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2. KonmagecTBed H Ka9eCTBEH CHCTAB
JIEKADCTBCHO BEHICCTBO:

Bisoplus AL 5/12,5

Beska rabnerka chABpxka: 5 mg bisoprolol fumarate (exsusanentesn ma 4,24 mg bisoprolol)
12,5 mg hydrochlorothiazide

Bisoplus AL 10/25

Bosxa 1abnetxa copppxa: 10 mg bisoprolol fumarate (exsusanerten ra 8.49 mg bisoprolol)
25 mg hydrochlorothiazide’

3a TOMOINRHTE BeIeCTBa — BEXK T. 6.1,

3. JexapcrBeHa hopma

thumvupanm TabreTRE

Bisoplus AL 5/12,5

Po3oBu 1o wepBeHH, KpEITM, OHKOHBEKCHM (HnMupanu Tabnerkd. Pereder ornewarsk “B-H” m
“5-127, ¢ penuTenHa 9epTa OT IBeTe CTPAHH.

Bisoplus AL 10/25
YUepeenw, XpBriH, ORKOHBEKCHY dumvupann Tabuerke. Peneden otmedarsx “B-H” m “10-257, ¢
JEIHTEHa JePTa OT ABETE CTPAHHA.

4, Knuaauan gapan

4.1. Ifloxazaans

Ecennmania XuiepTOHIS

JlexapcTBenara KoMOWHAIMS ¢ HOKa3aHa IPH NANHEHTH, HPH KOHTO KOHTPONGT HA KPBBHOTO
Halfrase He € aJeKBaTeH IIpH M3Nom3BaHe Ha bisoprolol fumarate u hydrochlorothiazide
CAMOCTOSTEHHO.

4.2. losupane A Ha9HH HA YHOTpeda
®urrcrEpanara 03082 KoMOHHamwA (5 mg bisoprolol fumarate/12,5 mg hyg
mg bisoprolol fumarate/25 mg hydrochlorothiazide) mMoxe Aa ce mpmij



KPHRHO HAMSraHe He C¢ KOHTPOJHMPA A7SKBATHO NPH H3IION3BAHE CAMOCTOATENHO Ha bisoprolol (5,
pecm. 10 mg) u hydrochlorothiazide (12,5, pecti. 25 mg.).

TipenopryBa ce HEAXBHAYAIHO TO3UPAHE ¢ OTAESHHATE CHCTABKIL. AXO KIHMHITYHO € NO-TIONXOAMINO,
MOJKE [ja Ce IPEMEHHE OT MOHOTepals KbM $UKCHpana KoMOHHAIHs.

IanpesTy B HanpeIHana Bp3pacT
Hopmanno He ce H3MNCKBa KODATHpaHe Ha [03aTa . TIperopbusa ce TO M@ CTApTHPA C BE3MOKHD

Hal-BHCKaTa A034a.

Brbpeyna # zepHonpoGHa HENOCTATEIHOCT

Tpr pamgenTsE ¢ Jexa JO CPefHo TeKka OsOpetuHa HEJOCTATHIHOCT (KpeaTHHITIOB KIHPBLHC
> 30 ml/min) B Nexa A0 CPENHO TEKKA YEPHOAPOOHA HENCCTATEUROCT HE C& H3HCKSA MCPITHPAHS
wa mosarTa. BBIpEKH TOBa, HPH NAIMERTH ¢ JEKO O YMEDEHO HapymicHIS Ha yepHOoApOOHaTa
HYHKLE ¢ HeoBROIM HeKapeKa ROHTPoX (BroK 4.4).

[Trs enmoBpeMeHH) OTKHOHeHHe Ha Opbpeunara n yepHOZpOoOHa QYEIITIL eNHMEHHPAESTO Ha
rounonenTa hydrochlorothiazide ot xowSumamiara bisoprolol fumarate/lydrochlorothiazice =
HaRIATEHO, TIOPaTH KOETO C8 IPSANOTHTa MO-HHCKO JO3HpPaHs (BIDK 4.4).

Flenm gon 12 rOHMEIT i IOHCGHIH
Jluyicsa omuT B nemmarpmera ¢ bisoprolol fumarate/hydrochlorothiazide, mopazm ToB#
H3OGA3EAESTO d3a TasH KoMORHaned He e IpeHopEIBa.

Hauwrg Ha MpHIarase ¥ NPONBIDKATEEHOCT Ha NEICHHETO

TuvupanrTe Tadnerky TpAOBa Ja Ce IpHCMar Ielk, ¢ MaJKO TeYHOCT Ba 2aKyCcKa.

Ciiep, TpOBIDKATEHO JeMeHHe - B YaCTHOCT TPH HANMYHE Ha HCXEMHYHA OCNECT Ha CRPUETo -
bisoprolol fumarate/hydrochlorothiazide Tps0pa ma ce crupa NMOCTENEHHO (MONOBKHATE OF J03aTa
3a 7-10 gHE), T.K. BHE3aIIHOTO COEPaHe MOXKE Ja HOBefe JO OCTpO BIONIABAHE HA CLCTOAHUETO KA
NANAEHTE.

