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1. HANMMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Bepomnupon, Tabaerku 25 mr
Bepomnnpon, kancyJisl, TBepabie, S0 mr
Bepomnupon, kancyJsl, TBepabie, 100 mr

2. KAYECTBEHHbBINA M1 KOJIMYECTBEHHBII COCTAB

Bepownupon , mabaremku 25 me
Kaxmas Ttabmerka comepxkut 25,0 Mr cnupoHojiakToHa. Kpome Toro, kaxkmas TaOlieTKa Takxke

coaepxuT 146,0 Mr JaKTO3HI MOHOTHIPATA.

Bepownupon , kancynvi, meepovie,, 50 me
Kaxnas kamcymna comepxkur 50,0 mr cnmpononakrona. Kpome toro, kaxmas kamncyna 50 mMr Takxke

comepxuT 127,5 Mr 1aKTO36I MOHOTH/IPATA.

Bepownupon , kancynvt, meepovie, 100 me
Kaxnas xaricyna cogepxkut 100 mr cnupononakrona. Kpome Toro, kaxknas kamcyna 100 mr Takxe

cozepuT 255,0 Mr 1aKTO36I MOHOTH/IpATA.

BcnoMorartenbHbIe BEIIECTBA ¢ M3BECTHRIMU CBOMCTBAMMU:

Kaxxnas tabnetka cogepxkut 146,0 Mr 1akTo36I MOHOTHpATA, KaXkaas kancyia S0 mr coxepxur 127,5
MT JIAKTO3Bl MOHOTHpaTa, Kaxkaas karncyna 100 mr cogepxut 255,0 MI 1aKTO36I MOHOTHIpaTa.

Kancymel, TBepasie, 100 Mr cogepkaT Kpacutelns «xenToiid 3akat» (E 110).

[ToyHBIM CIIMCOK BCIIOMOTaTEIBHBIX BCHICCTB MPCJICTABJICH B Pa3JCJIic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Bepownupon, mabnemxu 25 me
Iloutn Genble, MIOCKUE, KPyriible TaOJeTKU ¢ (acKol, ¢ XapaKTEepHBIM 3alMaxoM MeEpKalTaHa U C

MapkupoBkoit « VEROSPIRON Ha omHO# cTOpoHE.

Bepownupon, xancynvl, meeposie,, 50 me
Bepxuss gacTh: jxenTas, Hempo3padHasi.

Hwoxnsist yacTb: Oerast, Herpo3payHasl.
Copnepxumoe Karcyibl: 225 MT OeNBIX WITH TOYTH OEJbIX TPaHyII.

TBepapIe KeTaTHHOBEIE KaICyJIbl, pasmep Ne 3.

OGYEL/7467/2016
OGYEI/7469/2016
OGYEL/7470/2016



RenBin002363 1 112/606

BricoTa: okoio 15,6 mm

Huametp: okoso 5,5 MM

Bepownupon, xancynvl, meeposie, 100 me

BepxHss gacTb: opaHkeBas, HeIpo3padHasi.

Hwoxasist wacTb: Jkenras, Hempo3padHast.

Copepxumoe Kancynbl: 450 Mr GenbIX I MOYTH OeNTbIX TPaHyl.
TBepapIe KeTaTHHOBEIE KaTcyIibl, pasmep Ne 0.

BricoTa: okxoso 21,5 MM

Jwnamerp: okoso 7,2 MM

4. KIIMHUYECKHUE XAPAKTEPUCTUKH

4.1 Iloka3aHus K NpMMEHEHUIO

- 3acmoiinaa cepoeunas HedOCMamouHOCmb y TALUEHTOB, HE PEArHpyloOIUX Ha JpPYTyIo
Tepanuio WiIK He MePEeHOCAIINX ee, a TAKKE I yCUIIeHUs NeHCTBUA APYTUX JUYPETUKOB.

- Occenyuanvuas eunepmen3us, NPEUMYILECTBEHHO B ClIy4ae TUIIOKAIMEMHUM, KaK IIPABUIIO, B
KOMOWHAIIMY C APYTHMMHU TUTIOTCH3UBHBIMH TpeTapaTaMH.

- Luppo3 neyenn, CONpoOBOKIAIOMINIACS aCIIUTOM H/UIH OTEKAMH.

- JleyeHue nepBUYHOTO rUNEPATbIOCTEPOHU3MA.

- Otexu npu HeYPOTHUECKOM CHHIPOME.

- JleyeHne THUMOKAIMEMUH B CIIydae, €CIIM MNAalKMEHT HEe MOXET MOJy4aTh KAaKUX-THOO APYTHX
MIpenaparoB.

- [IpodunakTika TUNOKANIMEMHN y MALUEHTOB, NIPUHUMAIOMINX CEpICYHBIC TIIMKO3UABI, KOIraa

APYyrue METOAbI JICUCHUS HCIPUMCHUMBIL.

4.2 Cnoco0 npuMeHeHHsl M 103bI

CxeMbl I03UpOBaHUsI

Bspocnvie

[epsuunwviil 2unepanboocmeporHusM

s ouaenocmuueckux yenetl
1)  JIMTeNnbHBIN TECT: CIMPOHOJIAKTOH MpuHUMaeTcs o 400 mr/cyt 3-4 Henenu. [lpu qocTHxkeHHH

KOppC€KOUKU THUIIOKAIUEMUN U apTepHanLHoﬁ TUOCPTECH3UKU MOXKHO IIpearojgaratb HaJIU4ue
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NEPBUYHOTO THIIEPATbI0CTEPOHU3MA.
2) Kopotkuit Tect: cnmpoHomaktoH npuHuMaercs mo 400 wmr/cytr B teuenme 4 nueit. [lpum
YBEJIIMUEHUH COICPIKaHMUs Kajdus B KPOBH BO BpeMs IpHEMa BEPOIUNUPOHA U CHIDKEHHH IIOCIIEe

€ro OTMEHBI MOKHO ITpEANoJIaraTb HaJIMYUEC NEPBUIHOTO T'HIICPATIbAOCTEPOHU3MA.

Jleuenue

[Ipu moATOTOBKE K XUPYPTHYIECKOMY JIEYEHHIO CIIMPOHOJAKTOH MPUMEHSIOT B A03ax oT 100 mo 400
mr/cyt. Ecnm omepamms He mMoOKa3zaHa, CIUPOHOJAKTOH MOXKET NPUMEHSTHCA IS JIITUTEITHEHOU
TTOICP’KUBAIOIICH Tepanuu B HanMeHbIeH 3(dexkTnBHON mo03e. B 3ToM ciydae HadaybHas 103a
npernapaTa MOKET YMEHbBIIATLCS Kaxple 14 qHel 0 MOCTIKEHHUS HauMeHbIIeH 3(GEKTHBHOM JT03bI.
Jlist CHMDKEHUsI BBIPOKEHHOCTH NMOOOYHBIX 3(P(PEKTOB NMpHU JIUTEIHHOM NMPUMEHEHWH BEPOIIITHPOH

PEKOMEH]TyeTCs IPUMEHSTh B KOMOMHAIUH C IPYTUMH Y PETHKAMH.

Omexu Ha (poHe 3acmoUnOl cepOeyHOU HeOOCIAMOYHOCINU U Heppomu4ecko20 CUHoOpoma

Hauanbnas moza cocramsier 100 Mr m MoXeT M3MEHSThCS B uHTepBasie oT 25 mo 200 wmr/cyr,
npernapaT MOKHO NpuHUMaTh 3a 1-2 mpuema. [Ipu npueme 6ojee BBICOKHX /103 BEPOIITUPOH MOKET
MPUMEHSATHCSI COBMECTHO C IMYPETUKOM, JISHCTBYIOIIUM B 00jiee MPOKCUMAaIbHOM OT/ENIE MOYEUHOTO

KaHaJbla. B 3TOM ciyyae 7103y BepOIITHPOHA CIIEYET CKOPPEKTHPOBATH.

Jonoanumenvuas_mepanusi npu_aeyenuly_maxcenon_cepoeunol neoocmamoyunocmu (knacc HI-1V no

knaccudhuxayuu Hovro-Hopkcxoii kapduonocuueckoii accoyuayuu (NYHA) u ¢ dpaxyueil svibpoca

<35%

Ha ocHoBanuu pe3ynbraToB PaHn0MU3HPOBAaHHOTO MCCIIEAOBaHUS TpuMeHeHus anbaakToHa (RALES:
CM. TaKxe pazzen 5.1) yCTaHOBJIEHO, YTO, €CIIH COACPIKAHNE KAIHS B CBIBOPOTKE KPOBU HE MPEBBIMIACT
5,0 MDKB/J, a KOHIIEHTpALUsl KPeaTUHMHA B CHIBOPOTKE KPOBHW HE MPEBHIIMIAET 2,5 MI/mJ, B Hadaie
npuMeHeHus Ha (oHe 0a30BOM CTaHIAPTHOHM Tepamuu 7103a CIHUPOHOJAKTOHA JIOJDKHA COCTaBJISTH
25 mr/cyt. [lanuenTaM ¢ XopoIei NepeHOCUMOCTBIO Ipenapara B 03¢ 25 MI/CyT, M0 KIMHUYECKUM
MOKa3aHUSIM MOXHO yBEeNW4HTh 103y 10 50 mr/cyt. llanmentam, He TIEpEHOCSIUM TIpenapar B J03¢

