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: 6apBuuK Opadry II xxoBTuit 33G32578 [rinpomerno3a 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, IBOOIIYKIIi;

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

®dapMmakoTrepaneBTHYHaA rpymna. Kaniitabepiratoui niypeTuku. AHTaroHicTu ajbIOCTEPOHY.

Koxm ATX CO3D A04.

dapmakono02iuHi e racmueocmi
®apmakoOuHamika

MexaHi3M fil. EnnepeHoH Ma€ BilHOCHY CeIeKTUBHICTh Y 3B’sI3yBaHHI 3 pEKOMOIHAaHTHUMHU
pelleniTopaMu JTIOOUHY [0 MiHEPaJIOKOPTUKOIIB MOPIBHSHO 3 TIIOKOKOPTHUKOIfaMu, IPOreCTEPOHOM
Ta aHOporeHaMu. ElyiepeHOH NepelkonXae 3B’ 93yBaHHI0 PELENTOPIB 3 aJbOCTEPOHOM —
BaXKJIMBUM IOPMOHOM PeHiH-aHTi0TeH3UH-aIbJ0CTEPOHOBOI CUCTEMH, 1110 6epe y4acTh Y PeryIoBaHHi
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
000pOTHOTO BIJIMBY a/IbJIOCTEPOHY Ha CEKpelilo peHiny. [Ipu nboMy MifBUIIIEHHS aKTUBHOCTI PeHIiHY
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 €IJIEPEHOHOM IIPUBOAUIIO A0 3HAYHOIO HiABUILLIEHHS
piBHIB anmbgocTepony. OTpuMaHi pe3yNbTaTH MiATBEPOXKYIOTh OJI0OKYBAHHS PEIEIITOPIB 10
MiHEepaJTOKOPTUKOIMAIB Y Uil MOMYISALIiI.

Iit0 emmepeHoHy BuBYanu y xomi nocnimxkenuss EPHESUS. Le 6yno moaBifiHo ciiime
n71a11e00KOHTPOJIbOBaHe JOCIIIXKEHH TPUBAJIICTIO 3 POKYU, B IKOMY Opasio y4acTb

6632 cy0’exTu 3 rocTpuM iH(papKTOM MioKapaa, OUCQYHKIII€0 JTiBOT0 MITyHOYKa
(orriHIOBaNOCS 3a PpakKiii€lo BUKUAY JTiBOTo IMIyHouka < 40 %) Ta KIiHIYHUMU 03HAaKaMHU
cepueBol HemocTaTHOCTI. Yepe3 3-14 {HIB micig rocTporo iHGapKTy MioKapaa (MefiaHa
CTaHOBUJA 7 OHIB) Cy0’€KTH MOOATKOBO [I0 CTAaHOAPTHOTO JTiKyBaHHS OTPUMYBAJU €IJIePEeHOH
abo nane6o y movyaTkoBik 03i 25 Mr 1 pa3 Ha goOy. [lami K03y MOCTYIOBO (BIPOXOBXK 4
THKHIB) IiABUIYBaIU 0O AOCATHEHHS 11iboBOl fo3u 50 Mr 1 pa3 Ha [0o0y 3a YMOBH, II10
piBeHB KaJlito B CUPOBATIIi KPOBi OB HUKYKUM 3a 5 MMOJIb/IT. [IpOTAToM [OCTioXKEeHHS
Ccy0’€EKTH OTPHMYBAJX CTaHAAPTHE JIiKyBaHHS, 1[0 BKJIIOYAJIO alleTUICAJIIIIUIOBY KUCIIOTY
(92 %), iHribiTopu aHTioTeH3MHIIEPEeTBOPIOBaIbHOTO pepMeHTy (ATID) (90 %), B-OnoKaTOpH
(83 %), HiTpaTu (72 %), meTaboBi miypeTuku (66 %) ado inribitopu 'MI-KoA-penykTa3u
(60 %).

[TlepBUHHUMM KiHIIeBUMU TouKaMmu y gocuimxkenHi EPHESUS Oynu 3aranbHa J1eTanbHICTh Ta
KoMOiHOBaHa KiHIIeBa TOYKa (JIeTaJlbHUYM HACIigoK abo rocmiTasmisallis BHACTiNOK IOPYIIEHb
3 60Ky ceplieBo-cyguHHOI cucteMu). 14,4 % cy6’eKTiB i3 rpynu ennepeHoHy Ta 16,7 %
cy0’€eKTiB i3 rpynu miaiebo moMepmnu (3 6yob-aKuX IpUUnH), a 26,7 % cy0’eKTiB i3 rpynu
emnepeHony Ta 30 % cy0’ekTiB i3 rpymu miaiebo JOCSITIN BigIOBITHOCTI KPUTEPisiM
KOMOiHOBaHOI KiHIIEBOI TOUKH (JTIeTalbHUM HACHifoK abo rocmiTai3allisi BHACTIIOK OPYIIeHb
3 60Ky CeplleBO-CYOUHHOI cucTeMu). TakuM unHOM, Yy Xomi mociigxenus EPHESUS
eTJIePeHOH 3HUXKYBaB PU3UK JIETAIBHOTO HACHIAKY 3 Oyab- KX NMpuyuuH Ha 15 % (BimHOCHUIA
pu3uk (BP) 0,85; 95 % posipuuii intepsan (II) 0,75-0,96; p = 0,008) mopiBHsHO 3 m1a1ebo
TIepeBakHO 3a PaXyHOK 3HUKEHHS JIeTaJIbHOCTI BHACIILOK MOPYIIeHb 3 60Ky CepleBo-
CYOUHHOI CUCTeMU. PU3UK NleTanbHOr0 HacligKy ado rocmirtanisalil BHaCIiIOK NOPYLIEHb 3
00Ky ceplieBO-CYAUHHOL CUCTEMU IIPU 3aCTOCYBaHHI enyiepeHoHy OyB 3HUkKeHu# Ha 13 % (BP
0,87; 95 % III1 0,79-0,95, p = 0,002). AGcomoTHE 3HUKEHHST PU3UKY CTaHOBUIIO 2,3 % O
TaKol KiHI[eBOl TOYKH, IK 3arajbHa JIeTalbHICTh, Ta 3,3 % — [JI9 TaKol KiHIIeBOI TOYKH, SIK
neTaJbHUM HacNigok abo rocmirtasnisalis BHACTIiI0K MOPYyIIeHb 3 60Ky CepleBO-CyAUHHOI
cuctemu. Kniniuna epeKTUBHICTE emIepeHOHY, B IepIy yepry, 6yna mpoaeMoOHCTPOBaHa
IIpY NTpU3Ha4YeHHi JTiKyBaHHS MallieHTaM BikKoM 10 75 pokiB. KopucTs Bif nmikyBaHHS Cy0’ €KTIB
BiKOM Bifl 75 pOKiB BUBUYEHA HEJOCTATHRO. [ToKpaleHHs abo crabimizalrito moka3HuKiB
dbyHKUioHambHOI Knacudikariii 3a NYHA crioctepiranu y CTaTUCTUYHO 3HAYYLIO OilbIIol



yacTK¥ Cy0’€KTiB, IKUM 3aCTOCOBYBaJIM €IJIEPEHOH, ITOPIiBHSIHO 3 MalliEHTaMHU 3 TPy
nane6o. YacToTa po3BUTKY TinepkanieMii ctaHoBumna 3,4 % y rpyi ennepeHony ta 2 % y
rpymi mnate6o (p < 0,001). YacTtoTa po3BUTKY rimokamiemii cranosuina 0,5 % y rpymi
emepeHony Ta 1,5 % y rpymni nnane6o (p < 0,001).

Y xomi o6cTexxkeHHs 147 3m0poBUX 0OOPOBOIBINB 3 METOIO0 BUsiBNeHHs 3MiH Ha EKI BIIpomoBxk
(bapMaKOKiHEeTUUHUX [OCTiI2KeHb He OyJI0 BUSIBIEHO CTIMKOI0 BILJIUBY €MJIEDEHOHY Ha
YaCTOTY CeplieBUX CKOPOYeHb, TpHBaicTh Kommekcy QRS abo inTepranis PR Ta QT.

Y xoni gocnigxenuss EMPHASIS-HF (mocimimzKeHHs YaCTOTH T'OCIIiTali3allil Ta J1eTaJIbHOCTI
IIPK 3aCTOCYBaHHI eIJIEPEHOHY MallieHTaM i3 CepLeBOI0 HeJOCTATHICTIO Ta CUMITOMaMu
JIETKOTO CTYIIeHs) BUBYaIN e(EeKTHUBHICTD BIIUBY €IJIEPEHOHY, JOJAHOTO OO CTAHIaPTHOTO
JiKyBaHHS, Ha K/IiHIYHI pe3ybTaTu Cy0’€KTiB i3 CUCTOJIIYHOIO CepIIeBOI0 HEIOCTATHICTIO Ta
CHMIITOMaMH JIETKOT0 CTyneHs (¢pyHKiioHanbHuM Kiac Il 3a knacudikaniero NYHA).