4.3. LpoTUBONOKA3RHENIT

©  CBPBXIYBCIBHTENHOCT K6M hydrochlorothiazide ¥ npyTu THasumy, CyNdOHAMYAH, bisoprolol
MY KBM HIKOS OT ChCTABKHTE Ha IEKapeTBOTO _

s  ocTpa ChpASYHA HEOCTATHYHOCT B IPH JEKOMIEHCHpaHa CHPASTHA HEAOCTATHIHOCT,
HM3HCKBANA HHTPABEHO3HO HHOTPOIHO TEYCHHE

©  KapAHOTEHEH IMCK

¢ 2wunu3 crenen AV 6mok (Ge3 melic MEHKED)

o Sick sinus - CHHAPOM

©  cHHOarpHaneH OJOoK

EpamnKapara ¢ mo-MaKko or 60 yoapa/Mus NP ICUCHHETO

KECeH CTAZuY Ha TeprdepHa apTepualia oKIy3uBHa GonecT n cHEApoM Ha Raynaud

TexKa BPOHXHANEA aCTMA MM TEXKaA XpoHHuHa 06cTpyXTHEHA Genopobua Sonect

verabonuTHa anuac3a

pedpakTOpHa XEIICKAIHEMES

TEXKA XHITOHATPUEMAS

XUTEPKATTHEMUST

TexKa 656peuna HEOCTATHYHOCT ¢ ONUTYPHS WM aHYPHS (%

A/ME cepyMeH KpeaTuHml > 1,8 mg/100 ml)

©  QCTHP INIOMEPYIOHEDPHT
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TEKKa JEPHOAPOOHA HEOCTATHYHOCT, BKIFOUHTENHO YePHOApoOHa HpeKoMa i KoMa
HeAexyBaH peoxpoMonuToM (B 4.4)

ojarpa

6pemengoct (BrK 4.6)

KkepMere (Bux 4.6)

o emHOBpeMeHeH npuem pa floctafenine u sultopride (uwx 4.5)
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4.4. Coemransn IpOTHROMOKAZAHES M CHeNNANEH OPeRyIpemReHHz 3a yrneTpeba.
BaumarenHo HabniofeHne ce H3HCKBa IpH:
o ChpIeYHA HEZOCTATHIHOCT (pH NAUMEHTH, KOHTO eJHOBPEMEHHO AMAT ¥ CTa0MIING XDOHIYHA
CBPIEYHA HENOCTATHPYHOCT € HeoOXOmMMO JIeYeHHEeTO Ja 34lCYHe Kare MOHOTepamnii ¢
bisoprolol fumarate, npunaratixy cnenyana Gasa Ha afanTApane Ha 03aTa)
GpouxocmaseM (GpONXHANHA acTMA, 00CTPYKTHBEH 3a00MNABaHEI Ha JIIXATEIHTE B THITa)
>  EHEOBPEMEHHO JIEYCHUE C HHXaNAIHOHHE dHECTSTHIM
»  Diabetes mellitus moxa3Ban IMPOKH OTKMCHEHWT B CTOHHOCTHTe Ha KpPEBYATE 3axap,
CHMOTOMUTE Ha XNHOTIHMKEMHI MOTaT Aa ¢a MaCKHpaHy
CTPHKTHO IOCTSHE
HpH AecencuOHMI3HpaHe

\V Gnok - [ eTenen
Prinzmetal-aHrusa
vepubepEa apTepHAIHE OKILy3HBHA Gorect (RB3MOXHO € YCHIPaHe Ha OINIaKBAHIATA, 0CO0SHO
B HAYANOTO Ha JSUSHHETO)
HHIIOBONEMHAL
OTKIIOHEHES B YEPHOAPpodHATa HyHKIA
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Tipu GpoExuanHa acTMa WM APYra XpOHWIHa o0CTpyKTHBHA Gesoppobua Gomect, XOATO MuKe Fa
NPHOIHE CHMITTOMH, TpIOBa 'efHOBpPEMEHHO Fa ce mpuiara ¥ OpOHXOIWNATHPAaIo JIeYcHHE.
Tomsaxora mpH acTMarTHYHO OONHH TAlHEHTH € BH3MOXHA Pe3UCTCHTHTHOCT Fa IHXaTSIHIITES
IBTHIIA, HOPaIK KOSTO Z03aTa Ha B2-CTHMYyTasTsa MOXKe Ja C8 YBeIHTH.

Hamumero Ha  hydrochlorothiazide mpE  OpoOZBIDKHMTENHO  HeueHHe ¢ bisoprolo)
fumarate/hydrochlorothiazide Moxxe na xoBefe IO HApyWIEHHE Ha  BOAHO-CIIEKTPOIHTHOTO
paBHOBECHE ¥ IO-CHEHMANHO O XMIIOKANHEMHs,  XMIIOHATPHEMES, XHIOMAlHE3HEMHA,
KUOOXIIOPEMES, KAKTO ¥ O XATePKaTITHEMHSL '

XENOKAIHEMAITa YICCHSBA PAIBUTHETO Ha TEXKKH apHTMHH, B JacTHOCT torsade de points, XoHTO
MOXe ma e QaraneH.

