IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

ECIIIPO

(ESPIRO)

CKnao:

Oitoua peuosuHa: 1 TabneTkKa, BKpUTA IJIiBKOBOIO 000JIOHKOIO, MiCTUTh 25 a60 50 Mr
eIJIEPEeHOHY;

[ONOMiXHI pe4yoBuHM: NAKTO3W MOHOripgpaTt, uenwso3a MiKpoKpucTaniudHa,
rinpomenosa 15cP, HaTpikw naypuncynbdaTt, HaTpilw KpockapMesnosa, MarHiw
cTeapar;

obonoHka: 6GapBuuK Opadry II xxoBTuit 33G32578 (rimpomernosa 6 cP (E 464), TuTaHy mioKCH[
(E 171), makTo3u MmoHOTimpaTt, Makporon 3350, TpualleTHH, 3amida okcup xkoptuii (E 172)).

JIikapcbKa ¢popmMa. TabneTKu, BKPUTI MTiIBKOBOI 060I0HKOIO.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:
25 Mr: TabneTKH, BKPUTI IIiBKOBOIO 000JI0HKOI0, 2KOBTOTO KOJIbOPY, KPYTJIi, BOOIIYKIIi.

50 Mr: TabneTKu, BKPUTI ITiIBKOBOIO 000I0HKOI0, JKOBTOT'0 KOJIbOPY, KPYTJIi, ABOOIYKII, 3
PO3MOAINBHOI PUCKOI0 3 OLHOTO OOKY.

(I)apMaKOTepaIIeBTI/I'-IHa rpyia.

Kaniisbepiratodi giypetuku. AHTaroHictu anbpoctepony. Kog ATX C03D A04.

dapmakon02iuHi e racmueocmi.
®apmakoduHamika.

MexaHi3M fil. EnnepeHoH Ma€ BilHOCHY CeIeKTUBHICTh Y 3B’sI3yBaHHI 3 pEKOMOIHAaHTHUMHU
pelleniTopaMu JTIOOUHY [0 MiHEPaJIOKOPTUKOIIB MOPIBHSHO 3 TIIOKOKOPTHUKOIfaMu, IPOreCTEPOHOM
Ta aHOpOoreHaMu. ElyiepeHoH nepelkoaXKae 3B’ 13yBaHHIO PELellTOPIiB 3 albA0CTEPOHOM - BaXKJIUBUM
TOPMOHOM pPeHiH-aHTi0TeH3UH-aTbI0CTEPOHOBOI CUCTEMH, 1110 Oepe y4acTh y PeryoBaHHi
apTepiasbHOTO TUCKY Ta 3afisgHa y aTo¢i3ionorivyHux MexaHi3MaX PO3BUTKY CEPLIEBO-CyIUHHUX
3aXBOPIOBaHE.



®apmakonuHaMiuHi ebeKTH. EnnepeHoH CIpUYMHSIE CTifKe MigBUIIEHHS PiBHS PEHIHY B IIa3Mi
KPOBi Ta piBHS albJOCTEPOHY B CHPOBATIII KPOBi, 110 30ira€ThCs 3 TPUTHIYEHHSIM LIUISXY HETAaTUBHOTO
3BOPOTHOTO BIIMBY aJIbAOCTEPOHY Ha CeKpeLito peHiny. [Ipu 1ipoMy IigBUILEHHSA aKTUBHOCTL PEHIHY
B IIJITa3Mi KPOBi Ta PiBHIB a/lbfOCTEPOHY ¥ KPOBi He IPU3BOOUTD [0 IPUTHIYEHHS [il eNJIePEeHOHY.

Y xopi gocnipKeHb fgiana30Hy [03 IPY XPOHIYHIN cepleBiil HemocTaTHOCTI (Knacu [I-1V 3a
knacudikamiero Heio-Mopkcskoi Kapaionoriuroi acomianii — NYHA) monaBaHHS eIIEpPEHOHY
[0 CTAaHOAPTHOI CXEMHU JTiKyBaHHS CIIPUYMHSIIO OYiKyBaHe N0303ajleKHe IiIBUIIeHHS PiBHIB
anbaocTepoHny. [TomiOHUM YMHOM Y XOMi KapAiooriyHO-He(pPOJIOTiYHOTO MigO0CTiIXKeHHS
EPHESUS (mocnipgxkeHHS eeKTUBHOCTI Ta JIETaJIbHOCTI IIPX 3aCTOCYBaHHI €IJIEPEHOHY Y
TaIli€HTIB i3 TOCTPUM iH(papKTOM MioKapfa, YCKIafHeHUM AUCHYHKINEIO TiBOTO IUIYHOYKa Ta
CepLEeBOI0 HEOCTATHICTIO) JTIKyBaHHS eIJIEPEHOHOM IIPU3BOOUIIO A0 3HAYHOIO MiABUILIEHHS
piBHIB anmbgocTepony. OTpuMaHi pe3yNbTaTH MiATBEPOXKYIOTh OJI0OKYBAHHS PEIEIITOPIB 10
MiHEepaJTOKOPTUKOIMAIB Y Uil MOMYISALIiI.

Ennepenon BuB4anu y xomi gocnipxkenuss EPHESUS. Lle 6yno moasiitHo ciine name6o-
KOHTPOJIbOBaHe JOCIIiI2KEeHHS TPUBAIICTIO 3 POKH, B IKOMY Opaso y4acTs 6632 cy0’eKTH 3
rOCTpUM iH(papKTOM MioOKapaa, AUCPYHKIIE JTIBOTO MITyHOYKA (OL[iHIOBAJIOCS 3a (PpakKiii€io
BUKHULY JTiBOro mtyHOuKa < 40 %) Ta KJIiHIYHUMU O3HaKaMU CeplieBOl HeJOCTaTHOCTI. Yepe3
3-14 puiB micnsg rocTporo iHdapKTy MioKapfa (MefiaHa cTaHOBUJIA 7 OHIB) Cy0’€KTH
IOMAaTKOBO [0 CTAaHAAPTHOTO JIIKyBaHHS OTPUMYBAJIU eIjiepeHoH abo manebo y mo4aTKoBil
no3i 25 mr 1 pa3 Ha fmo06y. [ani o3y mocTymnoBo (BIPOAOBK 4 TUXKHIB) IMiIBUILYBaIHU [0
INOCSTHEHHS 1inboBol fo3u 50 Mr 1 pa3 Ha no0y 3a YMOBH, III0 PiBEHb KaJIil0 B CUPOBATII
KPOBi OyB HUKYUM 3a 5 MMOJIb/M. [IpOTSATOM OOCHiIXKEHHS Cy0 EKTHU OTPUMYBAJIK
CTaHJapTHEe JiKyBaHHS, 10 BKII0YAJIO alleTUIICATiuIOBy KUCIoTy (92 %), iuribitopu
aHTi0TeH3WHIIepeTBOPIOBaIbHOTO hepMeHTy (ATID) (90 %), B-6nmokaTopu (83 %), HiTpaTH
(72 %), meTnboBi miypeTuku (66 %) abo inriditopu 'MI-KoA-penykTasu (60 %).

[lepBuHHKUMM KiHIIeBUMU TouKaMmu ¥ gochimxkenHi EPHESUS Oynu 3aranbHa jeTanbHICTh Ta
KoMOiHOBaHa KiHIleBa TOYKa (JieTalbHUYM HACIigoK abo rocmiTanisallis BHACIiIOK ITOPYIIEHb
3 00Ky ceplieBo-CyoguHHOI cucteMu). 14,4 % cy6’ekTiB i3 rpynu ennepeHoHy Tta 16,7 %
cy0’€eKTiB i3 rpynu maiebo moMepmnu (3 6yab-aIKuX IpruunH), a 26,7 % cy0’eKTiB i3 rpynu
ermnepeHony Ta 30 % cy6’ekTiB i3 rpymu muaie6o JOCSITIU BigIIOBIGHOCTI KPUTEPisiM
KOMOiHOBaHOI KiHIIeBOI TOUKHM (JTeTaTbHUHM HACHiIMOK ab0 rocmitami3ariisi BHACTIIOK OPYIIEeHb
3 60Ky CeplieBO-CYOUHHOI cucTeMu). TakuM unHOM, Y Xomi mocigxenus EPHESUS
eIJIepeHOH 3HUXKYBaB PU3UK JIETAIbHOTO HACHIAKY 3 Oyab-KUX NpuuuH Ha 15 % (BimHOCHUIA
pusuk (BP) 0,85; 95 % mosipuwnii intepsan ([II) 0,75-0,96; p = 0,008) mopiBusHO 3 mamne6o
IIepeBaXkHO 3a PaxyHOK 3HUIKEHHS JIeTaIbHOCTI BHACIIIIOK IOPYIIEHb 3 00Ky CepIieBO-
CYOUHHOI CUCTeMU. PU3UK JleTambHOT0 HACTigKy abo rocmitasnisalii BHaCIiIOK OPYILIEeHb 3
00Ky ceplieBO-CYOUHHOI CUCTEMU IIPK 3aCTOCYBaHHI emiepeHoHy OyB 3HUXKeHuM Ha 13 % (BP
0,87; 95 % III 0,79-0,95, p = 0,002). AGcontoTHE 3HNUKEHHS PU3UKY CTAHOBUIIO 2,3 % Os
TaKol KiHIIeBOI TOUKH, SIK 3arajibHa JIETAJIbHICTE, Ta 3,3 % - OJI TaKol KiHIIeBOl TOUKHU, SIK
JeTaJbHUMI HACigoK abo rocmirtanisanis BHAC/IiI0K NOPYIIeHb 3 00Ky CepleBO-CyAUHHO]
cucteMmu. Kniniuna epeKTUBHICTE eIJIEPEHOHY, B IepIly yepry, 6yna MpooeMoOHCTPOBaHa
IIpY IpU3HAYeHHi TiKyBaHHS MallieHTaM BiKoM 10 75 pokiB. KopucTs Bif nmikyBaHHS Cy0’€KTIB
BiKOM Bifl 75 pOKiB BUBUYEHA HEJOCTATHRO. [ToKpaleHHs abo cTabimi3allito MoKa3HUKiB
dbyHKITioHanbHOI Kitacudikarlrii 3a NYHA crnocTepiranyu y CTaTUCTAYHO 3HAYYIIO OiNbIIol
YaCTKHU Cy0’€KTiB, Ki 3aCTOCOBYBAJIU €IIJIEPEHOH, TIOPIBHSHO 3 MAIliEHTAaMU 3 TPYIIH



