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ML THUTERA ATEHLNS N0 NEKAPCTBATA

K pam—;r; ;;E;nmcmuxa Ha npogykma [lNpusoxerue 1
1. UME HA JIEKAPCTBEHMS ITPOAYKT LKhM Pea. Ne ........... "e ‘0 MD 0/¥/ ............
CITUWJIAKTOH 100 mg dbuiMupanu TabaeTkH Paspeweiue N
SPYLACTON 100 mg film-coated tablets  BG/MAMP - .. @29 ....... ztg “
OgobpeHue Ne ..........ocveeeeeran, /.

3. KAYECTBEH M KOJWYECTBEH ChCTAB e censssssssssssssssssne

Besika punMupana Tabnetka chabpka 100 mg ciMpoHOJIakToH (spironolactone).

3a MbJIHUS CITUCHK Ha TIOMOIIIMUTE BELIECTBA, BXK. Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tadieTka.

CITUJIAKTOH 100 mg ca KpbIiiu, ABOHHOM3ITbKHAIN TaDJIETKH € )KbJITCHUKaBO-OPAHIKEB LIBAT C
JIEIUTE/IHA YepTa OT €/lHaTa CTpaHa..

4. KJIUHAYHUA JAHHUA

4.1 TepaneBTHYHH NOKA3aHHS

3a KOMIUIEKCHOTO JICYEHHUE Ha:

- 3acToiHa CbpAe4YHa HEOCTAThYHOCT,

- YepHoapoOHa LHUpO3a C aCLMT H OTOLIH;

- MaJiurHeH acLur;

- HedporuueH CHHAPOM,

- JluarHosa M Jie4eHUE Ha IMbPBHUYEH aJ1JIOCTCPOHU3 M,

Jleuata Tps6Ba jna ObJarT JieKyBaHM camoO IO PBKOBOACTBOTO Ha mneauarsp. Hamudnure
e MaTpPUYHM JIaHHHU Ca OrpaHUYEHH (BXK. TOUYKH 5.1 U 5.2).

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bv3pacmmnu

3acmoiina cvpoeuna HedoCmamvyHoCm
O6uuaiinara aHeBHa J103a € 100 mg CrIMpOHOJIAKTOH, PUJIOKEH KATO €/IMHAYHA UIH pa3/IeJIeHH J103H.

[Tomyrbpskamiara 1o3a TpsOBa ja ce onpejesis MHIMBHIYalHO, B 3aBUCHMOCT OT CBHCTOAHHETO H
TeparneBTHYHMS OTroBOp Ha nauuenTa. [Torbpxkama AHesHa 1o3a: 25 mg - 200 mg.

Tearcka cvpoeuna neoocmamvynocm (NYHA knac II-1V)
Bb3 ocHoBa Ha npoyuBanero Randomized Aldactone Evaluation Study (RALES: Bk cbiio TOUKa

5.1), crangaprHaTa Tepanus TpsAOBa Jia 3anoyvHe ¢ /103a OT 25 mg CIUPOHOJIAKTOH BEAHBXK JIHEBHO,
aKO HUBOTO Ha cepyMHUAT Kanuii e < 5,0 mEg/L, a Ha cepyMHHUAT kpeaTuHHH € < 2,5 mg / dL. llpu
NnalMeHTUTEe, KOUTO MOHACAT J0o0pe j103aTa oT 25 mg BeJIHbXK JIHEBHO, /103aTa MOXE /1a C€ yBEJIH4H
10 50 mg BeJHBK JHEBHO, aKO € MOKa3aHO KJIMHHYHO. [IpK naieHTuTe, KOMTO HE MOHACAT 1103aTa
oT 25 mg BeAHBXK JHEBHO, /103aTa MOXE Jla ce HaMalIu /10 25 mg npe3 JeH. 3a yKa3aHus OTHOCHO
MOHUTOPHUPAHETO Ha CEPYMHUS KAJIM M CepYMHHS KpeaTHHHH, BX. TOYKa 4.4. ey

Yepnoopobna yuposa c acyum u omoyu
JlHeBHara ji03a ce onpezens or chorHouienero Na'/K' B ypuHara.
- Tlpu cwvotHowenue > 1,0, npenopbyuresnnara anesHa no3a e 100 mg;




- Tlpu cxotHoweHwMe < 1,0, npenopbunTenHara aHeeHa 103a ¢ 200 — 400 mg.

[Toanbpxkamata JHEBHA 1032 Ce ONpeac/ia HHIWBUAYATHO.

Manuznen acyum
Hauanua qHesHa ao3a — 100 — 200 mg.
B mo-Texxu clydad JHEBHATA A03a MOXKe Ja Obae MoBHIIEeHa MOCTETICHHO A0 400 mg, kaTo cnen

MOCTHraHe Ha HEOOXOAMMHA TepaneBTHHMEH KOHTpPOJ, MNOJAbpKallaTa [o03a ce onpeacni
MHAMBUAYATHO B 3aBHCHMOCT OT ChCTOSHHETO H OTTOBOPa KbM TNPOBEKAAHOTO JIEHCHHE.

Hegpomuven cundpom
O6uuaitiaTa aHesHa f103a € 100 — 200 mg. [lpu Te3n OonHM TMPOAYKTHT C€ MpHiara camo ako

TEPANUATA C KOPTHKOCTEPOUAH € HEIOCTATLYHO €(PEKTUBHA, ThA KATO CIIMPOHONAKTOH HE MPUTEKABA
MPOTHBOBL3NATUTEIHO ASHCTBHE M HE TIOBIHABA OCHOBHHA NMAaTONIOrHYEH MPOLEC.

Jluaznosa u reuerue Ha NbpPBUYEH ANOOCMEPOHUTBM
CrniHpoHONakTOH Moxke Aa Obje U3MoN3BaH KaTo HayaleH AMArHOCTHHEH TECT 3a YCTAHOBABAHE Ha

npeanojaraeM NbpeHMEH XUNEpanaoCTEPOHNIBM IIPH NMalfMCHTH Ha HOPMAJICH XPAHHTCIICH PCHKHM.

