IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

NEPKAMEH2 20
(LERCAMENZ 20)

Cknag:

Aitoya peyosumHa: lercanidipine;

1 TabneTKa, BKpUTa NiBKOBOK 060/10HKOK, MICTUTb lepKaHiguniHy rigpoxnopugy 20 Mr, Lo Bignosigae nepkaHignniHy 18,8 mr;

[OMOMIXKHI PEeYOBMHW: 1AKTO3M MOHOTIAPAT, Lie/10/103a MIKPOKpUCTasTiYHA, HaTPito Kpoxmanbriikonat (tun A), nosigoH K 30, MarHito creapar;
o6onoHka: Opadry 02F25077 (rinpomenosa, Tasibk, TuTaHy giokeung (E 171), makporon 6000, 3aniza okeug, (E 172)).

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOK 060/10HKOH.
OCHOBHI (hi3MKO-XiMiYHI BNaCTMBOCTI: POXEBOI0 KObOPY KPYrAi ABOONYK/i TabneTku, BKPUTI NIIBKOBOK 000/IOHKOH), 3 PUCKOK A4/19 NOAINY 3 OL4HOr0 OOKY.
TabneTKy MOXKHa PO34iNNTN Ha PiBHI [03MK.

dapmakoTepaneBTUYHa rpyna. CenekTUBHI aHTaroHICTU KaslbLito 3 MepeBaXKHO0 Ai€to Ha cyauHu. MoxigHi gurigponipuamHy. Kog ATX CO8C Al3.

dapmMakosoriyHi BNacTnBOCTI.
PapmakofnHamiKa.

MexaHi3m fii
JepKaHiguniH — Le aHTaroHIicT KanbLito AUrigponipuagnuHOBOT rpynu, WO NPUrHivye TpaHCMeMOPaHHWIA NOTIK KaNbLito Y KNITUHM cepus Ta rnagki M’a3u. MexaHiam

aHTUTiNepTeH3NBHOT AiT NepKaHiaAMNiHy 3yMOBMIEHUIA NPSMOI0 PenakCytouo i€l Ha rnagki M’s3u CyuH, BHACNiAOK YOro 3HWKYETbCA 3ara/ibHUA CYAUHHUIA
nepudepuyHnia onip.

PapmakoanHaMiYHi edekTn

He3Baxkatoun Ha KOPOTKWIA Nepiof HaniBBUBEAEHHS NepKaHiAMNiHy, BiH Mae NPOSIOHroBaHy aHTUTiNEePTEH3NBHY [it0 3a paxyHOK BUCOKOro KoedilieHTa MeMbpaHHOro
po3noginy i no36aBneHWin HeraTMBHOI IHOTPOMHOI AiT 3aBASKM MOr0 BUCOKIA CyAMHHIN ceneKTMBHOCTI. OCKIiNbKN Basoamnatauis, CripuynHeHa nepkaHigmniHy
rifpoxnopuaoM, Bif0yBaeTbCA NMOCTYNOBO, TO rOCTPa apTepiasibHa rinoTeH3is 3 ped)IeKTOPHOO TaxiKapAieto Y XBOPUX Ha apTepia/ibHy rinepTeHsito CrnocTepiraeTbes
pigko.

AK i B IHLWMX acCUMETPUYHMX 1,4-AUriaponipuanHIB, aHTUTINePTEH3UBHA Aist lepKaHiAMniHy 3yMOB/IEHa FOIOBHUM YMHOM 0rO (S)-eHaHTIOMEPOM.

KniHivyHa eheKTUBHICTb Ta 6e3neka

KniHiuyHa edeKTMBHICTb | 6e3neka nepkaHigunidy 8 fo3i Big 10 o 20 Mr ogvH pa3 Ha o6y Oyna ouiHeHa B X0A4i NOABIMHOrO cninoro, nnaye60-KoOHTPOIbOBAHOIO
KMiHIYHOrO AocnigpkeHHs (3a yyacTio 1200 nauieHTiB, AKi npuidmany nepkaHigunid, i 603 nauieHTiB, SKi npuiAMann nnauebo), a TakoX B Xofi
aKTMBHOKOHTPO/IbOBAHMX i JOBrOCTPOKOBMX HEKOHTPO/IbOBAHUX KNIHIYHMX LOCMIKEHHAX 32 y4acTo 3676 nauieHTiB, AKi CTpaXaatoTb Ha apTepiasibHy rinepTeHsito.
BiNbLWICTb KAIHIYHMX fOCNiAKeHb OY/IM NPOBeLeHI 3a yYacTHO NaLEHTIB 3 eCeHLia/IbHOK apTepia/ibHO TinepTeH3IE0 Bif 1ErKoro 0 CepefHbOro CTyMneHs THXKOCTI
(BKNHOYaKOUM nNauieHTIB MOXUIOr0 BiKy i MauieHTIB 3 LYKPOBMM fiaGeTom), Ki npuiiMann nepkaHigMniH OKpemo abo B MOeAHaHHI 3 iHribiTopamu
aHrioTeH3MHNEePETBOPHOBa/ILHOIO (hepMeHTYy (AMND), aiypeTrkamu abo 6eTa-6/10KaTopamu.




Ha [ofaToK [0 KAIHIYHUX LOCNILKEHb, NPOBeLEeHVX A5 MIATBEPI)KEHHA TeparneBTUYHMX MOKa3aHb, Le OfHE HeBeNMKe HeKOHTPO/IbOBaHe, ane paHAoMi30BaHe
[OCNIIKEHHS NaLiEHTIB 3 TAXKKMM CTyNeHeM apTepianbHOI rinepTeH3il (cepeaHe 3HaYeHHs £ CTaHAApPTHE BIAXWIEHHS 4iaCcTONIYHOro TUCKY KPOBI CTaHOBUTb 114,5 +
3,7 MM pT.CT.) NOKa3ano, Lo apTepiaibHWil TUCK HopMmanisyBascsy 40 % 3 25 nauieHTiB npy Npuinomi nepkaHignniny rigpoxnopugy B fo3i 20 Mr oguH pa3 Ha fo0y,
i 'y 56 % 3 25 naujieHTiB Npy Npuinomi aBa pasv Ha goby no 10 mr npenapary.

Y noggiitHoOMy cninomMy paHAoMi30BaHOMY KOHTPO/bOBAHOMY [AOCNIMKEHHI NpW MOPIBHAHHI 3 Mnauebo y NauieHTiB i3 i30/1bOBAHOK) CUCTONMIYHOK TiNepTeH3IE
NepKaHignNiH rigpoxnopung eyeKTMBHO 3HUXKYBaB CUCTONIYHWIA apTepiaibHUA TUCK Bif CepesHbOro NoYaTKoBOro 3HaueHHs 172,6 £ 5,6 MM pT.CT. O 3HayYeHHs 140,2
+ 8,7 MM pT.CT.