nane6o. YacToTa po3BUTKY TinepKanieMii ctaHoBUTa 3,4 % y TpyIi ennepeHony Ta 2 % y
rpymi nnate6o (p < 0,001). YacTtoTa po3BUTKY rimokasiemii cranosuina 0,5 % y rpymi
emepeHony ta 1,5 % y rpymni mnane6o (p < 0,001).

Y xomi o6cTexenHs 147 3mopoBux NOOPOBOTIBIIIB 3 METOIO BUsIBNEHHS 3MiH Ha EKT' BIpomoBxk
(bapMaKOKiHETUUHUX [OCTiI2KeHb He OyIJI0 BUSBIEHO CTIMKOT0 BILIUBY €IIJIEPEHOHY Ha
4JacTOTY CepleBUX CKOPOYeHb, TpHBasicTh KoMmiekcy QRS abo inTepsanis PR Ta QT.

Y xomi gocnimxenuss EMPHASIS-HF (mocimimKeHHS 4aCTOTH T'OCIiTaIi3allil Ta JI1eTaJIbHOCTI
IIpU 3aCTOCYBaHHI elJIepeHOHY ITalliEHTaM 3 CEepPLeBO0 HEJOCTATHICTIO Ta CUMIITOMaMHU
JIETKOTO CTYIIeHs) BUBYalu e()eKTHUBHICTh BIIJINBY €IJIEPEHOHY, JOJAHOTO 0 CTaHAAPTHOTO
JMiKyBaHHS, Ha KJTiHIYHI pe3ynbTaTh Cy6 €KTIiB i3 CUCTOMIYHOIO CeplieBOI0 HEIOCTATHICTIO Ta
CHMIITOMaMH JIETKOr0 CTyneHs (GpyHKuioHanbHuM Kiac I 3a knacudikaniero NYHA).

Y mocnipxenHi 6panu y4acTh cy0’€KTH BiKOM Bifi 55 POKiB, y SKUX (pakilis BUKUAY JTiBOTO
nTyHO4YKa craHoBUla < 30 % abo < 35 % 3a ymoBu QRS OGinemn Hixk 130 MinmiceKyHp Ta sKi
3a 6 Micq1iB, 110 IepegyBaIy NOCTiXKeHHI0, Oy/IU rocliTani30BaHi BHACIIOOK IOPYIIEeHb 3
00Ky CeplieBO-CYIMHHOI CUCTEMU ab0 y SIKUX piBeHb HATPiNypeTUYHOTO NENTURY TUILY B
(HTIB) B mma3Mi KpoBi CTaHOBUB mIoHaKMeHIe 250 nr/mn abo piBeHb N-TepMiHAIBHOTO IIPO-
HIIB B mna3mi KpoBi cTaHOBUB HoHaMeHIIe 500 mr/mia y 4osoBikiB (750 nr/mMi y XKiHOK).
[ToyaTKoOBa f103a €MJIEPEeHOHY cTaHoBUMa 25 Mr 1 pa3 Ha go0y. Yepe3 4 TUXKHI 003y
migBuiryBany go 50 Mr 1 pa3 Ha o6y 3a YMOBH, 1[0 piBeHb Kaslilo B CHPOBATIIi KPOBi He
mocsraB 5 MMOJIB/N. AGO X, SIKIIIO PO3paxyHKOBa IIBUAKICTE KJIIyOOYKOBOI (inbTparril
nopisrIoBana 30-49 mi/xs/1,73 M, mo4aTKOBa [03a eIIepeHoHy cTaHoBuna 25 Mr 1 pas Ha
2 mHi Ta Hapasi migBuiTyBasnacs mo 25 mr 1 pa3 Ha mo0y.

3arasioM paHmoMi3sallito (y moABiHO ciimoMy pexumi) npouto 2737 cy6’ekTiB, sKkuM 6yo
IIPHU3HAYEHO emiepeHoH abo mnane6o Ha T1i 6a30BOro JIiKyBaHHS CEYOTiHHUMU
npemnapaTtamu (85 %), inribiTopamu AII® (78 %), 611oKaTOpaMu aHTiOTEeH3WHOBUX PELIENTOPIB
IT tuny (19 %), B-6nokaTopamu (87 %), aHTUTPOMOOTUYHUMU ITpenapaTamu (88 %),
3aco0aMu [JIsT 3HUKEHHS PiBHA JimimiB (63 %) Ta riiko3ugamMu HanepcTssHKH (27 %).
CepepHill piBeHb Gpakiiii BUKUAY JiBOTO IUTYHOYKA CTAHOBUB ~26 %, a cepeHsI TPUBaiCTh
komriekcy QRS mopiBHioBasa ~122 mMc. Binbiricts cy6’exTiB (83,4 %) y monepenHi 6 micsiiis
[0 paHgoMi3allil Oynu rocmiTani3oBaHi BHACIiIOK MOPYIIEHDb 3 O0KY CepleBO-CyOUHHOI
CHCTEMH, IPUYOMY NPUOIU3HO MOJI0OBMHA 3 I[UX CY0’'€KTIB - BHACIIIOK CEPLEBO1
HepmocTaTHOCTI. [Ipubmu3Ho 20 % cy0’eKTiB Manu BCTAHOBJIEHI iMIIaHTOBaHI medibpunsitopu
yu nepebyBasy Ha CEPIEBi PeCUHXPOHI3YI0Yill Tepartii.

[TlepBrHHA KiHIleBa TOYKa (JIeTalbHUN HACIIAOK V PEe3yJbTaTi CEPIEeBO-CYAUHHUX IIOPYIIEHb
abo rocmiTaisallis y 3B’s3KY i3 ceplieBo0 HeIOCTAaTHICTIO) criocTepiranacsa y 249 cy6’ekTiB
(18,3 %) 3 rpynu ennepeHony Tay 356 cy0’ekTiB (25,9 %) 3 rpynu nnane6o (BP 0,63; 95 %
1 0,54-0,74, p < 0,001). Bunus emnyiepeHOHY Ha pe3yIbTaTH 3a IEPBUHHOIO KiHIIEBOIO TOYKO0
crocTepirascst cTabiNbHO y BCiX MOMepegHbO BU3HAUEHUX MiArpynax.

BTopuHHa KiHIIeBa TO4YKa (3arajbHa JieTaJbHICTh) criocTepiranacsa y 171 nauienta (12,5 %) 3
rpymnu emnepeHoHy Ta y 213 cy6’ekTiB (15,5 %) 3 rpynu mnaue6o (BP 0,76; 95 % [l
0,62-0,93, p = 0,008). JleTanbHuUM HACTINOK y pe3ybTaTi MOPYyIIeHs 3 60Ky CeplieBo-
cynuHHOI cucteMu 0yB 3adikcoBanuid y 147 cy0’ekTiB (10,8 %) 3 rpymnu ennepeHoHy Ta 'y 185



cy6’ekriB (13,5 %) 3 rpynu nanebdo (BP 0,76; 95 % M1 0,61-0,93, p = 0,01).

[TpoTarom gociifKeHHs rinepkasieMisa (piBeHb Kaslilo B CUPOBATII KPOBL > 5,5 MMOJIb/T)
BrHMKana y 158 cy0’ekTiB (11,8 %) 3 rpynu emnnepeHoHy Ta 'y 96 cy0’ekTiB (7,2 %) 3 rpynu
nane6o (p < 0,001). I'imokamieMist (piBeHb KaJlito B CUPOBATIIi KPOBi < 4 MMOJIb/IT) y TPyIi
eIJIepeHOHY BUHUKAJIa 3i CTaTUCTUYHO NOCTOBIPHO HUXKYOI0 YaCTOTOM0, HiXK y Tpymi miamebo
(38,9 % y rpymi ennepenony ta 48,4 % y rpymi mnaie6o, p < 0,0001).

[1iTH. 3aCTOCYBaHHS €IMJIEPEHOHY MiTSIM i3 CepIieBO0 HeJOCTAaTHICTIO He MOCIiAKYBaJIH.