25 Mr/cyT, MOKHO CHU3UTH JIO3Y TIpernapaTa 0 25 Mr onuH pa3 B 2 nHs. (CM. paznen 4.4).

ﬂOI’lO]lHumefleaﬂ mepanus_npu Jjed4eHuu apmepuaﬂbnoﬁ cunepmensuu 6 ciydae He0oCmamouHou

aghghexmusHocmu panee NpUMeHAEMbIX 2UNOMEH3UBHBIX NPENapamos

HawanpHas 1n03a ciMpoOHONIAKTOHA TIPH OJHOBPEMEHHOM MPUMEHEHHH C APYTUMH THIOTEH3WBHBIMH
mpermaparamMu coctapisier 25 mr/cyt. Ecnu ciycts 4 Hemenu apTepuanbHOE JaBlieHHE HE IOCTHTAeT
IIEIeBBIX 3HAUEHWH, J03a TMpermapaTa MOXeT OBITh YIBOEHA. Y TAIMeHTOB C apTepHaTbHOU
THIEPTeH3UEH, IONyJalonMX IpenapaThl, KOTOpPbIE MOTYT BBI3BaTh pa3BUTHE THIIEPKATHEMHH
(manpumep, HHTHOUTOPBI AIID MM GIOKATOPHI PEIENITOPOB AHTHOTEH3WHA), 10 Hadala MPUMEHECHHS

CIIMPOHOJIAKTOHA CJICAYET OLCHUTH COJACPKAHMWEC Kalusd M KpEaTHMHHWHA B CBIBOPOTKE KPOBHU. He
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ClIelyeT NPUMEHATh BEPOLINHPOH MAIMEHTaM, y KOTOPBIX COJIEpYKaHHWE Kalisl B CHIBOPOTKE KPOBHU
npesbimaeT 5,0 MMOIB/J, a KOHIEHTPALusl KpeaTHHUHA B CHIBOPOTKE KPOBHM IpeBbIaeT 2,5 mr/ni. B
TedeHHe 3 MeCsLEB I0CIe Hadaja MpHeMa CIUPOHOJIAKTOHA CIeLyeT TLIATEJBHO KOHTPOJIMPOBATH

COACPIKAHUE KaJIUud U Kp€aTUHHUHA B KPOBH.

Acyum u omexu, 00YCl06/1eHHbIE UUPDO3OM NEYeHU

Ecimn coorHomenne monoB Na/K B moue mpessimmaer 1,0, cyrouHas mo3a mpemaparta JOJDKHA
cocranysath 100 mr. Ecnn ykazanHnoe cootHomenne MeHsble 1,0, 103a npernapara JT0JHKHA HAXOJUTHCS
B unTepsaie or 200 1o 400 mr/cyT.

INopnepsxuBaromas 103a AOJKHA ONIPEEAThCA UHIUBUYaIbHO Ul KaXKIOI0 IallMeHTa.
Tunokanuemus
[Ipenapat Ha3HawaeTcs B mo3e 25-100 Mr/cyrt, ecny NMpUMEHEHHE TMPENapaToB KaWs WIN APYTHX

KajuiicOeperaroImx METOI0B SBJISICTCS HEJOCTaTOUYHBIM.

[Memu u noopocmku 0o 18 1em

HauanpHas nmo3a mpemapata cocraBimsier 1-3 Mr/kr Maccel Tena B cyTkd B 1-4 mpuema. Ilpum
IMPOBCICHUN nozmepmHBanmeixi Tepanuu wWihn 0Opu OJHOBPEMCHHOM IMPUMCHCHUU C APYIUMH
JUypeTHKaMH 1032 BEpOLINHUPOHA JOKHA OBITh CHIDKEHA A0 1-2 MI/KT Macchl Tena.

HpI/I HCO6XOI[I/IMOCTI/I MOJXHO IIPUT'OTOBUTH CYCIICH3UIO U3 U3MCIIbYCHHBIX TabJIETOK 25 MT.

Tootcunvle nayuenmol

JleueHue npernapartoM pCeKOMCHAYCTCS HAYUHATL C HauMCHBIIICH JO03bI C TIIOCTCIICHHBIM €€
YBCIMYCHUCM [0 JOCTHXXCHUA MAKCUMAJIIBHOI'O KEJIacMOTI'0 Sq)(l)eKTa. Cne):[yeT CO6J'IIOI[3TI>
OCTOPOXKHOCTD Yy IMAUCHTOB C TAXKCIIBIMU HApYUICHUAMHA (bYHKI_[I/Iﬁ MOYCK U MNCUCHU, KOTOPHIC MOT'YT
BIIMSTH HA META0OIU3M U IKCKPCIUIO CIIMPOHOJJIAKTOHA. KpOMe TOro, Ipyu NPpUMCHCHUU IIpCIiapaTta y
MOXWJIBIX MAUCHTOB CJICAYCT NPUHHUMATh BO BHUMAHHUC PUCK PA3BUTHA THIICPKAIIMCMUA (CM. pasacit

4.4).

Croco0 mpuMeHeHus

Kak mpaBuio, cyrouHas no3a COUPOHOJIAKTOHA MPUHUMAETCS Noche eapl 1 uim 2 pas3a B CyTKH.

[Ipuem cyTo4HOMN A03BI WM NIEPBOM YaCTU CYTOYHOM JO3BI ITpenapara peKOMEHIAYETCSI YTPOM.

4.3 IIpoTuBomoka3zaHus

. [loBBIIIIeHHAs YyBCTBUTENFHOCTh K JIEHCTBYIOIIEMY BEIIECTBY IIperapaTra Wid K JII00oMy M3

BCIIOMOTI'aTCJIBHBIX BEIIECTB, IICPECUNCICHHBIX B Pa3aciie 6.1.

. Anypus.
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. Ocrtpast moyeyHast HeI0CTaTOYHOCTb.

. Tsoxenple HapymeHus (QYHKIUH TI0YeK (CKOpocTh KiyOoukoBoW ¢umbTpammun Menee 10
MJI/MUH).

. CepaeuHasi HEOCTATOYHOCTHh (CKOPOCTh KIyOOukoBO# (umbTparmn meHee 30 MI/MHH WIIH

CHIBOPOTOYHAS KOHIIEHTpAIUs KpeaTHHHHA 0osee 220 MKMOJIB/IT).

. IMunepkanuemusi.

. I'unonarpuemus.

. Bonesnr Annncona.

. OnHOBpeMEHHOE MTPUMEHEHHUE 3IIEPEHOHA MK APYTUX KaJTHiicOeperaromnx INypPEeTHKOB.
. BepemeHHOCTH 1 TIEpHOJ TPYTHOTO BCKAPMIIMBAHUSI.

4.4 Oco0Oble ykazaHus U Mepbl NPEAOCTOPOKHOCTH NMPU NMPUMEHEHUH

- C 0co00#f OCTOPOKHOCTHIO CHHPOHONAKTOH CIEAYeT NPUMEHSTh y MAIMeHTOB, OCHOBHOE
3a00s1eBaHIE KOTOPHIX MOXKET MMPOBOLMPOBATH Pa3BUTHUE aIM103a U/UIIU TUTIEPKATUEMHU.

- [Matmenter ¢ guabeTndeckoil HedpomaTueil WMMEIOT TMOBBINIEHHBIH PUCK — Pa3BHTHUS
THIIEPKATHEMUH.

- [IpuemM cIMPOHOJAKTOHA MOXKET BBI3BATh TPAH3MTOPHOE MOBBILICHUE a30Ta MOYEBHHBI KPOBH
(AMK), ocobenHo Ha (oHEe MMEIOUIErocs HapylIeHUS (YHKIMM TOYEK W THIEPKaTHEMUH.
CIUpOHOIAKTOH MOKET BBI3BaTh OOPATUMBIN THIEPXIOPEMHUUECKHA METa0OINIECKUH alnuao3.
Taxum 00pa3om, Mpy NPUMEHEHUH NIpenapaTa y HallMeHTOB ¢ HapyIIEHUSIMUA (DYHKIIUHU MOYEK U
MEYeHH, a TaKKe Yy MalKWeHTOB MOXMUIOr0 BO3pacTa, HEOOXOAMM pEryJSpHBI KOHTPOIb
MOKa3aTesied 3IeKTPOIUTOB CHIBOPOTKU KPOBH M (PYHKIIMH HOYEK.

- OpHOBpEMEHHOE  TPUMEHEHHE  CHHPOHOJAKTOHAa €  TpenaparaMmi,  BBI3BIBAIOIINMHU
THIIEpKaJIMEeMHUI0 (HampuMmep, Apyrue KaiuiicOeperaromme AWypeTHKH, MHrHOMTOpHl AllD,
AQHTarOHUCTBl ~ PELUEeNnTOpoB  aHruoTeHsuHa II, OmokaTropsl  ambAOCTEpPOHA, TEHapHH,
HU3KOMOJICKYJSIDHBIA TeMapuH, Mpemnaparbl Kaius, Ooraras Kaluem IueTa, ymnoTpeOieHue
KaJUH-COACPKAIIUX 3aMEHHUTEJIEH COJM), MOXKET TPUBECTH K DPAa3BUTUIO  TSDKEIOH
TUIIEPKATHEMHUH.