YKoaHMX KNiHIYHMX BUNPOo6YBaHb Y AiTeil He NPOBOAMIOCH.

dapmakoKiHe TVKa.

AbcopbLis

JlepkaHiguniHy rigpoxnopuz NOBHICTHO BCMOKTYETHCA MICNA NepopasibHOro 3actocyBaHHA 10-20 Mr, a MakcMasibHa KOHUEHTpaLif y naasmi KpoBi, AKa CTaHOBUTb
3,30 + 2,09 Hr/mn Ta 7,66 £ 5,90 Hr/mn BiANOBIAHO, AocAraeTbea vepes 1,5-3 roguHu nicns npuiiomy.

[lBa eHaHTiOMepwW NepKaHignMniHy AeMOHCTPYHOTb CXOXUA NPOMiNb KOHUEHTpaUiT y naasMi KPoBi: Yac AOCATHEHHS MaKCUMasibHOI KOHLEHTpaUiT y niasMi KpoBi €
OAHaKOBMM, MaKCUMasibHa KOHUeHTpauisa y nnasmi Ta AUC B cepegHbomy B 1,2 pasa Bulle Yy (S)-eHaHTIOMepa, a Mepiof HamiBBMBEAEHHSA [BOX eHaHTIOMEpIB B
OCHOBHOMY O/JHaKOBWiA. B3aeMoNepeTBOPEHHS EHaHTIOMEPIB Y AOCIAKEHHSX in Vivo He CnocTepiranocsk.

BHacnifok BMCOKOro metaboniamy npv nepLiomMy npoxXomKeHHi yepe3 nediHKy abCcosntoTHa 6i0A0CTYMHICTb NepKaHiAuMiHy rigpoxnopuay, NPUAHATOrO NaLieHToM
nicns ign, CTaHoBUTL NPU6an3HO 10 %, npu LbOMY BOHA 3MEHLLYBasaca 40 ¥5 LbOro 3Ha4eHHs, AKLLO npenapar 3aCTOCOBYBa/Iv 340POBUM A06POBO/bLAM HaTLLE.
BiofoCTyMHICTb NepKaHianniHy rigpoxnopuay nicns nepopasibHOro NpUomy 36ibLIYETHCA B 4 pasu, AKLLO MOro NpuiiMaTi He paHille HiXX Yepe3 2 roguHu nicns
BXXMBaHHSA LY>Ke XMPHOT Xi, TOMY NiKapCbKWiA 3aCib cnif npuinMaT nepes npuinomMom ixi.

Po3nogin

Po3nogin 3 n1asMmn KpoBi Y TKaHWHW Ta OpraHn € LWBUAKUM Ta OOLUMPHUM.

CTyniHb 3B’A3yBaHHA flepKaHignniHy 3 6inikamuy cMpoBaTKU KPoBi nepeBuLLye 98 %. OCKifbKy BMICT OINIKIB M1a3Mu y MaLiEHTIB 3 TAHXKUM CTYMEHEM MOPYLLUEeHHS
(hYHKLiIT HAPOK ab0 NeviHKM 3MEHLLEHWIA, TO Bi/flbHa PpaKLiis NiKapcbKOro 3acoby MoXe 6y T 36ibLUeHa.

BioTpaHchopmaLiis

NepkaHignniny rigpoxnopug akTBHO MeTabonisyeTbest hepmeHToM CY P3A4; He3MiHEHMI NpenapaT y cedi Ta Kani He BUABNAETLCA. BiH NepeTBOPHOETLCSA MOIOBHUM
YMHOM Y HeaKTUBHI MeTaboniTn, i 6113bKo 50 % NPUIAHATOT 103U BUBOAMUTLCS 3 OPraHiamy 3 Ceyelto.

EKCrnepvMeHTH in vitro 3 NIOACLKMMY MIKPOCOMaMM MeYiHKU NPOAEMOHCTPYBa/K, WO nepkaHiguniH fewlo npurHiyye CY P3A4 ta CYP2D6 npu KOHLUeHTpauisx, y
160 i 40 pasiB BigMOBIAHO BMLLMX, HiX Or0 MIKOBI KOHUEHTpaLii y nnasMi KpoBi, siKi focAraloTbCa Micns 3actocyBaHHS Ao3v 20 Mr. KpiM LbOro, BUBYEHHS
B3aEMOAIT Yy Ntofdent A0Beno, WO nepkaHiguniH He MoAamdikye piBeHb Migasonamy, Tunooro cyoctpaty CYP3A4 y nnasmi KpoBi abo MeTonposony, TUNOBOro
cy6etpaty CYP2D6. Takum YMHOM, MpY 3aCTOCYBaHHI flepKaHignNiHy rigpoxiopuay y TepaneBTUUHMX A03ax 6ioTpaHcqopMmaLlii npenapaTis, Lo MeTaboi3yrThes
CYP3A4 abo CYP2D6, ouikyBaTtu He chif.

EnimiHauis

EnimiHavis Big0yBaeTbCsA rOI0BHUM YAHOM Yepe3 GioTpaHchopmaLito.

CepefHiin nepiof HaniBBMBeAeHHS CTaHOBUTL 8-10 roguH, a TepaneBTUYHa fif TpUBae 24 rofMHW BHAC/ILOK BUCOKOrO CTYMEHsA 3B’A3yBaHHA /lepKaHIguNiHY 3
ninigaMn KNiTMHHMX Mem6paH. Mpu NOBTOPHOMY 3aCTOCYBaHHI KyMYy/isiLlis He criocTepiranacs.

JMiHIHICTb/HENIHIAHICTb

Mpun NepopasibHOMY 3aCTOCYBaHHI NepKaHiAMNiIHY FiApoXn1opuay Moro KOHUEHTpauis y naasmi KpoBi He € NPsMO MPOMOPLIMHOK A0 NPUAHATOT 4031 (HeniHiiHa
KiHeTuka). Micna npuitiomy 10, 20 a6o 40 Mr MakcvManbHi KOHLEHTpaLil y nnasmi, fKi crnocTepiraincb, Maau cnisBigHoWeHHA 1:3:8, a nnowi nig KpyBMMK




3a/1eXKHOCTI KOHLEHTpauil Bif yacy y niasmi maan crisBigHoOWeHHSA 1:4:18, 10 BKa3ye Ha MNOCTYNOBE HACUYEeHHS MeTabos1i3My Mpu MepLUOMY NPOXOKEHHI. Taknm
YMHOM, 6I0OCTYMHICTb NepKaHiAMMiHy 36iNbLIYETHCA i3 MiABULLEHHAM 403N,

