IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS /liKapcbKoro 3acofy

JIEPKAMEH® 10

Cknag:

Aitoya peyosumHa: lercanidipine;

1 TabneTKa, BKpUTa N1iBKOBOK 060/I0HKOK, MICTUTb flepKaHiguniHy rigpoxnopuay 10 mr, Lo eKBiBaSIEHTHO iepKaHignniHy 9,4 mr;

[ONOMI>KHi PEYOBMHI: NaKTO3M MOHOriApaT, Lento103a MiKpOKpUCTasliuHa, HaTpito KpOXManbrnikonat (tun A), NoBiAOH, MarHito cteapat, 060n10HKa Opadry OY -SR-
6497, [0 cKnagy AKOI BXOAATL: riNpomMenosa, TasibK, TUTaHy giokens (E 171), nonieTuneHrnikons, 3anisa okeng (E 172).

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOK 060/10HKOH.
OCHOBHI (Pi3UKO-XIMiYHi BNaCTMBOCTI: XOBTI KPYI/li IBOONYK/I TabMeTKu, BKPUTI NNIBKOBOIO 000/IOHKOKO, 3 PUCKOO /18 MOy 3 04HOro 60Ky. Pucka ana noginy
npy3HaYveHa NnLLe 418 po3fiaMyBaHHSA 3 METOHO MOJerLleHHs KOBTaHHSA TabneTkun, BOHa He NMpu3HaveHa 41s noginy TabneTkv Ha piBHi 403W.

dapmakoTepaneBTUYHa rpyna. CenieKTUBHI aHTaroHIiCTU KaslbLito 3 OCHOBHOIO Ai€t0 Ha cyauHu. IoxigHi gurigponipuandy. Kog ATX C08C A13.

dapmMakosoriyHi BNacTnBOCTI.
PapmakofnHamiKa.

MexaHi3m Aji
JepKaHiguniH — Ue aHTaroHICT KanbLito AWUrigponipuanHOBOT Fpynu, WO NPUrHivye TpaHCMeMOPaHHWIA NPUNANB KanbLito Y KNITUHM cepus Ta rnafeHbKux M’a3iB.

MexaHi3M 10ro aHTUrinepTeH3UBHOT il 3yMOB/IEHNIA NPSMOIO PenakCyroUOor Ai€t0 Ha rnafKi M’ a3u CyAuH, BHACTI 40K YO0 3HMXKYETbCA 3arasibHUiA NepudepruyHinii onip.
dapmakoanHaMivHieheKTn

HesBaxKatoun Ha KOPOTKMiA Nepiog, HaniBBMBEAEHHSA NepKaHiAMNiHY, BIH Mae NPO/IOHroBaHy aHTUTiNepTEH3UBHY it0 3a paxyHOK BUCOKOr0 KoeqiLjieHTa MeMbpaHHOro
po3noAiny i nos6aBneHUn HeraTMBHOI IHOTPOMHOT Al 3aBASKWM Oro BUCOKIN CYAMHHIN ceneKTMBHOCTI. OCKIifbKM Bas3ogmnatalis, cnpuymMHeHa nepkaHignniHy
ri4poX0pnAaoM, BibyBaETLCAMOCTYNOBO, TO FOCTPA rinoTeH3iA 3 pet1eKTOPHOR TaXiKapAieto y XBOPUX Ha apTepiasibHYy rinepTeH3ito CnocTepiraeTbes pigKo.

AK i B IHLUMX aCMMETPUYHMX 1,4-AnrigponipuanHiB, aHTUrinepTeH3MBHA it NepKaHignniHy 3yMOB/eHa FO/10BHNM YUHOM 1A0ro (S)-eHaHTioMepoM.

KniHivyHa etheKTUBHICTb Ta 6e3neKa

KniHiuHa etheKTUBHICTb I 6e3neka nepkaHignniHy B 4o3i Big 10 o 20 Mr oguH pa3 Ha 006y 6ynaoLiHeHa Mijg vyac NoABIHO cAinuX NnaLe60-KOHTPONbOBAHUXKIHIYHNX
pocnimkeHb (3a yyacTio 1200 nauieHTiB, AKi OTpUMyBanv nepkaHigunid, i 603 nauieHTis, AKi npuiiMany nnauyebo) i B Xo4i LOBroCTPOKOBUX HEKOHTPOIbOBAHUX
KMTHIYHUX JOCNIAXEHb 3 aKTUBHMM NpenapaToM NopiBHAHHA 3a yyacTro 3676 naLieHTIB, AKi CTPaXat0Tb Ha apTepiasibHY rinepTeHsito.

BinbLWICTb KNIHIYHUX AOCNiMKEHb By NPOBEAEHI 3a Y4YacTo NauieHTIB 3 eCeHLia/lbHOKO TiNepTeH3IED Bif N1ErKOro A0 CepefHbOro CTYMeHs THKKOCTI (BK/IHOUaoum
nawuieHTiB NITHLOro BiKy Ta NauieHTIB 3 LyKPOBUM [iabeToM), SiKi OTpUMYBaM NepKaHiaMniH y BUrNa4i MoHoTepanii abo y komb6iHauil 3 iHri6iTopamu AP,
AlypeTrkamu abo 6eTa-6110kaTopaMu.

Y [LOMOBHEHHSA [0 KMIHIYHUX JOCMIMKEHb, NPOBELEHUX ANA MiATBEPIYKEHHSA TepaneBTUYHMX MOKa3aHb, OY/10 NPOBELEHO e OfHe HeBe/IMKe HEKOHTPONbOBAHE, afle
paHAoMi30BaHe AOCNILKEHHS 3 YHACTHO NaLiEHTIB 3 TAXKUM CTYMNeHeM rinepTeHsii (CepeHe 3Ha4YeHHA = cTaHAapPTHE BigXWUNEeHHS A4iaCTONIYHOIO TUCKY KPOBI CTAHOBWIO
114,54+ 3,7 MM pT. CT.). Y X0fi LbOro JocnigpkeHHs apTepiasibHUiA TUCK HopMastisyBaBcAy 40 % 3 25 nauieHTiB Npy 3aCTOCYBaHHI 03V NepKaHiAuMiHY rigpoxnopuay
20 Mr 1 pa3 Ha fo6y i y 56 % 3 25 nauieHTiB Npu 3acToCyBaHHiI 2 pa3u Ha Aoby 10 Mr nepkaHigumniny rigpoxnopuay. Y noAsiiHOMy cC/inoMy paHgoMi30BaHOMY




KOHTPO/IbOBAHOMY AOC/NI[KEHHI Y NaUieHTIB i3 CUCTONIYHOO FiNepTeH3iet0 NepKaHignniHy rigpoxnopuns eheKTUBHO 3HUKYBAB CUCTONIYHWIA apTepia/ibHUIA TUCK Bif
cepefHbOro 3HayeHHs 172,6 = 5,6 MM pT. CT. A0 3HayeHHA 140,2 + 8,7 Mm pT. CT.