- 'mnepkanuemMust MOXET NPUBECTH K CMEpTENbHOMY Hcxony. Kpuruuecku BaxHO
KOHTPOJIMPOBaTb U KOPPEKTUPOBATh COJEp)KaHUE Kajiusd y MAlMEHTOB C TsDKEIoH (opmoit
CepACYHONl HENOCTATOYHOCTH, MOJIYYalOUIMX CIHPOHONAKTOH. He cienyer mnpuMeHATh
mpenapar COBMECTHO C JAPYTHMMM KajuicOeperaromuMu AWypeTHKaMHu. Y MalueHTOB C
colepaHWEM Kallisg B CBIBOPOTKE BEINIE 3,5 MOKB/T IPOTHBOIIOKA3aHO IPUMEHEHHE
npenapaToB Kanus. PekoMeHnayemas 4acToTa MOHUTOPHHTA COJIEPKAHUS KallUusl 1 KpeaTHMHUHA -
gyepe3 HEAeNIo IIocie Hadajga IpueMa IpenapaTa WIM YBEIMYEHUS [103bl CIIMPOHOJIAKTOHA,
€KEMECSIUHO B TEUEHHE IIEPBBIX 3 MECALEB, 3aTEM €KEKBapTaJIbHO B TEUEHUE I'0J1a, I10CIIE YEro

— kaxaple 6 mecsies. [Ipu comep)kaHUU Kaius B ChIBOPOTKE KPOBU OOblie 5 MOKB/I WU
5
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KpeaTuHHHa Oousbiie 4 MI/An clieayeT BPEMEHHO WM IIOJHOCTBIO IPEKPaTHTh MpPUEM
criupoHonakToHa. (Cm. pazuen 4.2 JononuumenvHas mepanus cepoedHol HeOOCMAamoyHOCHU).

- VY mamueHToB ¢ mopdupHeil BEpOIIUPOH CIEAYyeT MPUMEHSTh C 0COO0O0H OCTOPOKHOCTEHIO,
MOCKOJIBKY MHOTHE Iperaparhl IpOBOLUPYIOT 000CTpeHUs TOpGUPHUHL.

- IIpu npueme npenapara 3anperaercs: ynorpedjaeHue aaKoroys.

- B citydae HenepeHOCHMOCTH JIAKTO3bI CJIEAYET IPUHUMATh BO BHUMAaHHE, YTO Kax1as TadyeTka
BepoHImupoHa cofepkut 146,0 Mr makTo36l MOHOTHApATa, Kancyisl 50 mMr comepxar 127,5 mr
JIAaKTO3BI MOHOTHIpaTa, a Kancyssl 100 Mr comepskar 255,0 Mr 1akTo361 MOHOTHIpaTa. JlaHHEIH
mpenapaT He ClleAyeT IPUHUMATh IalKdeHTaM C TaKUMU PEIKMMU HacJelCTBEHHBIMU
3a00J1eBaHUsIMU, KaK HEIIEPEHOCUMOCTb TaJIaKTO3bl, JIAKTa3Hasi HEAOCTaTOYHOCTh MM CUHIIPOM
TIIF0OKO30-TATAaKTO3HOHM MahaOcopOIum.

— Kancynsr Bepommmupona 100 Mr cogepkaT B CBOEM COCTaBE KPAaCHTENhb <OKenThid 3akat» (E

110), KOTOPBI MOXKET BBI3BATh AJUIEPTUUECKHE PEAKIIHH.

4.5 BzamMmopeiicTBHe ¢ JpPYrMMHM JIEKAPCTBEHHbIMH mHpenapataMd W HHble (opMbl

B3aHUMO/IeHCTBUSA

OpnHOBpeMEHHBIH MpreM mpemnapara BepommnupoH c:

- OPYTUMH  KanuvicOepezaiowumu  ouypemuxamy, uneubumopamu AllD, anmazonucmamu
peyenmopos anecuomenzuna I, 6noxamopamu anboocmepouna, npenapamamu Kaius, a TaKKe
coOiofieHne OoraTodl KanueM JAWETHI, WM YHNOTpeOJieHHE Kalnuh-coAepiKalluX 3aMeHHTeNeH
COJIM, MOKET MPUBECTH K Pa3BUTHUIO TSDKEJIOW TMIIEPKATHEMHUH.

— [ToMuMO JTeKapCTBEHHBIX CPENCTB, JOCTOBEPHO BHI3BIBAIOIINX TUIEPKATHEMHIO,
OJHOBPEMEHHOE MMPUMEHEHUE KOMOUHAYUY MPUMENONPUM/CYTbOAMEMOKCA301 (AHMUOUOMUK,
HA3b186AeMblll KO-MPUMOKCA30I0M) CO CTUPOHOIAKTOHOM MOXKET MPUBECTH K KIMHUIECKU
3HAYMMOUN TUIIEPKAITNEMHUH.

- Ipuem Opyeux ouypemuxos — ycuaugaem ouypes.

— Hmmynooenpeccanmul, YUKIOCNOpUH U MAKPOIUMYC MOTYT TIOBBILIATH PHCK Pa3BUTHSA
THIIEPKAJIMEMHUH, BBI3bIBAEMON CIIMPOHOIAKTOHOM.

- Konecmupamun, ammonusn xn10pud MOTYT TakKe MOBBILIATH PUCK Pa3BUTHS TMIIEPKATIMEMHUHN U
THIIEPXJIOPEMUYIECKOTO0 META0O0IMYECKOT0 allua03a.

- Tpuyuxnuueckue anmuoenpeccanmol u AHMUNCUXOMUKU MOTYT YCUJIMBATh
AHTUTUTIEPTEH3UBHBIN 3 (EKT CIUPOHOIAKTOHA.

- Tunomensugnvie cpedcmeéa — CHUPOHONAKTOH IOTEHUUPYET HEHCTBHE TI'MIIOTEH3UBHBIX
IIPenapaToB, 103y KOTOPHIX IPU OJHOBPEMEHHOM IIPHEME CO CIHPOHOJAKTOHOM, BO3MOJKHO,
noTpedyeTcsl CHU3UTh U KOPPEKTUPOBATh B JasIbHEIIEM B citydae HeoOxoaumocTu. Iockonbky
uHruouTops! AIl® cHukarT BbIpabOTKY albJOCTEPOHA, HE CIIEAYeT UCIOIb30BaTh IIpEeHapaThl

JAHHOW TPYNIIBI COBMECTHO CO CHHMPOHOJIAKTOHOM Ha IOCTOSHHOM OCHOBE, OCOOEHHO Y
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MAIMEHTOB C YCTAHOBJIICHHBIM HapyIIeHUEM (PYHKIIUU TIOYEK.

- OOHOBPEMEHHBIN MPUEM  C HUMPOSIUYEPUHOM, UHBIMU HUMPAAMU UTU 8A300UIAMAMOPAMU
MOJKET YCHUJIMBATh aHTHTHIIEPTEH3UBHBIN 3P PEKT CIIMPOHOIAKTOHA.

- Anxoeons, Oapbumypamel unu HapKomuueckue npenapamvl — MOTYT TIOTEHIIUPOBAThH
CBSI3aHHYIO CO CIIUPOHOJIAKTOHOM OPTOCTAaTHYECKYIO TUTIOTEH3HIO.

- Ilpeccopnvie amunbl (HOpIMUHEPPUH) — CIHPOHOIAKTOH CHM)KAET COCYAWCTBHIE PEaKIU{ Ha
HopanmHeppuH. [lo 3TO¥ mpuumHe ciexyer coOMIOAATE OCTOPOKHOCTH TNPH TPOBEACHUU
MECTHOH HITH 00IIIeli aHeCTE3NH Y MAIeHTOB, TPHHUMAIOIIINX CIIHIPOHOIAKTOH.

- Hecmepouonvie npomusosocnanumenvuvie npenapamel (HIIBII) — y HEKOTOPHIX Mal€HTOB
npueM HIIBIT MoxeT cHUXaTh AMYpPETUUYECKUH, HATPUHYPETUUECKUNA U aHTUTUIIEPTEH3UBHBIN
3pQEKThl TETNEeBBIX, KATMHCOEperalnmux W THA3WAHBIX JIUypeTukoB. OIHOBpeMEHHOE
NIPUMEHEHHUE HIIBII (manpumep, aneTWICATMLIWIOBOM KHCIOTHl, WHAOMETAllMHA U
Me(deHaMOBOM KHCIOTHI) ¢ KaTHHCOEpPEraroUMH JUYPETHKAMUA MOXKET TPUBECTH K Pa3BHTHIO
TSDKEJION TUIepKaarneMu. TakuM o0pa3oM, MPpH OJHOBPEMEHHOM NpHUEME CIIHPOHOIAKTOHA C
HIIBII cienyer TmiaTenbHO KOHTPOJHUPOBATH COCTOSHME MAlMEHTA HA NPEIMET JTOCTHKECHUS
xenaeMoro 3G QeKTa MOYETOHHOTO TIperapara.

- Imoxoxopmuxocmepoudsi, AKTIT — MOXET yBEITUYHUBATBCA CKOPOCTh  BBIBEICHHS
AIIEKTPOJIUTOB, B YaCTHOCTH, MOXKET HAOIIOAATHCS THITOKATUEMHUSL.

— Jlueokcun — CIMPOHONAKTOH MOXKET YBEJIMYUBAThH NIEPUO]T TIOTYBBIBEACHUS AUTOKCHHA, YTO
MOJKET MIPUBECTH K YBEIMYEHHUIO KOHLIEHTPAIIUN TUTOKCHHA B CBIBOPOTKE KPOBH U, KaK
CJIEZICTBUE, YCUIIEHHUIO €0 TOKCUYHOCTH. [IpH mpremMe CiupoHOIaKTOHA MOKET MOTPEOOBATHCS
CHIDKEHHE J103bl JUrokcuHa. CiefyeT TIaTeabHO KOHTPOJIUPOBATh COCTOSHUE MAaLUEHTa IS
MPEIOTBPAIIECHNUS IEPEA03UPOBKH TUTOKCHHOM WIJIM HEOCTATOYHOM TUTHTATH3alHH.