Oco6/1BI rpynu NaLieHTIB

Byno nokasaHo, WO (PapMaKOKIHETMKA NepKaHIAMNIHY Y nauieHTiB NiTHLOrO BiKy Ta Y MauieHTIB i3 NOpyLUeHHSAM (YHKLUIT HUPOK abo nedviHky cnabkoro abo
CepefHbOro CTyneHs TSXKKOCTI MoAiObHAa 40 TaKoi, WO CrOCTepiracTbCs y 3araibHi Nonynauii. Y XBOpux i3 THXKKUM CTyneHeM AUCHYHKLIT HUPOK abo y XBOpMX,
AKVMM MPOBOAATLCA CeaHCH remogianisy, KOHLeHTpauii nikis 6ynv suwwmmu (npnbnmsHo 70 %). Y nauieHTIB i3 cepefHiM abo THXXKUM CTyNeHeM MopyLUeHHS QYHKLIT
MeYiHKN cMcTeMHa 6iof0CTYNHICTb lepKaHignniHy, iIMOBIPHO, 36i/bLLYETLCA, OCKI/IbKM BiH MeTab0i3y€eTbCA FOIOBHUM YMHOM Y MeYiHLi.

dapMakonoriyHi gocnimkeHHs 3 6e3neku, SKi NPOBOAUIN Ha TBapuMHaX, NOKa3a/v BiACYTHICTb BM/IMBY Ha BereTaTVBHY HEPBOBY CUCTEMY, Ha LEHTPasIbHY HEpPBOBY
CUCTeMY ab0 Ha LLTYHKOBO-KMLLIKOBY (DYHKLIHO MPY aHTUTINEPTEH3NBHMX L03aX.

[aHi, oTpuMaHi y Xoai AOKNIHIYHUX CTaHAapTHMX (hapMakoMorivyHUX AOCNiMKeHb 3 6e3MneKn, OOCMifpKeHb 3 TOKCUYHOCTI 6araTtopa3oBuX f[03, FeHOTOKCUYHOCTI,
KaHL,eporeHHOro NoTeHLiany, a TakoX PenpoLyKTUBHOI TOKCUYHOCTI, BKa3ytOTb Ha BiICYTHICTb 0CO6/1MBOT HeGE3MEeKM NTiKapCbKOro 3acoby A/1st MFOANHN.

3HauHi edekTun, AKi cnocTepiraimca y TpUBaIMX AOCNIMKEHHAX Ha Wypax i cobakax, npsMo abo nobiyHo Oynv nos’d3aHi 3 BIAOMUM BM/IMBOM BUCOKMX [03
aHTaroHICTIB Ka/ibLito, TOOTO 6YNM HACMIAKOM HaMiPHO BUCOKOT (hapMaKoAMHaMiYHOT aKTUBHOCTI.

JlepkaHiguniH He € TEHOTOKCMYHUM Ta He NPOSAB/AE KaHLEepOreHHOT Hebesneku.

Ha (epTunbHICTb | 3arasibHy PenpoayKTUBHY 3A4aTHICTb Y LLYPIB NepKaHiauniH He BM/1BaB.

JlikyBaHHS NnepKaHianMiHOM He Mafio HIiSIKOro BM/IMBY Ha TePaTOreHHICTb Y WypiB Ta KPoniB, NPOTe, Y LYpiB BBEAEHHS BUCOKMX A03 NPU3BOAWMNO A0 3arunbeni
MOTOMCTBA Y Nepea- i NOCTIMNNaHTaLiHWIA Nepiog, a TaKoX 0 YNOBISIbHEHHS BHYTPILLHbOYTPOGHOI O PO3BUTKY .

3acTocyBaHHSA BUCOKUX 03 NepKaHignniHy rigpoxnopuay (12 mr/kr/go6y) nig vac nonoris Moxe Npu3BoAnTKY 40 AvcTouii. Mpouec posnoginy nepkaHigmniny i/abo
ioro MeTaboniTiB B OpraHi3mi BariTHUX TBAPUH Ta X MPOHUKHEHHSA Y MOJIOKO He BUBYa/W.

OUiHKY MeTaboniTiB y TOKCUKOMOT IYHMX AOCNIKEHHSAX OKPEMO He NPOBOAUIIN.

KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.
EceHujianbHa rinepTeHsist N1erkoro abo NoOMipHOro CTyMneHs TSXKKOCTI.

MpoTunokasaHHs.

- MigBueHa YyTAMBICTb 40 AIKOYOT PEYOBMHM YW iHWUX AWTiAPONIpUAMHIB abo A0 6yAb-SKOT JONOMIKHOI PEeYOBMHU NiKapCbKOro 3acoby (AuB. po3gin
«CKnag»).

- O6CTPYKLUiA CyaUH, L0 BUXOAATb 3 IBOTO LLUTYHOUKA.

- HenikoBaHa 3acTiliHa cepLeBa HefJOCTaTHICTb.

- HecTabinbHa cTeHoKapAis abo HewwoAaBHO NepeHeceHnn (NpoTaromM 1 micaus) iHgapKT MioKapaa.

- TsKKa nevyiHKoBa HeAOCTATHICTb.

- TskKa HMpKoBa HepocTaTtHIcTb (LUK® <30 mn/xB), BKIHOUAKOUM NaLieHTIB, AKI NPOXOAATH Aiasis.

- OpHo4acHe 3aCTOCYBaHHSA 3 CUIbHUMU iHri6iTopamu CYP3A4, unknocnopmHom, rperndgpytom abo cokom rpeinndgpyTa (ame. po3ain «B3aemogis 3 iHWNMK
NiKapcbK1MM 3acobamu Ta iHLi BUAW B3aEMOLiN»).

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amm Ta iHLWi BUAM B3aEMOLIN.
OfHo4acHe 3aCTOCyBaHHA NPOTUMNOKa3aHo



IHri6itopn CYP3A4

Bigomo, wWo nepkaHiguniH MeTabonisyetbca nig BrnamBoM epmeHTy CYP3A4, i Tomy iHri6itopn tepmeHty CYP3A4, 10 3aCTOCOBYHOTLCS pa3oMm i3
NepKaHignniHoOM, MOXyTb BN/IMBATK Ha NPOLEC Moro Metaboniamy Ta enimiHauii.

JocnifpkeHHs B3aeMOfIT 3 cuibHUM iHri6iTopom CY P3A4, KeTOKOHA30/10M, NOKa3a/10 3Ha4yHe NiABULLEHHS Y M1a3mi KPOoBi KOHUEHTpauil nepkaHignniHy (15-pasose
36inbLUeHHs 3HaveHHa AUC (nsiowi nig KpuBoto) Ta 8-pa3oBse 36iNbLUeHHs 3Ha4eHHA Cpgy €YTOMEpA S-NepKaHignmniny).

Cnig yHuMKaTM OfHOYACHOr0 3aCTOCyBaHHS fepKaHiguniHy 3 iHri6itopamm CYP3A4, TakuMM $K KeTOKOHAa30/, iTPakoHa30/, PWUTOHaBIp, epUTPOMILMH,
TponeaHAOMILUMH, KNapuUTPOMILUMH (AMB. po34in «poTUNOKa3aHHS:).