KniHiyHi focnigpkeHHs 3a y4acTo fiTeld He NPOBOAWNCS.

dapmakoKiHe TKa.

AbcopbLis

JepkaHiguniny rigpoxnopung noBHICTHO BCMOKTYETLCSA MIC/A MepopasibHOro 3actocysaHHa 10-20 Mr, a MakCHMa/ibHa KOHLEHTpaLif y nnasmi KpoBi, ika ctaHoBuTb 3,30
Hr/mn £ 2,09 cTaHAapTHOMO BiAXMNEHHA Ta 7,66 Hr/mMn + 5,90 cTaHAaPTHOI O BigXMNEHHS BiAMNOBIAHO, LOCAraeTbCs vepes 1,5-3 rogmHu nicns npuiiomy.

[lBa eHaHTIOMepW NepKaHiaMNiHy AeMOHCTPYHOTb CXOXMIA NPOdiNb KOHLUEHTPaUIT y Mna3mi KPOoBi: Yac JOCArHEHHS MaKCMMasibHOI KOHLEHTpaLIT y nnasMi KpoBi €
OAHaKOBMM, MaKCc/MasibHa KOHLUeHTpauis y nnasmi Ta AUC y cepegHbomMy B 1,2 pasa Buule y (S)-eHaHTiomMepa, a nepiof HaniBBMBEAEHHS [BOX EHAHTIOMEpPIB B
OCHOBHOMY 0/lHaKOBWIA. B3aeMorepeTBOPEHHS eHaHTIOMEPIB Y AOCNIKEHHSX iN ViVO He CoCTepiranoch.

BHacnigok BMCOKOro metabosiaMmy Mpy MepLioMy NPOXOpKeHHI abcontoTHa 6i0A0CTYMHICTb NepKaHiguniHy rigpoxnopuay, NPUAHATOrO nauieHTom nicnsa igu,
CTaHOBWTb NPM6AK3HO 10 %, Npy LibOMY BOHA 3MeHLUYBanach 0 1/ LibOro 3HaueHHs, sIKLLO Npenapar 3aCTOCOBYBaM 30P0Bi 06POBO/bLL HATLLE.

BiogocTynHICTb nepkaHigMniHy rigpoxnopugy nicns nepopaibHOro NPUnomy 36inbLLYETLCA B 4 pasu, SKLLO MOro NpuiiMaTiyi He NisHille SiK Yepes 2 roguHu nicns
BXXMBaHHS AyXKe XXMPHOT Ki, TOMY flepKaHignniHy rigpoxnopuay cnig npuiaMaTi nepeg npuiiomMom ixi.

Po3nogin

Po3nogin 3 nfasMu y TKaHWHW Ta OpraHuv € LWBUAKMM Ta 0OLUMPHUM.

CTyniHb 3B’A3yBaHHS NepKaHignniHy 3 6ifIkaMu crpoBaTKy KpoBi nepesullye 98 %. OCKinbKN BMICT GiNKIiB NaasMu y NauieHTIB 3 TSXKKMM CTYMNeHEM MOPYLLEHHS
(PYHKL,iT HUPOK 260 NeYiHKM 3MeHLLUEHWIA, TO BifilbHa PpakLis NiKapcbKOro 3acoby Moxe 0yTu 36i/bLUeHa.

BioTpaHchopmaLis

JlepkaHiguniHy rigpoxnopua akTMBHO MeTabonizyeTbes pepmeHToM CY P3A4; He3MiHEHWI Npenapart y cedi Ta Kasli He BUSBNSAETLCS. BiH NepPeTBOPHOETHCA FOTIOBHNM
YMHOM Y HeaKTMBHI MeTaboniTu, i 651M3bko 50 % NPUIRHATOT O3M BUBOAUTLCS 3 OPraHiamy 3 ceyelo.

EKCrepvMeHTH in vitro 3 N0ACBLKMMU MIKPOCOMaMK MeYiHKN NPOAEMOHCTPYBa/U, WO NepkaHigunid gewo npurHivye CYP3A4 ta CYP2D6 npu KOHUEHTpauisx y
160 i 40 pasiB BigMnoBIAHO BULLMX, HiX MOro MiKOBI KOHUEHTpaLil y naasMi KpoBi, AKi focAraloTbCa Micns 3actocyBaHHS o3 20 Mr. KpiM UbOro, BUBYEHHS
B3aEMOZil y NoAei [0Beno, Wo NepKaHigvMniH He Moaugikye piBeHb Migasonamy, TmMnosoro cyoctpaty CYP3A4, y nnasmi Kposi abo MeTonposony, TUNoBOro
cybctpary CYP2D6; TakMM YMHOM, NPV 3aCTOCYBaHHI NepKaHiauMniHy rigpoxnopuay y TepaneBTUYHMX [03aX NPUrHibYeHHs 6ioTpaHchopMalii npenaparis, WO
meTabonisytotbes CY P3A4 a6o CY P2D6, o4ikyBaTu He Chij,.

EnimiHauis

EnimiHauis Big0yBaeTbCS rOI0BHUM YMHOM Yepe3 GioTpaHchopmaLito.

CepefHiil Yac TepMiHaIbHOI enlimiHaLiT, 3a po3paxyHKaMm, CTaHoBUTb 8-10 roAuH; Yepes BUCOKY CMOPIAHEHICTb 3 NiNigHMMIN MembpaHaMu TepaneBTUYHA aKTUBHICTb
TpuBae 24 roauH. Micns NOBTOPHOM0 3aCTOCYBaHHA KyMY LT He CnoCTepiranocs.

JNiHIAHICTb/HENIHIAHICTb

Mpy nepopanbHOMY 3aCTOCYBaHHI NepKaHignMiHy rigpoxnopuay Moro KOHUEHTpauis y naasMi KpoBi He € MpsAMO MPONOpPUiAHOK A0 NPUIAHATOI A03n (HeniHiliHa
KiHeTuKa). Micns npuitomy 10, 20 i 40 Mr mMakcUManbHi KOHUEHTpaUii y nnasmi KpoBi, SKi crnocTepiranvcs, Manu cnisBigHoweHHs 1:3:8, a nnoLi nig Kpusummu
3a/1eXKHOCTI KOHLEHTpauil Bif yacy y niasmi mann crisBigHoLeHHSA 1:4:18, 10 BKa3ye Ha MNOCTYNOBE HACUYEHHS MeTaboi3My Mpy MePLUOMY NPOXOLKEHHI. Taknm
YMHOM, 6I0OCTYMHICTb NepKaHiAMMiHY 36iNbLLYETHCA 3 MiABULLEHHAM LO3N.