Y 10-TukHEBOMY AOCTIIXKEHHI 3a y4acCTIO IiTeH i3 rimeprensieio (BikoM 4-16 pokis, n = 304),
3aCTOCYBaHHS emepeHoHy B mo3ax 25-100 Mr Ha {00y, 110 CIIPUYUHSIIIO eKCIT03HIIio,
oMi0Hy 10 TaKOl y IOPOCNINX, He ITPOAEeMOHCTPYBajlo e(eKTUBHOT'0 3HUKEHHS
apTepianbHOTO TUCKY. Y 1IbOMY [OCTiAXKEHHi Ta ¥ OOCHiIXKeHHi om0 6e31meKu TPUBaliCTiO

1 pix 3a yuacTtio 149 pmite#t BikoM 5-17 pokiB mpodins 6e3neku OyB mogibHUIA 0 TAKOTO, 110
CIIOCTepiraBcsl y JOPOCIUX. 3aCTOCYBaHHS €IJIEPEHOHY AiTAM BiKOM [0 4 pOKIB i3
rinepTeH3i€l0 He BUBYAIHU, OCKIJIbKY JOCIIAXKEHHS 3a Y4aCTIO [iTel CTapIlioro BiKy
IIPOJIEMOHCTPYBAJIO BifCyTHICTh e(eKTUBHOCTI (IuB. po3Min «Cmocib 3aCTOCyBaHHS Ta
OO3U»).

HocnimxeHb OyOb-KOTO (IOBrOTPHBAIOr0) BIIJIUBY Ha TOPMOHAIbHUM CTATYC [iTel He
IIPOBOJUIIY.

dapmakokiHemuxka.

AbcopOiig. A6comoTHa 6i0JOCTYIHICTh eIJIePeHOHY Iicis 3acTocyBaHHsg mo3u 100 Mr
IIepopaabHO CTaHOBUTH 69 %.

MakcuManbHa KOHILIEHTpAallis Mpelapary B Jla3Mi KPOBi [oCATaeThC MPUOIN3HO Yyepe3
1,5-2 roguau. MakcuMasnbHa KOHILIEHTPalis B ma3Mi Kposi (C,,,) Ta Ijola mif
(bapmakoKiHeTHYHOIO KpuBOoI0 (AUC) 3MiHIOIOTHCS MPOMOPIIIKHO 4031 y mianma3oxi 10-100 mMr
Ta MEHII HiX A030MPONOPLINHO IIpU 3aCcTOCyBaHHI 703 moHad 100 Mr. PiBHOBaXXHU CTaH
HaCTae IIPOTATOM 2 [HIB Bif| MOYaTKy JIiKyBaHHA. [3Ka He BIIMBaE Ha abCcopOLiio mpemapary.

Po3snogin. EnnepeHoH 3B’93y€eThed 3 6inKaMu mia3Mu npubnu3no Ha 50 % Ta ronoBHUM
YHUHOM 3B’SI3YETHCS 3 ®-1-KUCTMMMU TIiKOMpoTeiHaMu. YSIBHUM 00’€M PO3IOMiNy emepeHony
y PiBHOBaxXXHOMY CTaHi fopiBHIOE 42-90 1. EnyiepeHOoH He 3B’SI3Y€ThCA 3 €PUTPOLIUTAMU.

BioTpancdopMariiis. MeTabo1i3M elyiepeHOHY IIepeBaxHO 3MiNCHIOETLCS 3a PaXyHOK
dbepmenTy CYP3A4. B nmma3mi KpPoBi MOOWHY He BUSBIEHO XKOTHUX aKTUBHUX MeTabO0IiTiB
eTJIEPEHOHY.

BuBeneHnHsd. MeHII HiX 5 % 03U eIJIEPeHOHY BUBOIUTHLCS 3 CEUEI0 i KaJlOM y BUTTISATI
He3MiHeHOro npemnaparty. [1ic/is nmepopaabHOTrO MPUNOMY Pa30BOi 03U PagioaKTHBHO
MidyeHOTo mpenaparty npudnusso 32 % no3u O6ynI0 BUBEIEeHO 3 OpraHi3My 3 KaJoM Ta
npubau3Ho 67 % OyIo BUIieHo 3 cedelo. [Tepion HamiBBUBENEHHS €IJIEPEHOHY CTAHOBUTH
O0nmu3bK0 3-6 roguH. YSABHUY IIJTa3MOBUY KJTipeHC mopiBHIOE nmpudnu3xHo 10 n/rof.

3acToCyBaHHA V crienudiyHuX TOMYIIIiIX.



Bix, cmamb ma paca. JocnigxeHHsT papMaKOKiHETUKHU €IJIePEHOHY IIPU 3acTOCyBaHHi ¥ 0o3i 100 mr
1 pa3 Ha mo0y TPOBOAMIIM 3a YYACTIO TAKUX KATeropii cy6’eKTiB, SK MAIliEeHTH JIITHBOTO BiKYy (Bif

65 pOKiB), IaIliEHTX YOJIOBiYOl CTaTi, IALiEHTH XKIiHOYOI CTaTi, MalliEHTX HErPOIgHOl pacu. 3HAYHUX
BigMiHHOCTEM Yy papMaKOKiHEeTHII eryiepeHoHY Y MallieHTiB 3a/1exkHO Bif cTaTi He Oyio0. Y cy0’eKTiB
JIITHBOTO BiKY y PiBHOBaXKHOMY CTaHi CIIOCTepiranu mifBuineHHs piBHIB C,,, (22 %) Ta AUC (45 %)
TIOPiBHSIHO 3 MoJIoAMIMMY TarieHTamu (18-45 pokiB). Y cy6’eKTiB HETpoifHOI pacH y PiBHOBAXKHOMY
craHni C,,, 6yna Hux4a Ha 19 %, a AUC - Ha 26 % HuKYa (guB. po3min «Crocib 3acTocyBaHHS Ta
OO3U»).

Himu. 3a JOIIOMOT0I0 MONYALiHOI (PapMaKOKiHeTUYHOI MOJIeJTi [AJIsT KOHIIeHTpallii
eIJIepeHOHY BifITIOBITHO [0 2 HOCIigXKeHb 3 y4acTio 51 marieHTa BikoM 4-16 pokiB 0y1o
BCTAHOBJIEHO, 1[0 Maca Tijla MallieHTa Ma€ CTaTUCTUYHO 3HAYYIIHM BIIJIUB Ha 00'€M
PO3MOfIiNy elyiepeHoHy, ajie He Ha M0To BuBefeHH. [IlepenbadaeTnes, 10 06’eM PO3MOTiny
eIlJIEPEHOHY Ta ITiKOBa KOHIIEHTpAIlis ¥ AiTe# 3 6inbIoi0 Macoro Tina 6ymyTh momibHi mo
TAKMX, 110 CIIOCTEPIraThCs Y JOPOCTHX 3 MOMiOHO MACO0 Tifa. Y malieHTiB 3 Macoo Tina
45 xr 06’eM po3nofminy € npubnusno Ha 40 % HUXKYUM i mepebdavya€eThCs, 110 MiKOBa
KOHIIeHTpallis Oyme BUIOI0, HiXK TaKa, 110 3a3BUYail CIIOCTEPIraEThCS y mopociux. iTam
3aCTOCOBYBaJIM IIOYATKOBY [I03Y emyiepeHoHy 25 Mr 1 pa3s Ha mo0y; micis 2 TUXKHIB mo3y 0yi1o
30inbiIeHo {0 25 Mr 2 pa3u Ha o0y, a B pa3i KiiHiuHol HeoOximHOCTI - 7o 50 Mr 2 pa3u Ha
no6y. [1pu 3acTOCyBaHHI TaKUX 003 HaUBUII KOHIIEHTpAllil eTlIepeHoHY y fiTel He Oynu
3HAQYHO BUII TIOPIiBHSAHO 3 TAKKMMH, III0 CIIOCTEPIraaucs y JOPOCIMNX IIPX 3aCTOCyBaHHI
mo4yaTkoBoi mo3u 50 Mr 1 pa3 Ha m00y.

Hupkosa Hedocmamuicmb. DapMaKOKIHETUKY eIlJIEPEHOHY OLIIHIOBA/IX y MALlE€HTIB 3 PI3HUMU
CTYTIEHSIMU IOPYIIeHHS HUPKOBOI (PYHKIIII Ta ¥ MalieHTiB, SKi 3HaXOOWINCSA Ha reMofianisi. Y
MAIiEHTIB i3 TAKKOI0 Ppopmoro HEPKOBOI HegocTtaTHOCTI AUC Ta C,,, y piBHOBazKHOMY CTaHi
Oynu mipBuieHi Ha 38 % Ta 24 % BiAMOBIAHO MOPIBHSAHO 3 KOHTPOJIBHOIO I'PYIIO0. Y
TaIli€HTIB, SKi 3HAaXOAUIIUCS Ha reMofiaii3i, I1i moKa3HuKY Oynu 3HUKeHi Ha 26 % Ta 3 %
BiZITIOBiIHO MOPiBHSIHO 3 KOHTPOJIbHOO I'PYIIOI0 HalieHTiB. Kopensil MixK KiaipeHcoM
eTJIePeHOoHY 3 TJ1a3MU KPOBi Ta KIJIipeHCOM KpeaTUHIHY BUSIBIIEHO He Oy1o. EnnepeHoH He
BUIAJISIETHCS 3@ MOIIOMOTO0I0 reMofiani3y (auB. po3min «OcoOMMBOCTI 3aCTOCYBAHHSI»).

