KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA
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Kpamka xapakmepucmuxa wa npogyxkma - Hlpu \OKENUS 1 |
1. HMMEHAJIEKAPCTBERUSI HPOAVKT Kot Pe. M ........... 0200946 .
e - ARy

CITWJIAKTOH 50 mg ¢puiamupanu 1abierku Paspeuistue Ne

SPYLACTON 50 mg film-coated tablets BG/MA/MP - “:((C”'ZB; , .,1 3 s o
FCORERRIIINIG IV sooccrsssinsssisivisissvminial sssion sariipusisrss omisin
2 KAYECTBEH A KOJJMYECTBEH ChCTAB e

Beaka guiMupana tabnetka cbiibpika S0 mg CliupoHONIAaKTOH (Spironolactone).
3a TEJIHUS CTIMCHK HA MOMOITHHUTE BELUICCTRA, B, TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
dwimupana TadjieTka.

CITHJIAKTOH 50 mg ca kpbIri, AROHHOM3ITEKHAIIM Ta0JI€TEM C OPAHIKEB 10 CBETIOOPAHHKCB
LBSIT C JICJIYTE/IHA YepTa OT e/IHaTa CrpaHa.

4. KJWUHNMYHA JABBEH
4.1 TepaneBTuvyHN NOKAZAHUA

32 KOMIAEKCHOTO JIEHEHHE Ha:

- 3acroiiHa cbpAeyHa HEJI0CTATHYHOCT:

- YeprnonpobHa 111po3a ¢ aclidT H OTOLM;

- MasiurneH acumr;

= HedpornueH CHHIPOM:;

- Jlnarnoza u sie4eHHe Ha I'bPBUMCH QIOCTCPOHUIBM;

Jlenara Tpabea -ja ObAar JICKYBAHH C€aMo TMOJ PHKOBOACTBOTO Ha neauarbp. Hanuunure
[e/IMATPUYHH JAHHU ca OrpaHHucHH (BUKTE TOYKM 3.1 1 5.2).

[

4.2 Jlo3MpoBxa M HAYMHMH HA UPLIIOAEHHE

Jlo3uposka
Bw3pacmnu

Jacmound copoeunHa HeOoCmambvyHoCm

Oouuaiinara aHeBHa go3a ¢ 100 mg crnupoHoIakTOH, TIPHJIOMKEH KATO €/IMITHYHA WK pa3/IC/ICHH J103H.
[Tojurbpokainara jqo3a TpsbBa f1a cc Orpeiesis MHIAWBHAYAIHO, B 3aBHCHMOCT OT CBCTOSHHETO H
TepaneBTHYHMA OTrorop Ha naimenTa. [Torbpxaia jiHesHa jo3a: 25 mg - 200 mg.

Teacka cvpoeuna neoocmamsyunocm (NYHA xknac 111-1V)
B1.3 ocHoBa na npoyusanero Randomized Aldactone Evaluation Study (RALES: Bx. ¢buio Touka
5.1), cranjapriara Tepanus TPAOBA a 3arouHe ¢ 103a OT 25 mg CIIMPOHONAKTOH BEJIHBLK /HEBHO,
aKO 1HBOTO Ha cepyMHMsAT Kamii ¢ < 5,0 mEq/L, a Ha cepymuuar kpearuaun e < 2,5 mg / dL. I1pu
naLMCHTHTE, KOUTO MmoHacaT ao0dpe jo3ara oT 25 mg BeJ(HBK JAHEBHO, JI03aTa MOXKE [a C€ YBEJIHYH
70 50 mg BeJIHBXK JIHEBHO, AKO € NOKA3aHO KIMHHMYHO. [1pH nauueHTuTe, KOMTO HE MOHACAT 103aTa
OT 25 mg BEAMBK JHEBHO, JIO34Ta MOKE Jia ce HaMalu J10 25 mg 1pe3 JeH. 3a yka3aHusi OTHOCHO
MOHMATOPHPAHETO HA CEPYMHUS KAJIMH ¥ CEPYMHHS KPEATHHMH, BiK. TOUKa 4.4, *

Ueprodpobna yupoia ¢ acyum i 0mouu
JlneBHara Jio3a ce onpejieis o1 ceotiomennere Na'/kK'™ B ypunara.
- 1pu crorrovienue > 1,0, upenoprunreirara puesta jaosa € 100 mg;
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- . - ..ITpn croTHowenue < 1,0, npenophuurensara AHeHa jo3a e 200 — 400 mg.
ITourbpikamata JHEBHA 033 CE ONPe/E/Is HEIUBHAYAIHO.

Manucnen acyum

Hauanua avesta nosa — 100 — 200 mg.
B no-TeXkkM ciyuau AHEBHATa 1033 mMoxe ja 6bae nosHuwena nocrencHuo Ao 400 mg, kato cach

NOCTUIAHE HA HeOOXOAMMHA TepalleBTHUEH KOHTpOJ, MoAnbpKal@ara [A03a c¢e orpejaens
HHAWBHMAYATHO B 38BHCHMOCT OT CBCTOAHUETO H OTFOBOPA KhM MPOBENAAHOTO JIEHEHHE.

Hegpomuen cunopom
O6uuaiiHata aHerHa Ao03a e 100 — 200 mg. [Tpu Te3n Oonun nNPoOAYKTHLT ce MNpusiara camo ako

TEpAMUATa C KOPTHKOCTCPOUAH € HCAOCTATBIHO e¢emmla, TbI1 KATO CIMMUPOHONAKTOH HE IPHTEXABA
[TPOTHBOBBLITAIHUTCIIHO nelicTBYE H HE NOBJIMARA OCHOBHHUA 11aTONIOrMU€H NPoLIEC.

JTuaero3a u newenue Ha NbpauyeH anoocmepoiiivm
CrupoHONakTOH MOXe J1a Obae H3NoN3BaH KATO HaYalCH JHArHOCTHYCH TCCT 32 YCTaHOBABAHC HA
MPEANOIAraeM MbPBUYEH XHMITePATAOCTCPOHHIBM TIPH MALMCHTH Ha HOPMaNIeH XPaHHTENCH PEKHM.

