KK




koMOuHupanara ynorpe6a Ha ACE nuxuburtopy, anrnorensud 1l-penentopud G10KepH WIH aITMCKMpeEH
(Bx. Toukn 4.5 1 5.1).

AKo ce npelieHH, Ye TepanuaTa ¢ ABo#Ho 6noxupane e aGconOTHO HeoOX0ANMA, TORA TpA0Ba Ja CTaBa
caMo moji HaGMOACHHETO HA CHEUHANHMCT M TIPH 4ecTO BHUMATENIHO MOHMTOpPHpane Ha OnOpeuHata
OYHKLHA, €neKTPOTHTHTE W XPBEHOTO Hansrane. ACE HuxuGutopH M aurdoTensuH Il-penentopHn
OGnokepn He TpEOBA Ja Ce H3TON3BAT eAHOBPEMEHHO NPH MALMEHTH ¢ AHabeTHa HedponaThs.

HemenaHoMeH pak Ha kxoxara: B faBe eNHIEMHONOTHSHH NPOY4YBaHHA, OCHOBABAIH C¢ HA JATCKHA
HalHOHAJIEH PaKkOB PETHCTBD, € HalmoJaBaH MOBHIIEH PHCK OT HeMenaHoMeH pax Ha koxara (HMPK)
[6azannoknersuen kapuuHoM (BKK) m® ckpamosHoknersueH kapuumHoM (CKK)] npu HapacTsama
EKCHO3UIIKA Ha KyMyJaTHBHA J03a Xuapoxnopotuasua (XXT3). QoroceHchOunusHpamure ediektd Ha
XX3T moraT ga aelicTBar KaTo BEpOITEH MEXaHHIBM Ha pasBuTHE Ha HMPK.,

TMannenture, npuemamu XXT3,, tpabea aa Gvaar uadopMMpann 3a pcka ot HMPK u cbBeTBaHH
pPeIoBHO Na NpPOBEPARAT KOKATa CH 34 HOBM JI€3HM H He3abaBHo jAa cpo0llaBat npu MosABa HA
NOMIO3PHTENHA KOXHH nesun. Ha nauuentuTe Tpabpa aa ce npenophyaT Bb3MOXKHHM IPEBAHTHPHH
MEpKH, Karo OrpaHHY&HO H3NaraHe Ha CYLHYEBA CBETIIMHA M YJTPAaBHOJISTOBH Jb4YH, a B clyuall Ha
EKCIO3MIINA, NOIX0AA1A 3aMUTa, 32 Ja CE CReAe O MHHUMYM PHCKBT OT PaK Ha KOXKATa.
IonozpuTtenuure kokHM Ne3ud Tpabsa na 6LAaT NonANoXKeHU Ha He3abaBAO m3cnelBaHe, MOTEHUHATIHO
BKIOYBAIINO XHCTONOTHYHH HicHeaBanuiHa OMONCHYHM MaTtepHanu. [Ipepasrnesxnade na ynorpebara Ha
XXT3 Moxke 1a ce HANOKHY M ITPH MAlHeHTH, KOUTO ¢a HManu npeaxoged HMPK (ex. ceimo To4ka 4.8).

JlakrTo3a: TO3H TeKapCcTBEH NPOIYKT ChIbpKA NaKT034. [lalHeHTHTE ¢ peAKy HACIeACTReHH npodreMu Ha
TAJaKTO3Ha HEMOHOCHMOCT, Lapp nakTaseH gedMUMT MK TIIOKO30-TANAaKTO3HA Manabcopbuus He Tpabea
Ja NIpAEMaT TO3H JIEKAPCTBEH MPOIYKT.

4.5 BaaumopneiicTBHe ¢ JpYTH JeXapcTBeHH NPOAYKTH H Apyra GOpMH Ha BlanMoaelicTBHe

Jpyry aHTHXHNEpPTEeHIMBHH AreHTH: aHTHXUnepTeH3uBHUAT edekT Ha KOHBEPHU] moxe pa 6bae

3acMneH TNpH CbBMecTHa ynotpeba ¢ JApYyrM AHTHXMNIEPTEH3UBHM areHTH. Hpbecapran u
xugpoxnopoTaazuz (B 1o3d xo 300 mg upbecapran/25 mg xuaAPOXTOPOTHAIHA) ca NpueMaHH be3omacHo
C OpYyrH AHTHXMIEPTEH3WBHH areHTH BKIIOYATENHO Onokepd Ha KajllHEBMTe KaHanH W GOera-
afpeHepruvHl Omokepu. TIpedmiecTBamo IeueHHe ¢ BUCOKH J03M JUYPETHLH MOXE Ja MMa 33 pe3ynTar
XHIOBOJIEMHSA M PHCK OT XUNOTOHHA TIPH 3ano4BaHe Ha JieueHHero ¢ HpbecapraH ¢ uinu 6e3 THa3AAHK
ZHYpeTHIH, OCBEH B CIlyYauTe, KOraTo 00eMa Ha TeYHOCTH HE € KOPHrupaH epeo (BK. Touka 4.4),

Anuckupen-cpabppxaliy mpoayktd miH ACE naxubnropu: JlaHHA OT KIHHHYHE NPOYYBaHHA NOKa3BaT,
ye gBoiiHOTO ONOKMpane HAa peHMH-aHTHOTEH3HH-angocTepoHoBata cucTeMa (PAAC) upes
xoMOuHHpanara ynotpeba na ACE umxuOntopu, anrnotensuH Il-penentopun 610KepH HIN ANHCKAPEH
C& CABLP3BA C NMO-BHCOKA YECTOTa HA HEXENaHH ChOMTHA, KaTO HANpHMEP XHIIOTOHUSA, XHIISPKAIHEMHA U
HaMangeaHe Ha GnOpeunara QyHxuus (BKIOUATENHO ocTpa OB0pevHa HETOCTATEYHOCT), B CPABHEHHE C
yiotpefata caMo Ha eAHO CPeACTRo, AcHcThamo BopXy PAAC (Bxk. TouxH 4.3, 4.4 1 5.1).

JIuTHii: NpH CEBMECTHO MPHNOKEHHe HA INTHH U HHXHOHTOPH HAa aHTHOTEHIHH KOHBEPTHPALIMS SH3HM ca
JOKJaABaHH CIyMau Ha oOpaTHM( IOBHIIEHHE HA CEPYMHHTE KOHUEHTPALMM HA THTKHHA 1 ToKcHdHOCT. o
MOMEHTa CXOJHH e()eKTH ca AOKIaABaHH MHOIO PAJAKO NpH ynorpebata HA mpbecaprad. B Jomb/neHHe,
THA3HANTE NOHMXKABAT OROpEevHHs KITAPLHC Ha JIATHIA, mopaay koeto ynotpeGara Ha KOHBEPHU]L Moxe
Jla MOBHIIM pHCKA OT JAHMTHEBa TOKCHYHOCT. IMopaaw Ta3u NMpHYHHA He ce NpenopEyRa_CREMECTHOTO




JlexapcTBeHH NPOAYKTH, NOBNHMABALNK Kanus: [OHHWKABALIKA CHIbPXKAHHETO Ha Kamuil edekr Ha
XHAPOXJIOPOTHAZH] CE HAMANABA OT ChXpaHABAWIMA Kanus edekT Ha upbecapran. OCBeH ToBa, MOXE 1a ce
O4YaKBa TO3H e(eKT Ha XHAPOXTOPOTHa3HJ BLPXY CepyMHHMA Kanuii ja Opje NMOTEHIMHpPaH OT ApPYrH
NeKapCTBeHH NPOLYKTH, CBBDP3aHM CbC 3arybaTa Ha kKamu#t W xunoxanwemus (HanpuMep ApYTH
KaNHHYPeTHUHH JMYPETHLH, AaKCATHBM, aMOTepHUHMH, KAapOCHOKCONOH, MEHHUMIHH G  HaTpuii).
OOpaTHO Ha TOBa, BB3 OCHOBA Ha ONHTA NpH YNoTpeba Ha APYTH NEKAPCTBEHH NPOILYKTH, NOBIHSBAIIK
PEeHUH-aHTHOTEH3HH CHCTEMATa, chbBMeCTHATa YNoTpeba ¢ KanMil-ChXpaHfBamu AHYPETHLH, KaIHEeBH
A0DaBKH, 3aMecTUTEeNIN HA CONTA, ChABPXKALUY KaiAuH, ¥ APYrH JeKapCTBeHN NpoAYKTH, KOHTO MOTaT Ja
NOBHIIAT CEpYMHHTE HMBA Ha kayMi (HanmpuMep XelapuH HaTpHil) MOXe Ja noBene N0 NMOBHIIEHW HHBA
HA cepyMeH kanmii (8. Touka 4.4).

JlekapcTBEHH NpOAYKTH, HOBAMABANIH ¢ OT HAPYHICHHA HA CepYMHHMA Kanuifi: npenoppysa ce
MEpHOJMYHO TIpoCcNeAsBaHe Ha cepyMHHA xammil, xoraro KOHBEPHM]| ce npuema CBBMECTHO ¢
TICKApCTBEHH TIPOAYKTH, KOHTO C¢ MOBRNMABAT OT HAPYINCHHA HA CEpPyMHHA Kanul (Hampumep ChPIEYHH
THKO3HIH, aHTHADHTMHIIH).

Hecreponasy npOTHRORR3NANHTENHH CPEICTBA: KOTATO AHTHOTEH3WH-II aHTarOHHCTH ce IpUeMaT
CBBMECTHO C HECTEPOHAHH NPOTHBOBB3MANHTENHH cpeicTBa (Hampumep cenekTHBHH COX-2
HHXKOHMTODH, aueTHICATHIHIOBA KHCeNnHa (> 3 g/ aHesno) u HecenexTHBHE HCBIIC) MoXe O HACTBIIH
HaAMATABAaHE HA aHTHXHNEPTEH3HRHHA ¢IEeKT.

Kakrto n npu ACE unxuOuTopHTE, CEBMecTHaTa ynoTpeba Ha anrmoteH3HH-1I antarouucta 1 HCIIBC
MOXe Ja A0Bede 10 NOBHILEH PUCK OT BOlAaBaHe Ha ObOpevHaTa pyHKUHA, BKIIOUHTENIHO BB3MOXKHA €
octpa ObOpeyHa HEAOCTATHYHOCT M TOBMINGHHE HA CepYMHHs Kaidil, ocoleHo NpW mNauKeHTH C
IIpeAmecTBamo Hapymenue Ha OpOpeuHara ¢ynxuus. Takupa xomOuHaimMu TpsdBa Na ce mpuiarar ¢
BHMMaHHe, oco0eHo TIpH NauueHTH B HanpeaHana pp3pact. [laluenTuTe TpaGea Ja npHeMaT JOCTATLYHO
TEYHOCTH, KaTo € HeoOxoAuMo H mpocaeidrane Ha Op0Opeunara QyHKUHA clie]] 3aMOYBAHE HA CbBMeCTHA
TepalHs H NEPHOOUYHO CJIE] TOBA.