JoaaTkoBa iHhopMaLLisi B 0CO0IMBUX rpynax NalieHTiB

Byno nokasaHo, WO (apmMakoKiHeTUKA NepKaHignMiHy y NauieHTIB NiTHLOrO BiKY Ta Y MALIEHTIB 31 3HVXEHUMU MOKa3HUKaMN (YHKLIT HUPOK abo MeyiHKW Nerkoro
abo NOMIpHOro CTyneHs TSHXKOCTI NoAibHa A0 Takoi, Lo CNoCcTepiraeTbCa y 3arasibHivi Nonynsuii. Y XBopux i3 THKKUM CTyNeHeM AUCHYHKLIT HUPOK abo y XBOpUX,




SKUM MPOBOAATLCA CEAHCU remofiani3y, KOHUEeHTpauii Nikis 0y suwmmn (npnbnnsHo 70 %). Y XBOpurX i3 NOMIPHUM ab0 THXKKUM CTyMeHeM MOPYLUEHHS (YHKLIT
MeYiHKN cMcTeMHa 6iof0CTYMNHICTb lepKaHignniHy, iIMOBIPHO, 36i/bLUYETLCA, OCKI/IbKM 3a3BUYail BiH EKCTEHCUBHO METab0/i3yeTbCSA Y NeYiHL.

[aHi, oTpuMaHi y Xo4i JOKNIHIYHUX CTaHZapTHUX (hapMakooriyHUX LOCNIMKeHb 3 6e3mnekn, OCMifKeHb 3 TOKCMYHOCTI 6aratopasoBux [03, FeHOTOKCUYHOCTI,
KaHLIepOreHHOro noTeHLiany, a TakoXX PernpoayKTUBHOT TOKCUYHOCTI, BKa3yt0Tb Ha BifCYTHICTb 0COBMBOT Hebe3neKmn NiKkapcbKoro 3acoby Ans M0ANHN.
PapMakonoriyHi JOCNiMKeHHS 3 6e3nekun, AKi NPOBOAW/IN Ha TBapUHaX, MoKasaan BiACYTHICTb BM/IMBY Ha BeretaTtMBHy HepBOBY CUCTEMY, Ha LieHTPasibHy HEPBOBY
cucTemy abo Ha LLTYHKOBO-KULLKOBY(YHKLIKO NPV aHTUTINEPTEH3NBHMX f03aX.

3HauHi edekTu, AKi cnocTepiraimca y TpUBaIMX AOCNIMKEHHAX Ha Wypax i cobakax, nNpsMo abo nobiyHo Oynv nos’s3aHi 3 BIAOMUM BM/IMBOM BUCOKMX [03
aHTaroHICTIB Ka/ibLito, TOOTO 6y HACMiAKOM HaMipHO BMCOKOT (hapMakKoAMHaMiYHOT aKTUBHOCTI.

JlepKaHiguniH He € TeHOTOKCUYHMMTa He MPOSB/ISE KaHLEPOreHHOT Hebe3neku.

Ha depTunbHIcTb i 3aranbHy penpoayKT1BHY 34aTHICTb Y LLYPIB NIepKaHiAnniH He Br1BasB.

JlikyBaHHA flepKaHiAMNiHOM He Masio HISAKOro TePaTOreHHOro BM/MBY Y LLYPIB Ta KPOAiB, MPOTe BBEAEHHS BUCOKMX 03 Y LLypiB NPU3BOAMMO 40 3arnbeni noToMcTsa
y nepea- i nocTiMnnaHTauiinHWiA nepiog, a TakoxX 40 YNOBi/IbHEHHA BHYTPILLUHbOYTPOOHOI0 PO3BUTKY.

3acTocyBaHHSA BMCOKMX [103 NepKaHiguniHy rigpoxnopuay (12 mr/kr/ao6y) nig yac nonori MoXxe NpusBoaMTL A0 AucTouii. Mpouec po3noainy nepkaHigumniny Ta
/abo noro metaboniTie B opraHi3mMi BariTHUX TBapuH Ta iX NPOHUKHEHHS Y MO/IOKO He BUBYASIN.

OUiHKY MeTaboniTiB y TOKCUKO/OT IYHMX AOCNIKEHHSAX OKPEMO He NPOBOAUIIN.

KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.
EceHuianbHa rinepTeHsis 1erkoro abo nomipHOro CTyneHs TSHKKOCTI.

MpoTunokasaHHs.
- TligBuweHa Yy TAMBICTb 40 AiK04OT pevoBUHM abo A0 Oy Ab-SKOTA0NOMIXHOT Pe4OBUHYM NiKapcbKoro 3acoby (AmB. po3ain «Cknagy).
- O6CTpYKLif CYMH, LLIO BUXOAATD I3 TIBOTO LLUTYHOYKA.
- HenikoBaHa 3acTiliHa cepLeBa HeAOoCTaTHICTb.
- HecTtabinbHa cTeHoKapAis abo HewoaaBHO (MPOTAroM 1 MicauUs) nepeHeceHni iHhapKT MioKapaa.
- THAXKe NOPYLUEHHA (DYHKLIT MEYIHKN.
- TsKKe nopyLUeHHs (yHKLIT HUpoK (LLIK® < 30 mn/xB), y TOMY YiCAi y NaUieHTIB, SKi 3HaX0AATbLCA Ha fdianisi.

- OpHoYacHe 3aCTOCyBaHHSA i3: cunbHUMU iHriGiTopamu CY P3A4, LMKNOCNOPUHOM, peindpyToM abo COKOM rpeinndpyTa (auB. po3gin «B3aemogis 3 iHWUMK
NiKapCbKMMKM 3aco6amm Ta iHLWi BUAW B3AEMOLI»).

B3aemogis 3 iHLUMMK NiKapcbKUMM 3ac06aMu Ta iHLWi BUAW B3AEMOSIA.

[MpoTunokasaHHA 40 0AHOYACHOI0 3aCTOCYBaHHSA

IHri6itopn CY P3A4

Bigomo, uwo nepkaHiguniH metabonisyetbca nig BnavmeoM gepmeHty CYP3A4, i Tomy iHri6itopn depmeHty CYP3A4, W0 3aCTOCOBYKOTLCA pas3oM I3
NepKaHiguniHoM, MOXXyTb BNAMBATK Ha NPOLEC MOro MeTaboniamy Ta enimiHauii.




JocnifpkeHHA B3aeMOAIT 3 CuibHUM iHriGiTopom CY P3A4 KeTOKOHa30/10M MoKa3asio 3Ha4YHe MifBULLEHHS Y nia3Mi KPOoBI KOHLEHTpauiT nepkaHigmniny (15-pasose
36iNbLIeHHA 3HaueHHa AUC (naowwi nij KprBoto) Ta 8-pasose 36iNbLUeHHA 3HaUeHHA Cpay eyTOoMEpa S-nepKaHiguniny).

Cnif yHMKaTV OfHOYACHOr0 3aCTOCYBaHHA flepKaHiguniHy 3 iHribitopamm CYP3A4 (Hanpuknag KeTOKOHA30/10M, iTPaKOHAa30/10M, PUTOHABIPOM, epUTPOMILMHOM,
TponeaHAOMILMHOM, KNapuTPOMILMHOM) (AUB. Po34in «poTuUnoKasaHHs»).