TIpoIbLIKHTENEH TECT: CIMPOHOIAKTOH ce Nnpuiara B iHeBHa 1o3a 400 mg B npoas/keHHe HA 3 10
4 ceqMHULIA. KOpeKIHATa Ha XMINOKAJIHEMUATA H XHIIEPTOHKMATA € OCHOBaHME Ja CC NPHUEME HATHYHE

Ha ITbPBHYEH XHNECPALAOCTEPOHHUIEM,

KpaTKOCpOYEH TECT: CITMPOHOJIAKTOH ce Mpuiara B mpojb/keHue Ha 4 AHW 1o 400 mg. Ako
CepyMHHTE HUBA Ha KanHg ce MOBMILAT B TO3HM MEPHOA, HO Ce€ MOHIDKAT CNIE] NpeKpaTiBaHe Ha
IpHEMa, MOXe Ja ce NIPHUEME, UE CE Kacae 3a ITbPBHYEH XHNEPAIA0CTCPOHUIBM.

Crnien OCTABAHE HA MPEANONaracMa AMarHo3a XUnepaygocTepoOHH3bM € HeoOX0MMO J1a ce MpoBeaar
O-JAETAMIHH H3CIEABAHH, a CIIMPOHOIAKTOH MOXKe Aa Obe NputoskeH B auesHa no3a 100 - 400 mg

KaTO NMOArOTOBKA 338 XHPYPrU4HO JICYEHHE,

[Tpu naUMeHTHTE, KOUTO He ca NOAXOAAIIHM 33 XUPYPrHiHa HHTEPBEHLMA, CITHPOHOIAKTOH MOXeE Ja
ce mpunara KaTo TNPOABIUKMTENHa NOAAbPKAIA Tepards B HaH-HMCKAaTa e(eKTHBHA 1033,

OMpenesIcHa 3a BCEKH OTIENIEH CITy4aH.

Cmapyecxa év3pacm
[Ipenopnupa ce 3aMOYBAHE HA JICUEHKETO C HAH-HHUCKATa 1034, KATO TA MOCTENEHHO ¢€ TUTpPHpa 10

NOCTUraHe Ha MakcHuMaieH GnaronpusreH TepaneBTuueH eekr. Heobxoaumo € BHHMaHHe NpH
MALMEHTH C TEAKKH YepHOAPOOHH ¥ 6BOpEeUHH yBpEeXKAaHHS, KOUTO MOraT Aa JOBEeAAaT A0 HapyLICHHUA
B MeTabonM3Ma M eKCKpeLMATa Ha JIEKapcTBOTO.

IHecuampuurna nonyaayus
[IpenopbunTenHaTa AHeBHa fo3a € 3 mg/kg T.M., KOSTO Ce MNpuWiara B HAKOJKO OTAEHH TIpHEMA.
WHauBuayanHaTa J03a ce ONpeaesis B 3aBUCHMOCT OT TePaNeBTHYHHA OTrOBOP M MOHOCHMOCT (BXK.

TOUKH 4.3 U 4.4).

Jenata Tpsafisa 1a 6bAAT AEKYBaHK caMO MO/ PbKOBOJICTBOTO Ha NteAWaThp. HalHyHKTe NeAHaTpHYHH
JaHHH ¢a OrpaHH4eHH (BXK. TOUKY 5.1 1 5.2).

HauyuH Ha npuioxeHHe
I[lepopanHo nprIOKeHHE.




4.3 IIporuBonoxka3aHHA

- CBP’bX‘l}’BCTBHTEJIHOCT KbM AKTUMBHOTO BELIECTBO HJIH KbBM HAKOC OT NOMOILIHUTC BCLICCTBA,

H30poeHH B TOUKA 6.1;
- AHypus 1 Texka Gu6peuna nexocrarsuroct (éGFR < 30 ml/min/1,73 m?);

- Bbp30 HACTHIBALLM KK TEXKKH HapylueHua Ha 610peunara QyHKLNA;

- Xunepkanvemus (HUBO Ha cepyMeH kanmuii> 5,0 mmol/l) npu 3anousaHe Ha JICUEHHETO,

- bonect Ha ARMCOH.
[MpoayxTsT He TpAGBa Na ce nMpwnara eOHOBPEMEHHO C NPYTH KanWH-ChXPaHABAILH JNYPETHLM
(BKIIIOMHTENHO erviepeHon). He ce npenopbuBa npHeM Ha Kanuii-Chabpxaiy 100aBKH WIH ABOHHA
RAAS 6okana ¢ xoMOuHauMa or HHXUBHTOP HA aHrHOTEH3WH-KoHBepTHpaluid eH3uM (ACE) u
aHrHoreHzuH-peliemopeH 6nokep (ARB), nopaau puck oT HHAYLMpaHE Ha XHIIEPKANTHEMHUA.

CNMPOHONAKTOH € NPOTHBOMOKA3aH NpH NEUAaTPHYHH MALMEHTH ¢ YMEPEHO [0 TeXKO OBOpeUHo
YBpEXAaHE.

4.4 CoenHaJHBE NpeAyNpexACHAA H NPEeANA3ZHA MEPKH IpR ynoTpeba

Boano-enexTpoanTen Hananc

[1pH steueHHe ¢ MPOAYKTA € HeOOXOAMMO MPOBEXKAaHE HA PEeOBEH KOHTPOJI Ha BOAHO-CNIEKTPOJTHTHHA
6ananc. ToBa ce OTHacs 0coOeHO 3a MAallMeHTH B CTAPYECKa BB3PaACT, KAaKTO H 38 TC3H ChC 3HAMHMO

yepHoapoOHO U OLOpEeYHO YBpekKaaHe.

CoITbTCTBAlATA yHOoTpeba Ha JIEKapCTBEHH MPOAYKTH, 338 KOUTO € M3BECTHO, |€ MNPUTEKaBaT
XUNEPKATHEMHSA Y CITHPOHONAKTOH MOXE J1a IOBEJIE JI0 TEXKKA XUNIEPKaTHEMUSL.

XHnepKanMeMus MoXe Aa ce HaGmoaBa NpH MALUMEHTH ¢ HapylweHa 6nOpeuHa QYHKUHS WM
MOBHILIEH NpHeM Ha Kanui. Ta moxe Ja JoBeAe A0 CbpACYHHM HApYUIEHHUA, KOWUTO B HAKOU CaydaH
MoraT Aa 6baaT datanny. B ciyuail Ha XHMriepkanueMus, NPUEMbT Ha CITHPOHONIAKTOH TpAbsa fa Obae
[pEeKpaTeH W /1a Ce MpeAnpUeMaT aJeKBaTHM MEPKH 32 HOpMa/IM3HMpaHe Ha KaJMeBHTE HUBA (BX.
TOYKM 4.3).