IIpoaBIDKHTENCH TECT: CIIHPOHOIAKTOH ce Npuiara B JiHesHa nosa 400 mg B npoxbbkeHye Ha 3 10
4 cepmiiuM. KopekumaTa Ha XHIMOKANMEMHATA U xunepmuum*a € OCHOBAaHeE J1a CE€ NTpUEME HATUYHE

Ha H‘I:pBH‘-IEH XHHBP&JIHQCTEPOHH:!‘]:M

KparkocpoueH TECT: CTMpPOHONAKTOH ¢e rpuiara B mpoanipkeuue Ha 4 auu no 400 mg. Axo
CEPYMHHMTE HMBA Ha KaJHi CE€ MOBHILUAYT B TO3M NEPHOJl, HO CE UOHMXKAT CICI NpeKpaTiRaHe Ha
[IpUeMa, MOXKC J1a Ce NPUEME, M€ CC Kacas 3a IbPBHYEH XHNEPALIOCTEPOHUIBM, |
Cnen nocTaBsHe Ha NIPE/NOJaraemMa AHarHo3a XHrepaniocTepoHHIbM € He0OXO0MHMMO a e NpoBe/IaT
Mo-AeTaiiIHY H3cIeqBaHMA, 2 CIIMPOHOJIAKTOH MOXe Ja 6bae npuioxkeH B aHesHa 103a 100 - 400 mg
KaTO NMO/ANOTOBKA 38 XHPYPrHYHO JCUCHHC.

[Ipu naUMeHTHTE, KOWTO HE Ca TIORXOMASILY 33 XHPYPrUyHa HHTCPBEHUMS, CIIMPOHOIAKTOH MOXE 1a
CC NpWiara Karo MNpOAL/DKHTENHA NOJUILPIKALlla Tepanus B HaH-HUCKATA eq)em‘naﬂa 71034,
oupe,ae:leun 3a BCEKH OTAE/EH GJI}"IB.H

Cmapyecka gv3pacm
[lpemopbyBa C& 3aNMOYBAHE Ha JIEYCHHETO ¢ HAli-HKCKATA 033, KATO TA MOCTENEHHO Ce THTPHPA JI0

[IOCTHFAHE Ha MakcuMaieH Onaronpusaren tepaneBruued ederr. Heobxonumo € BHHMAalIHE NpA
DAIKCHTH C TEXKH YepHOoApoGHH 1 Ob0peyHM yBpexaaHus, KOUTO MOraT Aa 0BeJiaT A0 HapyLlIeHHA
B METAOOJIH3MA H EKCKPEIMATA HA JICKAPCTBOTO.

Heouampuuna ncnynayus
[TpenopbuMTeNnHATa IHCBHA 4033 ¢ 3 mg/Kg T.M., KOATO Ce npiuiara B HAKONKO OTAC/IHH TIpHEMa.
HMupuBuayanHaTa 5o3a ce Onpesess b 3aBHCHMOCT OT Tepdmnmqﬂm OTTOBOP M ITOHOCHMOCT (BK.

Toqmiél 3 H 4.4

JlenaTa mnﬁna na 61,231 IEKYBAHM CaMO NOJ PhKOBOJICTBOTO Ha eAHAThp. HalHYHHTE NeHaTPUYHH
OaHHH Ca OTpaHu4eHy (BXK. TOQHKHU 3.1 1 3.2).

Hauus 11a npuIgKeHHe
ITepopans=o npunoxeHUe.

4.3 IIporusonokazanns

~  CBpPBLXYYBCTBHTEJIHOCT KbM aKTMBHOTO BEIIECTBO HIIU KhM HAKOE OT NOM
u3bpocHi B TouKa 6.1; o -




- AHypus 1 Texka 656peuna neaoctarsunocT (6GFR < 30 ml/min/1,73 m?);
- BBp30 HaCTBNBAIIM WIK TOKKH lapymieHHs Ha 6L6pcunarta GyHKUNS;
- XunepkanueMus (HUBO Ha cepymeH kanui> 5,0 mmol/]) npu 3ano4eaHe Ha JICHEHHETO;

- boaect Ha AaucoH.
[poaykThbT He TpsAOBa Ja ce Mpuiara €IHOBPEMEHHO ¢ APYTH KanWH-ChbXPaHABALIM JAHYPETHLM
(BKJTIOYUTENTHO erutepenon). He ce npernophuBa npueM Ha KanHii-Cb,bpkaly no0aBKH WiH JIBOAHA
RAAS 6iokana ¢ KOMOMHALMA OT HHXMOMTOD 1a aHTHOTeH3HH-KouBepTHpamma exsuMm (ACE) m

aHruoteH3uH-peuemopeH 6okep (ARB), nopagu pHcK OT HHAYHHPAHE HA XUIIEPKATTHEMHA.

CrMpOHONAKTOH € MPOTHBONOKA3AH IIPH ICAWATPUYHM NAUMENTH C YMEPEHO 0 TexXKo OBOpeyHo
YBPEHKAAHE.

4.4 Croeunrajau npexynpekaenus i IPCANa3sHH MEPKH IpH ynorpeda

BoxHo-¢/1eKTpoOIuTEH DAJIRHC

[Ipu neueHne c MPOAYKTA € HEOOXOAMMO IIPOBEXKAAHE Ha PeAOBSH KOHTPOII Ha BOAHO-CJIEKTPOJIHTHNAA
6ananc. ToBa ce oTHacs 0cobeHO 3a NalUMEeHTH B CTAPYECKA RE3PACT, KAKTO W 34 Te3H CbC 3HAYHMO

yepHoAPoOHO ¥ 6BOpEUHO yBpeXaaHe.

CobmbTeTBallaTa yriorpeba Ha JiekapcTBEHH MPOAYKTH, 32 KOMTO € H3BECTHO, UY€ NPHTEKABAT
XWIIEPKATMEMHS 1 CTHPOHONIAKTOH MOXE 1a AOBCAE O TEXKKA XHUITEPKATHEMHA.

XunepkalneMus Moxe Ja ce Habinougasa rpd MaLMeHTH ¢ napyumicHa CnOpevna (yHKUMS WIH
MOBHILEH NIPHEM Ha Kanui, T4 MOxe Aa JaoBefe 10 Cbp/AeYHH HapylleHHsA, KONTO B HAKOK ClTy4au
MoraT Aa 6paat datannu. B cryyail Ha XHrniepKaJueMHs, NPUEMDLT Ha CTIMPOHOIAKTOH Tpsidua 1a Onle
npexpaTed W Jia ce NPEANpPHEMAT aJCKBATHH MEPKH 32 HOPMaIM3UPaHE Ha KAITHEBMTE HHUBa (BXK.