Y mocnigxeHHi Opanu y4acTb cy0’€KTH BiKOM Bifi 55 pOKiB, y IKUX Ppakiligs BUKUIY JIiBOTO
nIyHO4YKa craHoBuia < 30 % abo < 35 % 3a ymoBu QRS Ginbm Hixk 130 MinmicekyHp Ta sKi
3a 6 Mics11iB, 110 TepeayBaIy HOCTiIXKeHHI0, OyIu TociTani30BaHi BHACIIOOK MOPYIIEHb 3
00Ky CeplLeBO-CYAUHHOL CUCTEMU a0 y KUX PiBeHb HATPIMYPETUYHOTO MEeNTUAY TUIY B y
IIJ1a3Mi KpOBi CTaHOBHUB IoHaKMeHIe 250 nr/mia abo piBeHb N-TepMiHAIBHOTO MIONEPeaHUKA
HaTPINypEeTUYHOr0 IeNTUAY TUNY B y mna3Mi KpoBi cTaHOBUB joHauMeHlIe 500 mnr/min y
y0n0BiKiB (750 nir/mn y XkiHOK). [TogyaTKoBa 03a emnjepeHOHy cTaHOBUIa 25 Mr 1 pa3 Ha
no6y. Yepes 4 TuxkHi fo3y migBumryBanu go 50 Mr 1 pa3 Ha go0y 3a YMOBH, 110 PiBeHb KaJlito
B CUPOBATIIi KPOBi HE JOCsATaB 5 MMOJIb/M. ADO XK, SKIIO PO3paXyHKOBA IIBUAKICTh
K1y604K0BOi (inbTparnii gopisaoBana 30-49 mi / xB / 1,73 M°, I04aTKOBa [[03a €IIEPEHOHY
ctaHoBuia 25 Mr 1 pa3 Ha 2 gHi Ta Hafai nigBuinyBanacs g0 25 mr 1 pa3 Ha [00y.

3aranoM paHpgoMi3atiio (y IOABIMHO ciinoMy pexumi) mpoiimo 2737 cy0’ekTiB, SKuM 6y10
IIpHU3Ha4YeHO emnjiepeHoH abo nnanebo Ha Tai 6a30BOro JIiKyBaHHS CEYOTiHHUMU
npenapaTtamu (85 %), inriditopamu AII® (78 %), 6;10KaTOpaMu aHTiOTEH3MHOBUX PEIETITOPIB
IT Tumy (19 %), B-6mokaTopamu (87 %), anTuTpoMOOTUUHUMU ITpenapaTamu (88 %),
3acobaMu [IJ1s1 3HUXKEHHS piBHA mimifiB (63 %) Ta riaiko3ugamMu HanepcTsIHKY (27 %).
CepepnHit piBeHb Gpakiiii BUKUIY JiBOTO IMIIYHOYKA CTAHOBUB ~26 %, a CepeHsT TPUBAJiCTh
koMmmiekcy QRS gopiBHioBana ~122 mMc. Binbmicts cy6’ekTiB (83,4 %) y monepenHi 6 MicsiiiB
[0 paHAoMi3allil Oyu rocmitanizoBaHi BHACIZOK MOPYIIeHb 3 00Ky CcepleBO-CyaAUuHHO]
CUCTeMHU, TPUYOMY IPUOIN3HO IOJI0OBUHA 3 LIUX CY0’€KTiB — yHACIIIMOK CeplieBol
HegocTaTHOCTI. [Tpubmu3no 20 % cy0’eKTiB Mayu BCTaHOBIIEHi iMIIaHTOBaHI gedibpunsaTopu
yu nepeOyBasid Ha CepIieBill peCHHXPOHI3yI0Uiil Tepartil.

[lepBUHHA KiHIleBa TOYKa (J1eTalbHUU HACIIIOK Y pe3ybTaTi CEpPLIEBO-CyAMHHUX ITOPYIIEeHb
abo rocrmitaisallisi y 3B’93Ky i3 CeplieBol0 HEJOCTATHICTIO) criocTepiranacs y 249 cy0’ekTiB
(18,3 %) 3 rpynu emnnepeHony Tay 356 cy6’ekTiB (25,9 %) 3 rpynu nnanedo (BP 0,63; 95 %
I1 0,54-0,74, p < 0,001). BunuB emnyiepeHOHY Ha pe3yIbTaTH 3a MEPBUHHOIO KiHIIEBOIO TOYKOH0
crocTepirascs cTabiNbHO y BCiX ONEepegHbO BU3HAUYEHUX MiArpynax.

BTopuHHa KiHIIeBa TO4YKa (3arajabHa JIeTalbHICTh) criocTepiranacsa y 171 nmamienTa (12,5 %) 3
rpynu emnepeHony Ta 'y 213 cy6’ekTiB (15,5 %) 3 rpynu nnauebo (BP 0,76; 95 % M1
0,62-0,93, p = 0,008). JleTanbHul HACTiAOK y pe3yNbTaTi MOPyIIeHs 3 60Ky CeplieBo-



cynuHHOI cucteMu 0yB 3adikcoBanui y 147 cyd’ekTiB (10,8 %) 3 rpymnu ennepeHoHy Ta 'y 185
cy6’ekrTiB (13,5 %) 3 rpynu mnanebo (BP 0,76; 95 % M1 0,61-0,93, p = 0,01).

[TpoTsiroM OoCTimXKeHHS TinepKaiemis (piBeHb Kallilo B CHPOBaTIi KPOBi > 5,5 MMOIIb/M)
BuHUKana y 158 cy6’exrTiB (11,8 %) 3 rpymnu emnepeHoHy Ta y 96 cy6’exTiB (7,2 %) 3 rpynu
nnatebo (p < 0,001). linokaniemis (piBeHb KaJlito B CHPOBATLi KPOBi < 4 MMOJIb/N) y TPYIIi
eIJIepeHOHY BUHUKAJIA 3i CTATUCTAYHO JOCTOBIPHO HUKYOI0 YaCTOTOIO, HiXK y I'PyIIi miaiebo
(38,9 % y rpymi enneperony ta 48,4 % y rpymi mnate6o, p < 0,0001).

[TiTK. 3acTOCYBaHHS EMIEPEHOHY [iTSIM i3 CepleBo0 HENOCTATHICTIO HE MOCTiIKYBaIH.

Y 10-TuXkHEBOMY AOCTIIXKEHHI 3a y4acTIO [AiTeH i3 rimeprensiewo (Bikom 4-16 pokis, n = 304)
3aCTOCYBaHHS emepeHoHy B mo3ax 25-100 Mr Ha m00y, 10 CIPUYUHSIIO €KCII03HUIIi0,
OMi0HY /10 TaKOi y TOPOC/IMNX, He ITPOAEeMOHCTPYBajl0 e(eKTUBHOT'0 3HUKEHHS
apTepiaNbHOr0 TUCKY. Y 1IbOMY JOCTIAKEHHi Ta Y OOCiIXKeHHi om0 6e3meKu TPUBaIiCTO

1 pik 3a y4acTio 149 mitelt BikoMm 5-17 pokiB nmpodins 6e3meku OyB MOmiOHUIM 10 TAKOTO, 110
CIIOCTEepIiraBcs y JOPOCIUX. 3aCTOCYBaHHS EIJIEPEHOHY OiTIM BiKOM [0 4 POKiB i3
rinepTeH3i€l0 He BUBYAIHU, OCKIIBKY OOCTIAXKEHHS 3a Y4aCTIO [iTel CTapIIoro BiKy
IIPOJIEMOHCTPYBAJIO BiCyTHICTh e(eKTUBHOCTI (IUB. po3Min «Cmocib 3acTocyBaHHS Ta
OO3:|»).

HocmigkxeHb OyOb-IKOTO (IOBrOTPUBAJIOT0) BIIMBY Ha TOPMOHAJIbLHUM CTATYC [iTel He
IIPOBOOMIIN.

dapmakokiHemuka

A6copbuis. Ab6contoTHa 6i0OOCTYIHICT €TIEPEeHOHY Micg 3acTocyBaHHS fo3u 100 mr
IIepopasibHO CTaHOBUTE 69 %.

MaxkcumasbHa KOHIIEHTpAllis Iperapary B I1a3Mi KPOBi OCSATaeThCs MPUOIN3HO Yepe3
1,5-2 rogunu. MakcuMarnbHa KOHLIEHTPAIlid B m1a3mi KpoBi (C,,,,) Ta Iolla IIif
(dhapMaKoKiHETUYHOI KpUBOI0 (AUC) 3MiHIOIOTHCS IPOIOPLIMHO 7031 y miama3oHi 10-100 mr
Ta MEHII HiX JO030IPONOPLIMHO IIPpU 3acToCyBaHHi 103 moHan 100 mr. PiBHOBaxKHUU CTaH
HaCTae IIPOTAToM 2 [MHIB Bif M0oYaTKy JIiKyBaHHS. [3ka He BIUIMBa€ Ha abCcOpOLiio Ipemapary.