LLmknocrnopuH

CnocTepiranocs 36i/blUeHHs KOHLUEHTpaUiT B M1a3mi KpoBi SK nepkaHignniHy, Tak i UMKAOCMOPUHY MpK TX 0AHOYaCHOMY 3acTOCyBaHHI. JoCnifKeHHS 3a y4acTto
MOSIOANX 3[0POBMX A0OPOBOMBLLIB MOKa3ano, Lo AKWO MPUIAOM LMKNOCNOPUHY BigbyBaBCs yepe3 3 rofAvHW Micns NPUinoMy fepKaHiguniHy, TO KOHLEHTpauis
NepKaHiguniHy y nnasmi He 3MiHIOBanacs, ToAl AK 3HadyeHHss AUC yuknocnopuHy 36inbwysanocs Ha 27 %. OfgHakK ofHOYacHe 3aCTOCyBaHHS NiepKaHigvniHy Ta
LIMK/IOCMOPUHY CNPUYNHSAE 36iNbLUEHHS KOHLEHTpaLiT nepKaHignmniny y nnasmi Kposi y 3 pasu, a 3HadeHHss AUC uuknocnopuHy 36inbluyeTbes Ha 21 %.
LIMKNOCMOPWUH Ta flepKaHiAnniH He Cij 3aCTOCOBYBATU Pa3oM (AMB. po3ain «poTUMNOoKasaHHS»).

MpenndpyT abo CiK rpenndpyTa

AK | B IHWMX AurigponipuanHie, MeTaboniam nepkaHignniHy ynoBiNbHIETLCA Mif BMAMBOM rpeindpyTa abo CoKy rpeindpyTta 3 nodasblUnm MigBULLIEHHAM
CUCTEMHOT AOCTYNHOCTI flepKaHiguniHy Ta NOCUMEHHAM TiNOTEH3MUBHOI Ail. JlepkaHiguniH He cnig npuiiMati 3 rpeiindpyTomM abo COKOM rperindpyTa (4vB. po3gin
«[POTUNOKA3aHHS»).

OfiHo4acHe 3aCTOCYBaHHSA He PEKOMEHAYETHCA

IHaykTopu CYP3A4

Cnifg 3 06epexHICTIO 3aCTOCOBYBATU NepKaHignniH 3 iHaykTopamu CY P3A4, TaknMy SK NPOTUCYAOMHI 3aco6um (Hanpuknag, GeHiToiH, heHobapbiTan, KapbamaseriH)
Ta pugaMniumH, OCKilbKU MOXEe 3HU3UTUCA aHTUTINepTeH3MBHUIA eheKT. TakKoX Cnif yacTille, HXK 3a3BMYaid, KOHTPO/IIOBATU apTepiaibHUA TUCK (4MB. PO34in
«OCc0061MBOCTI 3aCTOCYBaHHS).

AJIKOrosnb

Cnif, YH/KaTU BXXMBAHHSA a/IKOr0/1H0, OCKI/IbKM BiH MOXXE MiACWIIOBATY [it0 BA30ANNATYHOUNX aHTUTINEPTEH3UBHIUX NIKIB (AMB. po34in «OCo6nMBOCTI 3aCTOCYBAHHSA»).
3axonm 6e3neku, BKIKOYAKUM KOPUTyBaHHA L03W

Cy6crtpatn CYP3A4

Cnip 6yTn 06epeXHVM Mpu OLHOYACHOMY 3aCTOCYBaHHI JlepKaHigvniHy rigpoxnopugy 3 iHwumu cybctpatamu CY P3A4, TakuMun fK TepdeHaguH, acTemisorn,
aHTUapuTMiumi 3acobamm 111 knacy (Taki K aMiofJapoH, KBiHIAWH, COTaNonN).

Migasonam

OpfiHoYacHe 3aCTOCYBaHHS Mifazonamy Ta fiepkaHiguniHy y fo3si 20 mr y go6poBosbLiB NiTHLOrO BiKy NPU3BOAMMIO A0 30i/bLUEHHA BCMOKTYBaHHS NlepKaHignniHy
(npnbnm3Ho Ha 40 %) Ta 40 3MEHLLEHHS LIBUAKOCTI MOro BCMOKTYBaHHS (T o 3 FOAUHM 3aMicTb 1,75 roauHu), a KOHLEHTpaLis Migasonamy He 3miHIOBanach.

MeTonposnon
OfiHOYaCcHe 3aCTOCyBaHHSA fiepKaHiamniHy Ta metonponony (B-610katop, Wo BUBOAUTLCA 3 OPraHi3My nepeBaxHO vepes rneyiHKy) He BUABWIO 3MiHM 6I0L0CTYMNHOCTI

MEeTOonposnony, Todi SK 6i0A0CTYNHICTb NepKaHignniHy 3HMKyBanacs Ha 50 %. Llein edekT mMoxe 6yTW NOB’A3aHWI 3i 3MEHLLEHHAM MEYiHKOBOr0 KPOBOTOKY, LLO
CMPUYUHSAETLCA B-agpeHobioKaTopammn Ta MOXEe BUHMKATW NPV 3aCTOCYBaHHI iHWWX npenapatiB uboro knacy. OTXe, nepkKaHiguniH MoOXHa 6e3 3acTepeXxeHb
3aCTOCOBYBaTH i3 3-agpeHobnokaTopamMu, ane Npu LboMy MOXe NOTPebyBaTNCA KOPUTYBaHHSA AOr0 [03M.

JAVrokcuH



OfHoYaCHe 3aCTOCYBaHHS NnepkaHiguniHy y fosi 20 Mr nawieHTam, SiKi NOCTIMHO NpUAMany B-MeTUNAUTOKCUH, HE BUSBMIO HISIKOT (PapMaKOKiHETUYHOI B3aEMOSIl.
OfHak BigMivanoca nigsuLLeHHA Cpgx AUTOKCUMHY Ha 33 %, Togi AK He Bigbysanocs 3Hadywmx 3MiH Hi AUC, Hi HUPKOBOTO KiipeHcy. MauieHTu, ki 04HO4YacHo

3aCTOCOBYHOTb /lepKaHiAnMiH Ta AUroKCUH, MOBUHHI NepebyBaTu Mif CyBOPUM KOHTPOJIEM LLLOAO MOXK/IMBOT MOABN 03HAK IHTOKCUKALiT AUTOKCYHOM.

IHWI B3aemopit

PyoKCeTuH

JocnifpkeHHs Woao B3aemopil 3 dyokceTnHom (iHribitopom CYP2D6 1a CYP3A4), Wo npoBoAunn 3a y4vacTio [06poBO/bLIB BIKOM 65 + 7 pokiB (cepedHe
3HaYeHHs = CTaHAapTHe BiAXUeHHSA) NOKa3anu BIACYTHICTb KAIHIYHO 3HAYYLWMX 3MiH (hapMaKOKIHETUKW NepKaHignniHy.