LLMK/I0CNOpUH

AK ONns nepkaHiguniHy, Tak i Ang UMKI0CMOPUHY cnocTepiranocs 36i/bleHHs TX KOHLEHTpaLiT B n1asmi B pe3ynbTaTi CyMICHOro 3aCTOCyBaHHSA. [OCNIIKEHHS, L0
MPOBOAW/IN Ha MONOAMX 3[40POBUX AOOPOBO/LLAX, NOKA3a0, WO AKLLO NPUAOM LIMKNOCNOPUHY 34iACHIOBABCA Yepe3 3 roAMHN Micns NpUinomy nepkaHigunidy, 1o
KOHLEHTpaLia NepKaHiguniHy y nnasmi He 3miHtOBanacs, ToAi K 3HadeHHss AUC gna uuknocnopuHy 36inbwyBanocsd Ha 27 %. OpHak CyMIiCHMIA npuitom
NepKaHiaumniHy 3 UMKAOCMOPUHOM CrPUYNHSE TPMUpa3oBe 30iNbLUEHHA KOHLEHTPaLiT nepKaHiauniHy y nnasmi KpoBi i 36inbLueHHs 3HaueHHst AUC UMKIOCMOPUHY Ha
21 %.

LIMKNocnopuH i nepkaHiguniH He cnif 3acTOCOBYBaTW pa3oMm (AMB. po3ain «[1poTunoKasaHHs»).

MperindpyT abo Cik rpenndpyTa

AK i B iHWMX AurigponipuanHie, metaboniaM fepkaHiguniHy ynoBiNbHIOETLCA Mif BMAMBOM rpeiingpyTta abo CoKy rpeindpyTta 3 nofaiblunmM MigBULLEHHAM
CUCTEMHOI AOCTYMNHOCTI NlepKaHignniHy Ta NOCUIEHHAM TFiNOTeH3UBHOT Aii. JlepkaHignniH He cnig npuiiMaTi 3 rpeiindpyTom abo coKom rperndpyTa (AMB. po3ain
«[pOTUNOKa3aHHA»).

OfHoYacHe 3aCTOCYBaHHS He PEKOMEH/YE T bCS

IHaykTOpU CY P3A4

[0 0fHOYaCHOr0 3aCTOCYBaHHA NepKaHigmniny 3 iHaykTopamy CY P3A4, Takumn K NPOTUCYAOMHI 3ac06u (Hanpuknag (eHiToiH, (heHobapbiTan, KapbamaseniH) i
pudamniumH, cnig nigxoauTn 3 06epPeXHICTHO, OCKINbKM MOXe 3MEHLLUMTUCh aHTUriNepTeH3MBHa [isl, a apTepia/lbHUA TUCK CNif KOHTPONKOBATM YacTille, HiX
3a3Buyaii (gue. po3gin «OcobanBOCT i 3aCTOCYBAHHS).

AJIKOrosb

Cnif, YHVMKaTK BXMBAHHA a/fIKOro/to, OCKIfIbKM BiH MOXe MOCUOBATK [it0 CYAMHOPO3LLMPIOBA/IbHUX aHTUTINEPTEH3NBHUX JiKAPCbKMX 3aco6iB (AMB. po34in
«OC06/IMBOCTI 32CTOCYBaHHSA»).

3axoam 6e3nekn, y TOMY YUC/Ti KOPUTYBAHHS 03K

CybcTtpatn CY P3A4

Cnip, poTpumyBaTUCh 00EPEeXHOCTI MpY OLHOYACHOMY 3aCTOCYBaHHI NepKaHignniHy 3 iHwumu cybctpatamy CYP3A4, Takumn SK TepgeHaguH, acTemison, 3
aHTVapuTMivHMMK 3acobamu |11 Knacy, TakKuMm K aMioflapoH, XiHigWH, coTanorn.

Migasonam

OfHoYacHe 3aCTOCyBaHHA Mifasonamy Ta JfiepkaHiguniHy y posi 20 mr y [o6poBofibLiB NiTHLOTO BiKy NPU3BOAWIO A0 306ibleHHA npubnnsHo Ha 40 %
BCMOKTYBAHHS JlepKaHiAWNiHy Ta 3MeHLUEHHSA LWBWAKOCTI MOro BCMOKTYBaHHA (3 rogvHuU 3amictb 1,75 rogMHu [0 LOCATHEHHA MaKCUMasibHOT KOHLEeHTpauir).
KoHUueHTpauia migasonamy He 3mMiHOBas1acb.

MeTonposnon

OpfHoYacHe 3aCTOCYBaHHS NepKaHiamniHy Ta metonponony (B-610kaTop, Wo BUBOAUTLCS 3 OPraHiaMy nepeBaXHO Yepe3 NeviHKy) He BUSBMMNO 3MiHM 6i0f0CTYMNHOCTI
MEeTONpPOsIoNY, ToAi K 6i0f40CTYNHICTb NepKaHiAMNiHy 3HMXYyBanaca Ha 50 %. Liei edeKT MoXKe 6yTW MOB’A3aHWI 31 3MEHLLIEHHSAM MeYiHKOBOIO KPOBOTOKY, LU0
CMPUYUHSAETBCA [B-agpeHobiokaTopammn Ta MOXEe BUHMKATW NPV 3aCTOCYBaHHI iHWWX npenapatiB uboro knacy. OTXe, nepkKaHiguniH MOXHa 6e3 3acTepeXxeHb




3aCTOCOBYBaTH i3 -agpeHobn0KaTopamMu, ane Npu LbOMy MOXXe NOTPebyBaTNCA KOPUTYBaHHSA AOro [03MU.

ONrokcumH

OfHoYaCHe 3aCTOCYBaHHA NepKaHignniHy y Ao3i 20 Mr nawieHTam, siKi MOCTINHO NpuiAMann B-MeTUNLUIOKCUH, He BUABMIO (DapMaKOKIHETUYHOT B3aeMogii. OfHaK
crnocTtepiranocs nigBULWeHHs Cax ANMTOKCUHY B CepefiHboMy Ha 33 %, ToAi sk AUC i HUPKOBMIA KNipeHC 3HaYHO He 3MiHUAKCA. XBopi, AKi 0fHOYACHO 3aCTOCOBYHOTb

NepKaHiguMiH i UTOKCUH, MOBUHHI nepebyBaTu nif CyBOPMM KOHTPOJIEM LLIOAO MOX/MBOT MOSABM 03HAK IHTOKCUMKALIT ANTOKCUHOM.

OfHoYacHe 3aCTOCyBaHHS 3 IHLUIMMUW NiKapCbKNMMM 3acob6amm

P1yOKCETUH

JocnifpkeHHs WoA0 B3aeEMOAIT 3 p1yoKCeTUHOM, iHri6iTopom CY P2D6 Ta CY P3A4, ske NPOBOAWN 3 Y4aCTHO 340P0BUX 406POBO/bLIB BIKOM 65 + 7 poKiB (CepefHe
3HaYeHHS + CTaHAAPTHe BiAXWUNEHHS) He BUSBMMNO KNiHIYHO 3HaYYyLLOT MogudikaL it hapMakoKIHETUKM NlepKaHignniHy.