Po3nopin. EnnepenoH 3B’g3yeThes 3 6inkamu mima3Mu npubnu3no Ha 50 % Ta roJIoBHUM
YHUHOM 3B’SI3YETHCS 3 O-1-KUCITUMHU TTiKOImpoTeiHaMu. YsaBHUE 00’€M PO3MOMiNY emIepeHoHy
y piBHOBaxXXHOMY cTaHi fopiBHIOE 42-90 11. EnljIepeHoH He 3B’SI3YEThCA 3 EPUTPOLUTAMHU.

bBioTpaHcdopmariisi. MeTaboJ1i3M eIyiepeHoHY ITepeBaXkHO 3MiNCHIOETHCS 3@ PaXyHOK
dbepmenTy CYP3A4. B nma3mi KpoBi MIOAWHY He BUSBIEHO XKOTHUX aKTUBHUX MeTabO0IiTiB
elJIEPEHOHY.

BuBeneHHd. MeHII HiX 5 % 103U elJIepeHOHY BUBOOUTHCS 3 CeYel0 1 KajioM Y BUTTIAM]
He3MiHEHOro Ipemnaparty. [licis mepopanbHOTO MPUKOMY Pa30BO1 03U PagioaKTUBHO
MideHOT0 ImpenapaTy npubnu3so 32 % no3u Oyno BUBEAEHO 3 OpraHi3My 3 KaJoM Ta
npubnu3Ho 67 % OyIo BUMieHo 3 cevelo. [lepion HaMiBBUBENEHHS €IJIEPEHOHY CTAHOBUTH



O0nmu3bK0 3-6 ToguH. YSABHUM IIJTa3MOBUY KITipeHC mopiBHIOE nmpubdnu3xHo 10 m/rof.
3acToCcyBaHHA y cielnMPIiYHUX MOOYAAIIgX

Bik, cmamb ma paca. JocnigxeHHS papMaKOKIHETUKHU eIJIePeHOHY IIPU 3acTOCyBaHHI ¥ 7o3i 100 mr
1 pa3 Ha o6y TPOBOAMIIM 3a YYaCTIO TAKKWX KaTeropii cy6’eKTiB, K MAIliEeHTH JIITHBOTO BiKYy (Bif

65 pOKiB), mAIiEHTH YOJIOBiYOI CTATi, MAIliEHTH XKiHOYOI CTaTi, MAlliEHTA HETPOIMHOI pacu. 3HAYHUX
BiIMiHHOCTEH Y (hapMaKOKiHETHUIIi eTJIEPEHOHY Y MallieHTiB 3aIe2KHO Bif cTaTi He Oyso. Y cy6’eKTiB
JIITHBOTO BiKY y PiBHOBaXKHOMY CTaHi CIIOCTepirany mifBuineHHs piBHiB C,,, (22 %) Ta AUC (45 %)
IIOPiBHSHO 3 MOJIOAIINMY TalieHTamu (18-45 pokiB). Y cy6’eKTiB HETPOIHOI pacH y PiBHOBaKHOMY
crasi C,,, Oyna Huxk4Ya Ha 19 %, a AUC — Ha 26 % Huxk4Ya (muB. po3min «Crocib 3acToCyBaHHS Ta
DO3U»).

Himu. 3a DOIIOMOT 00 IOy IAILINHOI (papMaKOKiHETUUHOI MOAEJi O KOHIIeHTpallil
eTJIepeHOHY BifTIOBIgHO [0 2 HOCIigXeHb 3 y4acTio 51 marrienTa BikoM 4-16 pokiB 0y1o
BCTAHOBJIEHO, II[0 Maca Tijla MallieHTa Ma€ CTaTUCTUYHO 3HAYYIIX BIJIUB Ha 00'€M
PO3MOIiNy elyiepeHoHy, ajie He Ha Moro BuBefeHHs. [TlepenbadaeTnes, 1110 06°eM PO3MOminy
eIIJIePeHOHY Ta IMiKOBa KOHIIEHTPaIlig y AiTel 3 6iNbIIoo Macolo Tina OyayTh momioHi mo
TaKUX, 110 CIIOCTEPIraloThCs Y JOPOCTUX 3 MOAi0OHOI0 Macolo Tifa. Y mallieHTiB 3 Macoio Tina
45 xr 06’eM po3nofminy € mpubnu3no Ha 40 % HUXKYKM, i mependavaeThCs, 110 MiKoBa
KOHIIEHTPallis Oyae BUILO0, HixXK Taka, 110 3a3BUYail CIIOCTEPIraEThCA ¥ HOpoCnux. MiTam
3aCTOCOBYBaJIM II0YATKOBY [I03y emjiepeHony 25 Mr 1 pa3 Ha mo0y; micns 2 TUXKHIB 703y 0yI10
30inbireHo mo 25 Mr 2 pa3u Ha o0y, a B pa3i KiiHiuHoi HeobximHOCTI — mo 50 Mr 2 pa3u Ha
noOy. [Ipu 3acTocyBaHHI TaKUX A03 HaWBUIII KOHIIEHTPaLlil elJIepeHOoHY y [iTed He Oynu
3HAYHO BUIII ITIOPIBHSAHO 3 TAKUMHY, 1110 CIIOCTEPIraaucs y JOPOCIUX IIPU 3aCTOCYBaHHI
mo4aTKoBoi mo3u 50 Mr 1 pa3 Ha mo0y.

Hupkosa Hedocmamuicme. ®apMaKOKIHETUKY eIlJIEPEeHOHY OLIiHIOBAJIX V ITAlll€HTIB 13 Pi3HUMU
CTyIEHSIMU IOPYIIEHHS HUPKOBOIL (DYHKIIi Ta y MAIli€HTIB, sIKi 3HaXOOUINCSA Ha reMofiamnisi. ¥
IaIli€HTIB i3 TSAXKKO0I0 PpopMoio HupKoBol HegocTtaTHOCTI AUC Ta C,,,, y piBHOBaXKHOMY CTaHi
Oynu migBuieHi Ha 38 % Ta 24 % BiAMOBIOHO MOPiBHAHO 3 KOHTPOILHOIO I'PYII0I0. Y
TAITi€EHTIB, SIKi 3HAXOMUIIMCS Ha reMofiaii3i, 11i moka3Huku Oynu 3HuKeHi Ha 26 % Ta 3 %
BiITIOBiAHO MOPIiBHSHO 3 KOHTPOJIBHOIO IPymoI0 NalieHTiB. Kopensiil MixK KilipeHCcoM
eIlJIEPEHOHY 3 IIJTa3MU KPOBi Ta KJIipeHCOM KpeaTHHiHy BUSIBIIeHO He Oyio. EnnepeHoH He
BUIAJISIETHCS 3@ MOIIOMOTO0I0 reMofiani3y (auB. po3min «OcoOnMMBOCTI 3aCTOCYBAHHSI»).

ITeyiHkosa HedocmamHicmb. PapMaKOKiHETHUKY eTiepeHOHY B 1031 400 Mr moCnmigXKyBanu y
TIallieHTIB 3 TIOMiIpHUMHU ypakeHHIMU NediHku (Knac B 3a knacudikarieio Yaninga — [1'10) Ta
IIOPiBHIOBAJIM PE3Y/IbTATHU 3 Pe3ylIbTaTaMy, OTPUMaHUMU Y MAIi€HTIB 0e3 MopyIIeHHs (YHKIL1
neuinku. C,,. Ta AUC enjepeHOHY y piBHOBaxXKHOMY cTaHi Oynu migBurieni Ha 3,6 % ta 42 %
BigmoBigHO (OuB. po3min «Crocib 3acTocyBaHHS Ta Ho3u»). OCKiNIbKY OOCIigKeHb 3aCTOCYBaHHS
eIJIePEHOHY AJIS JIIKyBaHHS MAI[iEHTIB i3 TIKKUMHU MOPYIIEHHIMU (YHKIIiM TeYiHKY He TPOBOUIIH,
[IpU3HAYEHHS elJIepeHOHY TaKUM IallieHTaM IIPOTUIIoOKa3aHe (OuB. po3ain «IIpoTunoka3anus»).

Cepuesa HeOocmamuicmb. Y TAlli€HTIB i3 cepiieBOI0 HegocTaTHICTIO (Kimacu [I-1V 3a
knacudikamniero NYHA) nmpoBogunu gocmifxKeHHS papMaKOKiHETAKH eMJIEPEHOHY, 110
3acTtocoByBaBcs y 0o3i 50 Mr. 3HauenHs C,,, Ta AUC y piBHOBaKHOMY CTaHi y Hali€HTIB i3
cepleBoio HepocTaTHiCTIO Oynu Ha 38 % Ta 30 % BiAMOBIMHO BUIUMU, HiXK Y 3[[0POBUX
noOPOBOJIBIIIB BiITIOBITHOTO BiKYy, CTaTi Ta 3 BiAMOBiMHOIO Macoio Tina. [TomynsauiiHuy aHai3



(dhapMaKOKiHETUKHY eIJIEPEHOHY, TPOBENEeHNY Y MATPYIIi Nali€HTiB 3 JOCTiIKEeHHS
EPHESUS, cBiguuTs, 10 KJIipeHC eIJIEPEHOHY V MalliEHTIB 3 CepLIeBOI0 HeNOCTaTHICTIO HE
BiIPi3HSETHCS Bif KIIipEHCY I[bOTO IIPemapaTy y 3[0POBUX JOOPOBOJIBIIB TITHROTO BiKY.