- Bruanue npenapama na pezynsmamul 1a00pamopHbiX UCCIe0068aHUll — B TATEPAType OMHCAHO
HECKOJIBKO CIIy4yaeB BIUSHHUA CIUPOHOJAKTOHA WM €ro MeTabolMTOB Ha IOKa3aTelb
KOHIIEHTpaIK AUTOKCHHA, OIPEIEIEHHBIA METOJOM paHOMMMYyHHOr0 aHanu3a. Knuanueckas
3HaYMMOCTh JTaHHOTO B3aMMOZCHCTBHUS IIOKa HESACHA.

- Ilpu ¢ryopumempuueckom aunanuze CUUPOHOIAKTOH MOXKET BIMATH Ha pe3yJbTaT aHaIn3a
CONIEpKaHUsl COCNUHEHWH C aHAIOTWMYHBIMU TapaMeTpaMu (iayopecueHnn (HampuMmep,
KOPTH30JI, SITHHE(DPHH).

- Anmunupun — CIUPOHOIIAKTOH YCKOPSAET METa0OIN3M aHTUITMPHHA.

- Ilpenapamei numus — Kak TPaBHIIO, TPENapaThl JUTHS HE CIeIyeT NMPUMEHSTh COBMECTHO C
MUypeTHKamMu. J[nypeTnkn CHIKAIOT MOYEYHBIH KIIMPEHC JUTHA W TOBBIMIAIOT PUCK Pa3BUTHA
TOKCHYECKHX (P (HEKTOB MPErapaToB JTUTHS.

- Kapbenoxconon — MOXKET BBI3BIBATH 3aI€PKKY HATPHUS B OPTaHU3ME U, KaK CIEJICTBUE, CHIKATh
s pexTHBHOCTh crnHMpoHONakToHA. CremyeT w30eratb OAHOBPEMEHHOTO  IPUMCHCHHS
KapOEHOKCOJIOHA ¥ CTIUPOHOJIAKTOHA.

- Kapbamaszenun — ipyu OMTHOBPEMEHHOM IPUMEHEHUH C INYPETUKAMH IperapaT MOXeT BbI3BaTh
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KJIMHAYECKU 3HAYUMYIO TUIIOHATPHEMHUIO.

- 2enapuH, HUKOMONEKYNAPHbIN 2enapur — OJHOBPEMEHHOE IPUMEHEHHE CO CIMPOHOJIAKTOHOM
MOXET IPUBECTHU K TKEJION THIEPKATUEMHUH.

- npou3gooHble KyMapuHa — npenapar cHuxaeT 3 (HeKTHBHOCTD JaHHOW TPYIIIBI IPETIapaToB.

- CnHpoHONIAaKTOH MOXKET YCHIIUBATh JAEUCTBHE aHano2o8 [HPI' (TOHamOTpONHH-PETU3NHT-

TOPMOHA): TPUNTOPEIHHA, OycepennHa, TOHAIOPETHHA.

4.6 PenponykTuBHas GyHKIUS, OepeMEHHOCTH U MEPHO I'PYTHOT0 BCKAPMJIMBAHUS

BbepemeHHOCTD

CriupoHOJIakTOH 001ajaeT aHTHAHAPOTCHHBIM S(PQGEKTOM Yy 4YelnoBeKa, MOATOMY €ro He CleIyeT
MPUMEHATHE BO Bpemsi OepeMeHHOCTH (cMm. pazmen 4.3). CHUpPOHONAKTOH WA €ro METabOJUTHI
MPOXOAAT dYepe3 TreMaToIlialleHTapHbI Oaphep. Ha (oHe npuMeHeHHMs CIHPOHOJAKTOHA Y
OepeMeHHBIX KpbIc HaOnronanach (eMHHH3AIUS TUIOZOB MYXKCKOTO Moja, a IOCe POXICHHS Yy
MOTOMCTBA KEHCKOTO M MYXKCKOTO I0jla HAOJIONAJIMCh SHIAOKPUHHBIC HapyiieHHs. [IpuMeHeHue
CIIMPOHOJIAKTOHA Y OEPEMEHHBIX KEHIIMH BO3MOKHO TOJBKO B CIIydae, €cii Mpe/oiaracMas ojib3a

IMPEBLIIITACT BO3MOXKHBIC PUCKU IJISI MATCPU U I1J10J4.

I'pyaHOE BCKapMIIMBaHHUE

MeTabonuThl COUPOHOJAKTOHA OOHAPYKMBAINCH B TPYyIHOM MOJoOKe. B ciyuae HeoOXoauMocTu
MPUMEHEHUs] CIUPOHOJIAKTOHA CIEAYET MpepBaTh IPyAHOE BCKAPMIIMBAHUE M HCIOJIB30BaTh APYrou

cnoco0 KopMieHus peOeHKa.

4.7 BausiHue HA CIOCOOHOCTH K YNPABJICHHIO TPAHCIIOPTHBIMH CPeICTBAMM M MeXaHM3MaMH

B naugaie MNPUMCHCHUA IIpCllapaTa B TCUCHUC HWHAWBUAYAJIBHO OIIPCACICHHOTO BPEMCHHU CIICAYCT
BO3JACPIKATHCA OT YIPABJICHUA TPAHCIIOPTHBIMU CPECACTBAMHA U OT pa6OTBI C IMOTCHIOMAJIbHO OITaCHbBIMHA
MexaHm3Mamu. B HaﬂbHeﬁIHeM OrpaHUYCHUS NOJIKHBI ONPCACIIATHCA WHAUBUAYAJIBHO IUIA KaXXA0I'0

InanueHTa.

4.8 HexenareabHbie 3¢ deKThI

HexenatenpHple peakunyu OOYCIOBIEHBI KOHKYPEHTHBIM aHTaroHH3MOM CIIMPOHOJNIAKTOHA B
OTHOIIEHWW aNbJOCTEpPOHA (YTO TPHUBOAWT K YCWICHHIO DOKCKpEIUH Kaiws), a TaKxKe

aHTHAHIPOTCHHBIM () ()EKTOM CITHPOHOIAKTOHA.

HexenarenpHbie pe€aknuun npeacTaBICHbl B BUAC PaCIIpEeACICHUSA MO0 CUCTEMHO-OpPraHHBIM KilacCaM

cormacio MedDRA u ¢ yka3aHueM 4acTOThl BO3HHUKHOBeHHs cornacHo MedDRA: ouensb 4acto
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(>1/10); gacto (ot >1/100 mo <1/10); Hewacro (ot >1/1000 mo <1/100); peaxo (ot >1/10 000 mo

<1/1000); ouens pemko (<1/10 000), yacToTa He yCTaHOBJIEHA (HENb3sI OLEHUTH MO WUMEIOIIHMCS

TAaHHBIM).

CucremMHoO-
OpPraHHbIN
KJace
COTJIACHO

MedDRA

OueHb YacTo

Yacro

Heuacro

Peaxo

Ouensb peako

YacroTta He

YCTaHOBJIEHA

Hapyumenus
€cO0  CTOPOHBI
KPOBH "
JauMparnuec

KO cHCTeMBI

TpombouuTon
SHMUS,
arpaHyJIOLUTO
3,

903UHODUITHS

Hapymenus
€O  CTOPOHBI
MMMYHHOM

CHCTEMBI

l'unepuyBcTBU

TCJIIBHOCTDb

Hapymenus
€cO0  CTOPOHBI
IHAOKPHHHOI

CHCTECMBI

I'upcytusm

Hapymenus
€cO  CTOPOHBI
o0MeHa
BELIECTB M

NMUTAHUA

IN'unepkanuem

1
nusi

T'unepkanuem

2
usi

l'unonatpuem
ns,
JeruapaTanus

>

nopdupns

lNunepxyopem
MYECKUI

annuao3

Hapymenus

NICUXUKHU

He3opuenTary

s

Hapymenus
€CO  CTOPOHBI
HepPBHOM

CUCTEMBI

COHJIBOCTB",
T'onoBuas

00JIb

[Tapanuy,

TaparieTus

Hapyumenus
€cO  CTOPOHBI

cepaua

T
Aputmun

Hapyumenus
€CO  CTOPOHBI

cocyaoB

Backynur

Hexenarensn
ast
apTepuanbHas

THUIIOTCH3UA
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Hapymenus H3menenue
€CO  CTOPOHBI royioca
IbIXaTeJIbHON
CHCTEMBI,

OpraHoB
IrPyAHOMH
KJICTKH "
cpeIoCTeHHUs!
Hapyumenus TomnoTa, T'actpur, s3Ba,
€cO0  CTOPOHBI pBOTa KEIyI0uHOe
JKeJTyAOYHO- KpPOBOTEUCHUE
KHIIIEYHOT O )
TpakTa 601b B
KEIyJKe,
Iuapest
Hapymenus l'ematut
€cO CTOPOHBI
neYeHu "
JKeJTYeBbIBOJ
SIUX myTei
Hapymenus Colb, Anoneunus, Bynnesnsrit
CO  CTOPOHBI KparuBHALA JK3eMa, nempuronn’
KOKH u KOJIBIIEBU/THAS
MOJIKOKHBIX spuTeMa,
TKaHeii BOJTYaHOYHOII
0J00HBIE
HN3MEHEHHS
KOXXH
Hapymenus Ocreomansanm
€CO  CTOPOHBI s
CKeJIeTHO-
MBbIIIEYHOH H
coeIMHUTEIb
HOIl TKAHH
Hapymenus Ocrtpas
€cO  CTOPOHBI MoYeyHas
Nno4eK U HEI0CTaTOYHO
MOY€eBbIBOJS CTb
IIMX IyTei
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Hapymenus CHxeHne Becriomue’
€O CTOPOHBI | THOHIO,
MOJIOBBIX SPEKTHUIIbHAS
OpraHoB H | AucyHKOus,
MOJIOYHBIX TMHEKOMACTHA
JKeJie3 (y Myx4uH),
00NIe3HCHHOCT
b MOJIOYHBIX
x)eje3, 00ib B
rpyau (y
MYXUHUH),
YBEINYCHUE
MOJIOYHBIX
xKeJes,
HapyIIeHHS
MEHCTPYaJIbHO
O LUKIIa
(y JKeHIIMH)
Oomue Actenus,
paccTpoiicT YCTaJIOCTh
a "
HapyLIeHUsI B
MecTe
BBeJIeHUs
JlaGopaTopH IToBbiIEHUE TIOBBIIIIEHUE
ple u KOHILIEHTPAIL | COJEpKaHMs
HHCTPYMEHTA Y MOYEBHHBI B | TNIHKO3WJINPOB
JIbHbIE KpOBH, AHHOTO
JAaHHbIE TIOBBILICHHE reMorJio0nHa
konnentpamu | (HbAlc)

Y nanueHToB C TMOYEYHOW HENOCTATOYHOCTHIO W Y ITAllMEHTOB, OJHOBPEMEHHO ITONYYarOIINX

npenapaTsl Kajius.