Honbauutenua nudopmMauls OTHOCHO B3aHMONEHCTBHATA Ha WpOecapTaH: B KIMHHYHHTE NPOYYBAHHA
tdapMakoxnneTHKaTa Ha dpbecapran He e MOBIMSHA oOT xuapoxioporuasun. HpOecapran ce
Metabonuaupa ocuosho ot CYP2C9 u B No-manka cTeneH 4pes rmokopoHmpane. He ca HaOmonaranm
3HaYMMH PapMaKOKHHETHYHH HIH papMaKoguHAMHYHH B3aUMOJEHCTBHA, KOTaTo HplecapTaH € fipHeMaH
CBBMECTHO ¢ Bapdapui, JekapcTBeH npoaykt, Metabommzupan ot CYP2C9. Edextute Ha HHEYKTOPHTE
Ha CYP2C9 xaro pugamMnuuue BupXy (dapMakOKHHeTHKaTa Ha Hpbecapran He ca OpPOyYeHH.
(dapMakOKHHETHKATA Ha JUrOKCHH HE ce MPOMEHs IPH CHEMECTHO MpHIoKeHHe Ha Apbecapran.

OTBIHHTEAHA HHPOpMALlHA OTHOCHO BlauMonelicTBuaTa Ha XJNOPOTHAZUA: KOTATO ¢ NMpHeMar
CBBMECTHO, CE/IHHTE TEKAPCTBEHH MPOAYKTH MOraT Ad CH B3aHMOJEHCTBAT ¢ THASHAHHTE HHYPETHIIH:

Anxoxon:Moxke Na HaCTBITH NOTCHIHHPaHE Ha OPTOCTATHYHATA XUIIOTOHHA.

Aumuduabemnu nexapcmeenu RpoOYKMU (RepOPATHY a2eHMU U UHCYAUMU). MOKE Ja €€ HaJOKH
aJanTHpPaHe Ha J03aTa HA AHTHAHA0ETHHTE NeKaPCTBEHH NMPOAYKTH (BK. TOUKA 4.4).

Xonecmupamun © xonecmunorosu comonu: abcopOuyfTa Ha XuJApOXAOPOTHA3HA € HapylleHa B
MPHCBCTBUETO Ha aHHOHHH oOmennn cMoak. KOHBEPH] tpabra ma ce npuema noHe enuu 4ac mpeau
HIH YETHPH Yaca cllell Te3H JIeKapcTBa. ~




Kopmurxocmepouou, AKXT: HENOCTHTBT HA eNEKTPOJIHTH, OCOOEHO XHMOKATHEMiA, MOke Fa Obge
TIOBHILEH.

Crpoeunn  23uxo3udu; TIpENH3BHKAHATA OT THA3HOH XHMOKATHEMHS MIH XHIIOMarHe3uemus
GnaronpHATCTBA NOABATA HA AMTHTANHC HHAYLMPAHA ChpAeYHA APHTMHA (BXK. TOYKA 4.4),

Hecmepoudnu npomusoevb3narumeniy cpeocmed: TPHEMBT HA HECTEPOHAHH NPOTHBOBBIMAIMTENHH
CPeACTBA MOKE Ja MOHHXH JHYPETHUHHA, HATPHYpETHYHHA W AHTHXHNEPTEH3MBHHA edexT Ha
THA3UIHHUTE JUYPETHLH NPH HAKOH TAIIHEHTH.

TIpecopru amunu (hanpumep Hopadperanur). epeKTET Ha NPECOPHUTE AMHHH MOXe Aa ObJe HaManeH, Ho
HE JI0 cTeneH, B KOATO [1a ce M3KII0YH Bb3MOXKHOCTTA 3a TAXHaTa ynotpeba.

Hedenonspusupmyu  crenemuo-Myckyanu  peraxcawmu  (nanpumep myboxypapur): edeKkrpT Ha
HeJeTONAPH3HPAIIHTE CKENEeTHO-MYCKY/THH PenaKkcaHTH MoXe [a ce NOTeHUHHPA OT XHAPOXI0poTHASHA,

Jexapcmeenu npodykmu 3@ aeveHue HA Nedazpa: MOXKE Ja ¢ HANOKH ajanTHpaHe Ha [03aTa Ha
JIEKApCTBREHUTE MPOJYKTH 34 JIeHeHWe Ha MOAArpd, Thif karo XHAPOXNOpOTHASHA MOXe Aa TIOBHIIH HHBATA
Ha CEpYMHATA NMHKOYHA KHcelWHa. Moxke na ce HanOXM INOBHLIABAHE HA N03aTa Mpodenenma Wim
cyndunnupazon. ChbBMECTHOTO NMPIIOKEHHE ¢ THa3HOHH AMYPEeTHLH MOXe A3 NOBMINH YeCTOTaTa Ha
XHIIEPTEH3HBHATE PEAKIIHY HPU AIOMYPHHOIL.

Kanyuesu conu: THa3MAHKTE JUYPETHLIH MOTaT 14 TIOBHIUAT HWBATA Ha CepyMeH Kanuuii nopaiu
TIOHHJKEHA EKCKpelHA. AKO € HAalOXHTEIHC NPeAIMCBAHETO HA KajJUHEBH ROOABKH HIH Kaimuii-
ChXpaHABAllY NCKAPCTBEHM MPOAYKTH (NeyeHue ¢ Buramun [I), Hueara Ha cepyMeH xanuui Tpa6Ba qa
ObaaT MOHKTOPHPAHH H, axo € HeoOXoAMMO, N03aTa Aa GblIe KOPHrHupana.

Kapbamazenur: ¢bBMECTHOTO TIPHIOXKEHHE Ha KapbaMaselnHH H XHAPOXJIOPOTHA3H] C€ ACOLUHUPA ¢ PHCK
OT CHMIITOMATH4YHA XMMOHAaTpHeMua. EnextponuTtuTe TpabBa sa ObAar mpoclendBaHW 10 BpeMe HA
CHBMECTHOTO NPHI0OKEHHE. AKO € Bb3MOXKHO, TpAOBa Ja ce npunara ApPYT Kiac JUYPETHIH.

Apyeu esaumodeticmeun: XWNEPrIAKeMHIHHAT edekT Ha Oera-OnokepHTe M AHA30KCHA MOxke Aa 6bae
TOBHIllEH OT THa3MAHTE. AHTHXOJHHEPTHYHHTE areHTH (HanphHMep aTpomnuH, OenepHaeH) morar ja
noBHIAT OHOHANMYHOCTTA HAa THA3HIHHTE OHYPeTHLUH 4Ypes NOHH)KaBaHe HAa CTOMAIHO-YPEBHMSA
MOTHJINTET H CKOPOCTTA Ha M3MpAa3BaHe Ha CTOMAaxa. THAa3HAHTe MOrat Ha MOBHIIAT PHCKA OT HEXENaHu
peaknuu, NPHYHHEHH OT aMaHTanuMH. THasppuTe MOraT Ja moHKar On0peuHara eKckpelHs Ha
HHTOTOKCHYHHTE JIEKAPCTBEHH NPOAYKTH (Hanpumep unknodocdamun, meToTpekcar) 0 J2 NOTEHUUHpAT
TeXHHTE MHENOCYNPECHBHN edexT.

4.6 DepraauTeT, HpeMeHBOCT H KLPMERE

BpeMenHOCT

Anzuomensun-II peyenmopru awmazonucmu (AIIRA):

Ynorpebara Ha anrnorensun-Il penenTopHN aHTIOHHCTH He ¢e MPEenopbYBa Npe3 NbPBHA TPHMECTBP OT
6pemennoctta (BX. Touka 4.4). VYmorpebara Ha aurnoremsuH-II peuenTopHH aHTarHMUCTH e
NPOTHBONOKA3aHA NIPE3 BTOPUA H TPETHA TPHMECTHP OT OpeMeHHocTTa (BXK. Touka 4.3 1 TouKa 4.4).

EnHaemMuONOTHYHHTE JAHHM OTHOCHO TEPATOr€HHHS pHCK ciel ekcrmosHuua Ha ACE uH
IWBPBMSA TPHMECTBP OT OpeMeHHOCTTA He ca y0eaAHTenHH. Brapekn ToBa He MOXe Ja
NOoBHLIEHHE Ha pucka. HesHsucHMoO, Ye HAMA JaHEH OT KOHTPOJHpPAaHH emuAeMHOJN




BbpXY puMcka ¢ anrvoTensuH-II peunentopun aHTaromuctn (AIIRA), monoOHM puCKORe Moxe 1a
CBLIECTBYBAT H NIpPH TO3H Ki4AC Jexapcrsa. JCBEH 4KO NMPOSBKHTENHATA TEPANHf C aHrHoTeH3HH-II
pELENTOPHY AHTATOHUCTH HE € CuMTa 34 HeoDx0[MMa, NMalMeHTHTE, KOHTO NIAHMPAT OpeMeHHOCT,
TpsAbBa na NpeMHHAT Ha aNTEpPHATHBHA AHTUXHNEPTEHIUBHN JIeYeHHA, KOHTO HMAT YCTaHOBeH npodus Ha
GesonacrocT npH ynorpeba o Bpeme Ha GpemenHoct. [TpH ycTanoeaBane Ha GpEMEHHOCTTa, JIEYEHHETO ¢
anruwotensud-11 peilenTopan aHTaroHHCTH TpAGBa pa ObAe nNpeycTaHoBeHO He3abaBHO H, ako €
HeolxomuMo, Tpabea Na Oble 3an0YHATOo AITEPHATHEHO JE4EHHE.

H3pecTHO €, Y€ eKCnO3HUMA HAa aHrvOTHH3WH-II penenTOpHH aHTArOHHCTH Npe3 BTOPHA H TPETHA
TPHMECTEP OT GpeMeHHOCTTa mpeAn3BHKBA QETOTOKCHMHOCT NpH Xopa (Hamanena Gu0peuna dyHKiug,
ONUrOXHApaMHHOH, 3abaBeHa ocudMKaLMs Ha uepena) H HeOHATANHa TOKCHYHOCT (6B6peuna
HEAOCTATHYHOCT, XHIIOTOHHA, XUNepkanyeMus ) (B, Touka 5.3).