BHUMATENHO NPWIOKEHHE HA NMPOAYKTA CE Hajara Mpy NalMeHTH B TEXKO 00LI0 CHCTOAHHE, IPH
KOHTO JHYPE3aTd € HaMaJICHa, MOPaaAH BUCOK PHCK OT XHICPKATHEMHA.

[TpunokeHyeTo Ha CIIUPOHOJIAKTOH TpAbBa [a ce H3BLPLUIBA C MOBHIICHO BHHUMaHHE NpH MalyeHTH,
NpeapasnoyIoXeHd KbM MeTaloNMMTHA MITM PECTMpaTopHa auuiaosa. ANKAc3aTa MOTEHUHWpa
XHIEPKATHEMHYHHTE edEKTH Ha CITHPOHONAKTOH, a TOH OT CBOS CTpaHa MOTCHUHHPa Pa3BUTHETO Ha

alMAo3a.
B13MOKHO € A3 ¢e pa3BHe JWTYLHOHHA XHIIOHATPHEMHS, OCOOEHO NPH €THOBPEMEHHO NPHIIOKEHHE

¢ ApyTH anypeTHLH. [IpoayKTET ce npuwiara ¢ BHUMaHHE NPH NAUHEHTH ¢ XHTIOHATPHCMHA,

O6parima xunepxJopeMyvHa MeTabonuTHa alna03a, OOMKHOBEHO ChUeTaHa C XMMEpKATHEMHUA, €
GHna nOKIaABaHA NMpPH HAKOH MAalHElTH ¢ JAEKOMNEHCHpaHa 4epHoApoOHa uMpo3a Ha (oHa Ha

sanaseHa 6bOpeuHa QYHKLIMA.

EnsoBpemeHna ynorpefa Ha CIMPOHONAKTOH € JpPYrM Kanui-CbXpaHABAlld AHYpPETHUM,
AHIHOTEH3HH-KOoHBepTHpalM eH3UMH (ACE) uBXMOHTOpH, HECTEPOWAHH MPOTHUBOBB3NMAIMTCIIHH
cpencTra, aHrdoTeH3uH Il aHTAroHMCTH, annOCTEPOHOBH OJIOKEpH, XeMapuH, HHCKOMOICKYJS

XEMapHH WJIH JAPYTH JieKapCTBA, KOMTO MPUYHHABAT XMNCpKaiveMus, Kaiuesd Nobas
Gorata Ha KanMii WIM 3aMECTMTE/M Ha COJI, CHABDKAILH Kajui, MoXe Ja AOBEAS
XuliepkaiueMus,




¥Ypes

O6paTHMO NOBHIICHHE Ha CTOHHOCTHTE 11a KPLBHATA Yped € OWilo J0KJ1aABaHO NPH JIEYEHHE CBC
CIIHPOHOJNAKTOH, ocobeHo Ha ¢oHa Ha napylueHa 6n6peuna QyHKIHA.

XunepkaJueMus NPH HANMEHTH ¢ TEXKA ChPACIHA HEJOCTATHLYHOCT

XuneprannemMuara Moxke Aa Opae daranHa. M3kiouHTEHO BAXKHO € a C€ CIeAH H KOHTpPO/IHpa
CEPYMHHAT Kaauit NpH NalMEHTH C TeXKa ChpJAeYHa HEOCTaTBHHOCT, NPHEMALUH CMTHPOHONIAKTOH,
M36sreaitre ynotpefara Ha Rpyrd Kanuif-cbXpaHasamy auypernuu. Hsbsarsaiire ynotpebata Ha
MepOPATHH KATUEBH 100aBKY TNIPH NALHEHTH CbC cepyMeH Kanuid > 3,5 mEqg/L. [lpenoppinTenHo ¢
MOHHTOPHHIBT Ha Kamull M KpeaTHHMH [4 ¢€ M3BBpIliBa HAa cJHA CEAMHIA CNC/ 3aroYBaHe WU
MOBHILIABAHE Ha J03aTa CMTUPOHOJIAKTOH, €XKEMECEHHO 38 MLPBUTE 3 MeceLa, C/ICA TOBA TPUMECEUHO
B [IPOBJDKEHUE HA eHA r'ojJMHa, a cJic/ TOBA - Ha BCekH 6 Meceua. JIeyeHHeTo ChC CIIMPOHOJIAKTOH
Tps6Ba Ja ce MPEKPaTH WK [a ce NpeKbCHE NPH CTORHOCTH Ha cepyMHMA kanuid > 5 mEq/L win
cepyMeH kpeaTHHuH > 4 mg/dL (Bx. Touka 4.2).JIeKapcTBEHHAT IPOAYKT ChABPHKA KaTO MOMOIIHO
BELIECTBO JAKTO33a MOHOXMAPAT, [OpaJy KOETO MALMEHTH C PelKH HacNeJCTBEHHM npodieMH Ha
raakTo3Ha HEMOHOCUMOCT, Lapp nakraseH Je(HUMT WIH IMOKO30-TajlaKTO3HA MaldopMaLus He

TPAOBa a npHeMar TO3M NPOAYKT.

[Teouampuuna nonyrayua
Kanuii-cbxpanapaliute OUypeTHLM Tpsabsa Ja ce H3NOA3BAT € [OBHIICHO BHHMAHHC HpH

XUMEPTEHIUBHH MNEJHATPNYHH MALMEHTH C Jieka ObOpeyHa HEeAOCTAaTHYHOCT, MOpagd PHCK OT
xuitepkanneMua. (CIMpOHONIAKTOH € NPOTHBOMOKA3AH 32 NPWIOKEHHE NNPH NeAHATPUYHH MalHEHTH
¢ YMepeHO Wiy TexKo 616pedHo yBpesKaale; Bx. Touka 4.3).