TOUKH 4.3).
BHUMaTENHO NPWIOKEHHE HAa NPOAYKTA CC Hajiara IpH NauMeiTH B TEXKO 0010 CHCTOAHHKE, TPH

KOUTO QUYpe34aTa € HaManeHa, NopaiH BHCOK PHCK OT XHITCPKATHEMHA.

[IpAnosKeHHETO HA CIIMPOHONAKTOH TPsOBa Aa ce M3BBPIIBA ¢ NOBUIIEHO BHHMAHHE MPH NMALHEHTH,
NPCApasnoNOKEHH KbM MeTaboNIMTHA WIH PEeCnuparopiia auMao3za. AuMaosara noTEHUMHpa
XHIICPKATHEMUIHUTE ePeKTH Ha CIHPOHONAKTOH, a TOM OT CBOA CTpaHa NOTCHUMHPa pa3BUTHETO Ha

arupao3a.
BB3MOXKHO ¢ [1a ¢e pa3BHe AWTYLIMOHHA XUIOHATPHEMHUSA, 0COOCHO NPH €AHOBPEMEHHO NPHIIOAKEIHE

¢ Apyrd auypeTuim. ITpoayKTsT ¢e npHiara ¢ BHUMaHHe IPH flaLMEHTH ¢ XRTIOHATPHEMHA.

OfpartuMa xurepxnopeMHyHa MerabojauTHa auHao3a, OOHKHOBEHO CHYCTAHA C XHIEPKAJIHEMHI, €
6uia AOKNAJIBAHA NP HAKOW TAIHEHTH ¢ JEKOMIIEHCHpaHa weprogpoOHa Lupo3a Ha ¢OHa Ha
zanazeHa ObOpevHa QyHKUHMA,

EanoBpeMerHa ymoTpeba Ha COMPOHONAKTOH € JUPYIH  KUIMH-ChbXpaHABAIH JIHYPCTHLH,
aHrHOTeH3HH-KOHBepTHpalK eH3uMH (ACE) nuxuburop, HeCTEpOH/IHH NPOTHBOBBLINAIHTC/IHH
CPelCTBA, 4HTHOTeH3WH I aHTaronucTH, angoOCTEpPOHOBH OJIOKEPH, XENapHH, HHCKOMOJIEKYIICH
XelnapuMH HIM ApYrd JIEKapcTBa, KOWTO NPHUMHABAT XHMTICPKA!INCMMA, KaTHCBH nobasky, QueTa,
dorara Ha KAIHIT WIM 3aMECTHUTEIH Ha COJI, ChABPXKALM KAIKH, MOXE Ja JOBCAC AO TEXKA

XHIOCPKAITHCMEA.

Ypesa

O6paTUMO NOBHILEHKHE HA CTOMHOCTHTEC Ha KpLBHATa ypea ¢ GHI0 JOKTanBaHO np
CIIMPOHOMAKTOH, ocofeno Ha ¢oxa Ha napyurena 6n6peysa Qynkis.



XHnepkagseMus npy NANHEATH € TCXKA ChPAeYHa HEAOCTATHYNHOCT

XunepkanuemusaTa moxe Aa Obae darasiHa. MikniounrenHo BaxHO € a C¢ CJICAW M KOHTPOIHpa
CEPYMHHAT KaJIMil NpH NMAaLMEHTH C TeXKKA ChpJeyHa HEROCTATHYHOCT, IIPUEMALLIH CITHPOHOJIAKTOH.
Wa6areaitre yriotpebara Ha Apyrd kanuit-chxpaussaitn auyperui. Mabarpadire ynorpebara Ha
HEpOPATHH KAJTHEBM A00ABKH NPH MalMeHTH ¢bC cepyMeH kanuit > 3,5 mEqg/L. IIpenopbunTenHo ¢
MOHMTOPHHI'LT HA KanWil M KpeaTHMHWH 43 C¢ M3BHPUIBA HA CAHA CCAMMLA Ciiefl 3ano4BaHe HIIH
MOBHLIABAHE Ha J03aTa CIMPOHONAKTOH, CXKEMECCYHO 32 MLPBUTC 3 MECela, ClIe/l TOBa TPUMECEHHO
B IPOOB/DKEHUE HA €AHA TOAMHA, & CNCA TORA - 133 BCEKH 6 Mecena. JIeYeHHETO ChC CITMPOHOIAKTOH
TpaA6Ba Na ce NPEeKpaTH WIM Oa Ce NPCKhCHE MpH CTOMHOCTH Ha cepyMbHs Kaiui > 5 mEg/L wnw
cepyMeH kpeaTHHHH > 4 mg/dL (BwxTe Touxa 4.2).

Heouampuuna nonynayus

Kanuii-cbXpanapaiure AMypeTHLM Tp:#0Ba Ja €€ H3MOJ3BAT ¢ IOBHIUICHO BHHMAHHUC IpH
XUNEPTEHIUBHU TIeIMATPHYHH TMALKCHTH ¢ Jicka OnOpeuda HEAOCTATbYHOCT, NOpagHd PHCK OT
xunepkanieMus. (CnHpOHOIAKTOH ¢ NPOTHBOIOKA3AH 3a NPIWICKCHUE NPH NEAHATPHIHA NALHCHTH

C yMepeHO MM Texko 6v0peuHo yBpexane; Bx. Touka 4.3).
4.5 BiaumoaeiicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH i ApYrd OPMH HA B3aHMOJEHCTBHE

Kombunayuu, npuuunsagauu xunepxanuemun
EnnoBpemenHara ynotpefa Ha iekapeTsa, 3a KOUTO € H3BECTHO, Y€ NPHYHHABAT XUIICPKATHEMHS ChC

CIIHPOHOJ/IAKTOH, MOXKE [a JOBede /IO TeXKKA XHNepKaavemus. B ponwjineHue, €IHOBpeMCHHATA
ynotpeba Ha TpUMETONPpHUM / Cy(paMeToKCa30,1 ChC CIIHPOHONAKTOH MOXNE Aa JI0BE1E A0 KIIHHHYHO
3JHaYMMA XHNEepKanueMu.,