AKO € HalMUE eKCIO3MUMA HA QHTHOTCH3HH-II PEleNnTOPHH AHTATOHHCTH OT BTOPHA TPHMECTHP Ha
OpeMeHHOCTTA Ce TpenopbuBa exorpadcko uicneapane Ha O66peunata QyHKUMA H uepena.

HoBopoaennre, yunTo Maliky ca npremand aHruoTeHsuH-1I penenTopHr aHTaroHucTH, Tpaoea ga Onaar
npocieAaBaHN 0TONH30 32 XHIIOTOHAS (BK. TOtKa 4.3 H TouKa 4.4).

Xudpoxaopomuasuo:

OnuteT ¢ ynoTpebara Ha XHAPOXNOPOTHA3uA N0 Bpeme Ha OpeMeHHOCT, 0CO0eHO mMpe3 NEPBUA
TPUMECTbp € orpaHHdYeH. JlaHHWTe OT MNpPOYYBAHHATA T0PH JKHBOTHA Ca HEAOCTATHYHH.
XuapoxaopoTHasup IIpeMHHaBa Npe3 wialeHTaTa. Br3 ocHoba Ha (ApMakonorHYHMS MEXaHW3IBM Ha
AciicTBYe HA XHIPOXIOPOTHA3HA, ymoTpebaTa My Npe3 ETOPHA U TPETHA TPHMecTbD OT peMeHHoCTTa
MOXKeE A2 npeiu3BHka deTo-nnaleHTapHa nepdy3Ha 1 MoXe Ja MPHYHHHA (GEeTATHH U HEOHATANHH eeKTH
KaTO XXBJTEHHLA, HApYLIEHHe Ha eJIeKTPONUTHHA OaNaHe 1 TpOMOOLUTONEHHS.

XHApoxnopoTHa3HA He TpsaOBa Aa ObAe NpHAarad OpH recTAUHOHEH elieM, FeCTAlOHHA XMIEPTOHHA HITH
NPeeKCHAMIICHA, TIOPAAH PUCK OT NOHHKABAHE Ha MAasMeHHA obeM M MialleHTapHa xunonepdysns, Ge3
GnaronpusaTeH edeKT BBPXY X072 Ha GonecTTa.

XuapoxnopoTnazua He TpaGBa A2 ObAe NpHNaran NpH eceHLHANHA XHIIEPTOHUA NIpH OPEMEHHH XKEHH, C
HIKIIOUCHHE HA PEIKUTE CTyHaH, B KOKTO HE € BB3MOKHO H3NOJI3BAHETO Ha JPYTro JIEUCHHE.

Twii karo KOHBEPHU]I champxa XuapoxiopoTHasHy, Tol He ce Npenopsysa Npe3 NbpBHA TPUMECTLD OT
OpemeHHocTTa. TlpH nuiaHupaHe Ha OpEMEHHOCT NMALHEHTKHTE TPA0Ba A3 NMPEeMHHAT HAa TIOAXO/ALIO
ANITEPHATHBHO NEYEHHE.

KnpMene

Awnzuomenzun-Il peyenmopnu awmazonucmu (AIIRA):

Tsii kaTo HaMa nHanngHa HHGopManua 3a ynotpebara ua KOHBEPH/ npu kspMene, KOHBEPH/]] ue ce
NpenopbYBa, a ATTEPHATHBHO JIeYeHie ¢ No-qo0pe ycranoBeH Npodun Ra 6e30nacHOCT NPH KbPMEHE e 32
npeANoYHTaNHe, ocobeHo NPU KEpMeHe HA HOBOPOAGHH UITH NPeXAeBPEMEHHC POASHO JeTe.

He e uapecTHO Hanu upbecapTal HNH HeroByTe MeTabOIMTE Ce EKCKPETHPAT B KbPMaTa NPH Xopa.

Hanuunure dapMakogHHaMH4HKM/ TOKCHKONIOTHYHM JAHHH NpPH IUTbXOBE MOKA3BAT €KCKPETHpaHE Ha
upbecapaTaH HIH HeroBHTE MeTabONHUTH B KbpMaTa (38 AOTBJIHHTENHA HHAOPMALMS BXK. T

Xudpoxnopomuasug:



XHAPOXJIOpPOTHA3H], €& €CKPETHpa B KbpMara NpPH X0pa B MalKd KOJNWYEeCTBAa. BBB BHCOKH HO3H
THA3HINTE BOJAAT N0 MHTEH3HBHA AMYpe3a M MOrar Ja MOTHCHAT NPOH3BOACTBOTO Ha KbpMa. Ynorpebarta
Ha KOHBEPH/]I npu xspMmeHe He ce npenopbusa. Ako KOHBEPH] ce npunara npyu KepMeHe, AO3UTE
TpalBa 2a ca BB3MOKHO Hafi-HHCKA,

Peprynurer

Wpbecapran HaMa edekr Bppxy ¢pepTHImTeTa NPH TPETHPAHK C HEPO TUTBXOBE H TAXHOTO NOTOMCTBO J0
JI030BH HHBA, KOHTO NPHYHHABAT TEPBHTE CHMIITOMH Ha TOKCHYHOCT NPH TEXHUTE POAUTENH (BAK. TOUYKA
5.3).

4.7 EdexTn BLpXY cnocofHOCTTA 32 o Apane u padoTa ¢ MAIINAH

He ca npoeexianu npoyuBaHua Ha e(eKTHTE BLPXY CHocoOHOCTTA 3a [ofupane i paboTa ¢ MalUHHH.
Bb3 ocHoBa Ha (apmakoauHaMMuHHTE CH cBoficTBa ¢ Manko BepoatHo KOHBEPH]L aa momnmse Ta3u
cnoco6rocT. [1pH mwodupaue i paGora ¢ MamHHK TpAGBA Aa ce B3eMe O BHHMAaHHe, Y€ ApH JEHeHHE Ha
XHNEPTOHHA NIOHAKOTA MOTAT A3 C¢ MOABAT 3aMafHOCT K OTNAJHANOCT.

4,8 Hexenann JeKapCTBEHH DEAKIHA

KomGunaiuu npbecapran/ XuapoxiopoTHasn:

Or 898 nauHenTH C XHIOEPTOHMA, NPHEMANH PpazIuyAy JO3W HpdecapTan/ XuApOXJIOpoTHa3HA (B
auanazoda 37,5 mg/6,25 mg mo 300 mg/25 mg) B nnaueGo-KOHTPONHPaHH NpoyuBaHRA, 29.5% or
NaLMEeHTHTe €A H3NUTANTH HEXEJAHH JNeKapcTBeHH peakuuu. Hafi-uecTo AoKNauBaHMTE HeXelaHn
JeKapcTBeHH peaxuuu ca Ounm zamasHocT (5.6%), ymopa (4.9%), ragene/ noepbutane (1.8%) u
HapyweHo ypHHHupaHe (1.4%). B nombiHeHHe, 4eCTe MO BpeMe HA KIMHMYHMHTE NpOYYBAHWS NpH Te3H
NAlUHeHTH ¢ca HaOnronaBany NOBHINEHH ypeeH a30T B xpbBra (BUN) (2.3%), kpeaTunud kuHasa (1.7%) u
KpearHHrH (1.1%).

B Tabmuua 1 ca npeactapeHH HexXenaHHTE peakuMH, HaOMIOGaBAHH TPH CNOHTZHHU CBHOINEHHA H
nnaue50-KOHTPONHPAHH IIPOYYBAHHA.

YecToTara Ha HEXENAHMTE peakilud, H3OpoeHH INO-oNny e ONpeAelfieHa KAKTe CleARa: MHOTO YeCTH (2>
1/10); uecrn (= 1/100 no < 1/10); vewectu (= 1/1 000 no < 1/100); penxn (> 1/10 000 ao < 1/1 000);
MHoro pezku (< 1/10,000). B paMkiTe Ha BCAKA IPyna RO 4ecTOTA HEXENAHUTE PEaKlMH ¢4 NPEACTABEHI
B HU3XOZAlN Pell MO OTHOIUEHHE HA TIXHATA CEPHOSHOCT.

Ta6anna 1: Hexenanu peaknuu npu 1iane60-KOHTPOMMPAHH NPOYUBAHKA H OT CNIOHTAHHH ChoOLIeH!
*

Hzcnedaanua: Yecrn: NOBMILEHH ypeeH a30T B KpbETa (BUN), KpeaTHHIH
H KPEaTHHYH KHHa3a

Heuecth: TIOHHKEH cepyMeH kannii u HaTpufi
Copoennu napyiienus: Hevectn: CHHKOI, XHIIOTOHHUA, TAXHKAPAHA, EeM
Hapywenus na nepenama cucmema: |Yectn: 3aMasHoCT

ﬁieqecm: OPTOCTATHYHA 3AMAAHOCT

C wuensBecTHa jrnaBobomie , .

4ecToTa: S SRy

: 7SI
7, &r _____ RN

Hapywenus  na  yxomo  u|C HCH3BECTHA [THHHTYC 7 ﬁ\
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nabupunma: YecToTa:

Pecnupamopnu, 2pPYOHY #|C HewsBecTHA |kammvua
MECUACTIUHATHU HADYWEHUA! 4ecToTa:

Tacmpounmecmunannu napywenus: {Mectn: rajeHe/ NOBpBLIAHE

[-H‘B"!GCTHZ I,unapml

E HCH3BECTHA JTUCHCIICHA, THCTCY3IHA
4yegToTa:

Hapywenus na Ovbpeywne u|Yectn: HapYIIEHO YPHHHpaHe
NUKGHHUME NoMmua:

C umeuspectHa|yBpenena OuOpeuHa oydkIHs, BKIIOYHTENIHO
4eCTOTA: M30/HPaHu cliydyan Ha OnOpeyHa HeAOCTATHYHOCT
IpH NaUMeHTH B PHCK (Bx. Touka 4.4)

Hapyuwenus Ha Mycxyano- | HevecTn: OTOK Ha KpaiHHIuTe
cKeemuama ccmema u
CLeFUHUMENHAMA LKA

C HeuzBecTHa |apTpairus, MHanTHs
YecTora:

Hapywenun na wmemabonusma u|C HeH3IBecTHa [XMNEPKATHEMHS

XPAHEHEMO: yeeToTa:

Cwoosu napyuienua.: Heyecrn: 3auepBABaHE

Obwu napywenun u egpexmu najtectn: ymopa

MACIMOMO Ha NPURONCERUE.