MeTaboNuTHA aNKajo3a MOXe Ja Ce BIOHIH UOpPajH HapyIleHue Ha BOLHO-CHEKTPONMTHOTO
PABHOBECHE.

Kakro mpyrure Gera Gnoxepw, bisoprolol mMoxke Aa YBENHYH UYBCTBHTEAHOCTTZ KbM ANCPIeHH,
KaKTO H TexecTTa Ha aHadQHIaXTHIHHTE PEAKITHH Ja Ce YBEINuH. ANpPEHaNHH He I0Ka3Ba BUHATH

OYJaKBaHug TCPalCBTHICH C(bE:ICT .

TIanuenTH ¢ HCOPHA3MC HIM C aHAMHE3A 32 ICOPHasHC TpA0Ba na m3Mnon3sar Oera Onoxkepn (Haip.
'/—.~\.

rolol) ensa cnex
anda peuenTopsa 6rokaga.



Ilpy nevenne ¢ Gera Gnokepn (Hamp. bisoprolol) cHMITOMHTE Ha THPEOTOKCHKO3a MOrar Ja ce
MACKHPAT.

Heuenne ¢ Geta Grokepn (ganp. bisoprolol) He TpsOBa BHE3ANHO Aa ce curpa 6e3 SCHH HHTHKaul.
3a moseue wHPpopmains BIK 4.2.

TIpn nanuenTH ¢ XONeIETHA3a € CHOOIIEHO 32 OCTPH XOJNEIHCTHIR.

Sabenescra

ITo Bpeue Ha MPOABIAWTSIRO JedeHne ¢ bisoprolol fumarate/hydrochlorothiazide e meoGxonmrc
DErVIAPHO 4 Ce KOHTPOJHPAT CEpyMHHTE SASKTPONHTH (HO-CIeNHatHo Kawmi, HaTpuH, Kalmuii)
KpeaTHHHEA ¥ YPeATa, CePYMHUTE JIIHI (XONECTEPON U TPHIIHIUDHIK), NEKOHATA KICENMTHA,
KAKTO B KPHBHATA 38Xap.

Tlo Bpeme Ha newente ¢ bisoprolol fumarate/hydrochlorothiazide, nammenture TpaGsa Ja nprerar
HACTATLYHO TEUHOCTE, KaKTo 1 OoraTa ¥a kammil xpapa (Hanp. Gamadw, SeICHUYDH, SHKH) 32 A2
KOMIIEHCIDaT eB2RTyalEaTa 3ary6a Ha xamii. 3arybarta Ha Kamnuil MOxke Za Ce KOMICHCHpa K Ypes
SAHOBPEMEHHO IIPHEMANS KaNkHi-Chrpanapatny ANy PeTHIH.

4.5, JIemapeTBeHY W SEYIE BIanICECHCTRE

Oonia rrdopMarig
Tpadea na ce mwa IpefBHi, [ MOpafd CMYIEHNA B CEPYMHOTO ChEBPKAHIC Ha Kajuli, HAKOM
JIEKAPCTEEHN IPOMYKTH MOTaT Ka ObAaT HOBIHAHHE.

IpoTHBonOKa3any KoMOUHAHY

Floctafenine: Bisoprolol moxe na maxubupa IcomnencaTopHaTa CBHPISIHO-CHIOBA PEAXIHA KEM
floctafenine-unaynupana XENOTORMS HIIH IIOK.

Sultopride: enEOBpeMeHRHOTO npuemaHe ¢ bisoprolol moxe na nxoBeme HO YBEIMUYEH PrCK OT
BERTPHKYIApHA apHTMAS.

KorOunanu, KouTo He C& HpeuoppyiBat

Fanyuegu anmazonucmu Kamo 6epanamiil i NO-MaAKO OUAMUa3zem: OTPULATENHO BIHANHE BEPXY
KOHTPEKTHIHOCTTAa H &IPHO-BEHTPHKYNApHOTO MpOBeXpaHe. MHTpaBeHOZHO NPIUIOKCHEE HA
BepanaMul IPH HaHeHTH, KORTO oa Ha JedeHne ¢ Gera OIOKepy MOKe fa NoBeNe JO XUIOYOHHA B
ATPHOBEHIPHUKYIApSH OIOK.

Clonidine: Vemraen puck or “rebound XunepToHMA, KaKTo M 3HAYUTENHO HaMalgBaHe Ha
cEpAedHaTa 9ecTota I 1posoimmoct. Heobxonumo e clonidine na 6bAe COpsH, ako HAKONKO AHH
TpejIH TOBA € CIPAHO NedenneTo ¢ bisoprolol fumarate/hydrochiorothiazide. Expa Torasa Moxe #a
3aOYHE OCTENeHHOTo W3KIHoyRase Ha clonidine.

Monoamunoorxcudasuu unxubumopu (oceen MAO-B wuuxubumopr): TIOBIHSB2 XHIOTEH3HBHYS
edexT Ha P-OnoKepHTe, HO YBEIIMYABA PHCKA OT XAIEPTEH3UBHE KPH3H.