KriniuHi xapakKTepuCcTHKH
Iloka3annsa

- [ToTIOBHEHHS 00 CTaHAapPTHOTO JIiIKyBaHHS i3 3aCTOCYBaHHAM [-0710KaTOPiB 3 METOI0
3HUKEHHS PU3UKY 3aXBOPIOBAHOCTI Ta JIETAJIbHOCTL, [10B’A3aHUX 13 CEPLIEBO-CYIUHHUMU
3aXBOPIOBAHHSIMH, V CTa0iIbHUX MallieHTIiB 3 AUCPYHKINEIO TiBOro HUTyHOUKa (ppakiis
BUKHUQY JIiBoro miyHouka < 40 %) Ta K/IiHiYHUMU O3HaKaM¥ CeplieBOl HeJOCTaTHOCTI ITicIs
HeIloJaBHO IIepeHeCeHoro iHpapKTy MioKapaa.

- [loTIOBHEHHS 0O CTaHAapPTHOI ONTUMAabHOI Teparil 3 MeTOI0 3HUKEHHS PU3UKY
3aXBOPIOBAHOCTI Ta JIETAJILHOCTI, IIOB’s13aHO1 i3 CEPLEBO-CyIVUHHNMY 3aXBOPIOBAHHSIMH, Y
OOPOCINX TAllieHTiB i3 cepiieBo0 HeJocTaTHICTIO I Kacy (XpoHiuHO0I0) 3a Knacudikallieo
NYHA Ta pgucdyHKIi€lo TiBoro nuiyHo4Ka (hpakiuis BUKUAY JiBoro mnyHodka < 30 %) (ous.
po3min «®apMakKoauHaMiKa»).

IIpomunoka3aHHs

- limepuyyTNUBICTh [0 Aif0Y0l peYoBHHM a00 0 OYAb-IKOI 3 JOTIOMiKHUX PEYOBUH, 3a3HAYEHUX B
po3amini «Ckmag».

- PiBeHb Kastito B CUpOBATIIi KPOBi > 5 MMOJIb//1 HA MOMEHT [104YaTKY JIiKyBaHHS.

- HupkoBa HEOCTATHICTh TSIKKOTO CTyIeHs (po3paxyHKoBa MIBUAKICTh KIIy0OYKOBOI (inbTpartil
<30mn/xB/1,73 M.

- [TeyinKOBa HEOOCTATHICTD TAXKKOTrO0 cTyneHs (kinac C 3a knacudikariero Yaunga — I1'10).

- OmHOYaCHe 3aCTOCyBaHHS Kajili30epiraouux giypeTukiB abo moTyxuux iHridiropis CYP 3A4
(HampuKiaf, iTpaKOHA30JI, KETOKOHA30JI, PUTOHABIP, Hel(iHaBip, KJIapUTPOMILMH, TETITPOMILUH i
Hedha3o0moH) (OuB. po3min «B3aeMopmist 3 iHIMMMY JTiIKAapChKUMHU 3ac00aMy Ta iHIII BUTU B3a€EMOIIN»).

- OmHOYacCHe 3aCTOCYyBaHHS eIJIEPEHOHY y NMOTpikHiMA KoMOiHamii pa3oM 3 inribitopom ATI® Ta
0710KaTOPOM PelenTOpiB aHTIOTEeH3UHY.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi

d®apMaKomMHaAMIUHi B3aEMOil

Kanitizbepiearoui cevwo2iHHi npenapamu ma KaaieaMmicHi dobasku. ETITIepeHOH He CIIif Mpu3HadyaTu
malfieHTaM, SKi OTPUMYIOTH iHIII Kasii36epiraoodi ce4oriHHi mpenapaTy Ta KajieBMicHi
no6aBKY, Yepes MigBUILIEHUM PU3UK PO3BUTKY TinmepKasieMii (IUB. po3min



«[IpoTunoka3aHHs»). [1if BIIMBOM Kalii30epiraounx CEYOTriHHUX MIPelapaTiB TAKOXK MOXKe
IIOCUJTIOBATHCS [ TiMOTEH3UBHUX IIPeIapaTiB Ta iHIIKUX Ce4YOoTiHHUX 3aco0iB.

IHeibimopu AII®, 610kamopu peuyenmopie aHziomeH3uHy. [Ipu 3aCTOCyBaHHi eMIJIEPEHOHY Y
koMbiHanii 3 iHri6iTopom ATI® Ta/abo 6710KaTOPOM PELIENTOPIB aHTiOTEH3UWHY PU3UK TilepKasiemil
MoxKe 30inbiryBaTcsl. PEKOMEHIOBAHO peTeIbHO KOHTPOJIIOBATH PiBeHb KaJlilo B CUPOBATII KPOBi Ta
TTOKa3HUKM QYHKIII HUPOK, 0COONIMBO Yy MAI[iEHTIB i3 pU3UKOM MOPYIIEHHS HUPKOBUX QYHKIIIH,
HaIpUKaj y HallieHTiB JiTHHOTO BiKy. ENlJIepeHOH He CJIifj 3aCTOCOBYBaTH OMHOYACHO y OTPIiMHIN
KoMOiHa1ii pasom i3 iHriditopom AIT® Ta 6510KaTOPOM PELIETITOPIB aHTI0TEH3UHY (AKUB. PO3MINTK
«IIpoTtunoka3anHs» i «OcoOIUBOCTI 3aCTOCYBAHHSI»).

Jlimit. [Tocnig:keHb B3a€MO[Il eIJIepeHOHY 3 JIiTiEM He MPoBOOUIN. Pa3oM i3 TUM y MaIli€HTIB, gKi
OTPUMYyBaJIU JIiTid OMHOYACHO 3 iHribiTopamu ATI® Ta ce4oriHHUMU IpeliapaTaMu, O0yJio ONKUCAHO
BUITQIKHA TOKCUYHOI il mmiTito (muB. po3minn «Ocob6nMuBOCTI 3acToCyBaHH»). CIlifg YHUKATH
OIHOYACHOI'0 3aCTOCYBaHHS €IJIEPEHOHY Ta IIpelaparTiB JiTito. fAKIo HeMae MOXKIIMBOCTI YHUKHYTH
3aCTOCyBaHHS ITi€ei KoMOiHallii, HeoOXiTHO KOHTPOJIIOBATH PiBEHH JIiTi0 B IJIa3Mi KPOBi (OuB. po3min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

LuxaocnopuH, makpoaimyc. LIUKIIOCIIOPUH Ta TaKPOJIIMYC MOXYThb CIIDUYUHUTHU [IOPYLIEHHS
(GYHKIII HUPOK i MiBUIIUTH PU3UK PO3BUTKY rinepkaniemil. Ciif yHUKaTH OTHOYaCHOTO
3aCTOCYBaHHS elJIepeHOHY Ta IIMKI0CIOpUHy abo TakposiMycy. Y pa3i HeoOximHOCTi
IIpU3HAYEHHS LUKJIOCIIOPUHY Ta TAKPOJIIMYCY B XOZ1 JIIKyBaHHS €IJIEPEeHOHOM
PEKOMEHI0BAaHO PETEIbHO KOHTPOJIIOBAaTH PiBeHb KaJllifo B CUPOBATI KPOBi (IUB. PO3Tin
«Oc0obIMBOCTi 3aCTOCYBaHHI»).

HecmepoioHi npomu3sananvHi npenapamu. ['0CTpa HUPKOBa HEOOCTATHICTh MOXKE BUHUKATHU Y
TaIli€HTIB TPy PU3UKY (0Ci0 MTHBOTO BiKYy, 0Ci0 3i 3HEBOJHEHHSIM, TUX, XTO IIPUAMaE
niypeTukH, ocib i3 mopyueHHIM QYHKIII HUPOK) Yepe3 3HUKEHHS KIy00ouKoBol ¢imbTparril
(MpurHiYeHHS CyIMHOPO3MMUPIOBAIbHUX MIPOCTArIaHAWHIB HECTEPOITHUMU
IIPOTH3AlNaIbHUMHU IIpenapaTtaMu). Liel BB, SK IpaBuio, 000poTHHUM. KpiM Toro,
MOXKJIMBe 3HUKEHHSI aHTUTINIePTeH3uBHOr0 eeKTy. CIlif MpoBeCTH TigpaTalliio mallieHTa Ta
KOHTPOJTIOBATH (QYHKIIiI0 HUPOK Ha IOYATKY JIiKYBaHHS i pETyNspHO Iif Yac KoMOiHOBaHOI
Teparii (muB. po3minu «Crocib 3acTocyBaHHS Ta [03u» ¥ «OCOOIMBOCTI 3aCTOCYBaHHS»).