LinmeTnamH

OfiHOoYacHe 3aCTOCYBaHHA LMMETUAMHY Y A060Bii f03i 800 Mr Ha 00y He CNPUYMHSIE CYTTEBUX 3MiH KOHLEHTpaLiT NepKaHignniHy B KPOBI, ane npu 6inbLuiin gosi
Tpeba 6yTn 06epeXXHUM, OCKINIbKM MOXKe 36i1bLUMTUCS 6I0A0CTYNHICTb | aHTUriNepTEH3MBHA Ais NepKaHignmniny.

CumBacTatuH

Konwu nepkaHigmnid y gosi 20 Mr noBTOPHO OAHOYACHO 3acTOCOBYBaM i3 40 Mr cumBacTaTuHy, nokasHuK AUC nepkaHiguniHy 3MiHIOBaBCA He3HAYyHO, TOAI K
nokasHuk AUC cumBacTaHTUHY 36inbLuUyBaBcs Ha 56 %, a nokasHuk AUC Moro akTMBHOro MetaboniTty b-rigpokcnkmncnotn — Ha 28 %. ManoimoBipHO, WO Taki
3MiHW € KNIHIYHO 3HaYyLWMMK. He O4iKyeTbes B3aEMOAIT, AKLLO flepKaHiAnNiH NpuinMaTy BpaHLi, a CMMBacTaTH BBEYEPI, SK Lie peKOMEH0BaHO 11 3aCTOCYBaHHS
LIbOro NiKapCbKOro 3acoby.

[iypeTnku Ta iHribitopu AlN®

JlepkaHiguniH MoXHa 6e3rneyHo 3aCTOCOBYBaTM Pa3oM 3 fiypeTuKamu i 3 iHribiTopamu Ao,

IHWI nikapcbKi 3ac06MU, LU0 BMNIMBAKTH Ha apTepialbHUIA TUCK

AK i NpyY 3aCTOCYBaHHI IHLWNX riNOTEH3MBHMX NiKapCbKMX 3aC006iB, MOCUIEHHSA TNOTEH3MBHOI AiT MOXe CrocTepiraTucsa Npu CyMiCHOMY 3aCTOCYBaHHI lepKaHignniHy
3 IHWKUMK NiKapCbKMMK 3ac06amMK, L0 BMAMBAKOTL Ha apTepiasibHUiA TUCK, TakuMKU AK anba-6/10KaTopy, WO 3aCTOCOBYHOTb ANS NiKyBaHHA CMMMNTOMIB 3 OOKY
CEYOBUX LUNAXIB, TPULUMKNIYHAMWN aHTUAeNnpecaHTaMm1, HeiponenTukamu. 3 iHWOro 60Ky, ocnabneHHs rinoTeH3MBHOT Ail MOXe crnocTepiratuca npu ogHoYacHoOMY
3aCTOCyBaHHI 3 KOPTMKOCTEPOIfaMK.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

CuHApom ciabKocTi CMHYCOBOIO By3/1a

Tpeba OyTM 0COGAMBO 06EpeXHMM MNpPWU 3aCTOCYBaHHI NepKaHiguniHy nauieHTaM i3 CMHAPOMOM CnabKoCTi CUMHYCOBOrO BY3na, SIKUM He iMMIaHTOBaHWI
Kapgioctumynsarop.

AVchyHKLLiS NiBOrO LWAYHOYKA

3 06epexHICTIO NMpu3HayaTn Npu AUCHYHKLIT NIBOrO LUNYHOYKA Cepus, He3BaXaroun Ha Te, L0 reMOoAVMHaMiYHO KOHTPO/IbOBaHI JOCNI[KEHHA HE BUABUIN YKOLAHUX
nopyLleHb PYHKLUIT LWAYHOUKIB.

lLemivyHa XBopoba cepus

MpUNyCcKaeTbCA, WO AeaKi AUriaponipuanvHN KOPOTKOYaCHOT Aii acoLitotoTbCA 3 MiABULLEHNM CepLeBO-CYANHHUM PU3MKOM Y NaUieHTIB 3 iLLEeMIYHOK XBOPO6OIO
cepus. Hesaxatoum Ha Te, LLLO NepKaHignMiH € NpenapaTtoM A0BroTpmuBanol Aii, NPoTe TaKUM XBOPWUM JTIKAPCbKMWIA 3aci6 CNif, 3aCTOCOBYBATU 3 06EPEXHICTHO.

[eaki aurigponipuanHn MOXyTb Y NOOAUHOKUX BUNALKaxX CIPUYNHUTY BUHUKHEHHSA B0/TH0 Y AiNAHUI cepus abo cTeHoKapaii. [y»ke pigKo nayieHTn 3 y)Ke HassBHOK
CTEHOKapAieto MOXYTb Bif3HauaTu 36i/bLIEeHHS YacTOTU, TPUBAIOCTI Ta TSXKKOCTI 1T HanagiB. B okpeMux BMNagkax MoXe crocTepiratmucs iHapKT Miokapaa (4uMB.
po34in «Mob6ivHi peakLii»).

MawieHTV 3 HUPKOBOK abo NMeviHKOBOK HEJOCTATHICTHO

Mpn nikyBaHHI NauieHTiB 3 AMCHYHKLUIED HUMPOK CMabKoro Ynm MOMIPHOrO CTYMEeHs CAif BUSBNATU 0CO6G/MMBY 06epeXXHICTb. Hespaxatoum Ha Te, WO 3a3BMYal




pekomeHgoBaHa fo3a 10 Mr Ha Jo6y MOXe HOpPMasibHO MEPEHOCUTMCA LIEK TPYno nauieHTis, A0 36inblieHHA Ao3v 4o 20 Mr Ha Ao6y noTpibHO NigxoauTu 3
06epexxHicTIo. MiNoTeH3MBHa fis NiKapCbKOro 3acoby MoO)Ke MOCUOBATUCS Y MaLieHTIB 3 ANCHYHKLIED NEeYiHKA NMOMIPHOIO CTYMeHs TSXKKOCTI; OTXKe, B TaKuX
BMMaAKax MoXKe NOTpebyBaTUCA KOPUTyBaHHS [03M.

JlepkaHiguniH NpoTMNOKa3aHo 3aCTOCOBYBATM MaLjieHTaM 3 TAXXKOH MeYiHKOBOK abo TAXKOK HUPKOBOK HeaocTaTHICTHO (LLIK® < 30 Mn/xB), BKIKOYAKOUM MaLieHTIB,
AKi npoxoaaTtb Aianis (Ave. po3ain «Cnocib 3acTocyBaHHs» Ta «[1pOTUMOKA3aHH:).