Heanmuapummuynu 1eKapcmeeny npoOyKmy, KOumo Mo2am oa
astemizole, 1.v. erythromycin, halofantrine, pentamidine, sparft




cnydail Ha xunoxanmemus TpsaOBa [a ce IpHAAraT JEKapCTBEHH MPOAYKTH, KOMTO HE MOrar ja
TpHYHBHAT torsade de pointes.

KomGuHanug, konTo TpsOpa fga ce NPHIIAaraT ¢ BEEMAHHE:

Kanyueer anmazonucmu, xamo Ouxudponupudunosu Oepugarmi (Hanp. Hugedunun): YBemrden
PHCK OT NHIIOTOHHS, ocofeHo B HayamoTO Ha jAedyeHuero. IIpH NMalMEeHTH ¢ NATEHTHA ChpAedHa
HENOCTATHUNOCT, SRHOBPEMEHHOTO IedyeHHe ¢ OcTa ONOKEpH MOXe Ha JOBede HO CEHpAEdHA
HENGCTATHYHOCT.

ACE unxubumopu (Hanp. KGUMONPUR, EHAIANPIR). PHCK OT CHIIHO CHANAHe Ha KPEBHOTO HaJACAHE,
0coGEeHO B HAYANOTO HA JICUSHHETO.

Fage-I aumugpunauunu Rexapemeent RpOOYKmu (Hanp. OUSONUPAAND, XURUOUR): BB3MOXHO €
yeunpsaHe #a ed)exTa BRPXY BPEMETO Ha aTPHATHATA IPOROJHMOCT M YBENEYABAHE Ha HETATHBHIA
IIEOTPONICH edeKT.

Faee-II aumuapurivasanu nexopeniseny npodyiony (anp. amuo0apor); BEIMOAKHO € YCHIEAHE HE
eDeKTa BEPXY BPEeMETO Ha aTpraliaTa IPOBOKAMOCT.

Haxou aumuapumaiieiy Aerapemseny npe0yrnt smozam 0a wpedussuram torsade de pointes: Kiac
IA nexspcrBesEm TpomykTH (HE3CIMpaMBZ, XUHHAWH), aMHONapoOH, cotamon. Tpalsa na ce
OPSLOTEPATH XOTIOKANESKMEA 11 ako e HeodxouumMo ma ce xoprrupa. QT marepeana Tpadea O3 ce
cregt. B enyuait ma torsade de pointes me TpsOpa xa ce [apaT aHTHOPHTMHIE (EINCKTPHYSCKHE
HefCIHEr).

Uapacwuzammco,mmfemuqu (GFCIHO‘!H??ZEJIHO T?ZCZKPMH).' MOXKE Ja CC YBCHHYHE BPEMETC Ha arpio-
ECHTDHXYNAPHATE IIPOBOIHMOCT.-

Reserpine, alpha-methyldopa, guanfacine unu clonidine wmorar ja [oBeNar KO CHIHO CIIAN2HE HA
KpBBHOTO Bayarage, CHpACIHATA HeCT0Ta HiTH Jia 3a0arIT CEpASYHATA NPOROAHMOCT.

Hpyeu 6ema Gnoxepy, 6K1. KanKil 3a 04, UMaT aAATHBEH ePEKT.

Hucynun  unu Opyeu npomueoduabemny NeKaApCMEEeHU KpOOYKHIM. YBENHUABAT €(eKTa Ha
LOHFIKABAHE HA KphbBHATa 3axap. Brokupasero Ha Oeta ajpeHOpELENTODHTE MOXE Ja Mackupa
CHMITTOMHTE Ha XWOTTHKEMU.

Anecmemuyu: otcnabpane Ha pedieKCHATA TaXHKap[Jis U YBENHJYaBaHe Ha pHCKA OT XHIOTOHHA.
TIponemxapagero Ha Gera OIOKAIATA HAMAJIBa PHCKA OT apUIMMS IO Bpeme Ha BEBEXAAHE Ha
HapKo3a ¥ HETyDanng. AHeCTe3HONOrEYT TpsaOra #a Obpme HHbOpPMEDPAH, axko HalHeHTa Holdydasa
6era Onoxepn.

Juzumanucosy enurozudu; yABIPKABAHE BPEMETO HA aTpHO-BEHTPHKYNApHAaTa NpoBoxuaMoct. llpa
XANOKATMEMHS M/UIH XHIOMAardHe3deMHd, pa3BUTa II0 BpeMe Ha Jevenwe ¢ bisoprolol
fumarate/hydrochlorothiazide, chpIEIHEAT MyCKYJN, MOXKE Jla ITOKAKE YBENHYSHA YyBCTRHTEIHOCT
KBM CBDACYHH TIHKO3MOH, KOSTO Aa JOBEkE O MOTEHIMPAHE HA TeXHHTE e(DEeKTH K HEXKeNaHn
JEKapCTBEHH peaxilyiy.

Hexapemeenu npodyxmu, uHxubUpawju NPOCIA2IAHOUH(
edexr. [IpHrarageTo Ha CanHIIMIATH BBB BHCOKH JO3H
edeKTH BBPXY LICHTPAIHATA HEPBHA CHCTEMA.