Tpumemonpum. OmHOYaCHE MPHU3HAYEHHS TPUMETOIIPUMY Ta elIepPeHOHY IMiABUIIYE PU3UK
PO3BUTKY Tinepkaniemii. Ciif KOHTPOIIOBATH PiBeHb KaJlilo B CUPOBATIIi KPOBi Ta MOKa3HUKYU
GYHKITI HUPOK, 0COOTMBO Y MAIi€HTIB JIITHHOT'O BiKY i MAIiEHTIB i3 MOpyIIeHHsIM QYHKIIIN
HUPOK.

a,-6.10Kkamopu (Hanpukaad npa3o3uH, anbpy3o03uH). TIpu koMOiHyBaHHi a,-6710KaTOPIB i
eIlJIEPEHOHY iCHYE MOXKJIMBICTD MigCUIeHHS TiOTEeH3UBHOI [ii Ta/ab0 PO3BUTKY
OPTOCTATHUYHOI TinmoTeH3il. Y Xofli 0MHOYACHOT'0 3aCTOCyBaHHA «;-07I0KATOPIB CIIif
KOHTPOJIIOBATH KJTiIHIYHUY CTaH IAIiEHTIB 100 OPTOCTATUYHOI TiIOTeH3il.

TpuyukaiuHi aHmudenpecaHmu, Helipoaenmuku, amifpocmuH, 6axksogpeH. OgHOYACHE
3aCTOCYBaHHS IIMX JTIKapChKUX 3aC00iB 3 eIJIepEHOHOM MOXKe ITiCHITIOBATH TilIOTEeH3UBHY
[if0 Ta MigBUIIyBaTH PU3UK PO3BUTKY OPTOCTATHUYHOI TiOTEH3II.

I mokokopmukoidu, mempakozakmud. [Ipu ogHOYACHOMY ITpU3HAYEHHI IIUX JTiIKapChKuX 3ac00iB



3 eIJIEPEHOHOM iCHY€ MOXKJIMBICTh 1OCNIab/IeHHS TillOTeH3UBHOI il BHACTIIOK 3aTPUMKHI
PiOVHY Ta HATPIO.

®apMaKOKIHETUYHI B3aEMOIil

HocnimkeHHS in vitro cBimyaTh, 110 eNJIePEeHOH He € iHribiTopoM i3odhepmenTiB CYP1A2,
CYP2C19, CYP2C9, CYP2D6 a6o CYP3A4. EnnepeHoH He € cyOcTpaToM abo iHTibiTopoM
P-riikompoTeiny.

IMueokcun. PiBeHb cuctemMHol ekcro3utlii (AUC) OUroKCUHY IPU OOJHOYACHOMY 3aCTOCYBaHHI 3
eriepeHoHoM 3pocTa€ Ha 16 % (90 % [OI 4-30 %). Cnin 3 06epexkHicTIO Tpu3HaYyaTu
OUTOKCHUH B M03aX, HaOMMXKeHUX 00 BEPXHBOI MeXKi TepaneBTUYHOr0 Jialla30Hy.

BapgpapuH. KiTiHIYHO BaXXIMBUX (hapMaKOKIHETUUYHUX B3aEMOZiM 3 BappapruHOM OIKCAHO HE
oymno. Crnig 3 06epexkHiCcTIO Mpu3HaYaTH BappapuH y no3ax, HabnMuKeHuX 00 BEPXHbOI Mexi
TepaleBTUYHOTO [iala3oHy.

Cybcmpamu CYP3A4. Pe3ynbTaTi HapMaKOKiHETUYHUX OOCIIIKEHb 3i 3pa3kaMu-CyOCTpaTaMu
CYP3A4 (To6TO Mima3o071aMOM Ta IIU3alPU0M) He BUSBUIM O3HaAK BUpPaXKeHUX papMaKOKiHETUUHUX
B3aEMOIl IIPU OJHOYACHOMY 3aCTOCYBaHHi 11X 3aC00iB 3 eNIEPEHOHOM.

IH2i6imopu CYP3A4.

- [MoTyxHi inridiTopu CYP3A4. ITpu omHOYACHOMY 3aCTOCYBaHHi eIyiepeHoHy Ta 3aco0iB, 1110
IIPUTHIYYIOTh aKTUBHICTh epMeHTy CYP3A4, MOX/IMBUN PO3BUTOK BUPaKEHUX
dhapMakoKiHeTHYHUX B3aeMofi. [Tig BrnmuBoM notyzxHoro iuribiTopy CYP3A4 (KeToKOHa3071
200 mr 2 pa3u Ha mo0y) AUC ennepenony 306inmbinyBanacs Ha 441 % (muB. po3min
«[IpoTumnokasaHHsa»). OgHOYACHE 3aCTOCYBaHHS €IJIEPEHOHY ¥ IOTYXKHUX iHTi0iTOPiB
CYP3A4 (keTOKOHa301Ty, iTPaKOHA30JTy, PUTOHAaBipy, HendiHaBipy, KITapUTPOMIIUHY,
TeNTPOMILIMHY Ta Heda30goHYy) MPOTUIIOKa3aHe (OuB. po3Min «[IpoTUoKa3aHHS»).

- Cnabki Ta momipHi inribitopu CYP3A4. 3acToCcyBaHHS OMHOYACHO 3 €PUTPOMIITMHOM,
cakBiHaBipoM, amiogapoHOM, OUATia3eMoM, BepamnaminoM abo GpryKoHa30710M IPU3BOAMIIO [0
BUpPaXKeHUX (apMakKOKiHETUYHUX B3aeMofiii i3 migBuineHHAM piBHIB AUC Ha 98-187 %. Tomy
IIPY OOHOYACHOMY 3aCTOCYBaHHi enepeHony i cnabkux abo nmoMipuux inribitopis CYP3A4
[03a eMJIepeHOHY He IMOBUHHA IepeBUIyBaTu 25 Mr Ha 100y (ouB. po3ain «Crociod
3aCTOCYBaHHS Ta JO3U»).

Inoykmopu CYP3A4. OgHOYacCHe 3aCTOCYyBaHHS eIJIEPEHOHY Ta 3Bip0000 (OTyKHUU iHTYKTOP
CYP3A4) npussogumno no 3uukeHHs AUC emnnepeHoHYy Ha 30 %. 3aCTOCYBaHHS MOTYXKHIIINUX
ingykTopiB CYP3A4 (Takux sSIK pudaMImiliiH) MOKe ITPU3BOAUTH [0 OibIl BUPAXKeHOT0 3HUKEHHS
AUC ennepenoHy. Yepe3 pu3uK 3HUKEHHSA e(PEeKTUBHOCTI eMJIEPEeHOHY He PEKOMEHI0BaHO
3aCTOCOBYBaTH OQHOYACHO 3 UM IIpeniapaToM moTyxkHi iHgykTopu CYP3A4 (pudammninuH,
kKapbaMma3serniH, ¢heHiToiH, heHoOapbiTan, 3Bipobii) (auB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

Anmauudu. 3 OTTISIAY Ha Pe3yJ/IbTaT KIiHIYHOTO (PapMaKOKiHETUYHOTO JOCTIIXKEeHHS IIPH
OIHOYaCHOMY 3aCTOCYBaHHI elJIepeHOHY Ta aHTalUAHUX [IpernapaTiB He O4iKyEThCSI
BUPaXXEeHUX B3aEMOIiM.



Ocob6 1ueocmi 3acmocyeaHHs1

Tinepkaniemis. Y X0fli TiKyBaHHS eIIJIEPEHOHOM 3 OTJIAAY Ha MeXaHi3M MOoT0 Oil MOXKJTUBUM
PO3BUTOK TinepkKaiemil. Y BCixX MaIlieHTiB Ha MOYaTKY JIIKyBaHHS Ta y X0l 3MiHU 03U
IIpernapary CJIif KOHTPOJIIOBaTH PIBHI KaJlilo B CUPOBaTLi KpoBi. Hapmasi peKkoMeH0BaHo
IIPOBOAUTH NEPIOAUYHUM KOHTPOJIb, 0COONIMBO y MAIi€HTIB, AKi BXOASATH OO0 TPYNH PUSUKY
BUHUKHEHHS TilepKasieMil (Takux SK Nali€HTH JIITHBOTO BiKYy, MAI[iEHTU 3 HUPKOBOIO
HeJloCTaTHICTIO (guB. po3ain «Crocib 3acTocyBaHHS Ta f03u») i miabeTom). ITicnsa modyaTky
JiKyBaHHS eIJIepeHOHOM He PeKOMEHI0BAaHO BUKOPHUCTOBYBATH KallieBMiCHI J0OaBKYU Yyepe3
IiABUIIEHUN PU3UK PO3BUTKY Tinmepkanmiemil. Bymo mpogeMOHCTPOBAHO, 0 3HMUKEHHS 003U
eTJIepeHOHY IIPHU3BOOUTD J0 3HUKEHHS KOHIIeHTpallil KaJlifo B CHpOBaTIli KpPoBi. Y xofi
OJHOTO [OCTiKeHHS 0yJ10 IPOIEeMOHCTPOBAHO, III0 OOATKOBE IPU3HAYEHH S
TigpoXJI0pOoTia3uAy B X0 JIiIKyBaHHS ellJIepeHOHOM KOMIIEHCYBAJIO MiIBUIIIEHHS
KOHIIeHTpaIlil KaJliio B CHPOBATIIi KPOBi.