[MepuTOHEANbHUIA Aiani3

MpuiioM nepkaHigMniHy 6yB acouiioBaHWiA 3 MOMYTHIHHAM fianisaTy y nauieHTIB Ha neputoHeanbHOMY Aianisi. MOMYTHIHHS 06YMOBMEHO NiABMLLEHOD
KOHLEHTpaLjieto Tpurniuepuais y fianisati, WO 31MBAETbCS. X0o4a MeXaHi3M pPO3BUTKY LIbOro fBMLLA He 3’COBaHWIA, MOMYTHIHHS 3HUKae He3abapom Micns BigMiHM
nepkaHiguniny. Cnig BpaxyBaTh L0 OCOG/IMBICTb, OCKi/IbKM MOMYTHIHHA AianizaTy MOXe 6yTU NMOMMWIKOBO MPUIAHATO 3a iH(EKUiAHWMIA NEepPUTOHIT, a Le MOoXe
MPU3BECTN [0 HENOTPIGHOT rocniTanisauil i NPU3Ha4YeHHa eMnipuUYHOT aHTNBIOTMKOTepanil.

IHaykTopu CY P3A4

IHaykTOopn CYP3A4, Taki K NPOTUCYAOMHI 3ac06u (Hanpuknag eHiToTH, kapbamaseniH) i pudaMniynH, MOXYTb 3HVKYBATWM KOHUEHTpaUito fepKaHiguniny y
nnasmi KpoBi, i TOMY epeKTUBHICTb Aii epKaHiAUMiHY MOXe BUSBUTUCS HXKYE O4iKyBaHOT (AMB. po3ain «B3aemogis 3 iHLWMMK NiKapCbKUMK 3acobamn Ta iHWi BUAK
B3aEMOLin»).

AJIKorosnb

Cnip yHUKaTVM OAHOYACHOIO BXMBAHHS aKOro/t0, OCKINIbKN Lie MOXE MPU3BECTU A0 MOCUIEHHS CYLMHOPO3LLMPOBA/IbHOI aHTUMINEPTEH3UBHOT Ail NiKapCbKNX
3ac006iB (AMB. po3ain «B3aemogis 3 iHWMMKN NiKapCbKUMKM 3aco6ami Ta iHLLI BUAW B3aEMOAIN»).

JlakT03a

Lleir nikapcbkuii 3aci6 MiCTUTb N1aKTO3y, TOMY MOr0 He cfif NpUAMaT naulieHTam i3 pigKiCHUMM CNafKOBMMMW 3aXBOPHOBAHHAMW: HEMNEpeHOCUMICTIO ranakTosu,
BUPAXXEHOI0 HEAOCTATHICTHO /lakTas3n abo MasibabcopOLuieto rHOKO3N-ranakTo3u.

3acTocyBaHHA y nepiof BarimTHOCTI abo rogyBaHHsA rpyaato.

BariTHicTb. [aHi Npo 3acTOCYBaHHSA NepKaHigvniHy BariTHUM BIiACYTHIi. [OCNipKEHHS Ha TBapuHax He BUSBWAM TepaToreHHWin edekT (amB. «OcobnmBi rpynu
nauieHTiB» y po3aini «PapmMakoKiHETUKa»), ane iHWIi AurigponipuavHn BUSBUAN TepaToreHHWn eqekT Y Aocnigax Ha TBapuHax. JlepkaHiguniH He peKoMeHA0BaHo
3aCTOCOBYBATU MNif Yac BariTHOCTI abo XKiHKaM penpoAyKTUBHOTIO BiKY, AKLLO BOHW MatOTb OaXkaHHA 3aBariTHITY Ta He 3aCTOCOBYHOTb KOHTpALLEnL,ito.

["ofyBaHHA rpyaato. HesifiomMo, Yv NPOHMKAE NiepKaHiAuniH abo Moro metaboniTv B rpyAHe MOIOKO IIOANHN. He MOXXHa BUK/TKOUUTU PU3MK A1 HOBOHAPOKEHMX abo
rpyaHUX giTel. JlepkaHigunid He cnif npuiamaTy nig vyac rogyBaHHS rpyaato.

@epTUnbHICTb. KNiHIYHI faHi Wo40 nepkaHigMniHy BigCyTHI. MMOBIAOMIAN0OCS NPO BUMNAAKK, KONN Y AeAKUX MauieHTiB 6/10KaTopy KaHanis BUKIVKaIM 060POTHI
GioXiMIYHI 3MiHM B TOMOBLi Cnepmarto30iga, 34aTHI HeraTMBHO BM/IMBATM Ha Mpouec 3annifHeHHs. Mpy NOBTOPHUX HeBAANMX Cnpobax eKcTpakopnopaibHOro
3anigHeHHs 3a BiCYTHOCTI IHLLMX NOSCHEHb CNif, B3ATY [0 yBaru, L0 NPUYMHOK MOXYTb Oy TW 6/10KaTOPY KaulbLLIEBUX KaHaiB.

34aTHICTb BNAMBAT Ha WUBMAKICTb peakLii npy KepyBaHHIi aBTOTPaHCNOPTOM abo iHLIMMKU MeXaHi3mamu.
JNepkaHignniH Mae He3HaYHWUIA BNAMB Ha 3[aTHICTb KepyBaTW aBTOTPAHCNOPTOM abo MpautoBaTit 3 iHWNMK MexaHi3Mamu. MpoTe cnig 6yTn 06epeXKHNM, OCKiNbKK
MOXYTb BUHUKATW 3arMamMOpPOYeHHS, aCTEHIS,, BTOM/IHOBAHICTb, @ B PiKICHUX BUNAaLKaX COH/IMBICTb.

Cnocib 3acTocyBaHHA Ta A03Mu.
3acTepe>KeHHs
NepkaHignnin cnig npuiiMaTi BpaHLi NpUHaiMHi 3a 15 XBUAWH [0 CHifaHKy.



Llein nikapcbKuid 3acib He cnig npuiimMati i3 COKOM rpeindgpyTa (avB. po3gin «MpoTunokasaHHa» Ta «B3aemogis 3 iHWMMK NiKapCbKUMK 3aco6aMu Ta iHWi BUAW
B3aEMOAI»).

[lo3yBaHHs. PekomeHoBaHa fjo3a cTaHoBUTL 10 Mr 1 pa3 Ha goby, fKy cnif npuiiMaTii NpUHaimMHi 3a 15 XBUAKH [0 ian. [,03y MOXHa NigBUWKUTA 40 20 Mr, 3a/1eXKHO
Bifl IHAMBIAYaNbHOI YyTNMBOCTI nauieHTa. Mig6ip Ao3n mMae 6yTM MOCTYNOBMM, OCKI/IbKM MakCUMasibHa aHTUTINepTeH3NBHA A MOXe NPOSBUTUCA Yepe3 2 TUXKHI
nicnsg noyvaTky NiKyBaHHS.

[nsa pesakmx ocib, y AKMX He BOAETbCA afjeKBATHO KOHTPOJIHOBATW PiBEHb TUCKY OLHWM AHTUTIMNEPTEH3VBHUM MpPenapaToM, MOXe 6yTW AOUINbHUM NiKyBaHHS
NnepKaHiguniHy  rigpoxnopugom  pasom 3 6nokatopoMm  [(-agpeHopeuenTopiB  (ateHonon),  diypetukom  (rigpoxnopoTiasng) abo  iHribitopom
aHrioTeH31HNEePeTBOPIOBA/ILHOIO (hepMeHTY (KanTornpwua abo eHananpwn).