BaT XHIIOTCHIHBHHA
GXHHTEC TOKCHYIHHTS



IIps HAUMEHTH, pAsBHBAUlA XHAINOBONEMYS EIHOBPEMEHHOTO HPHIOKCHHME HA HECIepouoHu
NpOmMHBOGLINANUMEN CPeOCMEA MOXE Ia IPOBOXHPA 0CTPa OBOpedra HEROCTATHIHOCT.

Epzomasunosu Oepugamu: NepAQEpHH HHPKYNAIHOHHE CMYIICHIA.

Cunnamuroymumenuyy;: KOMORHEpaHeTo ¢ GHCONPONON MOXe A2 Hamany edekTa H Ha jparta
JNEKAPCTBEHH NPOAYKTA. BHCOKH N03H Ha eXMHEdDHH MOXKE Ja ca HEOOXOMMMH 32 NedeHme Ha
ANEPrHYHE PeaKIIkH.

Touyurnuyny aHmudenpecaniny, apounypamy, (QeHOMUOUHY, KAKMO U GHIUXUNEPIMENZUSH
Jexapeimncery npodyKHL yEEINYaBaT eeKTa Ha IORMKaBaHE Ha KPBBHOTO HalArate.

Puchanmpu: nexka pelyxiis Ha IUIA3MEHHS MOJIYKMBOT Ha OHCONPONON, BEPOATHO MOpamd
HEZYKIES HA YepHOApOSHATE MeTaGoMHsupaIng ersiMe. Hopuarno KOPeKHs B A03HPAHeTo He &
HeoGxopaMa.

EdextoT Ba NEKAPCTBEHH IMPOLYKTH, HORUMCACAIYY RUKOHHAMA KUCEANHA MOTKE [Ia C8 YEBIDKA IpU
eHEORPEMEHHOTO praarare Ha bisoprolol fumarate/hydrochlorothiazide.

EnmoppeMenHoTo Hpunaraese Ha bisoprolol fumaraie/hydrochlorothiazide n amoxoxopnmmoudn,
ACTH, carbenoxolone, amphotericin B, firosemide wiy nrorcamusy MOXe Ja TDPSNI3BLKE
yBenHyapage 3arybara Ha xanui.

EQSKTbT Ha MUOPENaKcaimi oW mun-Kypape MOXe Jia Ce YBEIWTH HIH YABILKA OT bisoprolol
fumarate/hydrochlorothiazide.

IMutoctarims (cvclophosphamide, fluorouracil, methotrexate): TpsOsa Ba ce OYAKEa yBeMHMIcHA
TOKCHYHGCT BEPRY KOCTHHR MO3BK.

Cholestyramine, colestipol: namanssar abcopOmara #a hydrochlorothiazide ot xoMGrEHIpats
nexapeTBer mponykT bisoprolol fumarate/hydrochlorothiazide.

Methyldopa: xemonmsa, mekama ce Ha (opMupane na amruTena KM hydrochlorothiazide ca
OHMCAHH B H30NUPaHH CIy4al.

Jpyru xoMmOuBauuu, KOMTO TpsabBa Ja C€ M3MONRBAT ¢ BHHMAHHE Ca NEPOPATHUINE
anmuroazynanmy (AETETpoMGOIUTHAAT eeKT MOXE Jia Ce HaMaill 3pe3 H3IoN3paHe Ha THASHNN)
g npobeneyud (BaManspa JEYPETHIHOTO NeHCTBHE).

KoMOunarnmy, W3ncksammy o0ceKIane
Meflogine: ypenvaeH puCK 0T OpajuKapias.

4.6. BperenBocT ¥ KbpMERS
BpemersoCT

GpeMeHEOCT. BeTabloKepuTe MOrar ia IPHYEAST OpaguKapaus,
deryca mnum HoBopogmeHoro. Hydrochlorothiazide moxe mo
HOBOPOAEHOTO.



Krpumene
Bisoprolol fumarate/hydrochlorothiazide me Tps6pa na ce m3moA3Ba MO Bpeme Ha KBpMeHe, T.K.

hydrochlorothiazide, a BeposTHO u bisoprolol ce ekckperupaT mpe3 MalNHHOTO MIAKO,
Hydrochlorothiazide moxe xa HHXHGHpa OPOAYKIMATA Ha MATHHO MITIKO.

4.7. BexTH RBPXY crecofnoeTTa 32 micdiupane i pafora ¢ MaImImn
Bisoprolol fumarate/hydrochlorothiazide waMar wnm HMmar HesHaunTeneH c(eXT BLDXY
crocobHocTIa 3a mohHpage ¥ YIPaRIcHUE Ha MallHa.

IIpu mpoydsade HpH HANNEHTH G KOPOHAPHO ChpOeYHO 3abondpame bisoprolo] me Hanmaissa
crocobgoctra 3a modipage. Obave, Hopali¥ WHAUBHIYANHH OTKIQHEHHZ B DEAKIUATE KHM
ICKapCTBEHNA HPOMYKT, CHOCODHOCTTA 3@ HIOMHpAaHe K YIpapiAcHWe Fa MAIINHH MOXE Ia OBAe
nananena. Tosa TpaGea Az ce Mya UPSUBAA OTIACTH, 0cO0EHO B HAYANOTC Ha JIEYEHHETO, NpoNaRa
B JISYEHNETO, KAKTO H IPY KOMOHUHHpPAHE C JIKOXOIL

ATy P B - -
“oUs KREINEIATII JSKEDCTREEII POArLSI

CroSmenuTe HeeIaHA NEKapCTESHE PEAKINTH HA TOSH NEKAPCTESH GPOXYRT C& OTHACAT THaBHO 10
HeroBIre GapMakoIorHIsi edeKTy.
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*Te3s CHMOTOME ce cpemar ocobeno B HAYANIOTO Ha JIEUEHUSTO.