2V NOXKHIBIX MAI[MEHTOB, MIPH CaxapHOM nuabeTe W y MAIFeHTOB, OJHOBPEMEHHO MPUHUMAIOIIIX

nHTHOUTOPHI ALTD.

3V nanuenTos ¢ IIAPPO30M TICUCHH.

4 V manueHToB C MOYEYHON HEJOCTAaTOYHOCTHIO U Yy INaoyuCeHTOB, IMOJYYaroIOUX IIpe€rapaTrbl KaJlnus

OOJHOBPEMEHHO CO CITMPOHOJIAKTOHOM.

> [Ipu npUMEHEHUH MPenapaTa B BEICOKHX 103ax (450 mr/cyr).
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6
Kak MMpaBUJIO, IPpHU AJIUTCIBHOM NPUMCEHCHUU.

OO0bIYHO TOCIIE IPEKpaIEHUs TpUeMa CIIUPOHOJIAKTOHA HeXKelaTesbHbIe () (EeKThl NCUe3atoT.

Coo011eHne 0 IT0I03PEHNN Ha HEXKEIATEIbHbIE PEAKIINN

Coo0mare 0 MOJO3PEHUSIX Ha HEXKENaTeNbHBIE JEKapCTBEHHBIE PEeaKIMi HEeOOXOINMO JaKe ITOCIe
TOTO, KaK TOJY4YeHO PErncTpalMoOHHOE YIOCTOBEpEHHE Ha [aHHBIA Tpemapar. OTO TO3BOJSET
MPOJOJKATh MOHHTOPWHT COOTHOIIEHHS «IIOJB3a/PUCK» I JAHHOTO JIEKAPCTBEHHOTO CPEICTBA.
PaboTHHKOB chepbl 3paBoOXpaHEHHs MPOCIT COO0MIAaTh 000 BCEX MOMAO3PCHUAX HAa HEXKENaTebHbIE

pEeaKInu, UCTIONB3Ys HAIMOHAIBHYIO CHCTeMY HH(GOPMHUPOBaHUsI, onncannyro B [Ipuioxkenun V.

4.9 Ilepeno3upoBka

Cumnmomuvl

[lepeno3npoBKa CIUPOHOIAKTOHOM MOXKET BBI3BATh COCTOSHUS U CUMIITOMBI, KOTOPBIE OTHOCSTCS K
HEXENAaTeJIbHBIM peakiusM, HaOJrogaeMbiM Ha (oHE ero mnpueMa (HalpuMep COHJIMBOCTD,
CIIyTAaHHOCTh CO3HAHHWsSA, MaKyJolamyJje3Has WM 3pUTEMaro3Has Chillb, TOIIHOTA, PBOTA,
TOJIOBOKPYXEeHHEe, jauapes). B pemkux ciydasx MOXKET HaOJI0JIaThCs TUIOHATPUEMUS WU
TUIEPKATUEMUsI, OCOOCHHO Y MAIUCHTOB C HAPYIICHUSIMHU (DYHKIIMU TTOYEK; Y MAIIUECHTOB C TSKEIBIMH

3a00JI€eBaHUSAMH ITEUEHU NEepeao3npoOBKa MOKET NPUBCCTU K IICYCHOYHOH KOME.

Jleuenue
CHUMITTOMAaTHYECKOE, CHEIM(PUUSCKOTO aHTHAO0Ta He cyliecTByeT. ClieyeT MOAJepKUBATh BOJIHO-
AJNIEKTPOJIUTHBIA M KHUCIOTHO-IIETOYHOW OallaHC C TIOMOIIbI0 KAIUHUBHIBOIAIIMX JUYPETUKOB,

MapeHTCPAJIbHOI'O BBCACHUS I'NTFOKO3bI U UHCYJIMHA. B Tspxensix ClIydadaXx nNpoBOAAT reMOAHAIN3.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA

5.1 ®apmakoaMHaMHuKa

dapmakoTepaneBTrdeckas rpymnmna: [uypernkn, KanmiicOeperaroniie CpeacTBa, aHTarOHHCTHI

anmpocrepona, Koq ATX: CO3DAO1

CrnupOHONIaKTOH SIBIIIETCSI KOHKYPEHTHBIM aHTaroHWCTOM ajibJOCTepOHa. B IHCTamBHBIX OTAenax
He()poHA CIHMPOHOJAKTOH MPEMATCTBYET 3aJepXKKE allbJOCTEPOHOM HATPWS W BOIBI U TIOJABISIET
9KCKPEIHIO Kalus 0] IeHCTBHEM anbaocTepoHa. Ilpemnapar He TOIBKO yCHIMBAET SKCKPEIHIO HOHOB

Na’, CI' u ocnabnster skckpenuio HoHoB K, OH Takke MHrHOMpYeT SKCKperuio HoHoB H' ¢ Mouoii.
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BCJ'Ie,Z[CTBI/Ie ANYPETUICCKOIO 3(1)(1)6KT3 CIIMPOHOJIAKTOH CHUXACT apTCPUAJIbHOC NABJICHUC.

Uccnenosanne RALES

PangomusnpoBaHHOoe wWccienoBanne TmpuMeHeHus anpaaktoHa (RALES) - nBoitHOe ciemoe
MHOTOIIEHTPOBOE HCCIIEIOBAaHNE, TIPOBEACHHOM € ydacTheM 1663 manneHToB ¢ (pakiueit BeIOpoca He
6onee 35%, ¢ yCTaHOBICHHOW B TedeHHE 6 MECSIEB A0 BKIIOYCHHS B HCCIEIOBAHHE CEPIEYHOU
HEI0CTaTOYHOCTRIO IV kimacca mo kmaccudukanmmm NYHA, Ha MOMEHT paHIOMHU3AINH HWMEIOIINX
cepaednyro HemoctatouHocTh -1V kiacca. Bee manmeHTs! pUHUMANH METIIEBbIE TUYPETHKH, 97%
nanueHToB npuHuManu uaruoutop AIlD, 78% - murokcuH (Ha MOMEHT MPOBEACHUS HCCICIOBAHUS
OeTa-0JIoKaTopsl HE UMETH IIMPOKOTO PACHpOCTpaHEHHS, TOJNbKO 15% manueHToB monydain Oera-
6nokaropsl). [lareHTsl, IMEBIINE UCXOAHOE MOBBINICHHE KOHIIGHTPAI[MN KPEaTHHUHA B CHIBOPOTKE
KpoBHU Ooniee 2,5 MI/AN WM MOBBIIICHHE UCXOAHOTO COJIEPIKAHUS KalHus B CHIBOPOTKE KpOBU Ooiiee
5,0 MDKB/1, HE BKIIOYAIIUCH B UCCIENOBaHUE. TaKkKe W3 HCCIEAOBAaHUS UCKITIOYAUCH MMAIUCHTHI, Y
KOTOPBIX PEruCTPUPOBAJIOCH TMOBBIIIEHUE COJEp)KaHUS Kajus B CBIBOPOTKE KpoBHM Ha 25% 1o
CPaBHEHHIO C MCXOJHBIM MOKa3aTeneM. [lanneHTsl paHJOMU3UPOBAIMCEH B COOTHOIIEHUH 1:1 B rpymnmy
CIIMPOHOJIAKTOHA 25 MT' OJIUH pa3 B CYTKH, HJIH B IPYIIITY, MOJYYaIONIyl0 COOTBETCTBYIOIIEE MIaneoo.
[TaneHTaM, XOpOIIO MEPEHOCHBILIUM IIPENapar B 103€ 25 MI/CyT, M0 KIMHHYECKUM MTOKa3aHUSIM J03Y
npenapata yBenuuuBanu 1o 50 mr/cyt. [lanmenTaM, He MepeHOCHBIIMM TIpenapar B aAo3e 25 Mr/cyr,
JI03y CIUPOHOJAKTOHA CHIKamM a0 25 Mmr | pa3 B 2 gud. IlepBHUHOM KOHEYHOM TOYKOH B
uccnenoBannu RALES sBisinack cMepTHOCTB OT NM00bIX ipuunH. [locne HabaroneHus 3a nanueHTaMu
B CpefHeM B TeueHue 24 mecsues uccienoBanne RALES Obuto 3aBepiieHO TOCPOYHO, TIOCKOIBKY B
XO/i¢ TJIAHOBOTO IMPOMEKYTOYHOTO aHaiu3a ObUIO BBISBICHO 3HAUMMOE CHM)KEHHE CMEPTHOCTH B
rpyIIie MaueHToB, NOIYYaloUINX CIIUPOHOIAKTOH. CIUPOHOIAKTOH CHHXKAN pUCK cMepTH Ha 30% 1o
cpaBHeHHI0 ¢ mianedo (p < 0,001; 95% mnoeputensHblil nHTepBan oT 18% mo 40%). Kpome Ttoro,
CIIUPOHOJIAKTOH 3HAYMMO CHMXAJl PUCK CEPJCYHOM CMEpTH, MPEXKIE BCEr0 BHE3AIMHOW CepAeuHOU
CMEPTH M CMEPTH OT MPOrPECCHUPOBAHUS CEPAEUYHOW HENOCTAaTOYHOCTH, a TaKXe pHUCK
TOCIIUTAN3AIMN 110 TIOBOAY 3aboneBanHuii cepaua. M3meHnenus crammu mo knaccupukanuu NYHA
Obutn Oonee OMAaronNpUSTHBIMHM B TpYIMIIE, MOMyYaroled COUPOHONAKTOH. |'MHekomacTust u 0onb B
rpyau Habmopanuck y 10% My>K4MH, OJy4YaBIIMX CIIMPOHOJIAKTOH, IO CPaBHEHMIO ¢ 1% y My»X4YuH B
rpymre mianedo (p <0,001). Yactora pa3BUTHS TSHKEIOW THIIEPKATTMEMIH ObLTA OJJUHAKOBO HU3KOH B

o0enx rpynmnax mamueHTOB.