Hapywenun Ha umynrama |C HeM3BeCcTHA [peaKlMH K4 CBPBXYYBCTBHUTEHOCT KaTO aHIHOCHEM,
cucmema: 4eCTOTA: OOpHB, YPTHKApHA

XenamoOuruapHu HapywieHua. Heuecru: HBITCHHLA

C HeM3RecTHA |XeMaTUT, HApPYIIEHA YepHOApoOHA PyHKUM
4ecToTa:

Hapvuenun na penpodykmusnama Heqectn: ceKcyanHa qucdyHKIHA, MPOMEHH B THOHA0TO
cucmema u 2epoama:

Hompnantenna uuGopManns 3a OTNEMHHTE CBCTABKM: B JOMEJIHEHME KbBM HEKENAHHTE DPEaKuud,
NOCOYEHH IIo-rope 33 KOMOHHUDAHHSA NPOAYKT ¢a NOKIAABAHA U APYTH HeXENaHH PEakilii ¢ OTASIHHTE
CBCTABKH, KOHTO MOrar Ra 6wnAarT MOTEHHMaNHH peakumd H TpH Hpbecapran/ XMAPOXJIOPOTHA3MI.
Tabnuum 2 # 3 no-Aony ONHCBAT HEKENAaHHTE PEAKLMM, AOKNAABAHU C BCAKA OT CHCTABKHTE HA
HpOecapTan/ XBAPOXIOPOTHAIHL,

TOnana 2: HexxenaHu peakUMHA NIPH CAMOCTOATENHO NPHAOKERNE Ha HplecapTan

Obwu napywerun u egexmu na|HevecTH: Gonka B repauTe
MACMOMO Ha NPUAOHCERUE.!

Hapywienun  na  kpvema  u|C uemssecTHa [rpomOoumronenns

,uwugbnama cucmemMa YyecToTa:
Hapymeuuﬂ HA UMYHHQMA cucmema C ueH3BecTHA anadmnaxmqﬂa PeaKiinig, BKIKYHTCIHO
4eCTOoTA: aHaMnaKTH4eH IOk //:u——-;%
LY,
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Hscnedsanua: C Hen3BecTHa |HapyilleHHs Ha €NIeKTPOIHTHHS Gananc
4ecToTa: (BKIIOYHTENTHO XMNOKAIHEMMS M XHMOHATpHEMHA,
BK. Touka 4.4), XUnepypHKEMHd, TAOKOIYDHA,
XHINEPriHKeMHd,  TOBHIIEHH  XONECTepoll H
TPHITHLEPHAH
Cypoeynu Hapyuwienua.: C HeH3BecTHA |CBPACYHH APHTMHH
YecToTa:
Hapywenua  na  xpvema  ©|C HeM3BecTHa |annacTH4YHA aHeMHd, NOTHCKAHE HA KOCTHHA MO3DK,
auwmpHAMa cucmema: 4ecToTa: HeyTpOTieHHA/  arpaHyJIoLHToO3a, XEMOJIMTHYHA

aHeMus, JEBKOIICHNUA, TpOMGO].lHTOIIEHﬂH

Hapywenun na nepsiama cucmema:

C HeusBecTHa
YeCTOTA!

BEPTHIO, NAPECTERHA, 3aMATHOCT, OeanokoifcTEO

Hapywenus na ouume:

C HeuwspecTHa
YecTOTa:

MpexXoJHO 3aMBINICHO 3peHHE, KCAHTONCHA, OCTpa
MHODATHA M BTOpHYHAa OCTpa 3aKpUTObIBJIHA
raayxoMa

Pecnupamopnu, 2pudHu
MeOUACMUHATHY HADYWEHNA:

U

C HeH3BecTHa
YECTOTA:

PECIIHPATOPeH JUCTPEC (BKAKOYHTENHO MTHEBMOHHT
H DenozpobeH OToK)

Facmpounmecmunaniu HapyuleHun:

C HeH3BecTHA

TNaHKPEATHT, aHOPCKCHA, AHAPHS, 3alICK, CTOMAIHO

HecToTa: IpasHeHe, CHANOaNeHIT, 3aryba na aneTur
Hapywenun na Oubpeyume u|C BeM3BecTHa {MHTepcTHIHANEH medpuT, On6peuna nucdyHkus
RUKOYHUME NMUUA. YecToTa:
Hapywenus wa  roscama  «|C HeHsBecTHA (aHaQHNAKTHYHH DEaKWHH, TOKCHYHA enHAepMAalHa
NOOKOJICHAMA MOKAH. YecToTa: HEKpONM3a, HEKPOTH3Hpalll AHTHHT (BacKyMMT,
KOXEH BacKyNMT), peakuuy, NojoGHH Ha KOXKeH
€pHTEMaro3eH JYNMYyC, PEeakTHBMpPAHE HA KOXeH
epHTEMATO3eH nymyc, peaxuvH Ha
(hoTodyBCTBHTENHOCT, OOPHB, YPTHKAPHA
Hapywenus Ha mycxyaro- |C  HensBecTHa [cnabocT, MycKynHH cria3Mu
cKenemuama cucmema u [4ecToTa:
CbeQURUMERHAGMA MbKaH.
Cvooau napyiuenus: C HenspecTHA |MOCTYpanHa XKWIOTOHHS
HecToTa:
Obwu Hapywenus u eexmu na|C HEH3BeCTHA [Tpecka
MACHOMO HA NPUNONCEHUE: YecToTa:
Xenamobunuapru HApYyWERUA. C HeM3BecTHA KBATEHHLA  (HHTpaxemaTalHa  XOJEeCTATHYHA
YeCTOTA: HKBITECHHIA)

Hewsuunu napyiienua:

C HeH3BecTHa
YecToTa:

JienpecHs, HapyIueHUA Ha ChHA

Heonnazmu — Oobpoxavecmeeny,
INOKAYECNBEHY U HeonpeOeneHy
(axa. kucmu u nonunu)

C HeWzpecTHa
YecToTa:

Hemenanomed pak Ha koxara (0asanHOKIETLMEH
KapUMHOM H CKRAMO3IHOKIIETBYEH KAPLHHOM )

Jl0303aBHCHMHTE HEXeNaHH PEaKiyH OpH XHAPOXIOPOTHA3HA (0co0eHo HapyLueHAATa Ha enex'ljgonm'ﬂun

6anaHc) Morar Jia ce 3aCHNAT NPH THTPHPAHETO Ha N03aTa XMAPOXIOPOTHA3H,




Onucarniie Ha USOPAHY HEXCERAHU PEAK U

HeMenanoMeH pak Ha koxkara: B3 ocHOBa Ha HAaNM4HHTE JaHHW OT eNMAEMHONOTHYHW NPOYYBAHAA €
HaOJ0/1aBaHa 3aRHCHMA OT KYMYHH/IATHBHATA A03a Bpb3ika Mexay XX T3 u HMPK (Bx. chitto Touxi 4.4
u 5.1).

CrofmaBaHe Ha NOJO3HPAHE HeXKeJAHH PEAKIHH

CrobiapaneTo Ha NOAO3MPAHH HEXENAHW PEaKiMH cliefl paspelllaRane 2a ynorpeda Ha NeKapCTBEHHA
HPOAYKT € BavkHO. ToBa 103BONIABA 3 MPOTBIDKA HAOMOAEHHETO Ha CHOTHOLIEHMETO TNonsa/ PHCK 3a
JIeKapcTBEHHA NPOLNYKT. OT MENHNHMHCKHTE CTIeLHANHCTH ce H3MCKBaA Ja ¢holinaBaT BCAka MONO3HpaHa
HexeNaHa peaKuus Ypes HauHOHATHATA CHCTeMa 3a chobulaBaHe:

M3nbaHuTeHA areHiua [0 ieKapeTBaTa

ya. ,Jaman [pyes” Ne 8

1303 Codun

Ten.: +359 2 890 3417

yebcaiit: www.bda.bg

4.9 TIlpeao3npane

He e HanKyHa cnennduyuHa HHGOPMALIKA TI0 OTHOLICHHE Ha JIEYeHHETO NPH Npeaosupase ¢ upbecapran/
XUAPOXNopoTHasuy. [lauueHTsT TpAGBa Aa Oboe mpocieassaH oTOMH3C, & JiedcHHeTO Tpabea aa Onae
CHMIITOMaTHYHO H NOATBPXKAIIQ,

JleuenneTo 3aBHCH OT BPEMETO HA MpPHEM H TEXKECTTa Ha CHMMOTMETE. [Ipemophusa ce HHAYRMPAHO
TIOBDPBIIAHE W/ HIW CTOMAINEH JNaBaX. AKTHRHHAT BBIJIEH MOXKE Ja € OT TNoi3a mpH NIEYEHHEeTO Ha
npeao3upane. CepyMHUTe €NEKTPONHTH M KPeaTHHHHBT Tpabsa Ja ObAar 4ecTo npocnensBasu. [Ipu
TMoARa HA XMIIOTOHMN, MALHEHTHT TPAORA a ObAe IOCcTaBEH B JIErHano NONOXKEHHe H CBOSBPEMEHHO Ja ce
npeanpueMe ofeMHO H elIeKTPONUTHO 3aMecTBaHe.

Hali-sepoaTHiTe posaBd HA NpenosHpade ¢ upbecapran Moke Aa cé OvYaKeBa ga ObJaT XMIIOTOHHA H
TAXHKAPIUA; Bb3MOKHA € ¥ IOARaTa Ha OpagrHKapIua.

TpenosupaneTo ¢ XHOPOXAOPOTHA3H] CE¢ ACOUMMpPA C HEJOCTHT HA eNeKTPONHTH (XHNOKaTHeMus,
XWNOXJI0PEMHS, XUTIOHATPHEMHA) H AeXHpaTaumsi, IpeRH3BHKaHA OT 3acuiena auypesa. Hali-uecture
ApHIHAlUH H CHMATOMH Ha NPElosHpae ¢a FajeHe ¥ CHHIMBOCT. XUNOKAIHEMHATa MOKE 1a NPUYHHH
MYCKY/JHM CNasMH W WJIM H3ABEHH CbpA€YHH apUTMHMH, CBBP3aHH CbC CBBMecTHata ymoTpe0a cbC
ChPACHHH MTHKO3HAK HIH ONpee/eHH aHTHAPHTMHIHH NIEKAPCTBEHH MPOJAYKTH.