ClIyday JNEKO H 3CCTO IPCeMHHABAT ClIiCk 1-2 cexvuny.,




Creyuanna 3abenesicka

Knppuusy CHMITOME Ha XHOOKANeMHS: OTIaAHalioCT, yMOpa, MYCKyAHa cnadocT, IapecTesH,
napesy, anaTHs, agWHAMES Ha [I4IKaTa MYCKYNaTypa ChC 3aieK, MeTCOpHM3IBM HIH CHpACHHA
ApUTMYES, TIAPATHTIYEH MIEYC, CMYIIEHRS B CE3HAHMETO, KoMa i mpomeHH B EKT.

Jleuensero Tpabsa fa ce EPEeyCTatoBy HPH:

pedpakTOpHE HAPYHIEHHT B SNEKTPOMUTHIA banauc

OPTOCTATHYIHYA HapyIIeHH

DearaIyy Ha CEPBXIYBCTBHTEIHOCT

TPOIBIDKUTENHE TACTPO-HETECTHHAINE CMYIICHEY

cvyarenss B ITHC

HAHKPEATHT

TPOMEHHE B KPHREVWTE KNETKY (2HEMES, ISBKONEH s, TPOMCOIETONeHIS)

OCTEHD XONECTAZAC

HAIYRe ¥a BaCKyIHTI

BIIOHISBAHE HA CHIIECTBYBalia MEOTHA

0 KOHIEHTpAIHA HA CEpYMEH XpeaTiHnH nosede o1 1,8 mg/100 ml mmz xpeatsiHHEoR KIMPLHS
<30 mg/min.
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4.9, ilpereosnpane

CHMOTOME Ha TpeHO3Hpase BKIICURAT OpafuKapiusa, XHIIOTORI, 6pox—1mcnasmvz, 0CTpa CHELHSTR2
HENOCTATHYROCT ¥ CMYIIeH I B nporexpanero npa EKT.

Epajmrapini B cHeZCTBHE HA TIPSNO3UpaHe ce jeKysa ¢ avpomuH (1 5o 2 mg HETPSBSHOZHO),
H3OMpeHANMA HIH BpeMene neHc-Melixep. Crnafagero Ha KDPBBHOTO Haugrage ce JNEryea ¢
BHTPABCHO3HY TEYHOCTH U 8K0 & HeoOX0MHIMO BasOIpecOpH Karo KaTeXoNaMIHH.

BpOoHXOCIasEM MOXKE JA C& FEKyBa ¢ TeOo(IIINE ¥l TeodhHNHHOBY AEPHRATH MK OeTa-) It eTHYHE
NEKAPCTBEHA HPOXYKTH.

Ax0 e mMuHano kparko speme (0-2 Faca) OT NPERO3UPAHETO, MOXKE I8 C6 NPSANPHENe IIPHLrIate Ba
AKTHRCH BBINEH M HPOMMEBKa Ha croMaxa. Heobxomumo e ja ce CHEeOIT CBpAeYHaTa 9ecrola,
EPBBHO HANATaHE, eNeKTPONHETEH K Imoko3eH Oananc. XeMonanKsata He YBENHYasa 3HAUNTETHO
eIMEEUPAHET0 Ha OHCOIPOIIOL.

5. DapmareiorHuEE NAHHE. k
5.1. @apmarormEeMudEy ceoicTR2 )
DapMakoTepareRTHYIHa IPyIa; CelieKTHEBeH OeTa O10Kep ¥ THA3H/
ATC-rpyma CO7BB07

Bisoprolol
Bisoprolol mpencraBisapa Gera ONokep, KOHTO 3aeMa MEXHHHO MIACTO OT INefHa TOUKA Ha
nrnoGHAHOCT/XupodhHIHOCT. Bisoprolol TpHIEKaBa BHCOKA B1-cemexrusHOCT

(“xaprpocenexTrBHOCT") 0e3 BRTPSIHO CHMOATOMUMETHYHO NeHCTBHE. H 0e3 KIMHUIHO 3HAYHM
spaurM MeMOpamocTabmimsupary  edexr. Upes Onokupane Ha chpredsmre Oera pelenTopH
bisoprolol moTHCKa 0iroBOpa KBM CHMIATO-aIpPCHEPTHYHATA AKTHBHOCT. 10BA INpHYIHAHAES
HaMaIPIBaHe Ha ChpAeYHAaTa JeCTOTa i KOHTPAKTHNHOCT K ITO TO3Y HAYMH HaMaliBa KOHCYMalyiTa
Ha KHCHOPOJ, OT CHPACTHIA MyCKYN.