LiumeTnamH

Ol HoYaCHe 3aCTOCYBaHHS LMMeTMAMHY Yy 1060Bil 4031 800 Mr He CNPUYMHSAE CYTTEBMX 3MiH KOHLEHTpaLiT nepKaHignniHy B KPoBi, ane npu 6inbLuiin aosi Tpeda 6yTu
06epeXXHNM, OCKINIbKN MOXe 36i/1bLUMTUCA BI0J0CTYMHICTb | aHTUFINepTeH3UBHA Ais NepKaHignMiHy.

CumMBacTaTuH

Konu nepkaHiguniny rigpoxnopug y fo3i 20 Mr noBTOPHO 0HOYACHO 3aCTOCOBYBa/IN i3 CMMBAcTaTMHOM Y A03i 40 Mr, nokasHuk AUC nepkaHigmniHy 3miHioBaBcA
He3HayHo, Todi K NnokasHuK AUC cumBacTaTMHY 36inbLUyBaBCst Ha 56 %, a nokasHUK AUC akT1BHOro MeTaboniTy b-rigpokcnkmncnotv — Ha 28 %. ManoliMmoBipHO,
WO TaKi 3MiHW € KiHIYHO 3HauyLmMKn. He O4iKyeTbCs B3aEMOMii, SKLIO0 NepKaHignniH npuiiMaTy BpaHLi, a CMMBacTaTUH yBeYepi, K Le NoKasaHo Ans Lboro
NniKapcbKoro 3acooy.

[iypeTuku Ta iHribitopmn AMN®

JlepkaHiguniH MoXxHa 6e3rneyHo 3aCTOCOBYBaTM Pa3oM 3 fiypeTrkamu i 3 iHribiTopamu Ar®.

IHLWI nikapcbKi 3ac06M, LU0 BM/MBAKTH Ha apTepia/lbHUIA TUCK

AK i NpW 3aCTOCYBaHHI IHLINX TIMNOTEH3UBHMX NIKAPCbKMX 3aC00iB, NOCUNEHHS TIMOTEH3MBHOT i MOXe CrocTepiraTuca npy 3aCTOCyBaHHI NepKaHiguniHy 3 iHWUMK
NiKapcCbKMMK 3acobamu, L0 BMNAMBaKOTb Ha apTepiaibHUMA TUCK, TakMMU AK anb(a-6nokaTtopy 418 KynipyBaHHS CUMMNTOMIB 3 60Ky CEYOBMBIAHWX LUSISXIB,
TPULMKAIYHI  aHTUAenpecaHT, HemponenTMku. 3 iHWOro 60Ky, ocnabneHHs rinoTeH3UBHOI Aii MOXe crnocTepiratuca npu CyMICHOMY 3aCTOCYBaHHI 3
KOPTUKOCTepOifamMMu.

Oco6MBOCTI 3aCTOCYBAHHSA.

CuHApoMm c1abKocCTi CUHYCOBOTr0 BY3/1a

JNepkaHiguniH cnif 3acTocoByBaTN3 06EPEXHICTIO XBOPUM i3 CUHAPOMOM C/1abKOCTI CMHYCOBOIO BY3/1a, SKUM He iMM1aHTOBaHWIA KapLioCTUMYISTOP.

OVCchYHKLLiS NiBOrO LLTYHOYKA

3 06epeXHICTIO NpU3HayvaTy Npu AUCHYHKLIT NIBOrO LWIYHOUKA CepLs, He3BaXKatoum Ha Te, L0 reMoAvHamMivHO KOHTPO/IbOBaHI AOCMIMKEHHS HE BUABUIN XOLHUX
nopyLUeHb PyHKLIT LLTYHOUKIB.

lLemivyHa XxBopo6ba cepus

MpunycKaeTbes, WO AesKi AnriaponipuanHM KOPOTKOYaCHOI T acoLitorTLCA 3 NiABULLEHUM CEPLEBO-CYANHHMPU3NKOM Y NaLliEHTIB 3 iLlemMi4yHOK XBOPOOOHO cepus.
He3Baxxatouu Ha Te, LLL0 NIepKaHiAMNIH € NpenapaToM 4OBrOTPMBAIOI AiT, TaKMM XBOPUM NiKapPCbKWiA 3aCi6 CNif 3aCTOCOBYBaTM3 06EPEXHICTHO.

[Leaki aurigponipuavHn MoXKyTb Y NOOAMHOKUX BUMaAKaxX CPUUNHUTA BUHUKHEHHS 600 Y AiNdHLi cepus abo cTeHoKapAil. Jyxe pigko nauieHTn 3 yXe HasBHO
CTEHOKApAIE0 MOXYTb Bi3Ha4aTW 30iN1bLLIEHHA YacTOTK, TPMBAIOCTI Ta THXKKOCTI 1i Hanagis. B okpemmnx BUMagKax Moxe cnocTepiratucs iHpapKT miokapza (avs.
po3ain «I10o6iuHI peakLii»).

3acTocyBaHHS NPW NOPYLUEHHI DYHKLLIT HUPOK ab0 NeYiHKN




Mpw NiKyBaHHI NaLieHTIB 3 MOPYLUEHHAM (DYHKLIT HUPOK CNabKoro 4ym NoMipHOro CTyneHs Cif BUABNATY 0COBIMBY 06epeXXHICTb. X0oua 3BMYaiiHa peKkoMeH0BaHa o3a
10 Mr Ha 106y MOXXe HopMaJTbHO NepeHoCHTICA, A0 36iNbLUEHHS A03K A0 20 M Ha fo06Y cnif NigXoaAnTN3 06epeXHICTHO.

"inoTeH3MBHa fis MOXKe MOCU0BATUCA Y NaLieHTIB 3 MOMiPHMM MOPYLUEHHAM (YHKLIT NEYIHKM; 0TXXe, B TaKUX BUNagKax MOXe NOTpebyBaTUCAKOPUTyBaHHS L03U.
JepkaHiguniH NpoTMNoKasaHUii NaLieHTam 3 TSHKKUM MOPYLLUEHHAM (PYHKLIT neviHky abo HUpok (LUK® < 30 m/xB), y TOMY Ymcni nawieHTaM, AKi 3HaXOAATbCA Ha
Aianisi (4uB. po3ginm «Cnocib 3acTocyBaHHA Ta f03u» i «[ PO TUNOoKa3aHHS).