Hp6becapran He ce oraend uUpes xemoawanuia. CremeHTa Ha OTAENAHE Ha XHAPOXIOPOTHA3HA 4Upe3
XEMOJIHAJIH3a He € YCTaHOBEHA,

5.  ®APMAKOJOTHYHU CBOMCTBA
5.1 ddapmakonanamMHunH ¢BoicTRA

({apMakoTepaneBTHYHA IPyNa: aHMHOTeH3HH-11 aHTaroHHCTH, KOMOHHaLHA

ATC xoa: CO9DA04,

MexannanM Ha feficTBHE
KOHBEPU]] e xomOnHauusd oT adruoreHsud-Il penentopen adTaroHHCT, updecaptad, H THA3UNeH
JUYpeTHK, xuipoxmopornasHa. KomOunauuaTa 0T Te3d JIBa KOMIOHEHTAa NpH
AHTHXHTIEPTEH3HBEH edeKT, KOHTO NOHHXABa KPBBHOTO HANATAHE B N0-TOAAMA CTE
OT KOMIIOHEHTHTE CaMOCTOATENHO.
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Hpbecaptan e MoilleH, nepopaiHo aKTHBEH, CeleKTUBeH auruoTensuH-1I peuentopen aHTaronucT (THn
AT1). Ouaksa ce GJNOKMpaHe Ha UATOCTHOTO JeficTBMe Ha aHrMoreRsmH-II Mepuupanute or ATl
PeLeNTOpH, HEe3aBUCHMO OT H3TOMHHKA HJIM IIBTA Ha CHHTe3 Ha aHrHoteHsuH-II. CeneKTHBHHAT
aHTarOHW3bM Ha aHruoteHsHH-1I (AT1) penenTopHTe HMa 32 pe3yJITaT NOBHIIABAHE Ha NIA3MEHHTE HHBA
Ha PeHHH M aHTHOTeH3HA-1l M moMiDkaBaHe Ha IUIa3MeHaTa KOHLEHTpalWd Ha angoctepoH. CepyMHHTE
HHBZ Ha KanMii He ce NPOMEHST CBHINECTBEHO IIPH CAMOCTOATENEH IpHeM HA upbecapraH B paMKHTE Ha
npenopbyYyaHuTe A03H NpH NaUHeHTH He3 PHCK OT enexTponuTer aucGanauc (Bx. Toyka 4.4 0 Touka 4.5).
Wpbecapran ne unxubupa AKE (kunasa-II), e3nMeT, Kolito reHeprnpa anrmotensuH-l1l m pasrpaxna
6pamukHHMHa 10 HeakTHBHH Metafonuti. Mpbecapran ne n3ncksa MeTabonuTHO akTHBHpaHe Ha edexra
My.

XuApoxNopoTHA3ZH € THASHACH JHYPETHK. MeXaHH3IMBT Ha aHTHXHNEPTEH3UBHHA eeKT HA THA3HAHHUTE
JUYPETHIH He € H3UANO H3BeCTeH. THAIMOHTE BAHAAT BLpXY OB6peqnHTe TYOYMHH MEXaHHU3MHP HA
eneKTPONATHATA pealcopOLMA, KarTo [AMPeKTHO NOBHIIABAT €KCKPEIHATA HA HATPMA M XIOPHAH B
NpuONH3ATENHO €KBHBAJIEHTHH KoMudecTBa. JIuypeTuuHoTO AelicTBHE Ha XHAPOXIOPOTHAIH] MOHIDKARA
mnasMeHHus o0eM, MOBUINABA NAAIMEHATA AKTHBHOCT HA PEHHHA, 38CHJIBA CEKpELMATa HA aJIAOCTEPOH C
NOCTeABAMO YBENHYEHO OTHeNAHe HA Kamuii ¥ Ouxap0OHATH B YDMHATA M TIOHHXAaBa CEpYMHHTE
KoHneHTpamuH Ha kanui. Ilpeanonara ce, 4e upe3 GIOKMpaHe Ha peHMH-AHTHOTEHIUH-ANIOCTEPOH
CHCTEMATA, €IHOBPEMEHHOTO IIPHIOKEHUE Ha UpbecapTad BOJH A0 MPEAOTBPATABAHE 3arybara Ha Kanui,
CBBp3aHa ¢ JeliCTBHETO HA To3W THN auypetuud. IIpn npHeM Ha XWAPOXJIOPOTHA3HA HAYANOTO HA
JAUype3aTa HACTHIBA B paMKHTe Ha 2 Yaca, a MakcHMaleH edekt oOHKHOBEHO Ceé NOCTHTA ciel oxono 4
4aca, KaTo NeficTBHETO NPOABIDKABA IPHONK3HTENHOo 6-12 yaca.

[ipu mpueM Ha TepNeBTHYHH J03H KOMOMHAIMATA OT XWAPOXJIOPOTHA3MA W HpOecapTaH NpeXH3IBHKBA
JO3033BHCHMO  ANUTHRHO [MOHIKEHHE HAa KpPBBHOTO Hansrase. J[lo6aBamero Ha 12,5 mg
xuapoxnoporrasua kpM 300 mg upbecapTaH BeIHEXK IHEBHO NpPH MalMeHTH, KOHTO HE Ca ce MOBAKATH
AROCTaTB4HO Jobpe OT camocToATenHo mpuiokeHue Ha 300 mg upbecaprad nHMa 3a pe3ynTaT mo-
HATATHILHO NOHHXKEHHE HAa AHACTONMYHOTO KPLBHO HAraHE B CpaRHEHHe C Turauefo, xoero cnana ¢ 6.1
mm Hg (24 1aca cnen apuem). Kombunanusra or 300 mg upGecapran u 12,5 mg xuapoxiiopoTHasyg
BozM 10 001IA pasnuKa ¢ Nnauedo Ha CHCTONHYHOTO H AHACTONHYHOTO Hanarade ao 13.6/11.5 mm Hg.

OrpandyeHs KIHEHYHR gaguy (7 ot 22 naumpesTH) NOKA3BaT, 4e NALHEHTH, TIPH KOWTO HE € MOCTMrHAT
’KeTlaHusd KOHTpo.N NnpH fAo3a oT 300 mg/12,5 mg oT koMOHHALMATA, MOTAT J1a C€ TIOBIHAAT NIPH THTPHpPAHE
Ha gozata mo 300 mg/25 mg. Tlpu Te3d nauueHTH ¢ HabnlOAAaBAHO 3HAMMTENHO MOHWXKEHKE KAKTO Ha
cucrommaHoTo (SBP), Taka w Ha ammacromuvwnore (DBP) kpbBHo Hansrane (13.3 u 8.3 mm Hg,
PECTIEKTHBHO).

IMpuemsT Ha 150 mg upbecapran u 12,5 mg xuApoxnopoTHasHZ BeJHEX IHEBHO IIPeAW3BHKBA
CHCTOJIHYHO/ AMACTONMYHO MOHHXKEHHe Ha KPBLBHOTO HansraHe (1o 24 dYaca caen mpueM) cpeaHo ¢
12.9/6.9 mm Hg & cpapHenne ¢ nnane6o Npy NAUMEeHTH ¢ JIeKa A0 YMEPeHa XHNepToRus. MakcHMalHuAT
edexr ce moaBsBa B paMkuTe Ha 3-6 yaca. Ipu amOynaTopHO MpocnepiBaHe Ha KPHBHOTO HANATAHE,
koMOuHauHaTa or 150 mg wupbecapTan W 12,5 mg XuApoXponoTHaswa BeANbK JHEBHO MOATBPKA
NOCTOSHEY CTOMHOCTH Ha KPSBHOTO HaNAraHe Ope3 24-4acoBuMd NEPHOJ CBC CPEJHO TOHHKEHHE OT
15.8/10.0 mm Hg B cpaBHeHHe ¢ miane6o. AMEYIaTOPHOTO NPOCHEARBAHE € OTUEND, Y€ CLOTHOINEHHETO
MexIy Hali-Mankus H Haii-ronemus edexT oT HpbecapTan/ xuaApoxnopoTHasux 150 mg/ 12,5 mg e 100%.
ChII0TO CHOTHOLIEHHE, H3MEPEHO NPRA nocelliehre B JeKapcKd kabuHer ¢ amapar ¢ MaHimmeTa e 68% u
76% 3a upbecapran/ xunpoxnoporuasus 150 mg/ 12,5 mg u 300 mg/ 12,5 mg, pecuexrupno. Ipu 24-
4acoBo HabmiofeHue BEpPXy edekra Ha NPOAYKTA HE € GUIIO OTMETEHO TBHPAE FOJMAM:
MakcuManHHA edekt H e 6110 noasbpxano 6e30nacHo U eheKTHBHO MOHIKEHHE HA
TIpH eAHOKPATEH AHEBEH TIpHEM,
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Tlpu nammenTty, Npu KOUTO HE CE OCBHIIECTEABA ANSKBATEH KOHTPOM NPH CaMOCTOATENEH NpHeM Ha 25 mg
XHMApOXIOpoTHA3HA, AobaBAHeTO Ha uplecapral NpeAW3BHKBA AOIBIHHTENHO CPEAHO MOHMKEHHE Ha
CHCTONIHYHOTO/ THACTONMYHOTO Haarade ot 11.1/7.2 mm Hg B ¢paBHenHe ¢ mnanebo.

INoHmKapalMAT KPRBHOTO HAanAraHe edekT na npHecapTalH B KOMOHHAIHA ¢ XUIPOXIOPOTHAIMA € BHIHM
cliell MpMeM HA IIbPRATA 71032 M € ¢ NpogbKuTenHocT 1-2 cenMMIU, KATO MAKCHMANHHAT edexT ce
noctura cnef 6-8 ceamuuy. Ipu avarocpodts NpoyuBaHns edexTsT Ha npbecaprab/ XuapoOXnopoTHAZKA
e NONTbPKAH MOBeyve OT €JHa rofuHa. Bhnpexu ue He ca MpOBEXJaHY CHCUWANHM NPOYYBaHHA 3a
BAMAHHETO Ha HpOecapran/ XHApPOXAOPOTHA3M), BLPXy pebayHa XUNepToHWATA, TakbB e(eKT He e
HabnwoaaBaH HUTO NPK HpbecapTaH, HUTO MPY XUAPOXIOPOTHAZML

EdexrsT Ha koMOHHanusTa OT HpbecapTan H XHAPOXJIOPOTHA3HA BbPXY 3a00IAEMOCTTa H CMBPTHOCTTA
He € NpoyuBa. EnnaeMHONOrHYHATE TaHBH MOKA3BAT, Y€ JbJArOCPOUHOTO NeYeHME ¢ XAIPOXIOpOTUa3Al
TIOHMKABA PHCKA OT 3a00MAeMOCT UIIH CMBPTHOCT TPH ChPACYHO-CBAOBH 3a60/BaHuA.