[Ipu 3acToCcyBaHHi emnyiepeHoHy Yy KoMmOiHatii 3 inriéiTopom AII® Ta/abo 610KaTOPOM
PELeNTopPiB aHTi0TEH3WHY PU3UK TillepKasieMil 30imbInyeThcs. EnnepeHoH He Crifg
3aCTOCOBYBATH OMHOYACHO Y MOTPiKHiM KoMOiHallil pa3oM i3 inriditopom AII® Ta
6710KaTOPOM PELENITOPIB aHTiOTEH3UHY (OuB. po3minu «IIpoTunoka3aHHs» i «B3aeMomist 3
iHITMMY JTiKapChbKUMU 3aco00aMy Ta iHIi BUIYM B3a€MOTIii»).

IMopyweHHA pyHKUII HUPOK. Y TIAIIiEHTIB i3 MOPYIIeHHIMYU (QYHKIIiI HUPOK (Y TOMY YUCII 3
niabeTUYHOIO MiKpOoanbOyMiHypi€r0) CIifl perynaspHO KOHTPOJIIOBAaTH PiBeHb KaJlilo. 3HUKEHHS
(GyHKII1 HUPOK CYNIPOBOAXKYETHCS MiABUILIEHHSAM PU3UKY TinepKasiemil. Xo4a pe3ynabTaTh
nocrimxkennss EPHESUS, mpoBefeHoro 3 y4acTIo IallieHTiB 3 fiabeToM 2 TUIy Ta
MiKpoanb0yMiHypi€io, oOMexKeHi, y 11ii IPyIIi MalieHTiB CrocTepiraay MigBUILIEHY YacCTOTY
BUHUKHEHHS Tinepkaniemil. ToMy iKyBaHHS TaKWX MAI[iEHTIB CJIifi TPOBOAUTH 3 00€PEKHICTIO.
EnnepeHoH He BUOANISAETHCA 3a JOIIOMOTO0 reMoianisy.

[TopyweHHs pyHKuii nevinku. Y Talli€eHTIB i3 TETKAMU Ta IOMipHUMU MOPYLIEHHAMHA (PYyHKIIi1
nevinky (Kmacu A ta B 3a knacudikairiero Yannma — [1°'10) migBullleHHS PiBHSA Kalliio
CUPOBATKY KPOBi OHaA 5,5 MMOJIb/N He BinOyBanocs. Taki marieHTy noTpebyioTh KOHTPOJIIO
PiBHIB €I€KTPOJIITiB. 3aCTOCYBaHHS €IJIEPEHOHY [JId JIIKyBaHHS MMALli€HTIB 13 TAXKKUMU
NOPYLIEHHSAMY (QYHKII HUPOK He BUBYA/IM, TOMY €IJIEPEHOH IPOTUIIOKA3aHUY [0
3aCTOCYBaHHS TaKWM MallieHTaM (ouB. po3ainu «Crocib 3acTocyBaHHS Ta [HO3U» i
«[IpoTUnioKa3aHHA»).

Inoykmopu CYP3A4. OgHO4YaCHe 3aCTOCYBaHHA eIJIEPEHOHY U MOTYyXKHUX iHAYKTOpiB CYP3A4 He
PEKOMEHI0BaHO (IuB. Po3[in «B3aemois 3 iHIIUMY TiKapCHKUMH 3aco0aMu Ta iHI BUOU
B3aEMOMIN»).

3aCTOCYBaHHS AiMito, YUKJAOCNOPUHY, MAKPOAIMYCY CIIiL YHUKATH IIifl 4ac JIiKyBaHHSA
eIJIepeHOHOM (OUB. PO3[in «B3aemofis 3 iHITMMH JTiKapChbKUMHU 3acob6aMy Ta iHII Buou
B3aEMOIII»).

®epmuavHicmy. THdopMalril mog0 BIIKUBY Ha GEPTUNIBHICTD JIIOAUHU HEMAE.
JlonomidxcHI peyosuHu

Jlakmo3sa. [1o cKJafy J1iKapChbKOTo 3aco0y BXOIUTH JIaKTO3U MoHoriapaT (1 TabneTka mo 25 Mr —



39,51 wmr, 1 TabneTka o 50 Mr — 79,02 Mr), ToMy ¥Or0 He CIIif IpH3HaYaTH MallieHTaM i3
PiAKiCHUMM CIagKOBUMU PO3jIafaMy, 30KpeMa HellePEeHOCUMICTIO rajlakTo3H, BPOOKEeHO0
HEeJOCTaTHICTIO JTaKkTa3u abo CHHAPOMOM MOPYIIEHHS BCMOKTYBaHHS I'JTFOKO3U Ta rajlakTO3MU.

Hampitl. Uei#t nikapchkuit 3aci6 MicTuTh MeHIe 1 MMoib HaTpito (23 Mr) Ha Ta0bneTKky, TO6TO
IIPaKTUYHO BiIbHUY Bifj HATpIiO.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio

BazimHicmb. AfeKBaTHUX f@HUX CTOCOBHO 3aCTOCYBAHHS €IJIEPeHOHY BariTHUM XIiHKaM HeMae.
BimomocTi, oTprMaHi y Xofii mocIigXKeHb Ha TBapuHaX, He BKa3yIOTh Ha Oe3nocepenHiit abo
OIloCepeNKOBaHUY HECTIPUSTINBUI BIJIUB Ha Mepebir BariTHOCTI, po3BUTOK eMOpioHa Ta IJI0fa,
TIOJIOTH Ta IiCITPONOBUM PO3BUTOK. [IpU3HaYaTH €IJIEPeHOH BariTHUM XiHKaM CIIifl 3 06epexkHiCTiO.

I'odyeaHHAa 2py00t0. HeBimoMo, uu emyiepeHOH MIPOHUKAE Yy TPYAHE MOJIOKO JIIOOUHMU TIiCTIsS
IIepoPaIbHOT0 3aCTOCYBaHHA. BogHOYac maHi JOKIIHIYHUX OOCHIAXKEHb CBiqYaTh PO HasABHICTh
eIyiepeHoHy Ta/abo #oro MeTabosIiTiB ¥ MOJIOL IIyPiB i PO HOpMaIbHUN PO3BUTOK IIOTOMCTBA, 1110
3a3HaJIO0 BIIJIUBY €IJIEPEHOHY Y Takui croci6. OCKiNbKY MOTEeHIIial BAHUKHEHHS M0GiYHUX e(peKTiB y
HEMOBJIAT, 5IKi TepeOyBa0Th Ha TPYAHOMY BUTOOOBYBAaHHI, HE HOCIiIKEeHUH, CIIi[l BUPILIIUTH:
IPUNUHATY TOAYBaHHS IPYAOIO UM MPUIKAHSATH 3aCTOCYBaHHS IIpelapaTy, BpaXOBYI4M BaXKJIUBICTh
IIpernapary OJjid MaTepi.

30damuicmsb ena1ueamu Ha weudKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHizmamu

IocmigXeHb BIUIMBY eIJIEPEeHOHY Ha 3MAaTHICTh KepPyBaTU aBTOTPAHCIOPTOM abo IpalfoBaTu
3 iHIMMMU MeXaHi3MaMH{ He IIPOBOAUIN. ENiepeHOH He CIIPUYUHSIE COHJIUBOCTI abo
TIOPYIIIEHHST KOTHITUBHUX (DYHKIIIH, ae I yac KepyBaHHS aBTOTPAHCIIOPTOM abo iHIuMu
MeXaHi3MaMu cyiif 6paTy 4o yBaru MOXKJIMBICTh PO3BUTKY 3allaMOPOYEHHS Y 3BSI3KY 3
JIIKyBaHHSAM IIperapaToM.

Cnoci6 3acmocyeaHHs1 ma 0o3u

I[Topocmni

Ins iHouBinyanbHOTO NifOOpy NO3yBaHHS JIiKaPCHKUM 3acCi0 BUIIYCKAETHCS Y J03aX 25 MTI Ta
50 mr. MakcumarsnbHa 0o0oBa f03a IpemnapaTry cCTaHOBUTH 50 MT Ha 00y .

EnnepeHoH MOXKHa 3aCTOCOBYBaTH He3aJleXKHO Biff IPUUOMY 1XKi (OUB. PO3Min
«DapMaKOKiHETHKA»).

ITauieHmu 3 cepuesor HedocmamHicmi nic/as nepeHeceHo20 iHpapkmy miokapoa.
PekoMeHIOBaHa MiATPUMYI0Ya 03a elIepeHoHy cTaHoBUTh 50 Mr 1 pa3 Ha mo0y. JIlikyBaHHS
CJIif PO3MOYMHATH 3 103U 25 Mr 1 pa3 Ha goOy Ta IMOCTYIIOBO IiABUIINYBATH OO LiIbOBOI 1031
50 mr 1 pa3 Ha mo0y. baxkaHO DOCSATTH IIOTO PiBHS HO3U 3a 4 THXKHI, BpaXOBYIOUM PiBEHb
KaJtiio B CUPOBATII KPOBi (OUB. TAOIUIIO HUKYE).