[MepuTOHEANbHWUI diani3

3acTocyBaHHS flepKaHiAnniHy NoB’sa3aHe 3 PO3BUTKOM NOMYTHIHHS MEPUTOHeaIbHOr0 BIATOKY Y MaLiEHTIB, AKi NepedyBatoTb Ha NepUTOHeaslbHOMY fianisi. [TOMyTHIHHS
NoB’si3aHe 3 MiABULLEHOO KOHLIEHTPALIEH TPUTiLEepUAIB NEPUTOHEaNIbHOI 0 BiATOKY. X04Ya MexaHi3M PO3BUTKY HEBIAOMMIA, NOMYTHIHHS 3HUKAE HEBAOB3I MiCNs BIAMIHM
nepkaHignniny. HeobXifHO BpaxoByBaTy Lieil B3aEMO3B’A30K, OCKINIbK MOMYTHIHHA NepUTOHeaIbHOro BiTOKY MOXe OYTU MOMWIKOBO NPUAHATO 3a IH(eKLinHWIA
MEPUTOHIT, LLLO MOXKe NPU3BECTN 10 HENOTPIGHOT rocniTanisawii i eMnipruyHOro NPU3Ha4YeHHN aHTUGIOTUKIB.

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 1epKaHigUMiHY MOXe BUSBUTUCA HKYE O4iKyBaHOT (41B. po3ain «B3aemogis 3 iHLWMMK NikapCbKuMy 3acobamu Ta iHLi BUaAK
B3aEMOLiN»).

AJIKorosnb

Cnifi yHKaTW 0JHOYACHOTO BXXMBaHHS ankoronto Ta JlepkameHy® 10, TOMy LU0 Lie MOXE NPU3BECT [0 MOCUIEHHS CyAVHOPO3LUMPIOBANIbHOT aHTUTINEPTEH3NBHOI Aji
nikapcbKux 3acobiB (auB. po3ain «B3aeMogis 3 iHWMMK NiKapCbKMKU 3ac06aMm Ta iHLLI BUAN B3AEMOAII).

JlakTo03a

Lleir nikapcbkuid 3acié MIicTUTb nakTo3y. [lauieHTM 3 pigKICHOK CNafKOBOK HEMepPeHOCUMMICTIO ranakTo3W, 3ara/bHUMm  geiyMTom naktasm abo
[MOKO30-rasiakTo3HO MasibabcopbLjieto He cnig npuiiMaTK Leid nikapcbKuii 3aci6.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyaato.

BariTHicTb

[aHyx 1Wo40 3aCTOCYBaHHA NepKaHiguniHy BariTHUM >XiHKaM Hemae. JOCnifkeHHA Ha TBapuvHax He BUABW/WU TepaToOreHHWX e(ekTiB (AWB. LOKMIHIYHI faHi 3
6e3neku), 0OfiHaK BOHW CMOCTEPira/IMcs Npu 3aCTOCYyBaHHI IHWMX NOXIAHWX AUTiAPONipUANHY. JlepKaHiguniH He PeKOMeHAYETLCA NPOTArOM BariTHOCTI abo XiHKaMm
PENPOAYKTUBHOIO BiKY, AIKi He 3aCTOCOBYHOTb KOHTpaLEenLito.

["oflyBaHHA rpyaaro

HeBigomo, unm BUAINATLCA NepKaHigMniH/MeTaboniTn y rpyaHe MOMIOKO NIOAMHW. PU3NK AN HOBOHAPOMKEHWX/HEMOBNAT He MOXe OYyTU BUKNHOYUEHWIA.
JlepkaHiauniH He cnif 3acToCoBYBaTy Mif Yac rogyBaHHA rpyaato.

PepTUNbLHICTL

KniHIYHI faHi CTOCOBHO NepKaHigumiHy BIACYTHI. Y AesKUX NauieHTIB, SKMUX NiKyBanu 6110KaTopaMu KaHanis, NnoBigoMasnocs npo 060poTHI GioXiMiuHi 3MiHM B
ronisui cnepmaro3oiga, 34aTHi HeraTMBHO BMNAMBATU Ha 3an/ifgHeHHs. Mpy NOBTOPHMX HEBAAIMX CNPO6ax eKCTPaKoprnopasbHOro 3ansifgHeHHs Ta Npu BigCyTHOCTI
IHLINX NOSICHEHb C/if B3ATN 40 YBarn MOX/MBICTb TOr0, LLO MPUYMHOIO LMX HEBAAY MOXYTb 6YTK 6710KaTOPY KasbLiEBUX KaHaiB.

30aTHICTb BNAMBATM Ha LWBMAKICTb peakuii Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3Mmamu.
JlepkaHignniH Mae He3HaYyHWIA BNAMB Ha 3AaTHICTb KepyBaTW aBTOTPAHCMNOPTOM abo MpautoBaTi 3 iHWNMK MexaHiaMamu. MpoTe cnig 6yTn 06epeXKHNM, OCKiNbKM
MOXYTb BUHUKATM 3aramMOpOYeHHS, aCTEHIs,, BTOM/IIOBAHICTb, a B PiAKICHMUX BUNafKaX — COH/INBICTb.



Cniocib 3acTocyBaHHA Ta [03Mu.

Cnocib 3aCTOCYBaHHSA

3axomy 6e3neku, AKX cnig 4OTPMMYBATUCS NPY NPUIAOMI NiKapCbKOro 3acoby abo Npy NOBOAXKEHHI 3 HAM:

- NiKapcbKWiA 3aci6 cnif npuiiMaTi NepeBaXXHO BpaHLi, NPUHAaNMHI 3a 15 XBU/IMH [0 CHiJaHKYy.

- Llein nikapcbKuii 3aci6 He cnig npuiimaTti 3 COKOM rperingpyTa (amB. po3ainv «poTunokasaHHsa», «B3aeMogis 3 iHWMMK NiKapCbKUMK 3acobami Ta iHLwi
BWAMN B3AEMOAI»).

J03yBaHHS

PekomeHA0BaHa 4o3a CTaHoBUTL 10 Mr nepopanbHO 1 pa3 Ha 406y NpuHaiMHi 3a 15 XBUAWH [0 ian; 403y MOXHaA MigBUWMTIX A0 20 Mr 3a/1eXKHO Bij, iHAMBIAYyabHOI
4yyTAMBOCTI NauieHTa. Migdip fo3n mae 6yTM NOCTYNOBWMM, OCKISIbKM MakCUMasibHa aHTUTINEpTEH3MBHA fis MOXe MPosBUTUCA 4epe3 2 TWDKHI Micns noyatky
NiKYBaHHS.

Ans pedakmx ocib, y AKX He BOAETbCA afileKBATHO KOHTPOJIOBATW PiBEHb TUCKY OLHWM aHTUTIMNEPTEH3VBHUM MpernapaToM, MoXe 6YyTW AOUINbHUM NiKyBaHHS
nepkaHiguMniHy  rigpoxnopugom  pasom 3 6nokatopoM  [(-agpeHopeuentopiB  (aTteHonon),  giypetukom  (rigpoxnopoTiasua) abo  iHri6itopom
aHrioTeH3MHNEPETBOPHOBA/ILHOIO (hepMeHTY (KanTonpun abo eHananpun).