HaMa pasnuka B oTrosopa Ha mpOecapraH/ XuAponoxXoTHaswln MpH paslHKM BBE BL3PACTTa W NoONa.
TlonobHO Ha LpyrHTe JEKAPCTBEHH MPOAYKTH, KOHTO NMOBIHABAT PEHWH-AHTHOTEHZHH CHCTEMATa, IIpH
NAlBEHTHTE C XHIICPTOHHA OT YepHATA paca ¢¢ HaOMORaBa OTHETAMBO MAO-MANBK OTrOBOp Ha
MoHoTepanus ¢ upbecaprad. Koraro upbecapTaH € npieMaH CBEMECTHO ¢ HHCKA 1033 XUAPOXJIOPOTHAZHA
(sanpumep 12,5 mg NHERHO), AHTUXMIIEPTEHIUBHUAT OTIOBOP NpH NALMEHTH OT YepHAaTa Paca € CXOHeH ¢
OTrOROpA ITpH Oeny NaHeHTH.

Kaunnuna edhukacnocr u Hesonacuoct

EdjukacrocTTa A HesomacHocTTa Ha Hpbecapran/ XuMAPOXAOPOTHA3M KATO HAYANHA Tepanus NMPH TeXKa
Xuneprohua (nedunupatia npu SeDBP > 110 mmHg) ca oueHeHH nps MHOTOLEHTPOBO, PAHACMH3HPAHO,
HBOHHOCNATIO, 2KTHBHO KOHTDONHpaHO, 8-cenMiHuHO mapanenio npoyusane. Ofwo 697 mauuenTts ca
paHfoMH3MpaHu B choTHoWeHHe 2:1 uau Ha upbecapran/ xuapoxnopornazna 150 mg/12,5 mg, unn Ha
upbecaprad 150 mg ¥ cHCTEMATHYHO TUTPHPAHH (TIPSAH Aa Ce OLEHH OTrOBOpa KBbM MO-HHCKA J038) chael
eaHa ceAMHANa Ha upbecapraun/xuapoxnopotuasig 300 mg/25 mg wmr 300 mg upbecapraH, pecnexTHEHO.

58% ot yuacTHHNHTE B IPOYUBaHETO ca MBke. CpelHara RE3pacT Ha nauHeHTHTE € 52.5 roauHy, Kato
13% ca > 65-roguuiHa BL3pacT, a camo 2% ca > T75-roguiHa Bbp3pacT. 12% oT maluHeHTHTE CTPAJAT OT
auabet, 34% - oT XMnepAHNHAEMHSA, 4 HaH-YECTOTO CBPAEYHO-CHLIOBO ChCTOSHMe e cTa0HiHa aHrHHa
NeKTopHC NpH 3.5% 0T YYacTHHIHTE,

OcHoBHA L€ HA TOBa NMPOYYBaHE € Ja Ce CHIOCTABH CHOTHOINEHHETO Ha NAUHCHTH ¢ KOHTPOMHPAHO
SeDBP (SeDBP < 90 mmHg) npes netara cefmuua ot nevedunero. Ilpm 47.2% or nauwedtuTe,
npueMaly koMOHHauMATA € NOCTHrHATO NoHMxeRne Ha SeDBP < 90 mmHg B cpaienne ¢ 33.2% or
namuenTHTe Ha Hpbecapran (p = 0.0005). CpenHara CTOHHOCT BLB BCSKa OT I'DYNHTE HA KPBBHOTO
wandarade e 6una 172/113 mmHg, karo nonikendero SeSBP/SeDBP npe3 nerara ceaMHLA PECNEKTHBHO
e Gano 30.8/24.0 mmHg # 21.1/19.3 mmHg npn wupbecapras/ xunpoxnopoTuasun u upbecaptan (p <
0.0001).

BHELT B 4eCTOTATa HA JAOKIARBAHHTE HEXKEMAHH PeakUHy NpH KOMOMHAUHATA ¢a CXONHH ¢ NMpoduna Ha
HEKeJIaHu peakuHH NpH nalcHTHTe HAa MOHOTepanus. [lpes 8-ceaMuuHMA Niepuo] Ha Jievenue He ca
NOXNAABaHM Cly4aH Ha CHHKON B HYKox OT rpynurte. [pu 0.6% u 0% oT DauueHTHTe € AOKIANBaHA
XMnoTonus, a npu 2.8% u 3.1% OT nalUWeATHTE € AOKI4[BaHA 3aMasHOCT PECTIEKTHBHO HpH
KOMGHHALMATA H MOHOTEPAITHATA. T

poliHa GNoKala HA PEHHH-AHTHOTEHIMM-AN0CTEPOH cHcTeMaTa (RAAS
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JlBe rojieMu paHIOMH3HPaHH KoHTponHpadu npoyupaHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - rekyio mobanno usnateane 3a Kpalius TOUKH
HA TeNIMHCApTaH, caMOCTOATENHO H B woMOHHauua ¢ pamunpun) u1 VA NEPHRON-D (Knuauuno
npoy4BaHe CBbP3aHO € palBuTHe Ha uedpomarna npu gxaber, npoBeaeno or MuHucTepcTBO TO
BBIIPOCHTE HAa BeTepaHHMTE) — Npoy4ykar ymotrpeOara Ha KomOmHamusra ot ACE umxubutop o
aHrnortenskn ll-penentopen 6noxep.

ONTARGET e npoy4paHe, mnpoBeneHO 0[P [AUMEHTH C AHAMHE3a 33 CHPASYHO-CLAORA HJIM
MOABYHOCHAORA OoMecT, WK 3axapen auaber THN 2, NPUAPYKEHH C JaHHU 3a YBpexk/jaHe Ha eeKTOPHH
oprani. VA NEPHRON-D e npoyusane mpu RauueHTH ChLC 3axaped aumaber tun 2 n puaberna
Heponarus.

Tean Npoy4yBaHHs HE NOKA3BaT 3HAYMM OnaronmpHATeH edexT BbpXy ObOpeuHHTe WHIHM CBpAEYHO-
CBAOBUTE NOCIEAMLH H CMBPTHOCT, KaTO CBINEBPEMEHHO €a HAOMOJABAHH TIOBHUIEH DHCK OT
XHAEPKIHEMHS, OCTPO YBpekJaHe Ha ObOpeuMTe W/HIM XMIOTOHHA B CpPAaBHEHHE ¢ MOHOTEPANHATA.
Karo ce umat npensuz cxoqHuTe UM dapMakoAHHAMHYHH CBOHCTRA, T€3H PE3yNTaTH Ca NIPUICKHMH H

3a apyru ACE nnxunburops B adrdotensun ll-penentopun Gnokepn.

ACE unxubuTopH M aHruorensud Il-penentopHu Onokepu cleOBaTeNnHo He TPsOBa Na ce H3NMON3BAT
eIHOBPEMEHHO TIPH NIALUEHTH ¢ JuabetHa HedponaTus.

ALTITUDE (Knuxuuno npoyusaHe NpoBefeHo ¢ aniCKApeH Ipy MAUHEeHTH ChC 3axapeH AHabeT tan 2 ¢
H3NMON3BAHE HA CBHPACHHO-CHAOBH H OBOpevun 3abonssaHus KaTo Kpaliud TOYKH) € npoydyrade,
NipeAHa3sHA4YeHoO [ja H3cienpa nmonsara oT JobaBiHeTo Ha AHMCKHpeH KbM cTaHaapTHa Tepanus ¢ ACE
WHXHOUTOp MAM aHTHOTeH3HH lI-penenTopeH Onokep mpH NAUHEHTH CbC 3axapeH aualer THm 2 M
XpoHuuyHo OnLOpeudo 3aGonsBane, CHPASYHO-CHAOBC 3abongBade uaM M xZsere. [lpoyusamero €
HpexpaTeHo NpexAeBPEMEHHO NOPany NOBHIIEH PHCK OT HeOnaronpuaTHy nocneauur. Kakro chpaedHo-
CBJIOBAaTa CMBPT, Taka W HACYITBT Ca NO-4ECTH B IPYNATAa Ha AIHCKUPEH, OTKOJKOTO B rpynara Ha
mnanebo, a NpeACTABIABAIINTE HHTEPEC HEXENaHH CBOHTHA M CEPUO3HM HEXENnaHH cCcubuTHA
(xunepkanveMusd, XMnoToHHA U OnOpeyHa AucyHkUHA} ce CHOOUIABAT MO-4ECTO B rpynara Ha
JTACKHPEH, OTKOAKOTO B rPynaTa Ha miauedo.

HemenanoMeH pak Ha koxara: Bb3 ocHOBA HAa HAJMYHUTE JNAHHH OT eMHIEMHONOTHYHH TPOYYBAHHA €
HaOmoNaBaHa 3aBHCHMA OT KyMyJaTHBHATa Ao3a Bpb3ka Mexay XXT3 u HMPK. Eano npoyvsaHe
BXJIIOYBA Honynanud, ckeroama ce ot 71 533 caydann na BKK u 8 629 cnywau wa CKK, 1 nonmynaius ot
ceotBeTHO 1430833 1 172 462 noaxopsamy xoHTponH. Bucokara ynorpeba na XXT3 (kyMynaTueHO
>50 000 mg) e cBEp3ana ¢ kopurupad OR 1,29 (95% JIH: 1,23-1,35) 3a JJKK 1 3,98 (95% [OH: 3,68-4,31)
3a CKK. Habnionaraua € AcHa BpB3ka KyMYJAaTHBHa J03a-0TroBop Kakto 3a BKK, raka # 3a CKK. Hpyro
npoy4BaHe MOKa3Ba BEIMOKHA BPB3Ka Mexay paka Ha ycThute (CKK) 1 excniosunusra va XXT3: 3a 633
Clly4ad Ha pak Ha YCTHHTe ¢ noabpasa monynaums of 63 067 nogxoaginy KOHTPOJH, KATO C& H3NMON3Ba
CTpaTerua 3a B3eMaHe Ha MpoOH, onpejeneHH OT pucka. [eMOHCTpPHpaHa € BPB3Ka KYMYyJarHRHA 103a-
otroeop ¢ kopurupas OR 2,1 (95% JIH: 1,7-2,6), napacteam xo OR 3,9 (3,0-4,9) 3a Brcoka ynotpe6a (~
25 000 mg} u OR 7,7 (5,7-10,5) 3a nafi-BHcoxara KymynatiuBua Jo3a (~ 100 000 mg) (Bx. cpli0 Touka
4.4).

5.2 (PapMaKOKHHETHYHEH cBoOifcTBa

Ha HHKOC OT BEIECTBATA.