ITeuinkosa HedocmamHicmb. PapMaKOKiHETUKY ellJiepeHOHY B [103i 400 Mr mocTigKyBamu y
NallieHTiB 3 IOMIpHUMHU ypakeHHIMU NediHku (Knac B 3a knacudikariero Yanga - I1'10) Ta
TIOPiBHIOBAJIM PE3YNIbTATH 3 PE3y/IbTaTaMM, OTPHMAHUMU Y TMAIliEHTIB 0e3 mopyIieHHs QyHKIIl
neuinku. C,,, Ta AUC ennepeHOHy y piBHOBaXHOMY cTaHi Oynu nipgBuineHi Ha 3,6 % Ta 42 %
BigmoBigHO (OuB. po3min «Crmoci6 3acTocyBaHHS Ta Ho3u»). OCKiIbKY OOCIigKeHb 3aCTOCYBaHHS
eIJIEPEHOHY AJIS JIIKyBaHHS MAI[i€HTIB i3 TAXKKUMY NOPYIIEHHAMY (DYHKIIY IeYiHKY He IPOBOIUIIY,
IpU3HAYEHHS eMJIePEHOHY TaKUM MallieHTaM IIPOTUNOKa3aHe (IuB. po3pin «IIpoTunokasanHsa»).

Cepuesa HeOocmamHicmb. Y TIALIEHTIB i3 cepIileBoi0 HemocTaTHiCTIO (knacu II-1V 3a
Knacudikauiero NYHA) mpoBomunu fOCTigKeHHS (papMaKOKiHETUKY eTIepeHOHY, 110
3acTocoByBaBcs y 1031 50 mr. 3HaueHHd C,,, Ta AUC y piBHOBaXXHOMY CTaHi y MALi€HTIB i3
cepieBolo HemocTaTHICTIO Oyu Ha 38 % Ta 30 % BiAMOBIMHO BUIIMMHU, HiXK Y 3MOPOBUX
moOPOBOJIBIIIB BiIIOBIAHOIO BiKYy, CTATi Ta 3 BiAMOBiMHOO Macoo Tila. BigmoBimHo mo mux
pe3ynbTaTiB, MONYISLiMHNY aHali3 papMaKOKiHEeTUKU elJIEPEeHOHY, IPOBEeAEHUN y MiArpymi
nanieHTiB 3 gocaigxkenHs EPHESUS, cBiguuTs, 110 KJIipeHC enjIepeHoHY y Malli€HTiB 3
CepPLIEBOI0 HEOCTATHICTIO He BiAPI3HAETHCS Bifi KJIIIPEHCY LBOTO IIpernapaTry y 340POBUX
NOOPOBOJIBIIIB JTITHROTO BIKY.



KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

- [JonlOBHEHHS [0 CTaHAAPTHOTO JIiKyBaHHS i3 3aCTOCYBaHHSM B-010KaTOPiB 3 METOIO
3HUKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JI€TAJIbHOCTI, [IOB’I3aHUX i3 CEPLIEBO-CYOUHHUMU
3aXBOPIOBAHHSIMH, y CTa0iIbHUX MALlieHTiB 3 AUCQYHKINEIO TiBOro IUTyHOUKa ((ppakuis
BUKHUQY NTiBOro miyHoukKa < 40 %) Ta KJIiHIYHUMY O3HaKaM¥ CepLeBOl HeJOCTaTHOCTI MiCa
HeI[0JaBHO [IepeHeCeHOoro iHpapKTy MioKkapaa.

- [loTIOBHEHHS 00 CTaHAapPTHOI ONTUMAaIbHOL Teparil 3 MEeTOI 3HUKEHHS PU3UKY
3aXBOPIOBAHOCTI Ta JIETANbHOCTI, II0B’s13aHO1 i3 CeplLeBO-CYIUHHUMU 3aXBOPIOBAHHAMY, Y
OOPOCINNX TMAalli€eHTiB i3 cepIeBo0 HeJoCTaTHICTIO I Kacy (XpoHiYHOI0) 3a Knacuikallieo
NYHA Ta gucdyHKIi€o TiBOro nuiyHo4Ka (ppakuis BUKUAY aiBoro nuryHodka < 30 %) (ous.
po3ain «®apMakKoguHaMiKa»).

IIpomunoka3aHHs.

- linepuyTnuBicTh KO Aif04oi pevyoBUHU ab0 [0 Oymb-sIKOi 3 JOTOMiXKHMX PEYOBUH, 3a3HAYEHUX B
po3mini «Crnam».

- PiBens Kasito B CHpOBaTLi KPOBi > 5 MMOJIb/]I Ha MOMEHT II0YaTKY JIiKyBaHHS.

- HupkoBa HEOCTATHICTh TAXKKOI0 CTYIEeHs (PO3paXyHKOBa IIBUAKICTh KJTy00uKoBOI dinbrparil < 30
mt/xB/1,73 M2).

- [TewinKoBa HEOOCTATHICTD TSAXKKOTO CcTyneHs (kmac C 3a kKnacudikarieto Yannga - [1'10).

- OmHOYacCHe 3aCTOCyBaHHS Kajii30epiraiouyux giypeTukiB abo moTyxuuX iHriditropis CYP 3A4
(HampuKiafg, iTpaKOHa30J1, KEeTOKOHA30JI, PUTOHAaBID, HelndiHaBip, KTapUTPOMINNH, TETITPOMILNH i
Heda30q0H) (OuB. po3min «B3aeMopmist 3 iHIMMMY JTiKAapChKUMHU 3ac00aMH Ta iHIIi BUIHW B3aEMOTIN»).

- OgHOYACHe 3aCTOCYBaHHS eIJIEPEHOHY Yy OTpilHit Kom6biHanil pa3doM 3 iHribiTopom AII® Ta
6710KaTOPOM PELEeNITOPiB aHT1I0TEH3UHY.

B3aemodin 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

d®apmMakomvHAMIYHI B3a€MOIii.

Kaniilizbepiearoui cevoeiHHi npenapamu ma KasieemicHi 0obasku. ETIIepeHOH He CJIif Mpu3HavdaTu
nalfieHTaM, SKi OTpUMYIOTH iHIII Kasiit36epiraiodi CeYoriHHi mpenapaTy Ta KajlieBMicHi
no0aBKM, Yepes MiABUINEHUHM PU3UK PO3BUTKY TilepKasiemil (IuB. po3min
«[TpoTtunokasanHsg»). [Tif BImuBoM Kajiiidbepiraiouux Ce4oriHHUX MpernapaTiB TaK0XK MOXKe
IIOCUJTIOBATHUCS [Iisl TIMOTEH3UBHUX IIPEMapaTiB Ta iHIINX CEUYOTiHHUX 3ac00iB.

IHeibimopu AII®, 610kamopu peyenmopie aHziomeH3uHy. [Ipu 3aCTOCYBaHHi EIJIEPEHOHY Y



kKoMOiHaii 3 inribitopom AII® Ta/abo 6;10KaTOPOM PELENTOPIB AHTIOTEH3UHY PU3UK TillepKamiemil
Moze 36inpiryBaTcsl. PeKOMEHIOBaHO 3[iMiCHIOBATH PETENIbHUIN KOHTPOJIb 3a PiBHEM KaJlilo B
CHPOBATIIi KPOBi Ta MOKa3HUKaMHU (YHKIIii HUPOK, 0COOIMBO y MAlli€HTIB i3 pU3UKOM IOPYIIEeHHS
HUAPKOBUX (YHKIIiM, HAIPUKJIaf Yy MallieHTiB JiTHHOTO BiKy. EnylepeHoOH He Cif 3aCTOCOBYBaTH
OJHOYACHO y MOTpiliHiM KoMOiHalii pa3oM i3 iHribitopom AII® Ta 6710KaTOPOM PELIETITOPIB
aHTioTEeH3UHY (OuB. po3minu «IIpoTunoka3anHsa» Ta «OCOOMMBOCTI 3aCTOCYBaHHI»).

JIimit. [Jocnig:kKeHb B3a€MOZIl eIJIepeHOHY 3 JIiTieM He MPoBOAMIN. Pa3oM i3 TUM, y mallieHTiB, sKi
OTPUMYBAaJIH JIiTid OmHOYACHO 3 iHribiTopamMu ATI® Ta ce4oriHHUMHU IIpelapaTaMu, 0yJio ONKUCaHO
BUITQIKHA TOKCUYHOI il ymiTito (muB. po3minn «OcoOnMuBOCTI 3acToCyBaHH»). CIlif YHUKATH
OIHOYaCHOI'0 3aCTOCYBaHHA eIJIEPeHOHY Ta IIperapariB JIiTiio. fAKIo HeMae MOXKIIUBOCTI YHUKHYTU
3aCTOCyBaHHS ITiei KoMOiHalii, HeoOXiTHO KOHTPOJIOBATH PiBEHH JIiTi0 B IJIa3Mi KPOBi (OuB. po3min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

LuxaocnopuH, makpoaimyc. LIUKJIOCIIOPUH Ta TaKPOJIIMyC MOXYThb CIIPUYUHUTHU IOPYLIEHHS
(GYHKIII HUPOK Ta MigBUALIATYA PU3UK PO3BUTKY rinepkasiemii. Crif yHUKaTH OGHOYACHOTO
3aCTOCYBaHHS eIJIepeHOHY Ta IIMKI0CIOpUuHy abo TakpoiMycy. Y pas3i HeoOximHOCTi
IIPU3HAYEHHS UKJIOCIOPUHY Ta TAaKPOJIIMYCY B XOZ1 JIIKyBaHHS €IJIEPEeHOHOM
PEKOMEHI0BAaHO peTeIbHO KOHTPOJIOBAaTH PiBeHB Kalilo B CUPOBATL KPOBi (IUB. pO3Min
«Oc0obIMBOCTi 3aCTOCYBaHHS»).