JIikyBaHHS elJIepeHOHOM 3a3BU4Yail pO3M0YKMHAIOTh Yepe3 3-14 [HIB micIist TOCTPOTO
iH(apKTy MioKapaa.

ITauienmu 3 cepuesorw Hedocmamuicmio II kaacy (xpoHiuHow) 3a Kaacugikauiero NYHA. JIikyBaHHS
NallieHTIiB i3 XPOHIYHOIO ceplieBoi0 HegocTaTHICTIO Il kmacy 3a knmacudikariero NYHA crig
PO3MoYMHATHU 3 Ho3u 25 Mr 1 pa3 Ha fo0y Ta MOCTYIOBO MiABHUIMYBATH [0 LilboBoi o3u 50 Mr 1 pa3
Ha 700y. baxXaHo HOCSTTH I[bOTO PiBHS 4031 3a 4 THKHIi, BpaXOBYI04YM PiBEHb KaJlilo B CUPOBATII
KpOBi (IuB. TabnuIl0 HUXKYe Ta po3Ain «OcoONIMBOCTi 3aCTOCYBAHHS»).

[TamienTaM, y IKMX piBeHb KaJlit0 B CUPOBATL]I KPOBi IIePEBHUILYE 5 MMOJIb/JI, HE CJIifT
PO3MOYNHATH JIiIKyBaHHS eIiepeHoHOM (IuB. po3min «IIpoTHUIIOKa3aHHSI»).

PiBeHb KaJlito B CUPOBATIi KPOBi MOTPiOHO BU3HAYATH [0 IIOYATKY JTIKyBaHHS eIJIEPEHOHOM,
Y XOfIi IePIIoro THKHS JIIKyBaHHS Ta Yepes3 MicsIlb IiCys I0YaTKy JTiKyBaHHS ab0 KOpeKilii
no3u. Y pa3si HeoOXimHOCTI Cylig Hagasti mepioguyHO BU3HAYATH PiBeHb KaJlilo B CHPOBATIIi
KPOBI BIIPOJIOBXK JIiIKYBaHHS.

[Ticnsa mo4aTKy MiKyBaHHS 03y IperapaTy MoTPiOHO KOPUTYBATH 3 YpaXyBaHHSIM
KOHIIEHTpAIlil KaJjIifo B CHPOBATIIi KPOBI, SIK BKa3aHO y TAOJIUIII HUXKYe.

Kopekuis [o3u micig o4YaTKy JIiKyBaHHS

KoHIIeHTpallis Kalilo [is Kopeklis no3u

y CUPOBATI KPOBi (MMOJIB/I)

<5,0 [TigBumienHs |3 25 mr 1 pa3 Ha 2 gHi 7o 25 Mr 1 pa3 Ha o0y
3 25 mr 1 pa3 Ha mo6y no 50 mMr 1 pa3 Ha m06y

5,0-5,4 be3 3MiH [03y He 3MIHIOIOThH

5,5-5,9 SHUKEHHSA 3 50 mr 1 pa3 Ha 0oOy mo 25 mr 1 pa3 Ha Koy

3 25 mr 1 pa3 Ha go0y mo 25 mr 1 pa3s Ha 2 fHi
3 25 Mr 1 pa3 Ha 2 [Hi 10 TUMYACOBOI BifMiHUN
6,0 [TrMYacoBa -
BimMiHa

[Ticna TMM4YacoBOl BiAMiHU eTJIepeHOHY Yepes MiiBUIeHHS PiBHS Kaliio [0 3 6 MMOJIb/T
BiTHOBJIEHHS JTIKyBaHHS MOXKJIKBE y 1031 25 MT 1 pa3 Ha 2 [IHi Imicns 3HUXKEHHS KOHI[eHTpallil
KaJIio HUX4e PiBHA 5 MMOJIb/I.

ITauienmu aimHbo20 8iKYy. [I7d MallieHTiB JIiITHHOTO BiKy HeMae NMOoTpeOu y KOpeKllii T09aTKOBOI H03HU
JIiIKapChKOT0 3ac0o0y. Y 3B’SI3Ky 3 BiKOBUM 3HUKEHHSM iHTEHCUBHOCTI (PYHKIIii HUPOK PU3UK PO3BUTKY
rinepkasnieMii y mauieHTiB TITHHOTO BiKy migBUIIYEThCS. PU3MK MOXKe J0OaTKOBO 30ilbLUIyBATUCH Y
pasi HasiBHOCTi CYIyTHHOTO 3aXBOPIOBAHHS, II0 CYIIPOBOMXKYETHCS MigBAIIEHHIM CUCTEMHOI
€KCIIO3HUIIil IpemnapaTy, 30KpeMa IopyleHHs (QyHKIIiN IeYiHKY JIETKOT0 Ta IIOMipHOTO CTYIIEHS
TSI2KKOCTi. PEKOMEHI0BaHO ITPOBOUTY MEPIOOUYHNM KOHTPOIbL PiBHS Kallifo B CUPOBATIIi KPOBi (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

ITopyweHHA pyHKUiI HUPOK. [TallieHTH 3 IeTKUM TIOPYLIeHHSAM (QYHKII1 HUPOK He MOTPe0yoTh
KOpPEKIIil T04aTKOBOI 103U. PeKOMEHJ0BaHO IIPOBOAUTH EPIOAUYHNM KOHTPOJIb PiBHS KaJlilo B
CUPOBATIi KPOBi Ta KOPUTYBATH [03Y IIPenapary BifmoBigHO 0o Tabnulli BUIIIE.



[TaumieHTaMm i3 mopymeHHAME GYHKII1 HIPOK MTOMipHOI TSKKOCTi (KJIipeHC KpeaTUuHiHy
30-60 M1/XB) CITifi MOYMHATHU JTiKyBaHHS 3 A03U 25 Mr 1 pa3 Ha 2 OHI Ta KOPUTYBaTHU H03y
npernapaTy 3aJeKHO Biff KOHI[eHTpallil Kaiio (ouB. Tabnuilio Buille). PeKOMEHI0BaHO
IIPOBOJUTHU IIEePiOOUYHKAYN KOHTPOIb PIBHS KaJlilo B CUPOBATIIi KPOBi (IUB. PO3Min
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

IlocBif 3acTOCyBaHHS NpenapaTy HallieHTaM i3 KIipeHCcoM KpeaTuHiHy < 50 MJI/XB Ta
CepLEeBOI0 HeJOCTATHICTIO micd iH(papKTy MioKapha BiICyTHiU. [1g IiKyBaHHS TaKUX
TIalliEHTIB eNIEPEeHOH CJIifl 3aCTOCOBYBATH 3 00€PEXKHICTIO. 3aCTOCYBaHHS [03, 110
IIePeBUIYIOTL 25 MT Ha {00y, nalieHTaM i3 KiIipeHcoM KpeaTuHiHy < 50 MJI/XB He
OOCITiIXKyBaJH.

EnnepeHOH NPOTUIIOKAa3aHUM MaIliEHTaM i3 TAXKKUMHU YpaKeHHAMU HUPOK (KITipeHC
KpeaTuHiny < 30 mi/xB) (muB. po3pin «IIpoTunoka3anHsa»). EnnepeHOH He BUOANSETHCS 3
OpraHi3My 3a JOIIOMOI0I0 Aiai3y.

ITopywenHs pyHKuit nevinku. ITalieHTH 3 1erKuM ab0 MOMipHUM IOPYIIEHHSIM QYHKIIII
IeYiHKY He TOTPeOyI0Th KOPEKIIii T0YaTKoBOI mo3u. Yepes HigBUINEHHS PiBHS CUCTEMHOI
€KCIIO3UIIil enyIepeHoHY 1Iiif KaTeropil maIfi€eHTiB, 0CoOOIUBO MalliEHTaM JIiTHBOTO BIKY,
PEKOMEH[I0BAaHO YaCTHU PeryIspHUK KOHTPOJIb KOHIIEHTPAIlil KaJjlifo B CHPOBATIIi KPOBi (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Komb6iHosaHe 3acmocysaHHs. Y pa3i 0oqHOYACHOTO 3aCTOCYBaHHS 3i ctabKkuMu abo MoMipHUMHU
inribiTopamu CYP3A4 (HampuKiam aMiogapoHOM, OWITia3eMOM Ta BepallaMijioM) MOXKHa ITOYUHATH
JIiKyBaHHS eNJIepeHOHOM 3 II04aTKOBOI 103U 25 MT 1 pa3 Ha mo0y. [Jo3a mpemnaparty He TOBUHHA
nepesumiyBatu 25 Mr 1 pa3 Ha 700y (ouB. po3nin «B3aemopmis 3 iHIIMME JTiKapCbKUMU 3aco0aMu Ta
iHmI BuOM B3aeEMOIin»).