Huzoxcun u Opyeu copoeuHu 2AuKo3Uol
ClIMPOHO;IAKTOH MOJKE I8 OBNMSAE OlPCARIIMHETO Ha ILTa3MCHHTC KOHUCHTPALMH Ha AMrokcuH. MMa

cHOOLIEHHS, Ue CITUPOHONAKTOH BOJH 1O FOBHIABAHE HA IUTA3MEHHUTE IHIOKCUHOBH KOHLICHTPAaUHH
H MOXC Ja [OBJIMA€ ONpene/IsHeTO Ha MnasMeHus JUrokcuH. llpn nauuneHTH, npuemallH
CIHOBPEMEHHO JUTOKCHH M CTIMPOHONAKTOM, OTTOBOPHT KbM JIEHEHHETO ¢ IMTOKCHH TpaOBa Aa Oble
OLICHABaH CNPAMO JRMOTCHHOBHTE IJIa3MEHH KOHUEHTPAaLMH, HE3aBHCHMO OT TOBA, Y€ TOYHOTO HM
onpefieNiAHe MOXe Ja He ObJe NOBIHMANO OT NPHEMAHETO HA CMUPOHONAKTOH. B cmyyai ue e
HeoOXOMMMO /I Ce KOPMTHpa H WHAMBU/YAIHM3HPA AHEBHATA /1032 /IMTOKCHH, MalKMECHTHTE TpAOBa
crporo- aa Obaar Kompo.rmpalm 32 CBEHTYANHO NOBHULIABANC HIIH HaMdJIsiBaHE Ha TepaneBTHHHNA

eeKT Ha ZHFOKCHH.

Anmuxunepmensucriu cpeocmsa
Moxe pna ce Habmiomasa nOTEHUMKpaile Ha ¢(pexTa Ha aNTHUXHNEPTCH3UBHHMTE CPEICTBa, ropaly
KOETO € BB3MOXHO A& C€ HAMOXKHK TAXHATA jo3a Aa OhAC NOINDKCHA I[IPH BKITIOYMBAaHE Ha

CNMHPOHOJAKTOH B mpanenmqua'ra cXcmMma,

ACE unxuburopu — nopaau tosa, ye ACE nHXxubuTopuTe BOAST 10 HaMalliBaHC Ha [POAYKUHATA Ha
aJIIOCTEPOH, He TPAOBA 718 ce M3IMO3BAT CAHOBPEMCHHO CBC CITHPOHONAKTOH, 0CODEHO (1PH MAUKUCHTH
¢ H3pa3eHo OB0peyHo yBpexIaHe.

Aurvotensunn 1l peuentopHM awraronncrd (sancaprat, nocap*rau) — €/IHOBPEMEHHOTO UM
NPHIOKEHHE CLC COMPOHONAKTOH € [IPOTHEONOKA3AHO MOPAAN PUCK OT XUIEPKaIUeMHs.

Hecmepouonu npomusossananumennu cpedcmea
Hecreponany MPOTHBOBBL3NANMTCIHM CPEACTBA MOTaT Aa OTcnabsT HaTpuypeTH4Hus edekT Ha
IAYPETHLMTE B PE3yTaT Ha MHXHOMIMs na 6LOpedHus cuires ha npocrarjaHavHu. H
ITOBHILEH PHCK OT HEHPOTOKCHYHOCT H PAa3BHTHC 12 XHIIEPKA/IMEMHsl B CITyYaH, IIPH KOHT

0coBeHO HEIOMETAIMH, CC NPHIArar CjNOBPEMEHHO CbC crupoHonaxkTod. HHOO) gﬁ .
me(eHaMHHOBA KHCEIHHA HHXUOMPAT CKCKPCLMATA 1A KAHPCIIOLL, HaMaIABAHKY WY YHUA €




HQ CIIAPOHOMAKTOH. ALCTWICAUHIZUIORATE KHCENMHA MOXC Jla JIOBEAC A0 HaMalfiBaHC Ha
JITypeTHYHUA e(peKT HAa CIIMPOHONAKTOH.

Juypemuyu
EAHOBPEMEHHOTO NPHIOMKEHHE HA CLIHPOHOMAKTOI C APYI'H KANNH-CHhXPAHABALIM JRYPETHLH, MOXKE

Ja aosene A0 xurepkanuemua. Kanuesuat xaepeHoaT (MeTaBoAWT Ha CIIMPOHONAKTOH) BOAH OO
PA3BIITHE Fa MHEI0HAHA JICBKEMHI OPH I bXORC.

Luxacenopun

EaQuoBpeMEHHOTO IIPUAOKEHHE ¢ KalTHH-ChXPRNEBaliH AHYPCTHUM 1MOKE /12 TIPEAW3BHKA PA3BHTHE
Ha xenepkanreMud. [lpr HeobxonumocT OT eAHOBPEMEHHO [IPWIOACHAE Ha NPOAYKTHIE ¢
HeoOXOIHM CTPHKTEH PEROBCH KOHTPO Ha KAJIMCEUTE HHURA B CepyMa.

Kopmurocmepouou

EAHOBPEMEHHOTO TIPHIOKEHHE -Ha CHHPOHONAKTOH C (IYAPOKOPTH2OH MOXeE [a [oBelc A0

NapafiOKCATHO NOBHWICHWE Ha ObOpeunara kantHeBa ckckpeuws. [lpu  HEoOXOUHMOCT OT

e/IHOBPEMEHECH NIPHEM ¢ HEOOXOIHM CTPHKTSH MEPUOJIMUEH KOIITPOII 114 KaJTHCBUTE HHBA B CEPYMa.

Kymapunoasu anmurxoazynasimai

Heo6xoauMo e perysspHo peryapatre Ha npotpoMbHHOBOTO BpeMe WiH INR npy nipekpaTabase HWIH

BKJJIOUMBAHE HA CITHPOHONAKTOH B JieHENHeTo HA OONMHM, npyreMauld KyMapMHOBHA aHTHKOAryJaHTH,

KAKTO H X012 Ha NEYECHHETO. BB3MOXKHO € /1a ¢C HATIOXKH HHAWBW/Ty JIH3Kpale Ha no3ata Ha Baptbapuﬂ
orne,u TON Lp}hal-le Ha Henﬁxonmm re HUBE Ha .urrmcoarynalmﬂ | |

Jhumuesu hpo'c)yf{mu |

E/\HOBPEMEHHOTO NPHIOKECHHE Ha CIIMPOHOJIAKTOH C JIMTHCBH IIPOAYKTH MOXKE Ja NMpeaH3BHKa
OBRUICHHE HA CEPYMHHTE HHMBA HA JIMTHR M JIMTHEBA WHTOKCHKALMWA B pe3y/TaT Ha HamalieHa
JIHTHCBA eKCKpeLds. B Te3u cityyau e 11e06X0M1MO PEIOBHO MPOCICAABAHE HA TUTA3MEHHUTE JINTHEBY
HMBA B TTEPBATA CEAMULA OT HAYANIOTO HA TIPHEMA HA CIIMPOHOIIAKTON MW CRel NpeKpaTiBaHe Ha
HCrOB2Ta YIOTpeda. ‘OGMKIOBEHO €2 HEOOXOAHMH TNO-HMCKH JO3H JIHTHEB UTPOAYKT NpH
CZHOBDEMEHHO JICHEHHE ChC CITMPOHOJIAKTOH.