HecmepoioHi npomusananvHi npenapamu (HIT3I1). 3a paxyHOK 0e31mocepeiHbOT0 BIIJIUBY Ha
KJIy0O4KOBY (QinbTpanito nikyBanas HIT3I1 Mmoxke Ipu3BECTH IO TOCTPOI HUPKOBOI
HEJO0CTaTHOCTI, 0COONIMBO Y Malli€HTIB, SIKi BXOASATDH y TPYILy BUCOKOTO PU3UKY (JTiTHiM BiK
Ta/abo 3HeBogHEHH). [lamienTam, siKi oTpuMytoTh emnyiepeHoH Ta HIT3II, go moyatky
JiKyBaHHS CITif 3a0e3Me4YnTy afieKBaTHUY BOOHUM PEXUM Ta KOHTPOJIIOBATH iXHIO QYHKIIi0
HUPOK.

Tpumemonpum. OgHOYACHE IIPU3HAYEHHS TPUMETOIIPUMY Ta eIlJIEPeHOHY MiBUIIYE PU3UK
PO3BUTKY rinepkaniemil. C/i KOHTPOIIOBATH PiBEHB KaJlif0 B CHPOBATILi KPOBi Ta MOKa3HUKHU
GYyHKIII HUPOK, 0COOIMBO y MAlliEHTIB JIITHHOTO BiKY Ta MAalli€eHTIB i3 MOPYILIEHHAM QYHKITIH
HUPOK.

a,-610kamopu (Hanpuk.aad npa3o3uH, asb@y3osuH). [Ipu KomOiHyBaHH] (,-6710KaTOPiB Ta
eIlJIEPEHOHY iCHYE MOXKJIMBICTD i CHATIEHHS TiTOTEH3UBHOI [Iii Ta/ab0 PO3BUTKY
OpPTOCTATUYHOI rinoTeH3il. ¥ Xofi 0mHOYacHOT0 3aCTOCYBaHHS (,-0JI0KaTOPIB CIIif,
KOHTPOJIIOBATH KJIiHIYHUY CTaH MAI[i€HTIB MO0 OPTOCTATUYHOI TiOTEH3Il.

TpuyukaiuHi aHmudenpecaHmu, Helipoaenmuku, amipocmuH, 6axksogpeH. OGHOYACHE
3aCTOCYBaHHS IIUX JTiKapChKUX 3ac00iB Ta eIIepeHOHY IOTEHIINHO MOXKe TiICUITIOBaTH
TiOTEH3UBHY [Iil0 Ta MigBUIIyBaTH PU3UK PO3BUTKY OPTOCTATUYHOI TiOTEH3I.

I irokokopmukoiou, mempakosakmud. IIpyu omHOYACHOMY ITPU3HAYEHHI ITUX TiKapChKUX 3ac06iB
Ta eIJIePeHOHY iCHYEe MOXKJIUBICTh ITOCIa0eHHS TiMOTEeH3KWBHOI [Iii BHACTiIOOK 3aTPUMKHU
PioVHY Ta HATPIO.

®apMaKOKiHeTHYHiI B3a€MO]Iii.

HocmigKeHH in vitro cBiiuaTh, IO enJiepeHOoH He € iHribitopom i3opepmenTis CYP1A2,
CYP2C19, CYP2C9, CYP2D6 a6o CYP3A4. EnnepeHoH He € cyOcTpaToM abo iHribiTopoM



P-rmikomnporeiny.

HueoxcuH. PiBeHb cucTemMHO1 eKkcno3util (AUC) AurokCuHy nNpu 0OGHOYaCHOMY 3aCTOCYBaHHI 3
ennepeHoHoM 3pocTae Ha 16 % (90 % II 4-30 %). Crig 3 06epekHiCTIO TpH3HAYaTH
IUTOKCHUH B 103aX, HaONMMKEeHUX 10 BEPXHbOI MEXKi TepaleBTUYHOTO Aiana3oHy.

Bappapur. KiiHiuHO BaxknIuBUX (hapMaKOKiHETUUYHUX B3aEMOZil 3 Bap(papruHOM OIKMCAHO He
oymno. Crnig 3 06epexkHicTIO Mpu3HavYaT BappapuH y fo3aX, HabnMukKeHuX 00 BEPXHbOI Mexi
TepalneBTUYHOrO [iana3oHy.

Cybcmpamu CYP3A4. Pe3ynbTaTé hapMaKOKiHETUYHUX OOCIIIKeHb 3i 3pa3KaMu-cyOCTpaTaMu
CYP3A4 (To6TO Miga3oyaMoM Ta MU3AMPULOM) He BUSIBUIM 03HAK BUPaXKEHUX HapMaKOKiHETUYHHUX
B3aEMOJil IIPU 0OJHOYACHOMY 3aCTOCYBaHHI IIUX 3ac00iB Ta eIIepeHoHY.

Inei6imopu CYP3A4.

- [ToTyxHi iuribiTopu CYP3A4. ITpu omHOYACHOMY 3aCTOCYBaHHi eIjiepeHoHy Ta 3aco0iB, 1110
IPUTHIUYIOTh aKTUBHICTE (pepMeHTy CYP3A4, MOXINBUY PO3BUTOK BUPaKEHUX
(dhapMakKoKiHeTUYHUX B3aeMofiu. [1ig BnnuBoM notyxkHoro inribitopy CYP3A4 (KeToKOHa301
200 mr 2 pa3u Ha mo0y) AUC ennepeHony 30inbinyBanacs Ha 441 % (muB. po3min
«[TpoTunokasanHs»). OgHOYACHE 3aCTOCYBaHHS EIJIEPEHOHY Ta MOTYKHUX iHTi0iTOpiB
CYP3A4 (keTOKOHa301y, iTpaKOHA30Jy, PUTOHAaBipy, Heln(iHaBipy, KTapUTPOMILIUHY,
TeNITPOMILMHY Ta Hea30goHy) MPOTUIIOKa3aHe (OuB. po3fin «[IpoTunokasaHHS»).

- Cna0Oki Ta momipHi inribitopu CYP3A4. 3acTocyBaHHS OMHOYACHO 3 €PUTPOMIIIMTHOM,
CakBiHABipOM, aMiolapoOHOM, [KJITia3eMOM, Bepanaminom abo GpryKoHa3010M IPU3BOAKUIIO OO
BHpaXXKeHUX (apMaKOKiHETUUHUX B3aeMOfil i3 migsuieHHaM piBHIB AUC Ha 98-187 %. Tomy
IIPK OMHOYACHOMY 3aCTOCYBaHHI elljiepeHOHy Ta cjaabkux abo moMipHux inribiropis CYP3A4
I03a eliepeHOHY He TMOBUHHA IepeBUIyBaT 25 MTr Ha 0o0y (ouB. po3min «Cmociod
3aCTOCYBaHHS Ta IO3U»).

IHoykmopu CYP3A4. OgHo4YacHe 3aCTOCYBaHHS eIJIEPEHOHY Ta 3Bip000I0 (IOTYKHUU iHAYKTOP
CYP3A4) npussogumo no 3uuxkeHHs AUC ennepeHony Ha 30 %. 3acToCyBaHHS MOTYXKHIIINX
ingykTopiB CYP3A4 (Takux K pudaMmilimH) MoxKe IPU3BOAUTH [0 OiNbIl BUPaXKeHOT0 3HUKEHHS
AUC ennepeHoHy. Yepe3 pu3UK 3HUKEHHS e(pEeKTUBHOCTI eIJIepeHOHY He PeKOMEHI0BAHO
3aCTOCOBYBaTH OJHOYACHO 3 IIUM IIpenapaToM NoTyXkHi iHgykTopu CYP3A4 (pudamminuH,
kapbama3emniH, ¢eniToin, henobapbitan, 3Bipo6it) (quB. po3min «Oco6NMUBOCTI 3aCTOCYBAHHST»).

Anmayudu. 3 OTTIIAY Ha pe3ynabTaTH KIiHIYHOTO (papMaKOKiHETUYHOTO JOCTiAKEeHHS, IIpU
OHOYaCHOMY 3aCTOCYBaHHI elJIepeHOHY Ta aHTAUUAHUX [IpernapaTiB He O4iKyEThCSA
BUPaXXKEeHUX B3aEMOIil.

Ocob1ueocmi 3acmocy8aHHs1.

linepkaniemis. Y X0Mi MiKyBaHHS eIJIEPEHOHOM BiAIIOBIZHO OO MOTO MeXaHi3My il MOXKIIMBUM
PO3BUTOK Tinepkaiemil. Y BCixX Malli€eHTiB Ha MOYaTKY JIiIKyBaHHS Ta y XO[i 3MiHU 1031
Ipernapary Cif KOHTPOJIIOBAaTH PiBHI KaJlito B CUpoBaTLi KpoBi. Hapasi pekoMeH10BaH0
IIPOBOAUTH IEPIOAUYHUM KOHTPOJIb, 0COONIMBO Yy MAI[iEHTIB, AKi BXOASATH J0 TPYIHU PUIUKY



BAHUKHEHHS TilepKasieMil (TakKux SK MaliEHTH JIiTHBOTO BiKY, MAI[iEHTU 3 HUPKOBOIO
HeJOCTaTHICTIO (AuB. po3ain «Cnocib 3acTocyBaHHS Ta f03u») Ta giabetom). [licig modaTky
JiKyBaHHS eIJIePEHOHOM He PEKOMEHI0BaHO BUKOPUCTOBYBATH KaliEBMiCHI o0aBKU Yepe3
TiOBUIIEHUN PU3UK PO3BUTKY Tinmepkaniemil. Bymo mpogeMoHCTPOBAHO, 0 3HMUKEHHS 003U
elJIepeHOHY IPU3BOAUTD A0 3HMKEHHS KOHIIEHTPaIlil KaJslilo B CHPOBATIli KPoBi. Y xofi
OJHOTO [OCTiXKEeHHS 0yJ10 MPOIEeMOHCTPOBAHO, 110 HOOATKOBE MPU3HAYEHHS
TIOPOXJIOPOTia3uUay B XO[1 JIIKyBaHHS elJIepeHOHOM KOMIIEHCYBaJIO IiBUIEHHSA
KOHIIeHTpaIlil KaJliio B CHPOBATIIi KPOBI.