Hydrochlorothiazide
Hydrochlorothiazide e GeH30THATHA3MHOB JEPABAT, KOHTO IBPBHYH
eKCKpElss H BTOPUYHO JIOBHINABA OTACIAHETO Ha YPHHATA, IPE3 OCM



HatpueBusaT Tpanciopt ot 6s0peunnte TyOynH JO KpBBIa ¢ HHXHOHpaHo. ToBa mpemoTBparssa
Hatpiepata peabcopbing. Harpryperuanuar edekT ¢ DpHApYKeH 0T yBEIHyYeHHRe Ha KallHesara i
MarHe3ueBa eKCKpEeIHs.

Hydrochlorothiazide wmxubupa npefOMHBAHTHO HATpHEBATa aOCOpONuA B mucTanHms TyGyn, Taxa
Ye OKk0JI0 MaxcuMmainuo 15% oT Harpud, IpeMEHABAlN TIOMEDYNHaTa (QHATpals MOXE Ja ce
exckpeTHpa. Konmu4ecTBoTo OTeNeHH XIOPHAH CHOTBETICTRA Ha HATPHEBOTO H3IbUBaHE.
Hydrochlorothiazide nmpuyrHaBa CBUIO ¥ YBENHYABAHE Ha KalMEBATA SKCKpPEHHs, KOSTO  3aBHCH
OCHOBHO OT KAJMERaTa CSKpenys B JHCTANEHMTe H cpduparenan tydymu (yoemnueHa obMaH:
MEWHy MHATPHEBH ¥ KauuepH Homy). CanuypeTHUHHAT HIH JHYpeTHSHMAT edexkr wa
hydrochlorothiazide me ce nrosnHaBa OT aFN03a MAKM ATKAN034A.

Cropocrra Ha ruomepynga QEITPAINLIIe B HAYaNOTO € HaMalleHa A0 JeKO yasmpueHa. o ppene B
OPORGIEKATENHO Neyenre ¢ hydrochlorothiazide kammmesara exckpemig npes Ondpenuts
HAMATeHa, OPag KOeTo & BE3MOKHA XEIEPRANMeMIL
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Hydrochlorothiazide wmamamgsa nepudepHaTa pe3HCTEHTHOCT HPE? OTHYCKAHE HA IIanKata
MYCKYNATypa Ha KPbROHOCHMTE ChIGBE.

pn nampeRrs ¢ xXpoEuuHa OBOpedHa Hef0CTaThYEOCT (KPEaTHHHHOB KIMPHHC TIO-MEJKD OT
30 mi/min #/unn cepymen Kpearumsaux oxono 1,8 mg/i00 ml) hydrochlorothiazide e orwactn
meeextuBer. llps namuentm ¢ Oxlpesma u  ADH-uyscremrenen” diabetes insinidus,
hyérochlorothiazide 1nsa apTHAUypeTEYCH €PEKT.

5.2, DapPRIaKOKHIIe TN CECHCTRR

Bisoprolol

broBanEIHOCTTA Ba bisoprolol oT ¢umvupanuTe TabneTku € oxono 90 %. Bisoprolol ce abcoptups.
DOYTH IBAHG (> 90 %) OT CTOMAIMHO-4PERHHS Tpakt. JaelHo ¢ MHoro cmad first pass ederrt B
yepHAT Apod (< 10 %) pesynrapa e aGcomoTHa GropamigrocT oF 88 %. Bisoprolol mome na cz
TIpHena Ha IIpa3eH CTOMAX WM TIo BPeMe Ha 3aKycKa, 0e3 10Ba ha ce 0Tpasy na abcopCrasTa mii
Gronammauocrra. CBEP3BEHETO Ha IUla3MedwTe HpoTenHE®m ¢ bisoprolol e oxomo 30 %.
IaTodusnonoraysyTe TPOMEHA B [Ia3MEHHTe OPOTEHHY KaTo al MIMKOIpOTEHEH, He Tpabpa 2
HMa eexT BBRPXY (apMaKoKHHeTHKaTa Ha bisoprolol. IlmkeT Ha nnasMeHaTa KOHIEHTPAIL
oGHKHOBEHO ce mocTHTa cien okono 1-3 waca cnen npmemanero. Bisoprolol npuresxasa ymepena
TENOMUIHOCT W N[O Ta3y NPHIHHA C& CBBP3Ba ciabo ¢ NnasMenNTe IPOTeHHH, HErOBHAT 008 Ha
pasopenenenue e 226 £ 111 (x £+ SEM).

Bisoprolo] ce otcTpangsa OT opraHu3Ma 9pes JBa, CKBHRBAICHTHO eEKTHBHY KIMPHHCOBH IETHIIA:
IOMOBHHATA OT HEIC ce TPaHCQOPMHpZ J0 HEAKTHBHM MeTalOoNiIH B depHHS Lpob ¥ TaxXHara
eKCKpenus npes OnOpeluTe, a Apyrata MONOBHHA C& EKCKPETHpa KATO HENpPOMEHEeHa CyOCTaHmuA
mpes OvOpenmurte. [lrasMenmar enEMuHaUHOHeH nonyxueor e 10-12 gaca. Cp.e m AUC-
croiiHoctaTe Ha bisoprolol B steady state ca OmOeKkBHBaNEHTHHA BBB (HKCHpauaTa KOMOHHANHL C
hydrochlorothiazide u Mononpenapara.