5.2 dapmakoKHMHeTHKA

CIUpPOHOJIAKTOH OBICTPO W TMOJHOCTHIO BCACBIBACTCS W3 IKEITYJAOYHO-KHIIEYHOTO TPaKTa. AKTHBHO
CBs3BIBaeTCS ¢ OenkamMu Tuta3Mbl  KpoBu (mpumepHo Ha 90%). CrupoHOJakTOH OBICTPO
METa0ONM3UPYETCS B OpraHM3Me 4eioBeka. DapMaKoIOTHYEeCKH aKTHBHBIMH MeTabOIUTaMu

CIIMPOHOJIAKTOHA SIBJISIOTCS 7alb(ha-THOMETHICITUPOHONIAKTOH W KaHpeHOH. HecMoTps Ha TO, 4TO
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MEpUO/ TONYBBIBEACHUS HEM3MEHEHHOTO CIMPOHOJAKTOHA W3 KPOBH HWMeEeT HeOONBIIYIo
MPOJOIKATENBHOCTH (1,3 "aca), mepro MoTyBhIBEICHHUS aKTHBHBIX META00IUTOB O0JIee ATUTEbHBIH
(B maTepBane or 2,8 mo 11,2 gaca). MeTabonuThl BBIBOAATCSA B OCHOBHOM ITOYKaMH, HE3HAUYNUTEIbHbIE
WX KOJMYECTBA BBIBOAATCS depe3 KumiedHHK. CIUPOHOJIAKTOH M €ro MeTabONHTHl MMPOHUKAIOT Yepes
TUTALIEHTY U B TPYIHOE MOJIOKO.

[locne mpmema naromak 100 Mr cnupoHONAaKTOHa B CYyTKH B Te4YeHHE 15 mHEH 310pOBBIMH
IOOpPOBOJIBITAMH BpeMs TOCTIDKEHUS MaKCUMaJbHOW KOHIICHTpAITMH MperapaTa B TUIA3Me (tmax),
MakcuManbHas KoHIeHTpamuss B IiazMe (Cpax), @ Takke Tepuo] TONyBeIBEACHUS (t)
CIIMPOHOJIAKTOHA cocTaBmin 2,6 yaca, 80 Hr/mi 1 okoJjio 1,4 yaca COOTBETCTBEHHO. J[1s1 METabOINTOB
7anbha-THOMETHICTIHPOHOJIAKTOHA M KAHPEHOHA MTOKA3aTelNb t,, cocTaBmi 3,2 gaca u 4,3 gaca, Cyay -
391 ur/mia u 181 ur/mi, a ty, - 13,8 gaca u 16,5 gaca cOOTBETCTBEHHO.

[ToyeuyHast aKTUBHOCTB TIOCJIE OAHOKPATHOI'O ITPHEMa CIIUPOHOJIAKTOHA JOCTUTAET MUK Yepe3 7 4acoB

U cOXpaHseTcs He MeHee 24 4acoB.

53 I[a]-[HbIe JOKJIUHHYECKHUX MCCJIeIOBAHUI 110 0€30MacCHOCTH

CortacHo JIATCPATYPHBIM OaHHBIM, HOJTOBPEMCHHOC NPHMCHCHHE IPLCIiapaTa B MAKCUMAJIBHBIX JJIA
YCJIOBCKAa [O03aX Yy JKUBOTHBIX BbBI3bIBAJIO PAa3BUTUC 3JI0KAYCCTBCHHBIX HOBOO6pa3OBaHHﬁ n
MHUCJIIOUIHOI'O ﬂeﬁKO:ﬁa, TaKUM o6pasoM, CJICOYCT n3beraTh JJIMTCIIBHOI'O MIPUMCHCHUA

CIIMPOHOJIAKTOHA.

6. DAPMAINEBTUYECKHUE XAPAKTEPUCTUKHA

6.1 IlepeyeHb BCOMOraTebHBIX BelIECTB

Tabremku:
KpemHuii koyutouHbIN O€3BOJAHBIA, MarHuWs cTeapaT, TalbK, KpaxMmal KyKYpPY3HBIH, JIAKTO3bI

MOHOIuApar.

CoOeporcumoe Kancynol:

Harpus naypuncynsdar, Maraus creapar, Kpaxmall KyKypy3Hblil, TaKTO3bl MOHOTHIPAT.

Obonouka kancynvl:

Kancynot 50 me:

XwunonmuHOBHIH kenThii (E 104), Tutana nuokcun (E 171), xxenaTux.
Kancynor 100 me:

Kpacurens «kenterii 3akat» (E 110), xunonuuossiit xenteiid (E 104), tutana auoxcux (E 171),
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JKCIIaTHH.

6.2 HecoBMecTHMOCTDL

He npumenumo.

6.3 Cpok roaHocTu

5 mer.

6.4 OcoOble Mepbl NPEAOCTOPOKHOCTH MPH XPAHEHUH

Bepownupon, mabnemxu 25 me

Xpanutp npu TemrepaType He Boie 25°C.

Bepownupon, kancynvt 50 me u 100 me

JlaHHBI JIeKapCTBEHHBIH Npenapar He TpeOyeT CelHuaNnbHbIX YCIOBUN XpaHeHHS.

6.5 Twun u cogepkuMoe YNaKOBKH

Tabremxu:

20 TabyeToK, YNMaKOBaHHBIX B IPO3payHble KOHTYpHBIE sueiKkoBble ynakoBku [IBX/ amomunui,
MTOMEIIEHHBIE B KAPTOHHYIO MAauKy.

Kancynor:

30 kamcyn B TBepaOH 00OJOYKE, YIAKOBAHHBIX B OECIBETHBIC HMPO3pauHble KOHTYPHBIC SUCHKOBBIC
ynakoBku [IBX/ antoMuHMiA, TOMELIEHHBIE B KAPTOHHYIO HaUKy.

6.6 OcoOble Mepbl IPEJOCTOPOKHOCTH NP YTHWIM3ALNUA U HHOM 00pallleHnH

Ipumeuanne: ¥ (oanH KpecT)

YcnoBus ormycka: rpynma I1.

[Ipemapar otmyckaetcs mo perenty Bpada. (V)

JIto60# HewncroNbp30BaHHBIA MPOAYKT WIIM OTXOB! AOJDKHBI OBITH YTUIM3UPOBAHBI B COOTBETCTBUH C

MCCTHBIMHA Tpe60BaHI/IHMI/I.
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7.  AEPXATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
OAO «I'eneon Puxtep»

H-1103 Bynanemr

yi. Jdémpén, 19-21

Benrpus

8. HOMEPA PETUCTPAIIMOHHBIX YIOCTOBEPEHU
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1. NAME OF THE MEDICINAL PRODUCT

Verospiron 25 mg tablets
Verospiron 50 mg capsules, hard
Verospiron 100 mg capsules, hard

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Verospiron 25 mg tablets
Each tablet contains 25.0 mg spironolactone. The preparation also contains 146.0 mg lactose
monohydrate in each tablet.

Verospiron 50 mg capsules, hard
Each capsule, hard contains 50.0 mg spironolactone. The 50 mg capsule also contains 127.5 mg
lactose monohydrate in each capsule.

Verospiron 100 mg capsules, hard
Each capsule, hard contains 100 mg spironolactone. The 100 mg capsule also contains 255.0 mg
lactose monohydrate in each capsule.

Excipient(s) with known effect:

Each tablet contains 146.0 mg lactose monohydrate, the 50 mg capsule contains 127.5 mg lactose
monohydrate and the 100 mg capsule contains 255.0 mg lactose monohydrate.

The 100 mg capsule contains Sunset yellow (E 110)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Verospiron 25 mg tablets
Almost white, round, flat, bevelled edged tablets with a characteristic mercaptane-like odour, having
an imprinting VEROSPIRON on the one side.

Verospiron 50 mg capsules, hard

Upper part: yellow, opaque.

Lower part: white, opaque.

Filling: 225 mg white or almost white granules.
Hard gelatine capsules, size No. 3.

Lenght: approx. 15.6 mm

Diameter: approx. 5.5 mm

Verospiron 100 mg capsules, hard

Upper part: orange, opaque.

Lower part: yellow, opaque.

Filling: 450 mg white or almost white granules.
Hard gelatine capsules, size No. 0.