[Ipu 3acTocyBaHHI enepeHOHy y KoMOiHalril 3 inribitopom ATT® Ta/abo 610KaTOpPOM
PelLeNTopiB aHTi0TeH3WHY PU3UK TillepKasieMii Moxe 30inbiryBaTrcs. EniepeHoH He Cilif
3aCTOCOBYBAaTH OJHOYACHO Y MOTPiiHiM KoMOiHalil pa3om i3 inribiTopom ATI® Ta
6JI0KaTOPOM PELIENTOPiB aHTi0TeH3UHY (AuB. po3minu «IIpoTunoka3aHHs» Ta «B3aemois 3
iHITUMY JTiKapChKUMU 3ac00aMu Ta iHII BUOU B3aEMOMiM»).

ITopyweHHA pyHKUiI HUPOK. Y TIAIliEHTIB i3 MOPyIIeHHIMHU QYHKIIII HUPOK (Y TOMY YHCII 3
niabeTHYHOIO MiKpoanbOyMiHypi€i0) CIIifl peTryIsSpHO KOHTPOJIIOBATH PiBEHb Kaliio. 3HUKEHHS
GYHKIIII HUPOK CYIPOBOAXKYETHCS MiABULIEHHSIM PU3UKY TinepKaiiemil. Xo4a pe3ynabTaTd
nocnimxennss EPHESUS, npoBefeHOTro 3 y4acTIo HallieHTiB 3 giabeToM 2 TUly Ta
Mikpoanb0yMiHypi€elo, oOMezKeHi, y I1iii Matiil TPy MallieHTiB CIIOCTepiraay migBUIIEHY YaCTOTY
BUHUKHEHHS Trinepkaniemil. ToMy /TiKyBaHHS TaKWX IMAI[iEHTIB CJIifi TPOBOAUTH 3 00€peKHICTIO.
EnnepeHoH He BUOANISIETHCA 3a HOIIOMOTO0 reMofiai3y.

ITopyweHHs pyHKuii nevinku. Y TallieHTIB i3 TETKAMU Ta MIOMipHUMU MOPYLIEHHAMHU PYHKIIi
nmeuiHku (Kimacu A ta B 3a Knmacudikariieio Yaiinma - [1'10) migBuIlleHHS PiBHSA KaJlifo
CHpPOBAaTKM KPOBi MOHaA 5,5 MMOJib/1 He BigOyBanocs. Taki namiedTy noTpebyioTh KOHTPOJIIIO
PIBHIB eJIEKTPOJIITIB. 3aCTOCYBaHHA €IJIePEeHOHY [JId JIIKyBaHHS [TAlli€HTIB 13 TAXKKUMU
IOPYIIEeHHAMY (QYHKIIIN HUPOK He BUBYA/IM, TOMY €IJIEPEeHOH IPOTUIIOKa3aHUU [0
3aCTOCYBaHHS TaKHUM IallieHTaM (IuB. po3minu «Crmocib 3acTocyBaHHS Ta [03U» Ta
«[IpoTunIOKa3aHHI»).

Inoykmopu CYP3A4. OgHOoYacHe 3aCTOCYyBaHHS eIJIEPEHOHY Ta NOTykKHUX iHOyKTOpiB CYP3A4 He
PEKOMEeHI0BaHO (OuB. po3Min «B3aemomis 3 iHIIUMY JTiKapCHKUMHU 3aco0aMu Ta iHIM BUON
B3aEMOJIIN»).

3acTOCyBaHHS /AiMmit0, YUKAOCNOPUHY, MAKPOAIMYCY CIIiT YHUKATH IIifl 4ac JiKyBaHHSI
eTJIEPEeHOHOM (OUB. PO3[in «B3aemois 3 iHIMMMHU JTiKapChbKUMHU 3aco0aMH Ta iHIIM BUIU
B3aEMOIII»).

®epmusvHicme. IHPopMariii 100 BIIUBY Ha PEPTUILHICTD JTIOAUHN HEMAE.

IIo cknamy mpernapaTy BXOOUTh JTakTo3u MoHorigpar (1 tabneTka mo 25 mr - 39,51 mr, 1
tabneTtka 1mo 50 mr - 79,02 Mr), TOMy HOT0 He CJliff Mpu3HayaTy NallieHTaM i3 pifKicHuMu
CIIafIKOBUMHU PO3JIaflaMy, 30KpeMa HEellePEeHOCUMICTIO rajlakTo034, BPOIXKEHOH0
HEeJOCTaTHICTIO JTakTa3u Jlanma a6o CHHAPOMOM IOPYIIEHHS BCMOKTYBaHHS TJTIOKO3U Ta
rajakTo3H.

3acmocyeaHHs y nepiod sazimHocmi abo 200y8aHHs 2pydoro.



BaeimHicmb. AmeKBaTHUX JaHUX CTOCOBHO 3aCTOCYBaHHS €MJIEPEHOHY BariTHUM XiHKaM HeMae.
BimomocTi, oTpuMaHi y xofi mociigKeHb Ha TBapUHaX, He BKa3ylOTh Ha 6e3mocepenHiii abo
OTI0CepeNKOBAHUM HECTIPUSTIMBUI BIIMB Ha mepelir BariTHOCTi, po3BUTOK eMOpioHa Ta IJIofa,
IIOJIOTH Ta IiC/IIPONOBUY PO3BUTOK. [IpH3HAYaTH €IIePEHOH BariTHUM XiHKaM CJIif 3 00epexkHICTIO.

I'odyeaHHAa 2py00t0. HeBinoMo, 4u emiepeHOH NIPOHUKAE y TPYAHE MOJIOKO JIIOOUHMU IIiCTIsS
[IepoPaJIbHOT0 3aCTOCYBaHHA. BogHOYac maHi JOKIIHIYHUX [NOCIIAXKEHDb CBiqYaTh IIPO HaABHICTh
elyiepeHoHy Ta/abo 1#oro MeTaboJIiTiB ¥ MOJIOL IIyPiB Ta Ipo HOpMaibHUM PO3BUTOK IIOTOMCTBA, IO
3a3HaJIo BIIJIUBY eIJIEPEHOHY Y TaKui croci6. OCKiNbKY MOTeHIIial BAHUKHEHHS M0GiYHUX e(deKTiB y
HEMOBJIAT, 5IKi TepeOyBal0Th Ha TPYAHOMY BUTONOBYBaHHI, He HOCITiIXKEeHUH, CIIi[l BUPIIIUTH:
IPUNUHATY TOAYBaHHS IPYANI0 UM MPUIKMHATH 3aCTOCYBaHHS IIpelapaTy, BpaX0BYH4Y BaXKJIUBICTh
IIpernaparty OJjig MaTepi.

30amHicmb eniueamu Ha weudKicms peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

IocmigXeHb BIIMBY eIJIEPEeHOHY Ha 30aTHICTb KepyBaTy aBTOTPAaHCIOPTOM abo ImpalfioBaTu
3 iHIMMMK MeXaHi3MaMy He IIPOBOAUIM. ENepeHoH He CIIPUYUHSIE COHJIUBOCTI a0
MOPYIIEHHS KOTHITUBHUX (DYHKIIIM, ane y X0fi KepyBaHHS aBTOTPAHCIOPTOM abo iHImuMuU
MeXxaHi3MaMu CjIif 6paTy 0o yBaru MOXKJIMBICTh PO3BUTKY 3allaMOPOYEHHS Y 3B'SI3KY 3
JIIKyBaHHSAM IIperapaToM.

Cnocid 3acmocyeaHHsi ma do3u.

[Topoci.

Ins iHpuBigyanbHOTO MifKOOpy M03yBaHHS JTiKapChKUM 3acib BUMYCKAETHCS Y J03aX 25 MT Ta
50 Mr. MakcumanbHa o0OBa f03a penapaTy CTaHOBUTH 50 Mr Ha fo0y.

EnjiepeHOH MOXKHa 3aCTOCOBYBATH fIK 3 1K€10, TaK i He3aJIeKHO Bif IpUUOMY 1XKi (OUB.
po3ain «dapMaKOKiHETHKa»).