HApyeu -
IMopax ToBa, ve xapOeHOKCENOH MOKE 1A AOBCAC A0 3a[PEXKKa HAa HATPHIi U T0BA OT CBOA CTpaHa Ja
JIOBE/IE A0 HAMAJIABAHE HA etpemnﬂf}cﬂa Ha CHHpOHOJI&}ﬂ‘OH CHHOBPEMEHHHOTO UM TIPHAOXKEIHE

TPSIBA 14 ce M3bsArsa.

CHHpOHONAKTOH HAMAISABA CBAOBHA OTrOBOP KLM AEHCTBHETO na HopaapeHaiuud. Heobxomumo e
BHHMANHE [PK MALHEHTH, NIPH KOMTO CE HANAra PSeruoHaHa 1AM o0Lla aHCCTE3HA, B MepHoAa Ha

HPOBCKIAHS HA NCYCHHUE CBC CITHPOHOJIAKTOH.

[Mpdem»T Ha Kanni-coabpiKamy pobanxy ¢ NPOTHBOICKA3aH, ¢ H3KIIOMEHMC Ha clyyauTe Ha
H3XOAH0 HAMWIeHWe WIH H3YepnBaHe Ha karueBuTe HiB2. [Ipn 1co6X0MHMOCT OT NPHIOKEHHE Ha
TAKIEA NIPOJYKTH ¢ HEOOXO/IHM NEPHONIMUCH KOHTPO.T Ha CEPYMUMTC HHBA HA €JICKTPOJIMTHTE.

B nombaHeHHe KbM JIPYFHTE NEKAPCTECHH MPOAYKTH, 3@ KOHTO C HM3BECTHO, Y€ MPHYHHABAT
XMNEPKAIUEMHSA, CHITHTCTBALUATA YIIOTPEHa Ha TpUMeTonpHa/cynpameTokcason (Kﬂ-’l‘puuuxcasoﬂ)
CLC c1mp4monax'rnﬂ MOXKE J1a AOBEJC ;10 KIHINHIIG 3HAYHMA XHTICPpKATHEM AL,

Pa3BHTHE HA YMEPEHa [0 TCHKKA XHIACPKAIUCMIBL.

E/HOBpeMEHHOTO NPHAOKEHHE C XJIOPNPOTIAMUT MOXKE A4 TOBHIIH PHCKE OT XUINOHATP




[Tpu GuyopOMETPHHHO H3CACHBAHZ, CIIMPOHOIAXKTOH MOKE Jia HiTepdepnupa ONpee/HETO Ha
peLIecTRra ¢ MOAOOHH DAYOPECUEHTHN XapaKTCPHUCTHKH,

CrnMpoHONIaKTOH yBenuuapa MeTadoMu3Ma 1'a aHTHITHPHH.

Ynorpebara 11a ATKOX0.1 MOMKE 1{a [10BHIUK PHCKA OT OPTOCTATHMHA XHIOTOHHA,
4.6 bpeMenHocT, PCPTHINTCT H KLPMeElC

bpeMeHHocT
CNHpPOHONAKTOH WIM HEroBHTE MeTabo/IMTH MOrar Ja upemmm'r npes raueHTapHara Gapuepa.
TpeTHpaHero ¢be CIIMPOHONAKTOH Na OPCMCHHH ITLXOBC BOAH N0 (PEMHHM3MpPAHE HA MBXKKHTE

perycn.
[TpHAOKEHHETO HA CITMPOHOAAKTOH TIpH OpeMeHHM XKEHH H3KCKBA TOYHA O1ICHKA Ha CHOTHOUICHHETO
r1on3a 3a Malkara/BB3MOMKEH PUCK 32 IU10/12.

K"I:.QHCHQ

MeraGonuTHTe Ha CITMPOHONAKTOH CE YCTAHOBSBAT B Mai4MHATa KbpMa. B cnydauTe, rpd KOHTO
NPHIOKEHHETO Ha CNUPOHONAKTOH € TIJIKHTENHO, € HeobxouuMo a c¢ 00ChAH alITepHAaTHBEH

Ha4YHH 3a XPAHCHC Ha KhpMaUCTO.

QepTiLTUTeT
CHpPOHONAKTOH MOXKE A& NMPEAM3BHKA HMIIOTCHTHOCT ¥ MEHCTPYAJIHH HapyILCHHUA (BX. TOUKA 4.8).

4.7 . EdexTd sbppxy cnocobroc1Ta 32 mopupane K paboTa ¢ MAIIHHI

Uma crobuienvs 3a paiBTHE HA COMHONCHUTHOCT M cperopbprex. lIperiopnusa ce ne4eHACTO ©
NPOAYKTA 4 C€ MPOBEKAA ¢ BHUMALHE 1TO BpeMe Ha paoTi ¢ Malliitd WM IWogupaHe, 0okaTO He
ce OfIpeleNi OTTOBOPLT HA NALMEHTY KM NPOBCKIZHOTO JeUciine.

4.8  Hexenanu exapcTBeHH peariiun

Hexxenanure JIeKapcTREHM peaKUMi ca KIacU(pULUHpaHH 110 HECTOTa, KAKTO ¢ieBa: MHOTO YCCTH
(21/10), vectn (21/100 no <1/10), newecrn =1/1 000 ao <1/ 100), pexxu (=1/10 000 o <1/1 000),
MHOFO PEAKH (f 1/10 000), C HEM3BCCTHA HCCTOTA (oT HATHYHU(C JIAHHH HE MOXKE /1 Obae Hanpasela

OLEHKA).
Creure HEXEIAHH PedaKIliM Cca 611:11-1 C'bnramenu BLD BPh3KA & NMPOBENIAHO JIEHCHHE ChC

CRHPOHONAKTOH.