4.5 BiaumoaeHicTBHe ¢ APYIrH JEKAPCTBEHH NPOAYKTH B ApPYr# ¢popMH HA B3aMMoAeHCTBHE

Kombunayuu, npuvuHasayt xune pranuemiul
EnHoBpemenHara ynotpeba Ha lekapcTBa, 38 KOUTO € H3BECTHO, e NIPHUMHABAT XUITCPKATHEMHA CBC

CMIMPOHONAKTOH, MOXKE 18 OOBEIE A0 TEXKKA XHMepkaanemus. B HorrbjHeHHE, €AHOBPEMEHHATA
ynotpefa Ha TpUMeTONpuM / cyndaMeToKCasos ¢b¢ CIIMPOHONIAKTOH MOXKE ia A0BEAE 10 KAHHHUYHO

JHAYHMa XHTICPKAJTITHCMHA,

Jluzoxcun u Opyzu cvpOeunl 2nuKo3IUOU
CrUpOHONAKTOH MOXE Ja MOBJTHAE ONpeAe/IAHeTO Ha IIIa3MEHHTE KOHLCHTPAlHy Ha AHUrokcuH, Mima

C'bOﬁU.lEHHH ye CHHPOHOH&KTGH BOJXH OC NOBHIUABAHC HA IV1a3MCHHTE MTHIMNOKCHHOBH KOHLUCHTpAIIHH
H MOXe aa [OBIMge DHPGRGHHHBTG Ha InasMeHHMA OHUTIOKCHH. an naitucHTH, I[IpHCMAIIHA

eIHOBPEMEHHO JIMIOKCHH W CTIHPOHONAKTOH, OTTOBOPBT KbM JIEHEHHETO ¢ IUrOKCHH TpAOBa Aa Obae
OLIGHABAH CNpPAMO AHIOTCHBOBUTE IUIa?MEHU KOHICHTPALUH, HE3aBHCHMO OT TOBA, Y€ TOYHOTO HM
onpeaensHe Moxe Aa He Oble NMORIHAHO OT MpPHEMAHETO Ha CNHPOHONAKTOH. B ciywaid ue e
HeOOXOMMMO fIa Ce KOPHUIHpa M MHAMBHAYATHINPA JHEBHATA 1038 AHIOKCHH, MALHEHTHTE TpsadBa
cTporo Aia 6bAaT KOHTPOMMPAHH 32 €BEHTYATTHO NOBAIIABAHE WY HAMANABAHE HA TePareBTHIHHA

eekT Ha AMTOKCHH.

Anmuxiinepmenausnu cpedcmaa
Moxe Za cc Habnoaasa NoTeHUMMpaHe Ha cekTa Ha aHTUXMIEPTCH3UBHUTE CPEACTBA, MOpaay
KOETO '€ BBbIMOKHO A3 CE€ HAJMOXKM TAXHATa A03a fAa OBnAe MNOHWKEHA NPH BKIOYBAHE HA

CNIUPOHOJIAKTOH B TEPANEBTHYHATA CXEMA.

ACE unxuburopu — nopaau toea, ue ACE unxubHTOopHTe BOAAT [I0 HAMAJIABAHE 1A npony mm‘h" ”EH%

ANAOCTEPOH, HE TPAOBA 1a Ce M3MOI3BAT SAHOBPEMEHHO CHC CMTHPOHONAKTOH, 0COOCHO NPH/HMMPHTL | o
¢ w3paseHo ObOpeuHo yBpexnave. &/ RPN g



AsrnoresauH Il peuenTopHM aHTaronuCTH (BaJICapTaH, nocapraH) — €IHOBPEMEHHOTO MM
MPWIOKEHHE CBHC CITMPOHOJIAKTOH € NPOTHUBOMNOKA3aHO MOPAAH PHCK OT XHITEPKATHEMHA.,

Hecmepoudnu npomueows3nanumentiyu cpeocmeaa
HecTepouaHH NPOTHBOBB3NANMTENHM CPeJCTBa MOTaT fa oTcnabsT HaTPHYPETHUHWA edeKkT Ha
AWUYpETHLMTE B pe3yaTaT Ha MHXMOuLMA Ha OBLOpeuHMs CHHTE3 Ha MPOCTarNlaHAWHH. Hanune e

OBHILCH PHCK OT HEPPOTOKCHYHOCT W Pa3BHTHE HA XHIIEPKANHEMHA B CTYUaH, ITPH KOUTO HCIIBC,
0coBEHO MHOOMETALMH, Ce IpWI4AraT e€/HOBPEMEHHO CbC ChHpoHosakToH. HupomeraunH n
MeheHaMMHOBA KHCETMHA MHXHOKHPAT eKCKPELMATa Ha KAHPEHOH, HAMAIABAHKH Yy peTHHNA eexT
HA CNKPOHOJAKTOH. AULECTH/ICATHLIANIOBATA KHCEIHHa MOXE JAa JAOBENC N0 HaMaldBaHC Ha

NAUYPETHUHHA €(DEKT Ha CIIHPOHOJIAKTOH.

Huypemuyu
EnHOBpEMEHHOTO NMPUIOKEHHE Ha CITMPOHONAKTOH € APYTH KalHH-ChXPaHABallM AHYPETHLM, MOXE

na joseie A0 xunepkanveMusa. Kanuesuar xkaspenoat (MeTabONHT Ha CIHPOHOJIAKTOH) BOAH J0
pa3BUTHE HA MUCIIOMHA JIEBKEMH 1IPH IUTBXOBE.

Liuxnocnopun
EnHOBpeMEHHOTO NPHIOKEHHE € KaNHi-ChXpaHABAIM AWYPETHLM MOXE Ja NPeU3BHKa Pa3BUTHE

Ha xunepkandemus. [Ipu HeoOXOAHMOCT OT EAHOBPEMEHHO NPWIOKEHHE HA IMPOAYKTHTE €
HEOOXOAIM CTPUKTEH PEAOBEH KOHTPO!! 112 KATHEBHTE HHBA B CEpPyMa.

Kopmurxocmepouou
ExHoBpeMEHHOTO TPWIONKEHRHE HA CIIHPOHONAKTOH C (MIYAPOKOPTH3OH MOXKE Ja AOBEAC IO

MapajOKCalHO NOBMIWIEHHE Ha Obn0pedHata Kanuesa ekckpeuus. [lpu HeobxomumocT OT
eAHOBPEMEHEH NpHEM e Heo6X0qHM CTPHKTEH NEPHOANYEH KOHTPOI Ha KATMEBUTE HHBA B CEpYMa.