ITauieHmu 3 cepuesor HeAoCcMamHicmio nicasa nepeHeceHo20 iHpapkmy Miokapoa.
PekoMeH0BaHa MigTpUMyoyda f03a emnjepeHoHy cTaHoBUTE 50 Mr 1 pa3 Ha mo0y. JIikyBaHHSA
CJIif PO3MOYMHATH 3 103U 25 MT' 1 pa3 Ha goby Ta IMOCTYIIOBO IIiBUINYBATH A0 LiTbOBOI 03U
50 mr 1 pa3 Ha m00y. baxkaHO OOCSATTH IIBOTO PiBHS MO3U 3a 4 THXKHi, BpaXOBYIOUM PiBEHb
KaJIit0o B CUPOBATIIi KPOBIi (IUB. TaOIUITI0 HUXKYE).

JIikyBaHHS eIJIePEeHOHOM 3a3BHYail PO3MNOYMHAKTh Yyepe3 3-14 gHIB MiCIs TOCTPOro
iHpapKTy MioKapaa.

ITauienmu 3 cepuesorw Hedocmamuicmio II kaacy (xpoHiuHow) 3a kaacugikayiero NYHA. JlikyBaHHSA
TIAllieHTIB i3 XPOHIYHOIO ceplieBoio HegocTaTHICTIO II kmacy 3a kimacudikariero NYHA crig
PO3MoYKMHATH 3 Ho3u 25 Mr 1 pa3 Ha Ho0y Ta MOCTYIOBO IMiABHUIMYBATH [0 LiboBoi o3u 50 Mr 1 pa3
Ha no0y. baxaHo JOCATTH 1BOTO PiBHS 03U 3a 4 TUXKHi, Bpax0BYIOYM PiBeHb Kalilo B CUPOBATI
KpOBi (IuB. TabNMuI0 HUXKYE Ta Po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).



[TarienTaM, y IKUX piBeHb KaJlil0 B CUPOBATI]I KPOBi IIEPEBHUILY€E 5 MMOJIB/JI, HE CIIiT
PO3MOYNHATH JIIKyBaHHS eIJIepeHOHOM (OuB. po3Oin «IIpoTUIOKa3aHHSI»).

PiBeHs Kaslito B CUPOBATL KPOBL CIIif BU3HAYATH [0 [I0YATKY JIIKYBaHHS €IJIEPEHOHOM, YV X0l
TIePIIOTO TUXKHS JIIKYBaHHS Ta Yepe3 Micslb IIiC/IsA MoYaTKy JIiKyBaHHS a00 KOpekIlii no3u. Y
pasi HeoOXimHOCTI cyTif Hamasi mepiofMYHO BU3HAYaTH PiBeHb Kalliio B CUPOBATIIi KPOBI
BIIPOMOBX JIIKyBaHHS.

[Ticrs mo4yaTKy JiKyBaHHS O3y MIPenaparTy CJIig KOPUTYBaTH 3 ypaxXyBaHHSIM KOHIIEHTpallil
KaJlil0o B CUPOBAaTIIi KPOBI, SIK BKa3aHO y TaOUlli HUXKYe.

Kopekuis [o3u micig [1o4aTKy JIiKyBaHHS

KOHITeHTpaIlisa Kaito Mis Kopektis go3u

y CHPOBATII KPOBi (MMOJIB/1)

< 5,0 [MimpumenHss |3 25 mr 1 pa3 Ha 2 gui mo 25 Mr 1 pa3 Ha moby
3 25 mr 1 pa3 Ha o6y mo 50 Mr 1 pa3 Ha go0y

5,0-5,4 be3 3MiH [103y He 3MIHIOIThH

5,5-5,9 SHUKEHHS 3 50 mr 1 pa3 Ha go0y mo 25 mr 1 pa3 Ha go0y

3 25 mr 1 pa3 Ha go0y mo 25 mr 1 pa3s Ha 2 fHi
3 25 mr 1 pa3 Ha 2 [Hi 0 THMYaCOBO1 BigMiHM
# 6,0 [TuM4YacoBa -
BimMiHa

[Ticna TMM4YacoBOl BiIMiHU eTJIEpeHOHY Yepes MiiBUIeHHS PiBHS Kaliio [0 3 6 MMOJIb/1
BiTHOBJIEHHS JTIKyBaHHS MOXKJIKBE y 7031 25 Mr 1 pa3 Ha 2 [Hi micns 3HUXKEHHS KOHI[eHTpallil
KaJIilo HuX4e piBHA 5 MMOJIB/I.

ITauienmu aimHbo20 8iKYy. [I7d Malli€HTiB JIiITHHOTO BiKy HeMae MOTpeOu y KOpeKllii T09aTKOBOI 403U
npemnapary. Y 3B’43Ky 3 BIKOBUM 3HUKEHHSIM iHTEHCUBHOCTI (PYHKITI HUPOK PU3UK PO3BUTKY
rinepkasieMii y mauieHTiB JTITHHOTO BiKy MigBUIIYEThCS. PU3MK MOXKe J0OaTKOBO 30i/bLIyBATUCh Y
pasi HasiBHOCTI CYyIIyTHHOTO 3aXBOPIOBAHHS, II0 CYIPOBOMAXKYETHCS MigBULIEHHIM CUCTEMHOL
eKCITO3UIli] Tpemnapary, 30KpeMa MopyIIeHHs GYHKIIiN TeYiHKY JIETKOTO0 Ta IIOMipHOTO CTYTIEHS
TSKKOCTi. PEKOMEHI0BaHO IPOBOOUTH IIE€PIOANYHUM KOHTPOJIb PiBHS KaJlil0 B CUPOBATLi KPOBi (IuB.
po3min «OcobIMBOCTI 3aCTOCYBAHHS»).

ITopyweHHAa pyHKUiI HUpOK. [TallieHTH 3 IeTKUM TOPYLIIeHHSAM (QYHKII1 HUPOK He MOTPe0yoTh
KOpPEKIIil T049aTKOBOI 103U. PeKOMEHJ0BaHO IIPOBOAUTH IEPIOAUYHNUM KOHTPOJIb PiBHS KaJlilo B
CUPOBATIi KPOBi Ta KOPUTYBATH [03Y IIpenapary BifmoBigHO 0o Tabnulli BUIIIE.

[TaumienTaMm i3 mopymeHHAME (YHKII1 HIPOK ITOMipHOI TSKKOCTi (K/IipeHC KpeaTuHiHy
30-60 M1/XB) CNTifi MOYMHATHU JTiKyBaHHS 3 [03U 25 Mr 1 pa3 Ha 2 OHI Ta KOPUTYBaTHU H03y
npernapaTy 3aJeKHO Biff KOHI[eHTpallil Kaiio (ouB. Tabnuiio Buille). PeKOMEHI0BaHO
IIPOBOAUTHU IIePIOJUYHUN KOHTPOJIb PIBHSA KaJlito B CUPOBATLi KPOBi (OUB. PO3MiN
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

IlocBif 3acTOCyBaHHS NpenapaTy HalieHTaM i3 KIipeHCcoM KpeaTuHiny < 50 MJI/XB Ta



CepIeBOI0 HEeIOCTATHICTIO Micys iHdapKTy MioKapaa BifCyTHi. [ miKyBaHHS TaKUX
TIAITiEHTIB eIJIePeHOH CJIifi 3aCTOCOBYBaTH 3 00epPexKHICTI0. 3aCTOCYBaHHS [03, 1110
IIepeBUINYIOTH 25 Mr Ha 00y, MallieHTaM i3 KiipeHcoM KpeaTuHiHy < 50 MJ/XB He
OOCIIIIXKYBaJIH.

EnnepeHOH NPOTUIIOKA3aHUY MALiEHTaM i3 TAXKUMU YpaKeHHAMU HUPOK (KIIipeHC
KpeaTuHiHy < 30 myi/xB) (guB. po3ain «IIpoTunoka3anHs»). EnnepeHOH He BUOAISETHCA 3
OpraHiamy 3a A0IOMOI00 [iasi3y.

[TopywenHs pyHKkuil nevinku. ITallieHTH 3 1eTKUM ab0 MTOMipHUM MOPYIIEHHSAM (QYHKIIil
IeYiHKY He MOTPeOyI0Th KOPEKIIii T0YaTKOBOI fo3u. Yepes MiABUINIEHHS PiBHS CUCTEMHOI
€KCIIO3UIIii emyIepeHoHy il KaTeropii maIfieHTiB Ta 0COGIMBO MallieHTaM JIiTHBOT'O BiKY
PEKOMEHI0BaHO IIPOBOJMTH YaCTUM Ta PETYISPHUIN KOHTPOJIb KOHIIEHTPallil KaJliio B
CHpOBaTIl KpoBi (ouB. po3Min «Oco6IUBOCTI 3aCTOCYBaHHS»).

KombiHosaHe 3acmocysaHHs. Y pa3i 0mHOYACHOTO 3aCTOCYBaHHS 3i c;1Ta0KuMu ab0 MOMipHUMHU
inri6iTopamu CYP3A4 (HampuKia aMiogapoHOM, IUITia3eMOM Ta BepallaMijioM) MOXKHa ITOYUHATH
JiKYBaHHS eIJIePeHOHOM 3 II0YaTKOBOI mo3u 25 Mr 1 pa3 Ha mo0y. []o3a mpemaparty He OBUHHA
nepeBuinyBat 25 Mr 1 pa3 Ha mo6y (OuB. po3min «B3aemomist 3 iHIIMMY JTiKapCbKUMU 3aco0aMu Ta
iHIIT BUOW B3a€EMOIIN»).

Limu. be3neka Ta e(eKTUBHICTh 3aCTOCYBaHHS eIJIEPEHOHY [iTsM He BCTaHOB/IeHa. HasiBHa Ha
ImaHUY dac iHpopMallis HaBefleHa y po3aini «®apmMakogrHaMika» Ta «®apMaKOKiHETHKA».