Heonaaamu — dﬂﬁpomuecmeenu 3uomuec.mﬂerm u neonpeﬁe 1en (&’FJI Kucmu u nmunu)
Muoro peaxu: pak Ha rbpmrra T

Hapyuenuz Ha Kpbema U AHama cucmemda
Penxkn: arpaHyso1pmo3a; cosvaopuinii v rpombouyronenus

Hapywienun va wsynnama cucmema

Peaxn: Pa3BUTHE HA CBp‘lel)IBuTBHTGHHUCF (QGHKHnBeuo C yMepeHa TeXeCT), HO B MHOTO PeKH
Cyday MOXKe N2 MMa TCXKKO MPOTHHMAHE C C PA3BATHE HA OTOLM, JUOK M Konarc. 3aTpyXHEHHA B
IMILAHETO, KOXKHH OOpHBH HIM CLpOex ce choldulaBar psjiko.

Hapnyruenus na endoxpunnama cucmena
C HCH3BCCTNA MECTOTA JICKU aHPOrcHIM eBeXTH, BKIIOMUTETHO XKP3YTHILM.

Heipyrtenus i stlemaboniusyia u xpaieneno
Yecrs: XHNCPKAIHCMEA M XUNoHATpHEMHS. BL.3MOXHH Ca eCKTPONIITHEH Hapy

L




Hapyuterus na nepgama cucmema
Muoro 9ectn: Mma chobLUeHNS 3a pasBHTHE HA CBETOEBLPTEK, rilapodonue
C HCR3IBeCcTHA MeCTOTa. ATAKCHA, JAMASHOCT

Houxuunu napywuenun
C nemsBccTHA HecTOTa: 0OBPKAHOCT

Xenamobunuapnu napyuteHus
Mnoro peaks: HapylleHa 4epHOAPoOHa PyHKLMA .

CHoMauiHo-ypesry napyiie s
MHoro 9ecTH: HapyIlUeHO XPaHOCMWIZHE, JHAPUA,

YecTH: rajicHe ¥ NOBPHILAHE. |

MHoro peaKH: CTOMaHIIO Bb3NanCHHe, #3BH i CTOMAXa, YPESBHHY KPHBOH3TUBY, CNA3MH,
Hapytuenus na xoxcama it ROOKONCHANTU MBHKAI

HevecTn: XoxxeH oOpuB, YpTHUKapHUs, CPHTEME, NIPYPHTYC

Muoro peaxn: anoneuus, eK3eMa, XHICPTPHXo3a

C neussecTHa uecrora: CunapcM sa CrupuHe-JDKOyHC, TOKCHYHA CIIHACpManHa HCKPONH3A
(TEN), nexapcTaeH o6pHB ¢ co3uHO(WINHA 1 GHeTeMHH cuMnToMH (DRESS), nemdurouna.

HapyuwieRUR 1Ha MYCKYN0-CKEXEMHAMG CUCIMEMQA U COEOURYIMEARAMN MTbKAN
HesMeotH: MyCKYJIHU CHia3MH, Kpamnit 11a KpeKara.
Mroro peakn: OcreomMaialys,

Hapyrenun na Gobpeyume u nukountiime novmuiid

HewecTn: NOBMIIEHH HI1RA HA CEpYMMHA KPEeaTHHIH

Muoro peaxu: Ocrpa G'hﬁpE‘{H& HEI0CTATLHHOCT, OC 00EHO NpH HOAlLMSHTH C JIPEAXOXAALIH
6wpeqﬂu yBPEXNAKI. |

Hapywienus na 8b3npouseooumeniama clicmema i 2opoama

Mpsoro véctn: '
Muoice: namaneHo J1b110, epeKTIIa IHCDYIIKUHA, HMMOTEHTHOCT, 'HHEKOMACTHA;

AKenu! Hapymcmm Ha repaaTa, 00JIe3HEHOST Ha FBpAUTC, HHP}/IHEHHH B MEHCTpYaJIHHA LHKDB,
3apeclelapgre 1Ha 11aca (B MHOTO Cly4iau HEOOPATHMO). |

'-lec'm' Nenu: npumeHH BbB BArvHANIATY - CeKpeuua, namancHo JMbHAao, nunca (ameHopes),
KLPBEHE SHen MeHUIIa}’B'I |

Obuyu ﬂﬂp_}ﬂﬂ&‘mm U eghexmu Ha MACHIONO Ha HPUROICEHUC
Muoroe 9ecTi: yMopa, ChHIHBOCT. |
‘Elec'm' Hepa'monox{eﬂue |

Cro01apane Ha 11OO03UPAHA HEMRCNALI PCAKIITH
CrofwmasaileTo Ha MOAO3HMPAHHM HEKSIAHM PeaKiMH  CIGlH paspeluasatie 3 yrorpeba Ha
netcapc*meuun MPOAYKT € BaXKHO. Tona 110380n4Ba Ja MPOATIAH HAOMOAEHHETO HA CHOTHOIIEHHETO
nonsafpucx 38 ﬂexapcmemm npoaykr. Ot Menuuuucxm*e CCLUAIIHCTH ce mﬂcxﬁa na ¢sobuiasar
BCSIKa MOJO3KPAHA HEXENAHA PeakLus upee: ) -

UsnLioHiETeMia areHUMsA 1o nexapc'rna*m N
yit. ,,JdaMsi 'pyer” No 8 - "

1303 Codma |

buarapis

Ter.: +359 28903417

yeﬁcaﬂ‘r: Lv'_ww.bda-_.bg -




4.9 IIpexosupane

CuMnoromu
OcTpoTo npefio3dpaHe MOXKE JAa ce Manmbecmpa ¢ NpOABH KATO CBETOBBPTEX, nnmcxane Ha

MHCJIOBHATA ACHHOCT, TajieHe, TIORPLINAHE, 3aMasuoCcT HUNM Aqapka. BB3MOXHO € pa3sBHMTHE Ha
XMIIOHATPHEMHS HIH XUIEPKAIMCMHUS, HO Te3l e(pCKTH OOMKilOBEHO HE CE CBbpP3BAT ¢ OCTPO
npesosupaHe. Morar ga cc¢  ManadecTHpaT CHMITOMH, XapakTepHH 3a CBLCTOAHHEC Ha
XHMEPKATTHEMHS, KATO [MAPECcTe3ns, cJiabocT, BAIK NApanu3il HAW MyCKY/THH CNa3MH, KOWTO TPYAHO
Morar fa ObaaT pasauyeHHU OT ChbCTOSHME 112 XHITOKATHCMHUS.