Lenght: approx. 21.5 mm

Diameter: approx. 7.2 mm

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

OGYEL/7467/2016
OGYEI/7469/2016
OGYEL/7470/2016
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- In congestive heart failure when the patient is not responsive to, or is intolerant of other
therapeutic measures, or the effect of other diuretics has to be potentiated.

- Essential hypertension, mainly in case of hypokalaemia, usually in combination with other
antihypertensive drugs.

- In cirrhosis of the liver accompanied by oedema and/or ascites.

- For the treatment of primary hyperaldosteronism.

- In case of oedema in nephrotic syndrome.

- For the treatment of hypokalaemia when the patient cannot receive any other therapy.

- Prevention of hypokalaemia in patients taking digitalis when other measures are considered
inappropriate.

4.2 Posology and method of administration

Posology

Adults

Primary hyperaldosteronism

For establishing the diagnosis

a) Long test: Spironolactone should be given at a daily dosage of 400 mg for three to four weeks.
Correction of hypokalaemia and of hypertension provides presumptive evidence of primary
hyperaldosteronism.

b) Short test: Spironolactone should be given at a daily dosage of 400 mg for four days. If serum
potassium increases during its administration but decreases when Verospiron is discontinued, a
presumptive diagnosis of primary hyperaldosteronism should be considered.

Treatment

Spironolactone is administered in doses of 100 to 400 mg daily in preparation for surgery. For patients
who are considered unsuitable for surgery, spironolactone may be employed for long-term
maintenance therapy at the lowest effective dosage. In this case the initial dose can be reduced every
14 days until the lowest effective dose is reached. In case of long-term treatment Verospiron is advised
to administer in combination with other diuretics in order to reduce adverse effects.

QOedemas in case of congestive heart failure or, nephrotic syndrome

The initial daily dose is 100 mg which may range from 25 to 200 mg daily in either single or two
divided doses. When higher doses are administered, Verospiron may be combined with a diuretic
acting at a more proximal site in the renal tubule. In this case the dosage of Verospiron should be
changed.

Additional treatment of severe heart failure (NYHA Class III-1V and EF <35%)

Based on the Randomized Aldactone Evaluation Study (RALES: see also section 5.1), treatment in
conjunction with standard therapy should be initiated at a dose of spironolactone 25 mg once daily if
serum potassium is <5.0 mEq/l and serum creatinine is <2.5 mg/dl. Patients who tolerate 25 mg once
daily may have their dose increased to 50 mg once daily as clinically indicated. Patients who do not
tolerate 25 mg once daily may have their dose reduced to 25 mg every other day. (See section 4.4).

Additional treatment of arterial hypertension when previous treatment with other antihypertensive
medicines is insufficient.

The initial dose is 25 mg daily in single dose, in combination with other antihypertensives. If blood
pressure is not achieved the target value after 4 weeks the dose can be doubled. Blood potassium and
creatinine levels should be evaluated before introduction of spironolactone in hypertensive patients
receiving medication which can cause hyperkalaemia (e.g ACE inhibitors or angiotensin receptor
blockers). Treatment should not be started in patients with blood potassium >5.0 mmol/I or blood
creatinine >2.5 mg/dl. Frequent monitoring of potassium and creatinine levels in blood is necessary
within the first 3 months of treatment.

Ascites and oedemas due to cirrhosis of the liver
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If Na/K urine level is higher than 1.0, the daily dose is 100 mg. If level is lower than 1.0, the dose is
200 to 400 mg daily.
Maintenance dosage should be determined individually.

Hypokalaemia
25-100 mg daily, if potassium supplementation or other potassium sparing methods are not adequate.

Paediatric population

The initial dose is 1 to 3 mg/kg body-weight daily in either single dose or 2-4 divided doses. The
dosage should be decreased to 1 to 2 mg/kg in case of maintenance therapy or if Verospiron is given in
combination with other diuretics.

If necessary a suspension may be prepared by crushing 25 mg tablets.

Elderly patients
It is recommended that treatment is started with the lowest dose and titrated upwards as required to

achieve maximum benefit. Care should be taken with severe hepatic and renal impairment which may
alter the metabolism and excretion of spironolacton. In addition the risk of hyperkalemia should be
taken into account in case of elderly patients (see section 4.4).

Method of administration
Generally, the daily dose of spironolactone is administered one or divided into two portions after
meals. The taking of the daily dose or the daily first dose is recommended in the morning.

4.3 Contraindications

. Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
. Anuria.

. Acute renal failure.

. Severe impairment of renal function (glomerular filtration rate <10 ml/min).

. Heart failure (glomerular filtration <30 ml/min or serum creatinine >220 pmol/l).

. Hyperkalaemia.

. Hyponatraemia.

. Addison’s disease.

. Concomitant use of eplerenone or other potassium-sparing diuretics.

. Pregnancy and lactation.

4.4 Special warnings and precautions for use

- Spironolactone should be given with great caution when the underlying disease is prone to
develop acidosis and/or hyperkalaemia.

- Patients with diabetic nephropathy have risk of hyperkalaemia.

- Spironolactone therapy may cause a transient elevation of BUN, especially in patients with pre-
existing renal impairment and hyperkalaemia. Spironolactone may cause reversible
hyperchloremic metabolic acidosis. Thus in case of renal and hepatic impairment and in the
elderly the monitoring of renal function and serum electrolytes should be performed at periodic
intervals.

- Concomitant use of medicinal products known to cause hyperkalaemia (e.g.: other potassium-
sparing diuretics, ACE inhibitors, angiotensin II receptor antagonists, aldosterone blockers,
heparin, low molecular weight heparin, potassium supplements, a diet rich in potassium, or salt
substitutes containing potassium) with spironolactone may result in severe hyperkalaemia.

- Hyperkalaemia may be fatal. It is critical to monitor and manage serum potassium in patients
with severe heart failure receiving spironolactone. Avoid using other potassium-sparing
diuretics. Avoid using oral potassium supplements in patients with serum potassium >3.5 mEq/l.
The recommended monitoring for potassium and creatinine is one week after initiation or
increase in dose of spironolactone, monthly for the first 3 months, then quarterly for a year, and
then every 6 months. Discontinue or interrupt treatment for serum potassium >5 mEq/1 or for
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serum creatinine >4 mg/dl. (See section 4.2 Additional treatment of heart failure).

- Verospiron should be given with great caution for patients with porphyria, since many
preparations provokes occurrence of acute porphyria.

- Duringthe treatment the consumption of alcoholic beverages is forbidden.

- In case of lactose intolerance it should be taken into consideration that each tablet contains
146.0 mg lactose monohydrate, the 50 mg capsules contain 127.5 mg lactose monohydrate and
the 100 mg capsule contains 255.0 mg lactose monohydrate. Patients with rare hereditary
problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose
malabsorption should not take this medicine.

- The Verospiron 100 mg capsule contains colorant - Sunset yellow (E 110) - which can cause
allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use of Verospiron with

- other potassium-sparing diuretics, ACE inhibitors, angiotensin-II receptor antagonists,
aldosterone blockers, potassium supplements, a diet rich in potassium, or salt substitutes
containing potassium, may lead to severe hyperkalaecmia.

— In addition to other medicinal products known to cause hyperkalaemia concomitant use of
trimethoprim/sulfamethoxazole (an antibiotic called co-trimoxazole) with spironolactone may
result in clinically relevant hyperkalaemia.

- other diuretics - increased diuresis.

- immunosuppressant drugs, ciclosporin and tacrolimus may increase the risk of hyperkalaemia
caused by spironolactone.

- cholestyramine, ammonium chloride may also increase the risk of hyperkalaemia and
hyperchloremic metabolic acidosis.

— tricyclic antidepressants and antipsychotics may enhance the hypotensive effect of
spironolactone.

- antihypertensive drugs - Potentiation of the effect of antihypertensive drugs occurs and their
dosage may need to be reduced when spironolactone is added to the treatment regime and then
adjusted as necessary. Since ACE inhibitors decrease aldosterone production they should not
routinely be used with spironolactone, particularly in patients with known renal impairment.

- Concomitant use with glyceryl trinitrate and other nitrates, or other vasodilators, may further
reduce blood pressure caused by spironolactone.

- alcohol, barbiturates, or narcotics - they may potentiate orthostatic hypotensive effect of
spironolactone.

— pressor amines (norepinephrine) - spironolactone reduces the vascular responsiveness to
norepinephrine. Therefore, caution should be exercised in the management of patients subjected
to regional or general anaesthesia while they are being treated with spironolactone.

— non-steroidal anti-inflammatory drugs (NSAIDs) - in some patients, the administration of an
NSAID can reduce the diuretic, natriuretic, and antihypertensive effect of loop, potassium—
sparing and thiazide diuretics. Combination of NSAIDs, e.g., acetylsalicylic acid, indomethacin
and mefenamic acid, with potassium—sparing diuretics has been associated with severe
hyperkalaemia. Therefore, when spironolactone and NSAIDs are used concomitantly, the
patient should be observed closely to determine if the desired effect of the diuretic is obtained.

- glucocorticoids, ACTH - intensified electrolyte depletion, particularly hypokalaemia, may
occur.

- digoxin - spironolactone may increase the half-life of digoxin, which may result in increased
serum digoxin levels and subsequent digitalis toxicity. It may be necessary to reduce the doses
of digoxin when spironolactone is administered, and the patient should be carefully monitored
to avoid over or underdigitalization.

- drug/laboratory test interactions - Several reports of possible interference with digoxin
radioimmunoassays by spironolactone, or its metabolites, have appeared in the literature. Its
clinical significance is not yet clear.

- in fluorometric assays, spironolactone may interfere with the estimation of compounds with
similar fluorescence characteristics (e.g. cortisol, epinephrine).
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— antipyrine - Spironolactone enhances the metabolism of antipyrine.