Hydrochlorothiazide

Crnen nepopanso npunoxenre oxono 80% or hydrochlorothiazide ce abeopbrpa or cToMamHO-
gpeBHns TpakT. Crcremuara HanuguoctT ¢ 71 + 15%.

pasoperenerue e 0.5-1.1 Vkg.




Hpu sppasu xopa moseye oT 95% ot hydrochlorothiazide ce exckpernpa xpes 6u6penure karo
HenpoMeHeHa cybeTannusg.

IIpu nopmanma 6rOpeuna QyHKIHA eNMMHHANHOHHOTO BpeMe Ha HONYXHBOT € 9-13 waca, IuxeT
Ha IUTa3MEeHaTa KOHIEHTPalys o0HKHOBEHO ce NOCTHIA ciel 2-5 Jaca.

To3m mepHo ce yBenugapa Npy HATHIHE HA HaManeHa 0p0peyna QyHxims i e oxono 20 yaca IIpH
HAISHTH ¢ TepMHHAIHA 650peyHa HeAOCTATHIHOCT.

Hayperranar edexr sanogsa B paMxuTe Ha 1-2 Yaca ¥ B 2aBHCHMOCT OT [O03aTa Ce IOAEBPA 38
10-12 vaca. AHTHXHOEPTEH3UBHIWAT eQeKT IPOABIDKaBa 10 24 gaca.

5.3, Hipenxavunam Jamny 32 0e3ouscHocT

IpeknuHaaHE CTAHTAPTHI TECTORE (FBIr0CPOTHA TOKCHIHOCT, MyTArEHHOCT, TEHOTOKCHUNOST K
E2pHHEOTEHSH TECT) MOXa3Bar, ye bisoprolol mnu hydrochlorothiazide pe ca roxcuynyu 3a Jomex.
Kaxro ppyrure OGera Onoxep:m bisoprolol BBE BHCOXH JO2H, YpH HPOYIEGHHS BEDXY
CHCECPHMCHTAHE RIROTHNA, NOKazBa TOKCHYHE e(exTH BBPXY mMalixaTa (HaMaiiBa HpIena Ha
¥paHa ¥ TerOoTo Ha TANOTO) ¥ KbM eMOpHoHa/PeTyca (YRenndana pesopduusTa, Haralspa TerioTo
Ha UOKOJeHHETO, 00paTHO (JH3HYECKO paspHTHE Ha TANOTO 10 Kpas Ha NawTanpata). Biscprolol
xarro 1 hydrochlorothiazide ge ca reparorensy. Jlnmcpa yBeNdasade HA TOKCHYHOCTTA, KOTATO
IBaTa KOMIIOHEHTa ce NplieMaT e{HOBPEMEHHO.

& Crapmsmen iy KOs

¢.1. Comresk Ha MOMOMIHTTS BEHecTR2

‘fabperxa: microcrystalline cellulose, calcium hydrogen phosphate, pregelatinised maize starch,
cclloidal anhydrous silica, magnesivm stearate - MEKPOKDPHCTANHA NETYRO32, KANIEER XHAPOTeH
pochar, NpeKeNaTHHAPANO UAPSBEYHO MIIIeCTe, KONOUIEH CHNHLIEER ANXHIPH, MarkeaLes
cTeapar.

Dummpaina obsuska: hypromellosz, dimeticone 350, macrogol, titanium dioxide (8 171), iron
oxide red (E 172) - xanpoMenosa, IIMETHKOH 350, Makporoln, TuTanmes gaoxcus (B 171), vepnen
xeneseH oxeny (E 172).

¢.2. QriERo~XHMITUHT HeChBMeCTIMOCTH
Jo MOMEHTA He ¢a HO3HATH.

6.3. Cpox Ha roguect
CpoKsT Ha FOHOCT & 3 TONHHIL

Cinen msTudane Ha CpoKa HA TOMHOCT, MOKA3AH HA OHAKOBKaTa, JIEKAPCTBOTO HE tpabea ma ce
H3MOJNI3BA ITOREYe.

6.4. Crienmanyn yoNOBLS HA CHEDAHeHN?
Ha ce cpxpasgsa B OpHIHHANNATS OTAKOBKA.
Ja ce cexpangsa nop 30 ° C.

6.5, Jaumm 3a onaKosKaTa

bimctep ot PVC/PE/PVDC/AL
Oprraranan onakoskn ot 30, 50 1 100 Tabnerkn

6.6. Yrazapxe 32 ynorpeda
HaMa coermmansi a3scksanug
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7. Hme i agpec Ha MPHETEX2TENS Ha Pa3peHIeHEeTo 32 yueTpeda
ALIUD® PHARMA GmbH & Co. KG

Gottlieb-Daimler-Str. 19

D-89150 Laichingen

Germany

E-mail: info@aliud.de

8. Permcrpaumenes Np

8. laTa ma nbpRO pazpemapane 3a ynoTpeba

18, Jara ma awryaiM3anes Ha TeKeTa
apryer 2003
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