Kymapunosu anmuxoazynarmiu
HeobxoanuMo € peryasapHo peryyinpane ua nporpomounosoTo speme wiH INR ripu npekpatasane wim

BKJIIOYBaHE Ha CITMPOHOJAKTOH B JICHEHHETO Ha OOJIHH, NPUEMAUIM KyMapyUHOBH aHTHKOAryJ1aHTH,
KAKTO M XOA4 Ha JIeYeHHeTo. B1L3MOXKHO € 1a ce HaNoXH HHAMBHAYATU3HpaHe Ha R03aTa Ha BaphapHH
¢ Oryieq NoAABPKAHE Ha HEOOXOAUMHTE HHBA HA AaHTHKOAry 1ALy,

JTumueeu npooyxmu
EnHOBpPEMEHHOTO MPHIIOKEHHE Ha CIIMPOHOIAKTOH ¢ JIMTHEBH MPOAYKTH MOXE Aa MpeIU3BHKa
NOBHUICHHE HA CEPYMHHTE HHBA Ha JIMTHA M JIMTHCBA MHTOKCHKALMA B pe3yaTaT Ha HaMalleHa

JINTHEBA eKcKkpelms. B Te3u cyyan ¢ HEGOX0MUMO PEROBHO NpociesBaHe Ha IUIa3MEHUTE JIMTHEBH
HKBA B ITHPBATA CEAMMIIA OT HAYAIOTO HA NpHeMa Ha COMPOHONAKTOH MNH clie]] MpeKkpaTABaHe Ha
Herosata ynorpeba. OOuMKkHOBeHO ca HeOOXOMUMH MO-HUCKH JO3H JIMTHEB TMPOAYKT INpH
€IHOBPEMEHHO JICUEHHE CHC CITHPOHOTAKTOH.

Lpyeu

[Topans ToBa, 4e KapOEeHOKCENIOH MOKE /1a IOBEAE JIO 3aJIPbXKKA HA HATPUH U TOBA OT CBOA CTPaHa Ja
JROBEAE JI0 HAMaIgaBaHC Ha eheKTHBHOCTTA HAa CMHPOHOJAKTOH, €AHOBPEMEHHOTO MM TIPHIOKEHHE

TpAGBa faa ce H3dArsa.

CIHPOHONAKTOH HaMalsBa ChAOBUA OTTOBOP KbM ACHCTBMETO Ha HOpaapeHanuH. Heobxoaumo e
BHUMAaHHE NIPH NALMEHTH, IPH KOUTO ¢€ HaJlara perHoHaNHa WM ollna aHecTe3ud, B nepnoja Ha
MPOBEXAAHE Ha JIEYEHHE CbC CITHPOHONAKTOH.

[IpHeMbT Ha KanuA-chABLpXAINM N00aBKH € MPOTHBOMOKA3all, C HM3KIIOYCHHE Ila Cy4aHTe Ha
H3XOAHO HaMaJIEHHE HIIM W3YepliBaHc Ha KaTtHeBaTe Huea. [Ipn neobxoaumoct ot npuig

TaKHBA NPOXYKTH € HeOOXOANM NEPHOAHYEH KOHTPON Ha CEPYMHUTC HHRA Ha CEKTPOI




B jgombhiHEHHE KBM JPYFHTE JIEKAPCTBEHM NIPOJYKTH, 33 KOHUTO € M3BCCTHO, Y€ TPUUHHABAT
XHIEPKAITHEMHSA, CHITHTCTBALIATA yroTpeba Ha TPUMETONPUM/CY1(aMETOKCa30 (xO-TpUMOKCA30)
CBC CMIMPOHOJIAKTOH MOXE Aa JOBEAC JIO KJIHHHYHO 3HAYMMA XHIICPKIITHEMHAL.

CrupoHONaKTOH He TpsabBa Ja cc Mpuiara iipy NaUMEHTH, TIPUEMALLY TAKPOIMMYC, NMOPaAH PHCK OT
pa3BUTHE Ha YMEPEHA 0 TEXKKA XHICPKATHEMHA.

EAHOBPEMEHHOTO MPHJIOKEHHE C XJIOPNPONAMHI MOXKE /12 TIOBULLH PHCKA OT XHUITOHATPHEMHAL.

I[Tpu ¢uryopoMETPUYHO M3CedBale, CITUPOHONAKTOH MOXeE fAa HHTep(EpHpA OMPEE/IAHETO Ha
BeulecTsa ¢ NoJoOHH MIyOpeCcLEHTHH XapaKTCPHCTHKH.

CnupoHOIaKTOH yBenH4yasa MeTabonuamMa Ha aHTHITHPHH.

VnorpefaTa Ha aKOXOJI MOXE /12 MOBULIK PUCKA OT OPTOCTATHYHA XHIIOTOHHA.

4.6 BpeMeHHOCT, PCPTHIHTCT H KbpMCHE

bpeMeHHOCT
CNMpOHONAKTOH WK HEroBUre MeTaboAMTH MOTAT Ja NpeMHHaT npe3 IUlaleHTapHaTa Oapuepa.

TpeTHpaHETO ChC CIIMPOHONAKTOH Ha GpeMEHHH ILTEXOBE BOAH OO (PEMHHM3HPAHE HA MBIKKHMTE

eTycH.
[IpHI0KEHHETO Ha CITUPOHOIAKTOH NpH OpeMEHHH )KEHH H3UCKBA TOYHA OLICHKA Ha CbOTHOLIEHHETO

Noa3a 3a Maiikata/BL3MOMKEH PUCK 33 JUI04a.

KnpMmene
MeTaboNHTHTE Ha CIIMPOHOJIAKTOH CE YCTAHOBABAT B MaH4yHHaTa KbpMa. B cny4qaure, pH KOHTO

NIPUIONEHHETO HAa CIIMPOHONAKTOH € HAJIOKHTENHO, € HeoOXOAHMO Jla ¢ce 00ChAN anTepHaTHBEH
HauMH 3a XpaHeHe Ha KbpPMAyeTo.

QepTHIUTCT
CIHMPOHONAKTOH MOXKE A NPEM3BUKA UIMIIOTEHTHOCT M MEHCTPYaSIHH HapyLieHus (BiK. Touka 4.8).

4.7 EdexTd BpXy cnocoGHocTTA 32 odHpane H padboTa ¢ MAIIHHHA

HMma ¢boOlileHHa 33 pa3sBHTHE HA COMHOJIEHTHOCT M cBeroBbLprexk. IIpenopnusa ce neyeHHeTo C©
NMpoyKTa /1a ¢e MpoBe:KAa C BHUMaKe 1o BpeMe Ha paboTa ¢ MalllHHH WM LodHpaHe, JOKAaTO He
ce ONpefeiIH OTrOBOPHT Ha NNAaLIMEHTA KbM IIPOBEXKAAHOTO JIEHEHHE,

4.8 Hesxe1aHH JTeKAPCTBEHN PEAKRHN

Hexenaiure nekapcTBeHW peaklMi ¢a KIACHPHLHpPaHW N0 4YeCTOTa, KAaKTO CJE€ABA: MHOTO HECTH
(21/10), uectu (21/100 no <1/10), neuectu (21/1 000 mo <1/100), peaxu (21/10 000 xo <1/1 000),
MHoro peakH (<1/10 000), ¢ Hen3secTHA YeCTOTA (OT HaJIMYHHTE JAHHH He MOke Aa ObJle HarpaBeHa

OLICHKA). |
CnegHHTE HEXKeNaHH peaklWH ca Owin cboOlLEHN BbB BPBH3KA C MNPOBEKAAHO JICUECHHE ChC

CIIHPOHOIAKTOH.