- lithium - Lithium generally should not be given with diuretics. Diuretic agents reduce the renal
clearance of lithium and add a high risk of lithium toxicity.

- carbenoxolone - may cause sodium retention and thus decrease the effectiveness of
spironolactone. Concurrent use of the two agents should be avoided.

- Carbamazepine - it may cause clinically significant hyponatraemia when it is used
concomitantly with diuretics.

- heparin, low molecular weight heparin - Concomitant use may lead to severe hyperkalaemia.

- coumarine derivatives - their effects are decreased.

- Spironolactone may increase the effect of GnRH analogues (triptoreline, busereline,
gonadoreline).

4.6 Fertility, pregnancy and lactation

Pregnancy
Its antiandrogenic effect is proven in humans, therefore this medicine cannot be used during

pregnancy (see section 4.3). Spironolactone or its metabolites may cross the placental barrier.
Feminisation in male rat foetuses and endocrine disorders in the female and male offspring has been
observed in association with spironolactone. The use of spironolactone in pregnant women requires
that the anticipated benefit be weighed against the possible hazards to the mother and foetus.

Breast-feeding
Metabolites of spironolactone have been detected in breast milk. If use of spironolactone is considered

essential, breast-feeding should be discontinued and an alternative method of infant feeding should be
instituted.

4.7 Effects on ability to drive and use machines

At the start of treatment driving or operating dangerous machinery should be avoided for an
individually determined time period. Later the limitation should be determined individually.

4.8 Undesirable effects

Adverse reactions are due to the competitive antagonist effect of aldosterone enhancing the excretion
of potassium and due to the antiandrogenic effect of spironolactone.

Undesirable effects are presented by the MedDRA-system organ classes, using MedDRA frequency
convention: very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare
(>1/10,000 to <1/1,000), very rare (<1/10,000), not known (cannot be estimated from the available
data).

MedDRA- Very Common Uncommon | Rare Very rare Not known

system common

organ class

Blood and Thrombocyt

lymphatic openia,

system agranulocyto

disorders sis,
eosinophilia

Immune Hypersensiti

system vity

disorders

Endocrine Hirsutism

disorders
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Metabolism | Hyper- Hyper- Hyponatrae Hyperchlora
and kalaemia' kalaemia® mia, emic
nutrition dehydration, acidosis
disorders porphyria
Psychiatric Confusion
disorders
Nervous Somnolence’ Paralysis,
system , paraplegia
disorders Headache
Cardiac Arrhythmias®
disorders
Vascular Vasculitis Undesirable
disorders hypotension
Respiratory, Change of
thoracic and tone of voice
mediastinal
disorders
Gastro- Nausea, Gastritis,
intestinal vomiting ulcer, gastric
disorders bleeding,

stomach
ache,
diarrhoea
Hepato- Hepatitis
biliary
disorders
Skin and Rash, Alopecia, Bullus
subcutaneou urticaria eczema, pemphigoid®,
s tissue erythema
disorders anulare,
lupus-like
skin
alteration
Musculoskel Osteomalatia
etal and
connective
tissue
disorders
Renal and Acute renal
urinary failure
disorders
Reproductiv | Libido Infertility’
e system decreased,
and breast erectile
disorders dysfunction,
gynaecomast
ia (in men),
breast
tenderness,
Breast pain
(in men),
breast
enlargement,
menstrual
disorders
(in women)
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General Asthenia,

disorders tiredness

and

administrati

on site

conditions

Investigatio Blood urea HbAlc

ns increased, increased
Creatinine
increased

" In patients with renal failure and in patients who received concomitantly potassium products.
? In elderly patients, in diabetics and in patients using ACE-inhibitors.

* In patients with liver chirrosis.

* In patients with renal failure and in patients who received concomitantly with spironolactone
potassium products.

> In case of using large doses (450 mg daily).

Mainly in case of on long term treatment.

The undesirable effects usually cease after discontinuation of treatment.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms Overdosage of spironolactone would be expected to produce signs and symptoms which
can be observed as adverse reactions during therapy such as drowsiness, mental confusion,
maculopapular or erythematous rash, nausea, vomiting, dizziness, or diarrhoea. Rarely, hyponatremia
or hyperkalemia may occur, especially in patients with impaired renal function; hepatic coma may
occur in patients with severe liver disease.

Treatment

Symptomatic, no specific antidote is available. Fluid-electrolyte and acid-base balance should be
maintained: administration of potassium losing diuretics, parenteral glucose + insulin administration,
and in serious cases, haemodialysis should be performed.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Diuretics, Potassium-sparing agents, Aldosterone antagonists, ATC code:
CO03DAO01

Spironolactone is a competitive antagonist of aldosterone. It exerts its effect on the distal tubulus of
kidneys, it inhibits water and Na" retention and K" excreting effects of aldosterone. It not only
increases Na" and CI excretion and reduces K" excretion but also inhibits H' excretion in the urine. As
a result of its diuretic effect spironolactone also has a blood pressure reducing effect.

RALES study
The Randomized Aldactone Evaluation Study (RALES) was a multinational, double-blind study in

1663 patients with an ejection fraction of <35%, a history of New York Heart Association (NYHA)
class IV heart failure within 6 months, and class I1I-1V heart failure at the time of randomization. All

7
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patients were taking a loop diuretic, 97% were taking an ACE inhibitor and 78% were on digoxin (at
the time this trial was conducted, b-blockers were not widely used to treat heart failure and only 15%
were treated with a b-blocker). Patients with a baseline serum creatinine of >2.5 mg/dl or a recent
increase of 25% or with a baseline serum potassium of >5.0 mEq/l were excluded. Patients were
randomized 1:1 to spironolactone 25 mg orally once daily or matching placebo. Patients who tolerated
25 mg once daily had their dose increased to 50 mg once daily as clinically indicated. Patients who did
not tolerate 25 mg once daily had their dosage reduced to 25 mg every other day. The primary
endpoint for RALES was time to all-cause mortality. RALES was terminated early, after a mean
follow-up of 24 months, because of significant mortality benefit detected on a planned interim
analysis. Spironolactone reduced the risk of death by 30% compared to placebo (p < 0.001; 95%
confidence interval 18% to 40%). Spironolactone also significantly reduced the risk of cardiac death,
primarily sudden death and death from progressive heart failure as well as the risk of hospitalization
for cardiac causes. Changes in NYHA class were more favourable with spironolactone.
Gynaecomastia or breast pain was reported in 10% of men who were treated with spironolactone, as
compared with 1% of men in the placebo group (p <0.001). The incidence of serious hyperkalaemia
was low in both groups of patients.

5.2 Pharmacokinetic properties

The absorption of spironolactone from the gastrointestinal tract is rapid and extensive. It is highly
bound to plasma proteins (approximately 90%). Spironolactone is metabolised rapidly. Its
pharmacologically active metabolites are 7a-thiomethylspironolactone and canrenone. Although the
plasma half-life of spironolactone itself is short (1.3 hours) the half-lives of the active metabolites are
longer (ranging from 2.8 to 11.2 hours). The metabolites are excreted primarily in the urine; small
amounts are excreted in the faeces. Spironolactone and its metabolites cross the placenta and are
excreted in maternal milk.

Following the administration of 100 mg of spironolactone daily for 15 days in non-fasted healthy
volunteers, time to peak plasma concentration (ty.y), peak plasma concentration (Cy,x), and
elimination half-life (t,,) for spironolactone is 2.6 hours, 80 ng/ml, and approximately 1.4 hours,
respectively. For the 7a-thiomethylspironolactone and canrenone metabolites, ty., was 3.2 hours and
4.3 hours, C,.x was 391 ng/ml and 181 ng/ml, and t;, was 13.8 hours and 16.5 hours, respectively.
The renal action of a single dose of spironolactone reaches its peak after 7 hours, and activity persists
for at least 24 hours.

5.3 Preclinical safety data

According to literary data taking multiple doses of the maximum human dose over a long period of
time in animals, tumours and myeloid leukaemia have developed, so long-term use of spironolactone
should be avoided.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablets:
Colloidal anhydrous silica, magnesium stearate, talc, maize starch, lactose monohydrate.

Hard capsule filling:
Sodium laurilsulfate, magnesium stearate, maize starch, lactose monohydrate.

Capsule shell:

50 mg capsules, hard:

Quinoline yellow (E 104), titanium dioxide (E 171), gelatine.

100 mg capsules, hard:

Sunset yellow (E 110), quinoline yellow (E 104), titanium dioxide (E 171), gelatine.
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6.2 Incompatibilities

Not applicable.

6.3  Shelf life

5 years.

6.4 Special precautions for storage

Verospiron 25 mg tablets
Do not store above 25 °C.

Verospiron 50 mg/100 mg capsules, hard
This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Tablets:
20 tablets are packed into transparent PVC//Al blister and box.

Capsules, hard:
30 hard capsules are packed into colourless, transparent PVC//Al blister and box.

6.6  Special precautions for disposal and other handling
Note: & (single cross)
Availability: group II.

Medicinal product subject to medical prescription. (V)

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Gedeon Richter Plc.

H-1103 Budapest

Gyomrdi ut 19-21.

Hungary

8. MARKETING AUTHORISATION NUMBER(S)

OGYI-T-3381/01 (Verospiron 25 mg tablets)

OGYI-T-3381/04 (Verospiron 50 mg capsules)

OGYI-T-3381/03 (Verospiron 100 mg capsules)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 1970 (25 mg tablets), 1996 (50 mg or 100 mg capsules, hard)

Date of latest renewal: 2 April 2010

10. DATE OF REVISION OF THE TEXT
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