EnextpokapauorpadcKrre HPOMEHH ¢a ITLPBHTE cnelydHuLM NpH3HALH HAa HAPYILEeHHS B KaJTHCBHA

Oanauc.

JleyeHHe
He e uzBecren cneuuguueH aHrunor. [lonodpenue B KIMANUHOTO CbCTOAHHE MOXKE J1a C€ MMOCTHIHE

cllel IpeKpaTaBaKe MpHeMa Ha npoaykra. O61M noATLpxKallk MEPKH, BKIl. 3aMECTBaHe HA 00eMa
TEYHOCTH M EJIEKTPOJUTH Morart Ja Owaar npeanpuerd. [lpit ¢hcTodHHE Ha XHNEpKanTHEMMA,
Hama/IsBaHE Ha NPUEMA Ha Kanui, npwiarade Ha Kaanii-ryOcuid AHYpeTHLM, MapeHTepasiHO
NpUiaraHe Ha BOJHO-CIEKTPOAHTHH WM INIIOKO30-ChAbPAKAIUH paBTBCJpH ca MEPKH, KOUTO clieBa
Nia ObJIaT B3CTH B cboOpakeHHe. - '

. ©®APMAKOJIOT'TYHU CBOP‘ICTBA'

5.1 ° PapMaKOAHHAMHYIIIA CROHCTBR

dapmakotepanesTruHa rpyna: Chpaeyno-cnaosa cucrema, ATC kon: CO3DAOI.

MexaHuibM 1Ha IEUCTRUE .
CnHpOHONAKTOH € KOMIICTHTHBCH a/I0CTCPOHOB aNTarolluctT, KOWTO BOAM Ja MOBHUIaBaHE Ha

lIATPHEBATA EKCKPEUMs W HaManssane na 3arybaTta Ha xaivit oT auctaiHuTe ObOpeuHH Tyﬁyﬂu
[IpuTexaBa NOCTENICHHO NMPOABABALLO CC H NPOABIKHTE/THO JICHCTBHE.

Knunnurina epMKACHOCT H 0e30naciiocT

Teacka cvpoeuha nedocmamoynoch

RALES (PanioM3npaHo npoyunane 3a ouenika Ha ainaxton, Randomized Aldactone Evaluation
Study) ¢ MYJTHHAIMOHANHO, ABOIHO-CARNO MpoyuBaHe rp: 1663 nauHeHTH ¢ ¢pakums Ha
u3T/IackBaHe < 35%, ¢ aHaMHesa 30 3a chplicuHa Hegocrarn4Hoct knac IV o NYHA B paMkuTe 11a
6 Mecelia H cbpaedHa HepoctaTbyHocT ioiac [H-1V no speme Ha panioMu3aunaTa. Beuuky nauyeHTv
ca npHeMann GpuMkony auyperanyd, 97% ca npuemann ACE nnxubnropu n 78% ca 6win Ha
TepanHs ¢ AUFOKCHH (B MOMENTA Ha [IPOBCK/IAHE Ha TORA NpoyuBaHe GeTa-6nokepute He ca Guin
OIMPOKO M3MOJI3BAHM 31 JICUCHHC HA CbPACHA HEAOCTATHYHOCT H caMo 15% ca OMnH NnexyBaHHu ¢
6eta-6riokep). anmerth ¢ U3Xo/ieH cepyMeH KpeaTHiuH > 2.5 mg/dL uaH CKOpOLIHO yBEIM4eHHe
or 25%, win ¢ H3XoleH cepvmen kamwmit > 5,0 mEq/L ca wuskmnoueHd. IlauueHrure ca
pasaoMu3Hpany 1:1 KbM CNUPOHOIAKTOH 25 mg HEPOPATHO BEAHBIK AHEBHO MY Mnauedo. Jlo3ata
HA NALUSHTHTE, KOUTO Ca [IOHECHH 25 Mg BeHbXK AHEBHO, ¢ YEeruena 1o 50 mg BCAHBXK AHEBHO,
KAKTO € KAMHIHYHO rokasano, Ipy nanpentHTe, KOMTO HE ca 1ToHec) i 25 mg BEAHbXK JHEBHO, 103aTa
e 6wia HaManena Ao 25 mg npes acil. [TLpsHuHaTa kpadna 1o4xa 3a RALES ¢ spemero so o0wia
CMBPTHOCT N0 BeakakBu npuunHn. RALES ¢ npexparen pano, ciea ¢peHO NPOCACAABAHE OT 24
Mecella, IOpaaK SHAYUTETHUA TIPHHOC 34 11aMaTTsiBaHe Ha cnmp'ruocm, YCTaHOBCH TPH IU1aHHpaHHA
MexIuHeH aHanu3. CIIHPOHONAKTOH HaMaifBa pucKa oT cMbpT ¢ 30% B cpaBHeHHMe ¢ 1wiaue6o (p
<0,001; 95% nposepuTENcH HHTcpuaJl 18% - 40%). ClIHPOHONAKTOH ChHILO 3HAUWTEIH :
pucka or C’hp,ﬂEHHO-C’bﬂDBﬂ CMDPT, TIPCLMMHO BHE3AMHA CMBLPT, CMBPT OT porpec
HEAOCTATLMHOCT, KAKTO H PHCKA OT XOCIMTAIM3ALNS - [I0pajid ChPACHHO-CBBP
ITpomenuTe 8 Kiac NYHA ¢a no-Gnaronpustiiy npu cluiponosiakrona. 'miexoma




Marneauer cTeapar
CunHuuen J4oKcHI, KontoueH 6e3roneH

[Ipeuuncrena soaa
Onagpait I1 85F230047, opanxcso’

' Onanpaii 11 85F230047, opaHeBo ce CLCTOR OT NONHBUHWIOB AJIKOXOJI, THraHoB AHOKeHA (E171),
NOJIHETHIEH FHKON / MAKPOTOJI, TalK, X111 :eneseH okew (E172), uepnen xenesex okeu (E172).

6.2 HechbBMECTHMOCTH

Henpunoxumo

6.3 Cpok na rogHocT

3 rogaHE

6.4 = Chnenuanng ycnOBHSE H2 CHXPABCHHE
Ila ce cvxpanasa nog 25 C.

6.5 Buna ¥ chABPKAHHE HA ONMAKOBKATA

o 10 punmupanu Tabnerku B npospaden PVC/ anymunues 6aucTep.
Mo 2 OnvcTépa, NOCTABCHH B KapTOtCHa 0lialiOBKA.