Heonaazmu - 0obpokauecmaent, 310Kaiecmaeent U Heonpedeaeru (K. KUcmu u nOAunu)
MHOro peAKH: paxK 11a TbpAaTa.

Hapvuenua na kppema u aumghnama cucrnema
PeaAKH: arpaHya0LUMTO3a, CO3UHOGKUINA ¥ TPOMOOLIHTONEHNSA




Hapywenus na uMynsama cucmema
Peakm: pa3BHTHE HA CBPBXYYBCTBHTENHOCT (0OOHKHOBEHO C YMEPEHA TEXKECT), HO B MHOTO PEAKK

CITy4an MOXE JI&@ MMa TeXKO MPOTHYAC ¢ pa3BHTHE Ha OTOLM, LIOK M Kojarnc. 3aTpyAHCHUA B
IHILIIAHETO, KOKHH OOPHBH WM chpbexx ce cLobliaBaT paako.

Hapywienus na eHOOKpUHHaGmMa Cucmema
C HeH3BeCTHA 4E€CTOTA: JIEKN AaHAPOreHHH e(DeKTH, BKINIOYHTETHO XHPIYTHIBM.

Hapywenua na memaboauzma u xparienemo
YecTH: XUMEPKAIMEMHS M XUIIOHATPHCMHA. BBIMOXKHH Ca €JIEKTPOIMTHH HapYLICHHA.

Hapywenur na nepgnama cucmema
Muoro sectu: Ma chobleHns 3a pa3BUTUE HA CBETOBBPTEN, raBobonue

C HeR3IBeCTHA YECTOTA. ATAKCHA, 3aMasHOCT

Hcuxuunu Hapyuienus
C Hen3BeCTHA 9€CTOTa: OObPKAHOCT

Xenamobunuapru HaApyutenus
Mnoro pekn: HapyluieHa YepHOAPoOHA QyHKLMS .

Cmomaiuno-upeanu Hapyuienus
MEOro 4ecTH: HapyLICHO XpAHOCMMIIAHC, AUaApHY.

YeeTH: raaeHe H NMoBphIIAHE.
MHoro peixH: CTOMAIIHO BL3{IaNCHHE, A3BH HA CTOMAaXa, YPEBilH KPbBOU3JIMBH, CIMIA3MH.

Hapywenun na xoxcama u nookoxciama moxan

HeuecTn: kOXeH oOpUB, YPTHKApUA, CPHTEMA, NPYPHTYC
MHuoro peaxH: anonenys, K3eMa, XMnepTpuxosa
C mpenssecTHa wecrora: Cuuapom Ha CruBbHC-J/[KOYHC, TOKCHYHA €nuiepMaliHa HCKpO/JH3a

(TEN), nexapcrsex o6puB ¢ eozuHodpunus U cicreMuu cumntomt (DRESS), nemgurouna.

Hapywenus G MYCKYA0-CKeAeMHama CUCIEMA % CoeOUHIIMeTHAmMa MovKaH
HeuecTH: MYCKYIHH Cla3MH, KpaMIy Ha XpakaTa,
Muoro peaxku: OcTeomananus.

Hapywenua va 6vbpeyume u nuxounume nomunya
HeuécTn: NOBUILICHH 1HI{BA HA CEPYMHH!I KPEATHHUH
Mmuoro peaxn: Ocrpa 6nOpeuHa HEHOCTATHLYHOCT, OCOOCHO IIPpH NAUMEHTH C INPEAXOXAALH

61LOpeuHH yBpexxaaHus.

Hapywenus wa ev3npouzsooumennama cucmema u 2epoama

MHoro decru:
Mbvoice: saManeHo MTHOKA0, EPEKTHIIHA JIUCYHKLUMA, UMITOTEHTHOCT, I'MHEKOMAaCTH,

Kenu: wapyimieHus Ha rppaara, 601€3HEHOCT Ha I'bPJUTE, HAPYWIEHHS B MEHCTPYAIHHS LMKLI,
sanebensBane Ha riaca (B MHOIO Clyuau’ HeDﬁpaTHMG)
Yecrn: JKenu: NPOMCHHM BbB BarMHa/NNATa ceKpewws, Hamaneuo anbuno, munca (ameHopes),

KbpPBEHC Cliell MEHONay3a.

O6wu napyiuenus u eghexmu ua mcmamo Ha nPpUnodIceue
Muoro 1ecrd: ymopa, cmmpiaoc'r
qecru Hepasno.nomeuue




Crobupnsye Ha NOAOIMPAHN HEXKETAHH DeAKIUH
CbobMiaBaHeTO HAa TMOJO3UPAHH HEXCAAHM peakliM¥ cJle)l paspeuiapade 3a ynorpeba Ha
eKapCTBEHHA MPOAYKT € BaxkHo. Tona 11c3s0sigBa ia NPOABJIKH Ha0MOACHHETO HA CHOTHOILEHHETO

NON3a/PHCK 32 JIEKAPCTBEHHA NIPOAYKT. O MCAMIMHCKHMTE CICUHANMCTH Ce H3HCKBA Aa ChoDliasar

BCSKA NMO03HPaHa HEXKENaHA PeaKiHA upes:
HMansnuurenya areHuUs 110 JieKapcTeara
yi. ,,JJaMsn 'pyeB” Ne 8

1303 Codus

bnarapus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IIpeno3npane

CHMITOMY

OcTpoTO npeio3vpane MOXKE Ja e MaHH(ecTHpa ¢ NpoABY KATO CBETOBLPTEXK, NMOTHCKAHE Ha
MHCIOBHATA NEMHOCT, rajcHe, MOBpPbIUaHe, 3aMasHOCT MJIM JMapHf. BB3MOXKHO € pPa3BHTHE Ha
XHITOHATPHEMMA HIH XMIIEPKaTHEMHR, HO Te3H eekTh OOHKHOBEHO HE ¢€ CBBP3BAT C OCTPO
npeposupane. Morar na ce  MdHMQecTHpaT CHMITTOMH, XapakTepHM 3a CBbCTOAHHE Ha
XHUIMEPKATTHEMHUA, KATO NAPECTE3Hs, c1ab0CT, BAIH NAPAIH3IHN KIH MYCKYJIHH CI1a3MH, KOUTO TPYZRHO
MOI‘aT Aa OLAaT Pas/IHYCHH OT ChCTOAHHME HA XHITOKATUEMHSI.