OCKIifIbKM KpurBa 3a1eXHOCTI «/03a-BignoBifb» KpyTa Ta Mae nnato npu gosax 20-30 mMr, ManorMOBIpHO, L0 eqeKTUBHICTL Oy/e BuLia MpW 3aCTOCYBaHHI 6inbLu
BMCOKMX [J03; Y TOM Yac fK YacToTa NobivHMX edeKTiB MOXe 36i/1bLLYyBaTUCH.

MavieH TV NiTHLOro BiKy: X04a (hapMakOKIHETWUYHI AaHi i KNiHIYHWIA JOCBIf, CBigYaTb, WO KOPUTyBaHHA LO60BOI 403K He NOTPi6He, Cij NposBnsaTM 0co61mBY yBary
Ta 06ePEXHICTb Ha NOYaTKY NiKyBaHHS NMauieHTIB NiTHLOMO BiKY.

MauieHTn 3 HUPKOBOK abo NeYiHKOBOK HEAOCTATHICTIO: Cif 6yTN 0COONMBO 00EPEXHNM Ha MOYaTKy NiKyBaHHA MaLiEHTIB 3 MOPYLUEHHAM PYHKLIT HAPOK abo
MeYiHKKN Bif, IErkoro A0 NOMIpHOro CTYMeHs TSAXXKOCTI. He3Baxatoum Ha Te, W0, AK NpaBuso, Ui NayieHT nepeHocAaTb npenapar HopMasibHO, 36i/bLeHHS 4060BOT
o3 Ao 20 Mr cnif NPoBOAUTU 3 06EPEXHICTHO. AHTUTINEPTEH3UBHNIA edeKT MOXe BYTM MNOCUNEHUIA Y NaLiEHTIB 3 NOPYLUEHHSAM (PYHKLIT MEYIHKN, OTXKE B TaKUX
BUMafKax HeobXigHe KOpUryBaHHS 03U,

JlepkaHiguniHy rigpoxnopui NpoTMUnokKasaHWii NaudieHTam i3 TSHXKKUM MOPYLUEHHAM (DYHKLUIT NeYiHK1 abo 3 TSXKKUM NOPYLUEHHAM PYHKLIT HAPOK (LUK® < 30 mn
/XB), y TOMY YMCAi NauieHTam, SKi 3HaX0AATbCA Ha Aianisi (ayB. po3ainm «B3aeMogis 3 iHWUMKM NiKapCbKUMKM 3aco6aMu Ta iHWi BUAK B3aEMOAIN» i «OCO6/MBOCTI
3aCTOCYyBaHHA»).

aiTn.
3acTocyBaHHS NepKaHignniHy 4iTam (Bikom A0 18 pokiB) He peKOMeHAYETbLCA, OCKINbKW BiACYTHIV KNiHIYHWIA AOCBIA.

Nepeno3yBaHHS.

3 nicnspeecTpauiiHOro AocBify 3aCToCyBaHHS NepKaHiAuMiHy BifOMO NPo AeKinbka BUNaAKis nepefosysaHHs (gianas3oH o3 Big 30-40 mr go 800 mr, y TOMY yuchi
MOBIZOMNEHHS MPOo cnpoby camory6cTaa).

CumMnTomu

AK 1 y BUNagKy iHWNX AUrigponipuanHie, nepefo3yBaHHA NepKaHigMniHOM NpU3BOAWTL 40 HAAMIPHOT NepudepnyHOT Basomnartalii i3 BUpaxXeHoK apTepiasibHOH
riNOTeH3IEl0 Ta pediIeKTOpHOK Taxikapaiet. OfHaK Mpy 3acTOCYBaHHI Mmpenapaty B AY>Xe BMCOKMX [03aX MOX/IMBa BTpata nepugepuyHoil BMOIPKOBOCTI, L0
BUKNKAE OpaauKaphito i HeraTUBHWIA THOTPOMHWUIA edeKT. Haibinbw 4YacTMU NOGIYHUMMK peakuisMKU, BUKAMKaHUMMK nNepefo3yBaHHAM, Oynu apTepianbHa
rinoTeH3isl, 3anaMOpPOYeHHS, FO/IOBHUI 6iNb | BIAYYTTS CEPLEOUTTS.



JlikyBaHHS
MayieHT 3 KNIHIYHO 3HauYyLLOH apTepiasibHOK TiNOTeH3iel NOTpebye aKTUBHOI KapAioBacKy/NspHOT NIATPUMKN, WO BK/IKOYAE YaCTUn KOHTPO/b CepLeBOl Ta

ANXanbHOT (OYHKLIT, TOPU30OHTa/IbHEe MOMIOXKEHHS 3 MPUMIAHATUMM HWKHIMW KiHLiBKAMW, KOHTPO/Ib 06’€MY LMPKY/IOKYOI pignuHn Ta giypesy. BpaxoByrouu
MPOMOHIOBaHY (PapMaKo/orivyHy Ait0 NepKaHigMniHy, BaXXIMBO CrOCTepiraT 3a CTaHOM CepLeBO-CYAMHHOI CUCTEMM MalieHTa NPUHaNMHI NPOTAroM 24 roguH.
OCKIifIbKM NiKapCbKWIA 3acib Mae BUCOKMIA CTYNiHb 3B’A3yBaHHS 3 Ginkamu, Aianis, iMOBIpHO, He Oyae e)eKTUBHUM. Y pasi Nigo3pn Ha OTPYEHHSA cepeHboro abo
TAXKKOMO CTYMNEHS CMOCTEPEXKEHHS 38 CTAHOM MaLieHTIB CNif NPOBOAUTM Y BifAINEHHI IHTEHCMBHOI Tepanii.

Mo6iuHi peakuii.

3aranbHuil Npoginb 6e3nekun

besneka 3acTocyBaHHs nepkaHignniHy B fo3i Big 10 go 20 Mr oamH pa3 Ha fo6y 6yna ouiHeHa nif Yac NoABiMHO CNinoro nnaauebo-KoOHTPOIbOBAHOMO K/TiHIYHOMO
pocnipkeHHs (3a yyacTio 1200 nauieHTiB, AKi OTpUMyBaM fepkaHigunid, i 603 nauieHTiB, AKi npuiiMann nnayebo), a TakoX Yy XOf4i A0BroCTPOKOBUX
HEKOHTPO/IbOBaHMX KMIHIYHMX [LOCNIIKEHb 3 aKTMBHMM MpenapaTtoM MOPIBHAHHA 3a y4yacTio 3676 nauieHTIiB, AKi CTpaXKAaloTb Ha apTepiasibHy TinepTeHsito i
OTPUMYBa/IM NlepKaHIgUMIH.

Mo6iuHi peakwii, NOBILZOMNEHHSA NPO AKi HAWYaCTiLLe OTPUMYBa/IM B XOA1 KNIHIYHWUX JOCMILXKEHb i MiCNAPeECTpaLinHOro Harnagy: nepugepuyHi HabpsaKK, roNoBHNUI
6inb, NPUNANB KPOBI 0 0611YYs, Taxikapais i MocuneHe cepueouTTs.