6.6 ChenuaIun npeasasid MepKL Apu BIXBLPIASHE 11 padora

Hsima cricupaiing HAHCKRaHHA.

HeH3noa3BaHHAT JICKaPCTBER NPOMYKT WK OTMaRbYlMTE MarepHanu OT Hero TpsbBa na ce
H3XBBIIAT B CLOTRBETCTEHUE ¢ MECTHATC HSHCKBAHMAL

7. INPETEXATEJ HA PASPEIIEFHUETO 3A YIIOTPEDA

Bopsa Menncune Espona EOO]

ya. ,.bopic PymeHos® 16

1407 Codns, bearapusa

3. HOMEP(A) HA PA3SPEIIIEHHETO 3A YIIOTPEBA
Per.Ne: 20200016

9. JATA HA I'bPBO PA3PEIIABAHE/MOXHOBSIBAHE HA PASPEIIEHMETO 3A
YAOTPEBA = =~ =~ = &

llata Ha_'-ﬂ'f.pi;tj pﬂépcﬁfan'aﬁe: 03 (baﬁp)*épu'EUiU r.
Jlara na nocneano nogHonsrade: 20 suyapr 2025 ¢

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

12/2025
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[BPAMTE CE CLOGHIABA MpH 10% oT MbKeTe, JIEKYBalu ChC CIIMPOHONIAKTOH, B CPABHCHHE C 1% ot
MbAeTe B rpynara Ha nnanebo (p <0,001). Hecrorara Ha cepHo3Ha XHNTEPKATUEMHA € HHCKA M B

nBeTe IPYIH NaLHCHTH.

[legpnaTpruna 11onyaaLns

JIuncea cuiiectBeHa MEGQOPMALHEA OT KIMHHYHHTE [IPOYUBAIIYA HAa CRHPOIIONAKTOH MMpH Aeua. Tosa
€ pe3y/ITaT OT HAKOJKO (PAKTOpa: MankoTO NPOyYBaHHs, MPOBEICHH B NCAHATPHUHATA TIOMNYJIALHA,
ynoTpebaTa Ha CNHMPOHONAKTOH B KOMOHMHAUMA C APYTH CPEACTRA, MalkdaT Opod nauHeHTH,
OLEHEHU TIPH BCAKO M3CICABAHE M Pa3NM4METO B npoyuBaHHTe nokasanud. IlpenopbkuTe 3a
JO3MpaHE IIpH TeNHaTpuuliaTa [oNynaiMs ce OCHOBRABAT Ha KAHHHYHHUA ONWHT H KasycH,
ROKYMCHTHPAHM B HAY'IHATA JIUTEpaTypa.

5.2 (@apMakoKHHeTNYHH CBOIiCcTBA

Abcopbyusn

CnupoHonaxtol ¢e pesopbupa aobpe ciien nepopanvo npuioxkceHue. (el NpUIOKEHHEe Ha Ha
CIIMPOHONAKTOH B AHEBHA A03a 100 mg B npoAwbKeHKe Ha 15 Anu NpH 3apaBH (00pPOBOIUM el
HaxpaHBaHe, BPEMETO 3a MOCTHraHc Ili MakCHMajiHa IUIa3MEHA KOHLICHTpallf, MakCHMajiara
[UII3MEHA KOHICHTPALMA M ETHMHUHALMOHNAT MOMYXKMBOT 3a CIMPOHONAKTOH €a ChOTBETHO 2,6

qaca, 80 ng/ml u npubnusurento 1,4 yaca. 3a MeTaboaUTHTC 7-an(a-(THOMETHI) CTUPOHONAKTON H
KapHEHOH tuac € 3,2 M 4,3 uaca, cLOTBETHO CTOAHOCTHTC HA Cmax - 392 ng/ml u 181 ng/ml a
eNTHMHITALUHOHHHAT NONYXKHUBOT (tmm) - 13,8 ¥ 16,5 choTRETHO. - |
EdcxrnT BopXy Ob6peuHara GyHKIMS Ha CIMHMYHA 1032 CNMPOHONAKTOH ¢ MaKCHManeH 7 vaca

cJeA NpUeMa K TIepCUCTHPA Hail-Maliko 24 yaca ¢iell Hero.

Buompanciopmayus
MecrtaGonusnpa ce 10 akTHMBRIKM MeTabonurTy: capa-chabpkaiuy MerabosiuTH (80%) v B no-manka
cTened A0 kaHpeHOH (20%).

Enumunupane

Buiipexy, 4e eMMMHALIAOHHHA TNONYXUMBOT 11d CHpoHonaxton ¢ Kpathk (1,3 uaca), To3W Ha
aKTUBHUTE MeTabonuTH € mo-Abasr (Bapupa Mexny 2,8 u 11,2 vaca).

EnuMHHHpaHeTO Ha MeTa0OIMTHTE " C€ OCBILECTBABA OCHOBHO C ypmldTa H AOIBIHHUTEIHO
nocpe,uc*rmm HUTHYHA EKCKPELIHA C cbeucca | |

ITeduampuuna nonyrayus
Jiuncear GpapMakoKMHETHYHH AaHHH 32 yrorpebara npy neauaTpuyHata nomnynauus. [lpenopbkure
3a J03KpaHe B MEAMATPHATA CE€ OCHOBABAT 11a KIMHHYHHUA OIMHMT M KasyCH, AOKYMEHTHpaHH B

HayuHarta JiuTeparypa.
5.3 IlpeaxJIHHHYHH JaHHH 32 Oc3ouacnocr

[TpunoXkeHHEeTO 11a BACOKH A03H CITHPOIIOAAKTOH 34 MPOABLKHTEIICH TePHOA OT BpEME NPH ITLXOBE
BOAW J0 pPa3BHTHE HAa TYMOPH. | |

CrUpoHONAaKTOH ¥ HEeroBHTe MeTabonuTH fIPCMHHABAT nalcliTapHaTa ﬁapucpa nopajx KOeTo ¢
HeobX0/1MMa OLIEHKA HA CHOTHOLIEHHCTO M10/132/PHCK.

6. OAPMAINEBTHYHH ,[[AHHH
6.1 Chanchbk HA OMOIHATE Bel(eCTBA
LlapeBnuHO HylecTe

[Mosuaon K 30
Kanumes xupporesdochar auxuapar
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