Enex*rpoxapnmrpad)cxwre NMPOMEHH ¢a NbPBHUTE crieltMPHYHY NMPU3HAIIH HA HAPYILIEHHS B KAJTHCBUA

Oanauc.

JleueHue
He e ussecteH cneumguder anTuaoT. [logobpeHne B KIIMHHYHOTO CHCTOAHHAE MOXKE A C€ ITOCTHIHE

cNeJ| NpeKpaTABaHe npreMa Ha npoaykra. O6uUiH NoAaBPAKALLM MEPKH, BKJ. 3aMECTBaHE Ha obeMa
TEYHOCTH H €JICKTPONIMTH Morar za Obaar npeanpuerd. IIpy chcTrosHue Ha XHIEepKaTHEMMd,
HaMaJABaHe Ha NPUEMa Ha Kaluif, npunaraHe Ha Kaavi-ryOeld AHYpPETHLH, NApeHTEPAIHO
ripujiarale Ha BOAHO-EJIEKTPOJIUTHH WIIH FIHOKO30-CHABPXKALLN PASTBOPH €& MEPKH, KOUTO Clie/Ba
na 6unar B3eTH B choOpaxkeHHe. =

5. - ®APMAKOJIOTHYHM CBONCTBA
51 dPapmMakoAHHAMHYHH CROIICTBA

dapmaxotepanesTuyHa rpyna: Copacutio-csaosa cucreMa, ATC koji: CO3DAO].

MexaHH3bM Ha JelicTBHC
CHHPOHOMAKTOH € KOMMETHTHBEH AJAOCTEPOHOB AHTArOHHCT, KOWTO BOAYW Jia NOBHUIABAHE Ha

HATPHEBATa €KCKpeLMs M HaMandBaHC Ha 3arybaTa Ha Kandi OT JUCTaNHHTE ﬁ'bﬁpe‘lHH TyOynH.
HpH're}lcana [I0CTENEHHO MNPOABABAUIC CE H MPOAB/DKHTETHO ﬂmcmne

KnyHnuna eprKacHOCT W 6e30MacHOCT

Teoicka cvpoeitia nedocmamvynocnt’

RALES (PanaoMu3ipatio npovusale 3a onieHka Ha anuaktod, Randomized Aldactone Evaluation
Study) e MynTHHALMOHANHO, ABOHHO-CIAMO NpoyYBaHe npH 1663 mnauMeuTH ¢ cbpaxum Ha
uatnackeade <35%, ¢ aHaMHe3a 3a 3a ¢hpAcYHa HeaocTaTbuHocT knac IV mo NYHA B pamys
6 Mecela H chpaeyHa negoctaTb4HOCT Knac [11-1V no apeme Ha panpoMusaiinara. Beuy /
ca npHemany 6pumkoBu Auypeniny, 97% ca npuemann ACE naxubntopn B 78%
TEPAITHA ¢ JHrOKCHH (B MOMEHTA Ha NPOBeXAaHe Ha TOBA npoyusaHe Gera-Gnokep [
IHMPOKO M3NOI3BRHH 32 JiCYEHHE Ha ChpliedHa HeAOCTATLUHOCT M caMo 15% ca On




GeTa-Gneep). I1auueHTH ¢ U3XoneNH cepyMeH KpeaTHHHH > 2,5 mg/dl. UM CKOpOIIHO YBEIHYCHHE
oT 25%, wnM ¢ M3XoACH cepymen Kaymi > 5,0 mEq/L ca uskmouenu. IlauneHtHre ca
PaHOMH3NPaHH 1: 1 XbM CHMPOHORAKTON 25 Mg NEPOPAIIHO BCIHbXK AHEBHO WM nuauebo. Jlosara
HA MALMEHTHTE; KOWTO Ca MOHECTH 25 g BCAHLK HiEBHO, € yBenudena A0 50 mg BeAHDbXK AHEBHO,
KaKTO € KIMHMYHO MOoKa3aHo. [TpK naipicHTIre, KOUTO HE ca Monteciy 25 mg BeAHBXK AHEBHO, 1034Ta
e Gua HamaieHa no 25 mg npes e, [TppeuuHaTa KpaiiHa touka 3a RALES e Bpemero n0 00mma
CMBPTHOCT 110 BCAKakBM npHunHd. RALES e npekpared paHo, ciieal cpeiHO mpocnejspate ot 24
Mecena, TOpaiM 3HAYHTEAHHA TPUHOC 33 HAMaIABaHe HA CMBPTHOCTTA, yCTAHOBEH MPH IUIAHHPAHHA
MexanHeH aHanu3. CHPOHOIAKTOH HaMangBa pucka ot cMupT ¢ 30% B cpasHeHme ¢ ruiauedo (p
<0,001; 95% nomepurenen uurepnan 18% - 40%). CnuponoakToH ChILO 3HAYHTENHO HaMalifBa
PHCKa OT ChPACYHO-CHAOBA CMBPT, NPEAUAMHO BHE3ANHA CMBLPT, CMBPT OT NPOrpeCHBHA CHPACHHA
HEJOCTATHYHOCT, KAKTO M DHCKA OT XOCIHTAIM3ALMA TOpPafH CLpAeYHO-CBBP3aHH INPHYHHH.
Ipomesnnre B k1ac NYHA ca no-61aronpisTHI IpH CIIHPOHONAKTOHE. ['HHekoMacTis wiv 6o/1ka B
FBpAHTE c¢ choOmaBa npu 10% OT MBKeTe, JIEKYBaHW CbC CNHPOHONAKTOH, B CPaBHEHHE C 1% ot
Mhkere B rpynarta Ha wiauebo (p <0,001). YectoraTa Ha cepHO3HA XMITEPKATHEMHA € HHCKA H B

ABETE IPYIIA MALHEHTH.