OCKi/NlbKM KpuBa 3a/1eXXHOCTI «/03a-BiAMNoBiAb» KpyTa Ta Mae nnato npu gosax 20-30 Mr, MasoiMOBIpHO, WO eeKTUBHICTL By/e BULLA NPY 3aCTOCYBaHHI BifbLL
BUCOKMX [03; Y TOI Yac K YacToTa NobivyHNX edheKTiB MOXKe 30i/1bLLYyBaTUCS.

MayieHTn NiITHLOro BiKy: Xo4va (apMakoKIHETUYHI AaHi i KNiHIYHWIA [OCBIA CBigYaTb, L0 KOPUryBaHHSA fO60BOT 403M He NOTPibHe, cnij NposBAATM 0CO6NMBY yBary
Ta 06ePEeXHICTb Ha NOYaTKY NiKyBaHHA MaLieHTIB NiTHLOMO BiKY.

MauieHTn 3 HUPKOBOK abo NeYiHKOBOK HEAOCTATHICTHO: CAif 6yTN 0CO6NMBO 06EPEXHNM Ha MOYaTKY NiKyBaHHS MaLiEHTIB 3 MOPYLUEHHAM (PYHKLIT HUPOK abo
MeyiHKW Bif, IErKoro A0 NOMIPHOro CTyMeHs TSAXXKOCTI. He3Baxatoum Ha Te, Lo, AK NpaBuso, Ui NalieHTV nepeHocAaTb npenapar HOpMasibHO, 361/bLIeHHSA 4060BOT
Ao3n 1o 20 Mr cnig NpoBOANTM 3 06EPEXHICTHO. AHTUTINEPTEH3NBHWIA e(heKT MOXKe OYTW NOCUNEHWI Y NaLiEHTIB 3 MOPYLUEHHAM (DYHKLIT NEYiHKN, OTXKE B TaKUX
BMMaAKax HeobXiHe KOPUryBaHHA LO3N.

JlepkaHiguniHy rigpoxnopug NpoTUMOKas3aHO 3acTOCOBYBATM MauieHTaM 3 TSXKKOH MeYiHKOBOK abo THKKOK HUPKOBOK HepocTaTHicTiO (LUK® < 30 mn/xs),
BK/IHOHaAOUM NaLieHTIB, SIKi NpoxXoasThb Aiani3 (amB. po3ain «MpoTunokasaHHa» Ta «OC06IMBOCTI 3aCTOCYBaHHS).

[iTwn. 3acTocyBaHHA nepKaHiguniHy AiTSM BiKOM 40 18 poKiB He PEKOMEHAYETLCS, OCKINbKM BIACYTHIN KNiHIYHWIA JOCBIA,.

Nepeno3yBaHHS.

MpoTarom nepiogy nicnsapeecTpaLiiHoOro 3acTocyBaHHS NepKaHiaMNiHy NOBIAOMAANOCSA NPO AesKi BUNaaku nepeaosyBaHHs (Big 30-40 mr go 800 mr), y ToOMy yumchi
cnpo6a cyiunay.

CumMmnTomu

AK |y BUMNAAKY Mepefo3yBaHHA IHWWX AUTIAPONIPUAMHIB, Nepefo3yBaHHA NepKaHiguniHy CNpUUYNHUTL HaAMIpHY nepudepuyHy BasoamnaTauito i3 MOMITHO
apTepianbHOK TNOTEH3IED Ta PedhIeKTOPHO Taxikapaieto. OfHaK npu Ly>Ke BUCOKMX [03aX MOXe OyTu BTpayeHa nepuepmryHa CeNeKTUBHICTb, WO CNPUYNHUTL
Opagvkapaito Ta HeraTMBHWIA IHOTPOMHWUIA edeKT. HainowmpeHiwmnMmn NoGiYHUMK peakuismy, NOB’A3aHMMK i3 BUNaLKamy NepefosyBaHHS, Oynn apTepiasbHa
rinoTeHsis, 3anamopoYeHHs, rofI0BHUI 6iNb Ta NOCUNEHE CepuebuTTA.

JlikyBaHH#

KniHiYHO 3Hauylla apTepiasibHa rinOTeH3id, CNpUyYMHEHa nepefo3yBaHHAM, BMMarae akTWBHOI CepueBO-CYAVHHOT MiATPUMKM, BK/OYAOUM Taki 3axofu:
CMOCTEPEXEHHS 3a CEPLLEBOIO Ta ANXa/IbHOK (DYHKLISMW, MIAHATTA KiHLiIBOK, KOHTPO/b 06’ €MY LIMPKY/IOKYOT PigVHN Ta diypesy.

3BaXatoun Ha TpuBanuii (hapmMakonoriyHMin edhekT nepkaHiguniHy, Heob6XigHO NPOAOBXWUTM CMOCTEPEXEHHS 3a CTaHOM CepLEeBO-CYAMHHOI CUCTEMM NauieHTa
NPOTArOM He MeHLUe 24 roguH. 3 ornsay Ha BUCOKWIA CTYNiHb 3B’A3yBaHHA npenapaty 3 6inkamu nepefdavaeTbes, WO Aianis € HeetheKTMBHUM. Mpu Nigospi Ha
OTPYEHHA CepeiHbOro abo BaXKKOro CTYNeHs NOTPiGHO crnocTepirati 3a CTaHOM nauieHTa Yy BidiNeHHi iIHTeHCMBHOT Tepanii.

Mo6iyHi peakuil.
Besneka 3acTtocyBaHHsi nepkaHiguniHy B fo3i Big 10 go 20 mMr oguH pa3 Ha o0y ouiHeHa B Xofi NOABIMHOrO cAinoro, naaue6o-KoHTPONbOBAHOIO KNiHIYHOIO



AocnimpkeHHs (3a yyacTio 1200 nauieHTis, WO NpuidMany nepkaHigunid, i 603 nayieHTiB, AKi NpuiiMany nnaue6o), a TakoX B XOfi aKTMBHOKOHTPO/IbBAHWUX Ta
HEKOHTPO/IbOBAHUX [0BrOCTPOKOBUX KNIHIYHWUX [LOCNIIKEHb 3 aKTMBHUM NpenapaTtoM MOPIBHAHHA 3a y4acTio 3676 nauieHTiB, AKi CTpaXK4asv Ha apTepiasibHy
rinepTeHsito i OTPUMYBaIV NIEPKaHIANMIH.

Haibinbw yacTumm NoGiYHMMKM peakuUisMK, NOBiAOMIEHHS NPO fKi 6yNM OTPMMaHi B X041 KNiHIYHMX AOCNIMAXKEHb, a TaKOX B XOAi MiCNApeecTpauiiHOro Harnsgy,
6ynu: neputepryHi HabpsikK, rofIoBHUI Biflb, NPUNANBK, TaxikapAais i NocuneHe cepueouTTs.