Ab6copbiirg
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HpbecapTad ¥ XHADOXIOPOTHAIM], €A NEPOPATHO AKTHBHH AreHTH M HIABATA Ha THXHATA AKTHBHOCT He
W3Hckea Ouortpancopmaunus. Cnen mnepopanHe npunoxeHde Ha Hpbecapran/ XHAPOXNOpOTHA3UA
alcomoTHara mnepopanHa OuoHamuuyHoct e 60-80% u 50-80% crotBerHo 3a wupbecapran n
XHApOXAOpoTHA3HA. XpanaTa He NoBIusBa OHOHaNMuBOCTTa Ha HpOecapraw/ XuAPOXIOPOTHAIMA.
[IukoBUTE NNasMEHH KOHUEHTpamum ceé focturat 1.5 — 2 wyaca cne; mepopanHO NPHIOKEHME Ha
npGecaprad u 1 — 2.5 yaca Ha XHAPOXNOPOTHAHA,

Pasnpenenenye
CebpsbaHeTe Ha HpOecapTaH ¢ NIA3MEHHTE NPOTEHHH ¢ Oxono 96%, KAaTo CEBP3IBAHETO C KpPLBHHTE
KINeTbYHH eIeMeHTH € HeaHauuTenHo. ObeMbT Ha painpeaenenne na upbecaprad e 53 — 93 nutpa. Okoro
68% OT XHAPOXTOPOTHA3NA C€ CBBP3Ba C IUIa3MEHHTE MPOTEHHH, 2 BHAMMHAT 0DeM Ha pasnpeneneHue e
0.83 - 1.14 l/kg.

JInneiinocT/HenuHeHHOCT

Hp6Gecapran npodssBa JHHeHHA B OPONGPORORAIHA Ha Ao3aTa2 (apMaKOKHHETHKA APH A03¥ B MHTEPBaJ
ot 10 mg a0 600 mg. [Ipy nepopamHo npHUnoxeHKe Ha 103H Hajx 600 mg e HalmopaeaHa mo-Manka oT
nponopunoHanyara abcopOua, KaTo MEXaHW3MbT 3a TOBA He € H3kecreH. OBmKAT Tenecen u 6x0peyen
KIHpbe ¢a choTBeTHO 157 — 176 1 3.0 — 3.5 mi/min. TepMUHATHUAT eNHMHHALHOHEH MOAYKHABOT Ha
upfecaprad € 11 — 15 vaca. CraGuianr nnasmMeHH KOHLEGHTPAIMHA ¢€ JOCTHTAT B PAMKHTE HA 3 IHH chepn
3anovBaHe Ha ieYeHHE © eHa Jo3a JHeBHO. [IpH MHOTOKpPAaTHO NPHIGKEeHHE Ha NO3H, IPHEMaHH BEXHbK
IHeBHO € HafmoaaBaHO OTrpaHHuYeHo akyMylMpaHe Ha upOecaprad (< 20%). Iips nmpoyuBanusta ca
HaONIOAARAHH MO-BHCOKH B W3BECTHA CTENEH KOHUSHTpPALMM Ha Hpbecaprad upH #eHd ¢ XHNEPTOHUA.
BnnpexkHn ToBa, HAMA pauiHKka MO OTHOWEHHE HA CNHMUHALMOHHUS NONYKMBOT M AKYMYIHpaHETO Ha
upbecapran. He ce wsuckBa ajantupane Ha jo3ara npu xeun. Croiinoctate Ha AUC ¥ Cmax Ha
apbecapTay B H3RECTHA CTelNeH ca OUIN MO-BHCOKHA NPH NALKEHTH B HATpeNHANA BH3pacT (= 65 roaunm),
OTKONKOTO npx Mnanu cybextd (18 —~ 40 ronunu)}. Benpexu Tosa, KpaliHHAT eTUMHAHALHOHSH HOIYACHBOT
HE € MpOMEHEH chinecTBeHo. He ce H3HCKBa ananTupaHe Ha J03aTa NpY TaUHeHTH B HalpeAHana BL3pacT.
CpennuaT NnasMeH NOMYKHBOT HA XUAPOXIOPOTHA3H], Bapupa B [uanaloHa 5 — 15 uvaca.

Buorpancdopmanss

Cnel nepopaiHo WM HETPABEHO3HO mpuaoKeHHe Ha '*C upBecapran, 80 — 85% 0T pagMOAKTHBHOCTTA B
Ia3MaTa ¢ OTAaBa Ha HerpoMeHen upOecaprad. Mpbecapran ce merabonusupa B uepHHs ApoO upes
KOHIOHTHpaHe C TIMIOKOPOHMAW M okucidBaHe. OCHOBHHAT LMpKynupainl MeTabonuT e upOecapraH
TIIOKOpoHKA (Mpubausutenuo 6%). In vitro mpoyuBaHHATA NOKA3BaT, 4e HpOecapTaH Ce OKHCIABA
ocHOBHO oT IHToXpoM P450 enzum CYP2CY; n3oensum CYP3A4 nma MunumManesr edekt. Hpbecapran u
HETOBHTE MeTabONHUTH C& eMHMWHHPAT Npe3 KIThUKaTa B 6u6peruTe. Cien nepopanHo WIH HHTPaBEHO3HO
npunoxerne Ha “C npbecapran oxono 20% OT paNHOAKTHBHHA Tpenapar ¢ YCTAHOBABA B ypHHATA, a
OCTAaHANATA 4acT — B U3NpaxHeHusnra. [Jo-mManko ot 2% oT AosaTa ce eKCKpEeTMpa B ypHHATa Karo
HenmpoMeHeH upOecapraH.

Enumunnpane
XuapoxnopotHasAn He ce MeTafommsxpa, Ho ce emMMHHApa Obpo upes GpOpemute. Ilone 61% ot

TIepopaJTHaTa J03a C€ eNMMAHMpPa HelPOMEHEHa B paMKuTe Ha 24 yaca. XHAPOXNOPOTHASH NpeMHAABA
TNpe3 NIAYEHTaTa, HO He IpeMHHaBa KPbBHO-MO3bYHaTa SapHepa U ¢e eKCKpeTHpa B KbpMara.

Brbpeuro ypexaaHe: npr nauHeHTH ¢ Ob0peyHo YBpexKNaHEe WIH NPH TaKHBa, NOMTOKEHM Ha AHATH3A,
(apMakOKHHETHYHUTE TiapameTpun Ha upbecapraH He ce NpoMeHST cbluecreeHo. Mpbecapran He ce

OTCTpaHARaA upe3 XemMogHanu3a. [Ipy MAIMEHTH ¢ KpeaTHHHHOB KNHPBHC < 20 ml/min e xo IHO, Y€
CTHMHHALMOHHHAT NOMLYKUBOT HA XHAPOXIOPOTHA3HS C¢ YABMkaBa Ao 21 Haca, S
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YeproapoOHo yepesiaHe: Apd MALHEHTH C JIeKa 0 YMEpPEHa [IHpo3a, PapMaKOKHHETHYHHTE MapaMeTPH
Ha upbecapran He c¢ NPOMEHAT checTseHo. He ca npoBexIall NpOyYBAHHWA [IPH NALMEHTH C TEXKO
4epHOAPOCHO yBpeKNaHe,

5.3 Ilpenxandusny JaaHA 32 GesonacHOCT

Hpbecapran/ XuapoxAQpoTHA3HI: MNOTeHUWANTHATa TOKCHYHOCT Ha KoMOuHauuwsra wupbecapran/
XHAPOXIIOpOTHA3H] CNie], ePOPaiHO NMPHAOKEHUEe € OIlEHeHA B NPOYYBAHHA C NPOXBIDKHTENHOCT 0 6
Mecelia IIpH IUIbXoBe H Maxauy. He ca YCTAROBEHH TOXCHKOJIOTHYHA HAXOAKH € KIHHWYHO 3HaYeHHe 1o
OTHOLICHHe Ha ynoTpedara Mpy Xopa. ChneaHuTe MPOMeHH, HAOMOJABAHH TIPH TIBXOBE H MAKally, KOHTO
ca monydvaeann upbecapran/ xuapoxnoporHasuny B o3k 10 mg/10 mg u 90 mg/ 90 mg mHeBHO ca
HalmoaaBaHH CBIIO H NPH CAMOCTOATES/HA ynoTpeba Ha OTAENHHTE CHCTaBKH W/ MAM Ca BTOPHYHO
BL3HHKHATY B Pe3YNTaT OT IOHHXKABAHETO H4a KPBLBHOTO HanAraHe (He ca HAalmiogaBaHH 3HAYMMH
TOKCHKOJIOTAYHHK B3auMOZeiicTBIAA):

- MPOMEHH B G'BGPGHH’IB, H3pa3ABalH C¢ B JICKO NOBHWEHHE Ha CEPYMHATAa KOHUECHTpAIHA Ha ypea H
KpeaTHHHH H XHHEpHJ‘I&BHSi/ XHHEprO(bHﬁ Ha WOKCTAarnoMepynHHA anapar, KOUTO ¢a NPAKO CIEACTBHE OT
B3aMMOJEHCTRHETO HA npﬁecapTaﬂ C PCHMH-AHT'HOTCH3UH CHCTEMATA,

- TeKO NOHIKEHH CTOHHOCTH HA epHTPOLIHTHHTE NOKA3aTeNH (€PeTPOLIMTH, XeMOTI00HH, XeMaTOKPHT);

- MpOMAHA B L[BETA, A3BH H (POKAJIHA HEKPO3a HA CTOMALTHATA JIKTABALIA ca HAGMOAaBaAHH TIPY MANTBK Gpoif
NAbXOBE IIpH 6-MeceuHo TOKCHKONOTHHHO npoyuBade Ha Hpbecapran 90 mg/kg/anesHo,
xuapoxnopornazul 90 mg/kg/nuesno u upbecapran/ xuppoxnoporsasun 10 mg/10 mg'kg/nunesHo.
IMogo6un Ne3uu He ca HaDFOAABAHH NPH MAKALIH;

- NOHHNEHA CepyMHa KOHUEHTpallud Ha Kaluil, Ab/DKallla ce Ha XMADOXJIOPOTHA3HA M HYaCTHYHO
u3berHara, KOraTo XupoxJiIopoTHa3HE ce npueMa B komOHHauuA ¢ npbecapraH.