[Teguarpyyuna OONMYAaLA

JIuncea chitecTBeHa HHHOPMALMA 07 KIIMHHUHKTE IPOYUBaHUA Ha CITUPOHOIAKTOH NpH Aeua. Tosa
€ pe3yJITar OT HAKOJIKO (PakTopa: MaJIKOTO NPOYYBAHHA, IPOBEACHH B NEAHATPHYHATA NOMyALHA,
ynotpe6ara Ha CHMPOHONAKTOH B KOMOHHAlMA C APYrH CPEiCTBA, MANKMAT Opoit nmaumeHTH,
OLICHEHH MpPH BCAKO MU3C/MEABAaHE W PalIMYHETO B MNMpOY4YBaHWTE nokasaHHA. IIpernopbkuTe 3a
JO3MpaHe NpH MNeANaTPHYHATA 1ONYNalMA C€ OCHOBaBal Ha KIHHHYHHA OIMT M Ka3yCH,

AOKYMEHTHpPaHH B HayMHaTa JINTCpaTypa.

52  (GapMakoKHHCTHYHH cBoiicTRa

Abcopbyusn

CnupoHONakTOH ce pesopbupa aobpe cnen nepopanto npiutoxkenue. Clea npuinokeHHe Ha
CMHPOHOIAKTOH B AHEBHA jlo3a 100 mg B npoxbmikeHHe Ha 15 j(au npu 3apaen 2oOPOBONLM Ciie]
HaXpaHBaHe, BPEMETO 32 JOCTHral¢ Ha MAKCHMAalHa NijasMeHa KOHUCHTpalus, MakcHMalHaTra
[UIA3MEHa KOHLEHTPALMA ¥ ETHMHHAUHOHHHAT MOJY>KHBOT 3a CIIHPOHONAKTOH €4 ChOTBETHO 2,6
yaca, 80 ng/ml u npubnusurenso 1,4 yaca. 3a metabonuure 7-anda-(THOMETHI) CIMPOHONAKTOH U

KAPHEHOH tmax € 3,2 W 4,3 4aca, chOTBETHO CTOMHOCTHTC HA Chax - 392 ng/ml u 181 ng/ml, a

SIMMHHAIIHOHHUAT HIONYXHBOT (tmax) - 13,8 11 16,5 cnoTaeTnO. |
EdexrbT Bbpxy Ob0peunaTa QyHKUMS Ha €QMHUYHA A034 CHMPOHOJAKTOH € MakcuMasieH 7 uaca

cJIell NpHeMa | NepcUcTHpa Hal-Maiko 24 vaca cie Hero.

Buompancgropmayur = -
Merabonusnpa ce R0 akTUBHM McTaboantd: ciapa-chaAbpacalty Metabonutu (80%) U B no-Majka

cTeneH o kanpexoH (20%).

Enusvmunupane
Benpeky, 4Ye €JIMMHHALMOHHUS TIONY)KHBOT Ha CIHPOHOMAKTOH € Kparek (1,3 waca), TO3u Ha

AKTHBHHUTE MeTaboNMTH e no-AbTwl (Bapipa Mexay 2,8 n 11,2 yaca).
EnuMuHMpaHeTO Ha MeTaboNuTHTE ce~ OCHUIECTBABA OCHOBHO € YPHHATa H JOMBAHHTENHO
[TOCPEACTBOM HUThUHA EKCKpeLUs C (eLieca. - | o

TTeduampuuna nonyaayus

JIunceaT papMaKOKHHETHHHH JJAHHH 32 ynioTpebara npH neaqarpHynara nonynaums. [pe NPt 1§

3a J03Up4dHE B MEAHATPHUATA CC OCHOBABAT HA K/IHHHUHHSA OIMHT H Ka3yCH, ROKYMGH ggfay E”%

Hay4HaTa JTuTepaTypa. § »
-,




5.3 IlpexicinHNYER AaHN 3a OczoaacHoCT

HPHIIO)KCHHETO HA BUCOKH A03H CITHPOIIOJIAKTOH 33 ITPOAB/KHTCACH NEPHONA OT BpEME I1PpH NAbBXOBC

BOJM 10 pa3sBUTHE HA TYMODH.
CnupoHoOnakTon ¥ Herosute Merabonuty npemHHaBaT muaueHTapiara 6apuepa, nopagH Koero €

HeoOXO0IMMa OLEHKA Ha CHLOTHOUICHHCTO MOJ3a/pHCK.
6. OAPMAIIEBTHYHH JAHHH

6.1 Co¥chbK HAa MOMOILILMTE BCHUICCTRA
I{apeBHuHO HuiecTe

[Tosuaonu K 30

Kanuues xuaporeHdocdar auxuapar

Mariiesuner cTeapar

CyinuHeB AHOKCHA, KoJouaeH 0e3u0/1cH
IIpeyncrena roaa

Onaapait 11 85F230020, opaisikero’

' Onanpaii 11 85F230020, opamxeso ¢¢ ChCTOH OT NOJIMBHHAUIIOB &JIKOXOJ1, TUTAHOB AHOKCHA (E171 )
MOMMETHIIEH [JIMKOJ / MAKPOTO:1, TAIK, JKBJIT xene3eH oken)t (E172), uepreH xenesed okeua (E172),

6.2 HecnBMecTAMOCTH

Henpuinoxumo

6.3  Cpox ua rojguocr

3 roauHn

6.4 Crnenqa/HH YCJIOBHS HA ChLXPAHCHIIE
Ila ce cuxpanspa nog 25C.

6.5 Buja B ¢hALPKAHRE BA ONAKOBRATA

ITo 10 punmupann Tabnerky B npospadck PVC/ amymiuunee 6iisctep.
[To 2 bnucrepa, NOCTABCHH B KAPTOHCHG OIAKOBKA.

6.6 CrenHa/IHy HpeANA3NN MCPKM FPI HIXBLpJRHC i paboTa

Hama crientajiHM U3UCKBAHHA.
Heu3nos3zpauuaT NEKapcTBEH [IPOAYKT IH OTMAALUHUTC MATCPHAIM OT HEro TpabBa na ce

UIXBLPJIAT B ChOTBETCTBHC ¢ MECTIINTE N31ICKBAHHY
7. ITPUTEXKATEJ HA PASPENIEHHUETO 3A YIIOTPEBA

Bopna Mémucune Esponia EOO]T '
yn. ,,bopuc Pymenon® 16
1407 Codus, brarapus
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8.  HOMEP(A) HA PA3PEMIEHVIETO 3A YIIOTPEEA

Per.Ne 20200017

9. JTATA HA IIBPBO PA3ZPEINABAHE/TIO/HOBSIBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Jlata na nnpBo paspewasade: 03 gespyvapu 2020 .
Ilata Ha nocneano noaHopsABaHe: 20 auyapu 2025 .

10. JATA HA AKTYAJH3HPAHE HA TEKCTA

12/2025