Y HwK4eHaBefeHin Tabnuui npescTas/eHi NO6iYHI peakuil, LLoA0 AKUX BCTAHOB/EHO MPUUYMHHO-HACNILKOBMWIA 3B’A30K i3 3aCTOCYBaHHAM npenapaTy B pe3y/nbTaTi
KNiHIYHUX JOCNIMKEHb Ta NiCNAPEECTPaLiiHOro Harnsay B pisHUX KpaiHax CBITY.

BoHu po3nogineHi cuctemamm opraHie 3rigHo 3 MedDRA Ta 3a 4acToToHo: Ay»e yacto (= 1/10), yacto (= 1/100 go < 1/10), HeyacTo (= 1/1000 go <1/100), piako (=
1/10000 fo < 1/1000), ay»e pigko (< 1/10000), HeBigoMO (OLiHKa 3a HassBHUMW JaHMMN HEMOX/INBA). Y KOXHIl rpyni 3a 4aCcTOTOH No6iYHI peakuil, WO BUHUKaIN,
3a3HayeHi y nopsaKy 3MeHLUEeHHS NposBiB.

CucTtemu opraHis YacTto HeuacTo Pigko Hesigomo
3 60Ky iMYyHHOI CUCTEMM rinepyyTInBICTb
3 60Ky HepBOBOT CUCTEMW | FOIOBHWI Biflb | 3aMaMOPOYEHHS COHJIMBICTDb,
CUHKOMe
3 60Ky cepugs Taxikapgis, CTEHOKapAis
nocuneHe
cepueonTTs

3 60Ky cyavH npUNINBM apTepiasibHa

rinoTeHsis
3 BOKY LLMYHKOBO- avcnencis, 6110BaHHS, rineptpodiis  sAcen?,
KULLIKOBOIO TPaKTy HypoTa, 6inb y | giapes MOMYTHIHHA  PiAVHMK,

BEPXHIA  YaCTUHI o  BUTIKAE  npu

XMBOTa nepuTOHeaslbHOMY

pianisil
3 60Ky MeyiHKK Ta NiABULLEHHS piBHA
YXOBYOBWMBILHUX LLNAXIB CUPOBATKOBUX
TpaHcamiHa3z?!

3 6OKy LUKipK Ta BUCKNAHHS, KpOmnuB’AHKa aHriOHEBPOTUYHNI
NiALWKIPHO-XXNPOBOT cBepo6IX Habpsk 1
KNITKOBMHN
3 60Ky crnony4Hol Mianris
TKaHVHU, M’430B0I Ta
KICTKOBOT CUCTEM
3 60Ky HMPOK Ta noniypis nonakiypis
CeYOoBMBILHUX LLUNAXIB




3aranbHi NopyLleHHs i nepugepunyHi acTeHis, 6inb y rpyasax
MOPYLUEHHSA y Micui HabpsaKK BTOM/IFOBAHICTb
3aCTOCyBaHHA
1 No6iuni peakuii, Ki 6ynv BUSB/IEHI Y MOCTMApPKETUHIOBWIA NePiog, 3riAHO 3i CMOHTaHHUMK NOBILOMIEHHAMM 3 Pi3HNX KPaiH CBITY.

Onuc oKpeMux Mo6iIYHMUX peakLiili

IMig Yac nnaue60-KOHTPOMbOBAHMX KMIHIYHMX JOCNIIKEHb YaCcTOTa BUHUKHEHHS NepudepuyHnX HabpsakiB cTaHoBuna 0,9 % npu npuiiomi nepkaHiguniHy B A03i Bif
10 po 20 wmr i 0,83 % npu npuiiomi nnaue6o. Beboro y pocnigkysaHoi nonynsuii, BKAHOYaoUM A0BrOCTPOKOBI KNiHIYHI BUNPO6YBaHHSA, YacToTa BUHUKHEHHS
pocsarana 2 %.

JlepkaHiguniH, IMOBIPHO, He Mae HEraTMBHOIO BMN/IMBY Ha PiBEHb /IHOKO3M B KPOBI i PiBEHb iNifiB B CMPOBATL.

Jeski gurigponipuavHn pigko MOXYTb MpU3BOAMTW [0 60N y AinsHUiI cepus abo cTeHoKapail. [y)ke pifKo Yy XBOPUX 3 YXKE HafBHOK CTEHOKapLiet MOXe
36i/bLLUYBATUCA YaCcTOTa, TPMBANICTb ab0 TAXKKICTb LMX Hanadis. MOXyTb CrocTepiratuca nooAnHOKI BUNaaKn iHPapKTy MioKapaa.

[NoBigOMAEHHS NPO Nifo3ptoBaHi NObIYHI peakLiT

MMoBiAOM/IEHHA MPO Nifo3proBaHi MOGIYHI peakuii Nicna peecTpauil NiKapcbKOro 3acoby Mae Benuke 3HayeHHdA. Lle [03BONSE NPOAOBXYBATW MOHITOPUHT
CNiBBIAHOLLEHHSA KOPUCTI/PU3NKY NPK 3aCTOCYBaHHI NiKapcbKoro 3acoby. MpauiBHNUKN MeanUYHOT rany3i NOBUHHI NOBIAOMASTI NPO 6YyAb-AKi NO6IYHI peakLii.

TepMiH NpUAATHOCTI. 3 POKMW.

YM0BM 36epiraHHs.
CneujianbHi yMoBY 36epiraHHs He BUMaratoThbCs.
36epirati B OpuriHa/bHii ynakoBLi B HeLOCTYMHOMY AN AiTei Micu,.

YnakoBKa.
Mo 1 6nicTepy no 7 TabneTok, BKPUTKX MAIBKOBOK 060/10HKOIO; Mo 1 a6o no 2, abo no 4 6nictepu no 14 1abneTok, BKPUTKX MAIBKOBOH 060/10HKOIO; Mo 6 a6o no 9
6nictepiB no 10 TabNeToK, BKPUTMX NTIBKOBOK 06010HKOL0, Ta IHCTPYKLiS ANF MEANUYHOr0 3aCTOCYBaHHS Y KapTOHHI Kopoobu,i.

Karteropis Bignycky.
3a peLenTom.

Bupo6HUK.
BEP/TIH-XEMI AT

Micue3HaxomkeHHs BUPOOHMKa Ta agpeca MicLsi NPoBafpKeHHS A0ro 4isiNIbHOCTI.
I"niHikep Ber125, 12489 bepniH, HimevyunHa.

3asABHUK.
MeHapiHi IHTepHewoHan OnepeiwoHc JSllokcembypr C.A.



Micue3HaxoLKeHHS 3asBHMKa.
1, ABeHto fe na ap,L-1611 J/Trokcembypr, JTtoKceMoypr.