Himu. be3neka Ta e(peKTUBHICTh 3aCTOCYBaHHS €MJIEPEHOHY OiTSIM He BCTaHOBNeHa. HasBHa
Ha [laHW 4Yac iHpopMallig HaBefeHa y Po3mini «®apMaKoIoTiuHi BIaCTUBOCTI».

Ilepedo3yeanus

[ToBigomiieHs Ipo mobivHi peakiii, OB A3aHi 3 Iepelo3yBaHHAM eIJIEPeHOHY Y JIIofel,
oTpuMaHo He O0yio0. O4iKy€eThCS, 10 HaliMOBIpHILIIMMY TPOsIBaMU NepPef0o3yBaHHS
niKapchKoro 3acoby y moguHu OymyTh apTepianbHa rinoTeH3is ado rinepkanmiemis.
EnyiepeHOH HeMOXKI/IMBO BUBECTH 3 OpraHi3My 3a OOIIOMOTO0 remMopianisy. byno
IIPOJIEMOHCTPOBAHO, 10 €IJIePEHOH e(PeKTUBHO 3B’A3YETHCA 3 aKTUBOBAHUM BYTINIIIM. Y pasi
PO3BUTKY apTepianbHOI TinoTeH3ii C/Iifl po3moYnHaTH MigTpUMylode nikyBaHHS. [Ipu
PO3BUTKY TinepKasieMil peKOMEHAY€ETHCS JIIKYBaHHS 3TigHO 31 CTaHAapTaMHu.

ITo6iyHi peakuii

Y xomi nBox mocnigxkens (EPHESUS i EMPHASIS-HF) 6yno npogeMoHCTPOBaHO, 1110



3arajibHa 4acTOTa PO3BUTKY IMOOIYHMX peakllii IPU 3aCTOCYBaHHi emyIepeHoHY Ta Ialedo
Oyna ogHAKOBOIO.

Hux4e HaBemeHO MOOiYHI peakirili, 30KpeMa Cepio3Hi, sSKi, MOKINBO, ITOB’sI3aHi i3
3aCTOCYBaHHAM eIlJIEPEHOHY Ta fKi BUHUKAJIU Y XO[i JIIKYBaHHSA 4acTillle, HiXK IpU
3acTocyBaHHi myanebo, abo Ti, o 6ynu onmucaHi y X0i TOCTMapKeTUHT OBOTO
CIIOCTEPEXKEHHS.

[To6iuni peaxkiril kracu¢pikoBaHO 3a CUCTEMaMHU OPraHiB Ta 3a aOCOJIOTHOIO YaCTOTO0: OyXKe
gacTo (= 1/10), yacto (= 1/100 — < 1/10), HeyacTo (= 1/1000 — < 1/100), pigko (= 1/10000
— < 1/1000), gy=xe pigko (< 1/10000), yacToTa HeBifoMa (HEMOKJIUBO BCTAHOBUTH 3a
HasBHOIO iHpOpMaIli€).

IHdeKIil Ta iHBa3il
Hevacmo: nienonedpurt, iHbekii, papuHTiT.
3 00Ky CHCTEMHU KPOBi Ta HiMGaTUYHOI CUCTEMHU

Heuacmo: eo3uHOGiTis.

3 60Ky EHIIOKPUHHOI CUCTEMHU

Heuacmo: TIIOTUPEOS.

3 00Ky MeTa00J1i3My Ta TPaBIEHHS

Yacmo: rinepkamieMis (muB. po3minu «[IpoTunokasanHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»),
rinepxoJyiecTepuHeMis.

Heuacmo: TITIOHATPiEMis, 3HEBOJHEHHS, TIePTPUTIiLepUAEMis.

3 OOKY ICUXiKM

Yacmo: 6e3COHHS.

3 00Ky HEPBOBOiI CUCTEMHU

Yacmo: CUHKOIIE, 3allaMOPOYEeHHS, TOJIOBHUM Oifb.

Heuacmo: TimecTe3sis.

3 00Ky cepls

Yacmo: MiBOIIYHOYKOBA HEOOCTATHICTh, piOpusilis mepeacepnb.
Heuacmo: Taxikapmis.

3 60Ky CYyIuH

Yacmo: TiIOTeH3id.



Heuacmo: TpoM003 apTepiii KiHIIiBOK, OPTOCTAaTUYHA TillOTEeH3is.

3 60Ky IMXalbHOI CHCTEeMU, OPTraHiB TPYIHOI KIITKY Ta CEPENOCTiHHS

Yacmo: KaIen..

3 OOKY INTYHKOBO-KHUIIIKOBOTO TPAKTY

Yacmo: Oilapes, HyZOTa, 3aI0p, 61r0BaHHS.

Hevacmo: 30yTTS XKUBOTA.

3 OOKy INKip¥ Ta MigITKipHUX TKAaHUH

Yacmo: BUCUIIAHHS, CBEPOixK.

Hevacmo: aHTiOHeBPOTUYHUM HAOPSK, Tineprigpos.

3 O0KY KiCTKOBO-M'sI30BOi CHCTEMM Ta CIOJIYYHUX TKAHUH
Yacmo: M’s130Bi crta3Mu, Giflb y CIIUHI.

Heyacmo: 0i1b y KiCTKOBO-M'SI30Bill CUCTEMI.

3 00Ky HUPOK Ta CEYOBUBITHUX IMIISXiB

Yacmo: TiopylIeHHs GYHKII HUPOK (OuB. po3minu «Ocob6IUBOCTI 3aCTOCyBaHHA» i «B3aemois
3 iHIMUMU JTiKapChKUMHU 3ac00aMu Ta iHII BUOU B3aEMOMiM»).

3 00Ky IeYiHKY Ta XKOBYOBUBITHUX IIIISIXIB

Heuacmo: X0neucTur.

3 00Ky PENPOOYKTUBHOI CUCTEMHU Ta MOJIOYHHUX 3a/103

Heyacmo: riHeKOMacCTif.

3arajbHi po3yiafy Ta PO37any Y MiClli BBeIeHHS Ipenapary
Yacmo: aCTeHis.

Hevyacmo: He3QyXKaHHA.

JlabopaTOpHi OOCHiIXKEeHHS

Yacmo: NigBUILIEHHS CEYOBUHU KPOBI, MiIBUIIEHHS PiBHS KpPEaTUHIHY.

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

Y xomi gocnipxennas EPHESUS y rpymi maifieHTiB BikoMm = 75 pokiB Oy/I0 3apeecTpoBaHO
OinbITy KinbKiCTh BUIAMKIB iHCYNIbTY. BogHOYAC CTATUCTUYHO JOCTOBIPHOI Pi3HUIN Y 4aCTOTI



iHCybTIB MiXK rpynamu ennepeHony (30) Ta mmanebo (22) BusiBieHo He Oyno. Y mOCTigXKeHHi
EMPHASIS-HF xinexicTb IHCYJIBTIB y IAI[l€HTIB BIKOM = 75 POKIB CTaHOBUIA 9 y Ipymi
JiKyBaHHS eIJIepeHOHOM Ta 8 y rpyimi miaie6o.

ITosidomaeHHs npo nido3proeaHi nobiuHi peakuyii

[ToBimoMIeHHS IIPO Mimo3pioBaHi MOOiYHI peakilil micis peecTpatiii TiKapchbKOro 3aco0y Mae
BeJlMKe 3HaueHH. Lle jae 3MOry 3[iMCHIOBaTA MOHITOPUHT CIIiBBIIHOIIEHHS KOPUCTI Ta
PH3UKIB IIPU 3aCTOCYBaHHI LIbOT0 JTiIKapChKOTO 3aco0y. MeguyHUM Ta apMalleBTUUHUM
IIpaIliBHUKAM, a TAKOXK IaIfieHTaM a0o0 iXHiM 3aKOHHUM IIPeiCTaBHUKAM CJIif] TOBiqOMIISITH
PO yCi BUNIAKY IiM03pI0oBaHUX MOOIYHUX peakllii Ta BifiCyTHOCTI eeKTUBHOCTI JTiKapChKOTO
3aco0y uepe3 ABToMaTH30BaHy iHdopMalliiiHy cucteMy 3 papMaKOHaTJIIAy 3a IOCUIaHHSIM:
https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 4 POKHU.

YMoBH 30epiraHasa
30epiraTtu B 3aXUIeHOMY Bif] CBiTJIa Miclli, Tpu TeMnepaTypi He Buiie 25 °C.

30epiratu y HegOCTYIIHOMY OJIS1 OiTel MicCIi.

YnakoBka
ITo 10 Tabnetoxk y 6mictepi, mo 1 abo 2, abo 3, abo 5, abo 9 GicTepiB y KAPTOHHIN KOPOOIIi.
ITo 14 Tabnetok y GmicTepi, mo 2 GyicTepu y KapTOHHIW KOPOOIIi.

[To 30 Tabnetox y 6ricTepi, mo 1 GricTepy y KapTOHHiN KOPOOIIi.

Karteropist Bimmycky. 3a pelenToM.
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