Tabnuusa no6IYHUX peakLiin

Y HMXYeHaBefeHi Tabnuui npeactaBneHo nobiyHi peakuii, NOBIAOMIEHHSA NPO SKi OTPUMAHO B XOAi KMIHIYHUX AOCNiMKeHb | AOCBifgy MicnspeecTpayiiiHOro
Harnsgy B YCbOMY CBITI | LIOAO SAIKMX iCHYE OOrPYHTOBAaHWI MPUYMHHO-HACNILKOBUIA 3B’A30K i3 3aCTOCYBaHHSM MpenapaTy; BOHW PO3MOfiNeHi 3a opraHamu i
cuctemamu opraHis 3rigHo 3 MedDRA Ta 3a 4acToTOH: Ay»ke yacTto (= 1/10), yacTo (= /100 fo < 1/10), HewacTto (= 1/1000 go < 1/100), pigko (= /10000 go < 1
/1000), ayxe pigko (< 1/10000), HeBigoMO (OLiHKA 32 HasBHUMMW JaHVMU HEMOXNMBA). Y KOXHIl rpyni 3a 4acToTO NOGIYHI peakuil, WO BUHMKANIN, 3a3HAYeHI Y
NOPSAAKY 3MEHLLEHHS CTYMNeHs TAXKOCTI.

Knacudikauisi
MedDRA wop0 . YacTto HeuacTto Pigko Hesigomo
BM/INBY Ha CUCTEMM i
opraHu
Posnaam 3 60Ky linepuyTnmMBICTb
IMYHHOI Cc1CTeMM
Po3naau 3 60Ky "0NOBHWI 6iNlb 3anamopoyeHHs COHNMBICTb,
HepBOBOT CUCTEMM HENPUTOMHICTb
Po3naam 3 60Ky cepus | Taxikapgis, CreHokapgist
nocuneHe
cepLeonTTs
Po3naam 3 60Ky cyauH | Mpunave Kposi 4o | [inoTeH3is
061m4us




3aCTOCYBaHHS

Po3naau 3 60Ky Jduncnencis, BntoBaHHs, giapea | ineptpodis

LLI/TYHKOBO-KMLLKOBOIO HygoTta, 6inb Yy Acenl,

TpakTy BEPXHili  YacCTWHiI MOMYTHIHHSA
XnBOTa MepUTOHeaNbHOro

BiaTOKYL

Po3naam 3 60Ky MigBULLEHHS

neyviHKM Ta KOHLIeHTpauiT

YXOBYOBWBILHNX CUPOBATKOBOT

LNAxiB TpaHcamiHa3n

Posnaam 3 60Ky LWKipy BucmnaHHs, Kponue’aHka AHrioHabpskl

Ta CBepbiXK

MiALIKIPHO-XPOBOI

KITKOBMHN

Posnaau 3 60Ky Mianris

CMONYYHOI TKaHMHN,

M’S30BOT Ta KiCTKOBOT

cucTem

Po3naau 3 60Ky HUPOK Moniypist Monakiypis

Ta CEYOBMBIAHUX

LUNAXIB

3arasibHi nopyLeHHs i | MepudepnyHnii AcTeHiq, Binb y rpyasx

NMOpPYLLUEHHA Y micui HabpsK BTOM/1HOBaHICTb

1 No6iyHi peakLii, OTpMMaHi CMOHTaHHO Y X0Ai NicnsapeecTpauiiHoro Harnsagy B ycbomy CBITi.

Onuc oKpeMmx NOGIYHUX PeaKLLi

Y xopi nnaue60-KOHTPONbOBaHMX KNiHIYHMX JOCNIIKEHb YacTOTa BUHMKHEHHS nepudepuyHoro Habpsky ctaHosuna 0,9 % npu 3aCTOCyBaHHI nepkaHiguniHy B 4o3i
Big 10 go 20mr i 0,83 % npu 3acTocyBaHHI Mnaue60. Y cymapHiidi AoCAigHWUBKIA nonynsauii, BKAKOYaouM AOBrOCTPOKOBI KMiHIYHI AOCAIMAKEHHS, 4acToTa

BUHWKHEHHSA cTaHoBWna 2 %.
INepkaHignniH He Mae No6IYHOro BNAMBY Ha PiBeHb LKPY Y KpoBi abo Ninifis y cMpoBartLi KPoBi.

[eaki aurigponipuanHn pigko MoXyTb MPU3BOAMTU A0 60110 Yy AiNSHUI cepus abo cTeHokapail. [y)Xe pifKo Yy XBOPUX 3 YXKe HasiBHOK CTEHOKapAierd MOXe
36i/bLLUYBATUCA YaCTOTa, TPMBANICTb ab0 TSXKKICTb LMX HanadiB. MOXyTb crocTepiratuca NooANHOKI BUNaaKM iHPapKTy MioKapaa.

[NoBigoOMNIEHHS NMPO Mif03PHOBaHI NOGIYHI peakuii

MoBiAOMIEHHSA NP0 NiA03PHOBaHI MNOBIYHI peakLiT Nicns peecTpauii NikapcbKOoro 3acoby Mae Be/IMKe 3Ha4eHHs. Lie 103B0O/SiE NPOA0BXYBATU MOHITOPUHT BijHOLLEHHS
KOPUCTBL/PU3UNK NiKapCbKOro 3acoby. MpauiBHMKIB MeAUYHOI rasysi NpocATb NOBIAOMAATY NPO OyAb-AKi Nif03proBaHi NMOGIYHI peakLil Yepe3 HauioHa/IbHY cuUcTeMy

OMOBILLEHHS.




TepMiH NpuaaTHOCTI. 3 POKMN.
He 3acTocoByBaTu npenapat nicis 3akiH4eHHA TepMiHY NPUAATHOCTI, 3a3HA4YEHOr0 Ha ynakoBLii!

YMoBWU 36epiraHHA. CnevianbHi yMOBY 36epiraHHa He BUMaratoTbes. JTiKapcbKuni 3aci6 36epirati B opuriHaibHiiA ynakosui. 36epirati y HefoCTynNHOMY Ans AiTen
micui!

YnakoBKa. 1o 7, abo no 14, abo no 15 Tabnetok y 6nictepi; 1 6nictep no 7 1abneTok, abo 1 umn 2 6nictepn no 14 tabneTok, abo 4 un 6 6nictepis No 15 TabneToK y
KapTOHHI KOpOGL.

KaTteropis Bignycky. 3a peLentom.

BupobHuK.
BEPJ/TIH-XEMI AT.

Micue3HaxoLXeHHs BUPoOHMKa Ta 0ro agpeca Micus NpoBapKeHHA AisiNIbHOCTI.
["niHikep Ber 125, 12489 bepniH, HimeyuunHa.

3asBHUK.
MeHapiHi IHTepHelwoHan OnepelioHc JTiokcembypr C.A., Jlrokcemoypr.

Micue3HaxoLKeHHS 3aBHUKa.
1, ABeHto fie na "ap, /1-1611, JltokceMbypr.