Ilepedo3yeanHsi.

[ToBimoMieHs Ipo MoOiYHI peakilil, TOB’g3aHi 3 Iepefo3yBaHHAM eIIEPEHOHY Y JIofel,
oTpuMaHo He 0yyo0. OUiKy€eThCS, 110 HaliMOBipHIIMMU ITPOSIBaMU IePeio3yBaHHSs IIpelapary
y MoguHu OYOyTh apTepianbHa rimoreHsis abo rinepkamiemis. EnnepeHoH HEMOXKIIHUBO
BUBECTH 3 OpraHi3My 3a JOIIOMOTrO remMopianidy. byno npogeMoHCTPOBaHO, 1110 eljIepeHoH
e(peKTUBHO 3B'A3y€ETHCS 3 aKTUBOBAHUM BYTiM/IAM. Y pa3i pO3BUTKY apTepianbHOI TiIoTeH3il
CJIif PO3MOYMHATH MiATPUMYI0Ye JIiKyBaHHS. [Ipy PO3BUTKY TillepKaslieMil Clif MOYWHATH
JIIKyBaHHA 3TifHO 31 CTaHZapTaMMu.

ITobiuni peakuii.

Y xomi mBox mocnimxkens (EPHESUS i EMPHASIS-HF) 6yn0 nmpogeMoHCTPOBaHO, III0
3arajbHa 9acTOTa PO3BUTKY MMOOIYHKX peaklliii TPy 3aCTOCYBaHHI eIJIepeHOHY Ta Iaiebo
Oyna ogHAKOBOIO.

Huxxuye HaBefeHO MOOiYHI peakiiii, IKi, MOXKJIMBO, ITOB’g3aHi i3 3aCTOCYBaHHAM €IJIEPEHOHY
Ta SIKi BUHUKAJIU Y XOfi JTiKyBaHHS 4acTillle, HiXK y X0fli 3acTocyBaHHA Myanebo, abo cepito3Hi
no0iyHi peaxiiii, 1110 BUHKUKAJX y XOMi TiKyBaHHS 4YacTillle, HiX y XOfIi 3aCTOCYBaHHS Manebo,
abo Ti, mo 6ynu onucaHi y X04i TOCTMapKETUHTOBOT'O CIIOCTEPEXKEHHS.



[ToOiyHi peakiiil Kinacu¢pikoBaHO 3a CUCTeMaMu OpraHiB Ta 3a aOCONIIOTHOI0 YaCTOTOIO: OyXKe
yacTo (= 1/10), yacto (= 1/100 — < 1/10), HewvacTo (= 1/1000 — < 1/100), pigko (= 1/10000
— < 1/1000), myxe pigko (< 1/10000), yacToTa HeBimoMa (HEMOKIIMBO BCTAHOBUTH,
0a3yrouuch Ha HasABHiU iHpopMaIril).

[HdexkIIil Ta iHBa3il.
Heuacmo: nienonedput, indexkiii, GapuHriT.
3 60Ky CHCTEMHM KPOBi Ta HiMbaTHYHOI CUCTEMH.

Heuacmo: eo3uHODimis.

3 OOKY eHIOKPUHHOI CUCTEMH.

Heuacmo: TiIOTUPEO3.

3 00Ky MeTabo0J1i3My Ta TPaBIEHHS.

Yacmo: rinepkamieMis (ouB. po3ninu «[IpoTunokasaHHsI» Ta «OCOOIUBOCTI 3aCTOCYBaHHI»),
rinepxojecTepuHEMI.

Heuacmo: TiIOHATPieEMisi, 3HEBOTHEHHS, TIIEePTPUTJIiLIEPUAEMIS.
3 00Ky IICHUXIKH.

Yacmo: 6e3COHHS.

3 00Ky HEPBOBOI CHCTEMHM.

Yacmo: CUHKOIIE, 3allaMOPOYEeHHS, TOJIOBHUM Oifb.

Heuacmo: rinecresid.

3 OOKY ceplIs.

Yacmo: NiBOIITyHOYKOBa HEIOCTATHICTh, (piOpUIAllis nepencepasb.
Heuacmo: Taxikapmis.

3 00Ky CyIuH.

Yacmo: TIIOTEH3is.

Heuacmo: TpoM003 apTepiil KiHIIiBOK, OPTOCTAaTUYHA TilIOTEeH3is.

3 00Ky OMxanbHOI CUCTEMU, OPTaHiB TPYIHOI KIITKY Ta CEPENOCTiHHA.

Yacmo: Kallleb.

3 6OK§Z MIIYHKOBO-KUIMKOBOT'O TPAKTY.



Yacmo: Olapes, HyZOTa, 3aIop, 61r0BaHHS.

Hevyacmo: 30yTTS XKUBOTA.

3 OOKy INIKip¥ Ta MigIIKipHUX TKAHUH.

Yacmo: BUCUIIAHHS, CBEPOixK.

Heuyacmo: aHTiOHEeBPOTUYHUM HAOPSK, Timeprigpos.

3 OOKY KiCTKOBO-M'5130BOi CHCTEMHM Ta CIIONTYYHUX TKAHUH.
Yacmo: M’s130Bi crta3Mu, Gifib y CIIKHI.

Heuacmo: 0inb y KiCTKOBO-M'SI30Bill CHCTEMI.

3 00Ky HMPOK Ta CEYOBHBIIHUX IIIAXIB.

Yacmo: TiopyllleHHS QYHKINI HUPOK (OUB. po3ainu «OcobIUBOCTI 3aCTOCYBaHHS» Ta
«B3aemoqis 3 iHIIMMHM JTiIKapChKUMHM 3aco0aMu Ta iHIIT BUIKW B3AEMOMIN»).

3 00Ky IIeYiHKY Ta XKOBYOBHBIIHUX IINIAXIB.

Heuacmo: xonemucTur.

3 60K§Z QeHQOEyKTI/IBHOI CUCTEMHU Td MOJIOYHHUX 34JI03.

Heuacmo: rinekoMacTis.

3arasbHi po3nagy Ta PO3JIafgy y MiClli BBeIeHHS Ipernapary.
Yacmo: acTeHis.

Hevacmo: HE3QyXKaHHS.

J1a6opaTopHi HOCITiIKEHHS.

Yacmo: mifBUIIEeHHS CEYOBUHU KPOBI, IMiABUIIIEHHS PiBHSA KPEaTUHIHY.

Heuacmo: 3HUKEHHS KiTbKOCTi PeIeNTOpiB emifepMaabHOro (pakTopa poCTy, MiABUIIEHHS
PiBHS TJIFOKO3U KPOBI.

Y xomi mocnipxennss EPHESUS y rpymi matmienTiB BikoM = 75 pokiB 0yJ10 3apeecTpoBaHO
OiNbIIy KiNTbKiCTh BUIAMKIB iHCYNIbTYy. BogHOYAC, CTATUCTUYHO JOCTOBIPHOI Pi3HUII Y 4aCTOTI
iHCynbTiB MixK rpymamu ennepeHony (30) Ta mmane6o (22) BusiBieHo He Oyno. Y mocmigXKeHHi
EMPHASIS-HF kinexicTb iHCY/IbTIB y IAI[l€eHTIB BiKOM = 75 POKiB cTaHOBUJIA 9 y rpymi
JIIKyBaHHS eIJIepeHOHOM Ta 8 y rpyii miaiebo.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuii.

[ToBimoMIIeHHS IIPO Mif03pIoBaHi MOOIYHI peakilil miciasa peecTpaliil TiKapchKOro 3aco0y Ma€
BeJIMKe 3HaueHHs. Lle Jae 3MOry 3[iMICHIOBATY MOHITOPUHT CIIiBBiIHOIIEHHS KOPUCTI Ta



PH3UKIB 3aCTOCYBaHHA JiKapChKOro 3aco0y. Menny4Hi mpalliBHUKY TOBUHHI ITOBIOMIISITH TIPO
Oyob-sKi mimo3pioBaHi Mo6iYHi peakilil BiAOBiIHO 0O MiCIIeBUX BUMOT.

Tepmin npudamuocmi. 4 POKH.

YMoBH 30epiranssi.
30epiraTu B 3aXuIEHOMY Bifi CBiT/Ia Miclli, pu TeMrepaTypi He Bute 25 °C.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakoBka.
ITo 10 Tabnetoxk y 6rictepi, mo 1 abo 2, abo 3, abo 5, abo 9 GrmicTepiB y KAPTOHHIN KOPOOIIi.
I[To 14 Tabnetox y 6ricTepi, mo 2 6icTepu y KapTOHHI#M KOPOOIIi.

[To 30 Tabnetok y GiicTepi, o 1 6iicTepy ¥ KapTOHHIN KOPOOIIi.

Kareropist Bimmycky. 3a peLerToM.

BupoOHHK.
dapmaneptuuHui 3aBop ,Ilonbhapma” C. A., ITonsbia /

Pharmaceutical Works “Polpharma” S. A., Poland.

Micue3HaxoaKeHHsI BAPOOHHKA Ta MO0 aapeca MiCIlisi IPOBaXKeHHs Jisi/IbHOCTI.
Byn. [Tenpnnunbcka 19, 83-200 Craporapn I'manbscky, Tlombimna/

19, Pelplinska Str., 83-200 Starogard Gdanski, Poland.