IMoeeueTo oT MocoueHATe NO-rope edeKTH c€ AsKAT Ha (apMaKONIOTHYHATA AKTHBHOCT Ha HpDecapTal
(bnoxupane uBxuOupanero Ha ocBoGoXOaBaHe HAa peHUH, OPeAN3BHKAHO OT aurvoTeHsuH-1I u
CTHMyJIMpaHe Ha KIeTKATe, 06pa3yBalli peldH) U ce HaON0AaBaT i MpyU HHXUOHTOPUTE HA ATHHOTEH3HH
KOHBepTHpauwlua en3uM. Tesu jausd HAMAaT ocofeHo 3HaueHHe 3a ynorpefara ua wHpOecapran/
XHAPOXJIOPOTHAZH/ B TEPATICBTHIHH AO3H MDH XOpa.

He ca nabmionamaHu TepaToreHHn ed)eKTH NMPM IUTbXOBE, TPeTHpaHH ¢ KoMOuHamuata mpbecapra u
XHOPOXJIOPOTHA3MA B J03HM, TOKCHMYHH 3a Mailfkure. EdekTHTe Ha KOMOuUHauusTa upbecapran/
XHAPOXNGPOTHAINA BEPXY (epTANUTETA He ca NPOYUBAHH B H3MHTRAHHA NPH JKMBOTHM, ThH KaTo W NpH
XKHMBOTHH, W NPH XOpa HAMA AAHHH 3a HeXENaHH PEakudH B TOBA OTHOLISHHE, KAaKTO NIPH CAMOCTOATENHO
npunoKeHHe Ha upbecapraH, Taka M NPH CAMOCTOATENHO TIPUICKEHHE HA XHAPOXIOpoTHasu), Benpeku
TOBA, TIPY MpOBEeAEHH NPOYUBAHHS IIPH KHBOTHH, ApYr aHTHOTeH3HMH-II aHTaroHMCT ¢ OKazan BIHAHHE
BEPXy (epTHANTETa, KOraTo € TPHJIOKEH camMocToATenHo, Te3w naHHM ca OMJIM YCTAHOBEHH M TpH
NPHICKEHHE HA [O-HUCKH JJO3H OT ChIMA aHTHOTeH3HH-1I aHTaroHucT, KoraTo e npuiIaray CEBMECTHO C
XHAPOXTIOPOTHASHA.

HsaMa JaHHR 33 MyTareHeH unH KnactoreHed eekT npH koMOHHanuATa uplecapTad/ XHAPOXIOPOTHAZH].

KapuyHOremHHAT moreRiMan Ha HpbecapTaH ¥ XHAPOXIOPOTHA3HA B KOMOHHANMA He e MPOYYBAHH NpH
JKHBOTHM.

TAPT€THUTE oprarm npM TNpHEM Ha JO3H, ompejeneBH B KIWHMYHATA WU
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npoy4BaHus 3a GesonacHocT BHCOKH A03H upbecaprad (> 250 mg/kg/nneBHo npu naexoBe H > 100
mg/kg/MHEBHO TIPH MaKallM) ¢a AOBENH IO NOHHXCHUE Ha NApaMeTpuTe, CEbP3AHH ¢ YePBEHHTE KPBBHH
KIETKH (epUTPOLMTH, XeMorno0HH, XeMatokput). [Tpum MHOrO BHCOKM ao3u (= 500 mg/kg/anesHo)
HpbecapTaH NpPUYHHABA JEreHepaTHBHA MNpomeHH B OLOpenuTe (kaTo HMHTEpecTHUMAaNEH Hedpur,
pazmupenHe Ha TyOyaure, Gazopunanu tTyGynu, nOBUIlEHH NNa3sMEHH KOHUEHTpaUMH Ha yped H
KPEaTHHHH) NpH [UTEXOBE H Makalld, KaTo T¢3H MPOMEHH ca ONpeleieHH KaTo BTOPHYHH, B Pe3ynTar Ha
XUTIOTEH3MBHUTE €(EKTH HA JIEKAapCTBEHHA NPOAYKT, BOXEIH A0 MOHWKeHa Onbpeuna nepdysus. B
AOITBIHeHHE, HpOecapTaH BOAH A0 XHTIEPIUIA3Hi/ XANepTpodusd Ha IOKCTATIOMepy/IapHUTE KIeTKH (TIpH
MIEX0Be NpH A03H > 90 mg/kg/nHepHO, NpA Makaly npH Ao3u = 10 mg/kg/nHeBno). Cunra ce, 4e BCUYKH
Te3H NPOMEHH Ca NPHYHHEHH OT thapMakonornunoto AeHcTeue Ha npbecapran. B TepaneBTHYHH AO3H
gpunoierviero ua HpbecapTaR MNpH Xopa He BOAM A0 Xumepmaasus/ xuumeprpedua  Ha
IOKcTarnoMepyiapanTe Kierki. Hama naHHM 3a MyTareHes, KJaCTOr€HEH H KapIHHOTEHEH MOTEHIUAN.

GepTHANTETLT H PENPOAYKTHBHOCTTA He €A 3aCeTHATH NPH NOYYBAHHA TIPH MBXKKH M JKEHCKH JLTbXOBE
J0pY H NpH NepopanuH fo3u upbecaprad, KOHTO NPUYHHABAT 3HAYUTENIHA TOKCHYHOCT NPH POJHTENNHTE
{or 50 1o 650 mg/kg/AHeBHO), BIUNOYBAILH CMBPT NPH Haji-BHcoKaTa no3a. He ca HabmonaBaHu 3HaYHMH
edextn BEpXy pos Ha XBATHTE TeNa, WMIUIAHTHTE WIM XupHTe derycu. WpbGecaptau He € moBIHAN
TPexHUBAEMOCTTA, PA3BHTHETO HIH PENPOLYKTHBHOCTTA HA NOTOMCTBOTO. [IpOyYBaHUATA NPH KHBOTHH
HOKa3BaT, Ye paquoakThHBHO Oemwsisad upbecapraH ce OTKpusa NpH (eTYCHTE NPH NNIBXOBEe H 3alilid.
Hpbecaptal ce eKCKpeTHPa B MAZKOTO TIPH KbPMEIH AABLX0BE.

IIpoyuBaHuaTa Ha upOecapTaH Npd XHBOTHH TNOKA3BAT NMPEXOAHH TOKCHYHH edekTH (yBeMHYEHHe Ha
Ob0peyHOTO JNiereHye, XHAPOYpPETEp HIM NOAKOXKeH efeM) NpH QeTrycu HA MIbXoBe, KOMTO MpeMIHABar
cliel paxaaHeTo. AGopT win panHa pesopOmua ca Habmionapanu fnpu 3aliM NpH 103H, TPHYHHIBAILM
3HAYHTENTHA TOKCHMHOCT 3a MaiikaTa, BKIIOYHTEHO H ¢cMBpPT. HuTo npH nibXoBe, HATO MpH 3aliM ca
Habni0oaaBaHA TepaToreHHH edekTi.

XHa0Xa0POTHAIHA: BBNPEKH Ye IIPH HAKOH €KCTIEPHMEHTAAHK MOIENH Ca NOYYeHH HECHTYPHH JaHHH 32
FeHOTOKCHYHOCT WM KAPUMHOTEHEeH e(eKT, CEPHOIHHAT ONHUT fIpH ymoTpeOara Ha XUAPOXMOPOTHAIHA
NpH XOpa HE € [oKa3an BPph3iKa MEKAY ynomeﬁa'ra MY H HapacTBaHe HECTOTATA Ha NOABA HA HEOILIA3MH.

6. GOAPMANEBTHYHH JTAHHH
6.1 CnBcbK HA DOMONHATE BEIUIECTBA

CupoepaHa ua TabaerxaTa:

JlakT0o3a MOHOXHApAT
IpexenaTHHU3IHPaHO HHINECTE

CunHlpeB JHOKCHI, KONOHUAEH, 0e3BOJEH
KpockapMenosa HaTpuii E468
MuKpokpHcTaTHa uenyiosa PH-102, E460
Marnesuer creapar ES72

PuAMOBO TOKPHTRE:

XunpoMenosa E464

JlakTroza MOHOXHAPAT

Maxkporox 6000

Turanos auoxcun E171

Yepsen sxenesen okcup E172 (camo 3a KOHBEPHA 300 mg/12,5 mg)

6.2 HechLBMECTHMOCTH
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He e npunoxumo.

6.3 Cpoxk Ha rogHocT

30 meceua

6.4 Cpennaiaun ycnoBHA HS chXpaBCHHE

Korato npoaykTsT € onakesaH B Henpo3padnd PVC/PVDC-Alu 6muctepn: Tosn nexapcTreH npogykr He
H3HCKBA CNICIMalHH TEMNEpaTypHH YCAOBHS Ha cbXpaHeHue. Jla ce cbXpaHsBa B OpHrHHamHaTa
0T1akoBKa, 3a 1a ce NpeArasH oT Bliara.

Korato nponykTsT e onakosad B npospaddu PVC/PE/PVDC-Alu Gnucrepy: Tosn JexapeTReH NpOAYKT
HE W3MCKBA CHELMATHH TEMAEpaTypHH YCNOBHA Ha cbXpaHeHue. Jla ce chbxpahdBa B OpPHrMHAIHATA
ONAKOBKA, 32 Jia ce NPeAnasH oT Bliara H CBETIHHA.

6.5 Bua u ceabpaxanHe Ha ONSKOBKATA

Qunmupannte TabieTkn ca OnakoBaHd B rpo3paunu Gnucrepu or PVC/PE/PVDC-anymunnil uin
Herpospa4ud Gnucrepd ot PVC/PVDC-anymuHmii.

Hanuynu ca onakoBkH, chAbpxaum: 14, 28, 30, 56, 60, 84, 90, 98 u 100 punMupanu TabneTku.
He BcuYKkH BHOOBE ONTAKOBKH MOTAT fa ObjaT mycHaTi B mpopaaxa.
6.6 Coenuanus npeAna3HH MePKH NPH H3XBLpIAHE

H#aMa cnenmManun H3IHCKBAHHSA.

7. HOPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos Str., 3011, Limassol, Kuntp
8. HOMEP(A) HA PAJPENIEHHUETO 3A YIIOTPEGA
KOHBEPM [ 150 mg/12,5 mg:

Per, Ne: 20170340

KOHBEPWJ] 300 mg/12,5 mg:

Per, Ne 20140213

KOHBEPHU/ 300 mg/25 mg:

Per. Ne 20140214

9, JATA HA ITBPBO PA3PEITABAHE/ MOAHOBABAHE HA PAIPEHIEHHETO 3A
YIIOTPEBA

Hara Ha MEpBO paspemasade: 14 noemepn 2017,
Hara Ha moceHo mofHoBABaHe: 18 centemspu 2019 r.

10. JATA HA AKTYAJNIMINPAHE HA TEKCTA

02/2020
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