IHCTPYKUIA
NS MeAUYHOIO 3aCTOCYBaHHS NiKapCcbKOro 3acoby

IOHAZ
(DONA?Q)

Cknap:

Aitoya pevyosmHa: 2 M Po3umnHy (amnyna A) MICTUTb KpUCTaniyHOrortoKo3aMiHycynbhaty 502,5 Mr, ekBiBa/leHTHOrO rtoKo3amiHy cynbgaTty 400 mr, Ta HaTpito
xnopuay 102,5 wr;

AOMOMI>KHI PeYOBMHU: Nif0KaTHY rigpoxnopua, Boga ans iH’ekuii;

PO34YMHHUK (amnyna B) MicTUTb

[OMOMI>KHI PeYOBMHU: flieTaHOMaMiH, BOAA AN iH’EKLIA.

Nikapcbka thopma. Po3unH ans iH’ekuin.

OCHOBHI (Di3nKO-XiMiYHI BNacTMBOCTI: aMmnyna A 3 KOPUYHEBOrO MPO30POro ckna MicTutb 6e36apBHY abo CBITN0-KOPMYHEBOrO KONMbOPY MPO30py pignHy 6e3
CYCMeHA0BaHMX YacTOK;

amnyna B (po34nMHHKK) 3 6e36apBHOr0 NPO30pOro ckia MiCTUTL 6e36apBHY NPO30py PianHY 6e3 cycneHLoBaHMX YacTok;

amnyna A+B (po3uunH Ans iH’eKLii1) — CBITNI0-KOPUYHEBOI0 KONbOPY NPO30PUIA PO3UMH, LLLO HE MICTUTL CYCNeHA0BaHUX YacTOK.

dapmakoTepaneBTUYHa rpyna. HectepoigHi NnpoTu3ananbHi Ta NPOTMPEeBMATUYHI 3aC06M.
Kog ATX MO1A X05.

dapmMaKkosioriyHi B/laCTUBOCTI.

dapmakogyHamika.

[itoya peyoBmHa, rnOKO3amiHy CynbgaT, SBAse cOO0K0 Ciflb amiHOMOHOCaxapuay r/oKo3aMiHy, AKUA 3a (Di3i0N0riYHNX YMOB MPUCYTHIA B OpraHiaMi NHOANHM i
BMKOPUCTOBYETLCA Pa3oM 3 Cy/batamn Ans 6i0CMHTE3Y riaslypOHOBOT KUC/IOTU CUHOBIA/IbHOT PiUHM Ta rniko3aMiHOrniKaHiB OCHOBHOT Cy6CTaHLii CyrnioboBoro
XpAaLa.

Takum YMHOM, MexaHi3Mm i1 r/oKo3aMiHy CynbgaTy nonsrae y CTUMYNALIT CUHTe3y r1iKo3aMiHOrlikaHiB i, BiAnoBigHO, CYrno60BmMx nNpoTeornikaHis. Kpim Toro,
FMOKO3aMiH YMHWUTL  NpOTU3anaibHy Ait0 Ta NPUrHidye MNpouec pyinHyBaHHSA Cyrn060BOro Xpswja rofoBHUM YMHOM 3aBASKWM MOX/IMBUM MPOsSiBAM BIACHUX
MeTaboNiYHNX BNaCTMBOCTEN, 34aTHOCTI A0 MPUrHIYeHHSI aKTMBHOCTI iHTepnelikiHy 1 (IL-1), wo 3 ogHoOro 60Ky Bn/MBaE Ha CUMNTOMW OCTE0ApPTPUTY, a 3 iHLOro
60Ky MOTEHLiNHO 3aTPUMYE CTPYKTYPHI NOLLKOAXKEHHS Cyrno6iB, NPo WO CBigYaTb AaHi 40BFOCTPOKOBUX KMIHIYHMX AOCIAXKEHD.

3a flaHMMy NOYaTKOBUX AOCNIKEHb iN Vitro Ta in Vivo, eK30reHHe BBeIeHHS I1H0K03aMiHy Cy/b(aTy CTUMY/IHOE 6IOCMHTE3 NPOTEOriKaHiB, AKUIA € HefOCTaTHIM npu
0CTeoapTpuTi, CNPUSE Qikcawlil IOHIB CIPKX NpKY CMHTEe3i rNiKo3amMiHOrNiKaHiB i NOKpallye TPoMiKy cyrnoboBoro xpsatya.

HacTynHi focnigpkeHHs nokasaau, WO rKo3aMiHy CynbMaT NpUrHidye CUHTE3 PeYOBMH, AKI PYWHYIOTb TKaAHWHWU, TaKMX K CYNepoKCUAHI pagukann, a Takox
aKTMBHICTb Ni30COMaNbHMX (DEPMEHTIB Ha fofady A0 (hepMeHTIB, 34aTHUX PYyMHYBaTU TKaHUHY CYrn060BOro Xpsilla, Takux fK KonareHasun Ta ocgoninasmn A2.
O3sHaueHa fig BUABMSE MOMIPHUA MPOTU3anasbHUA e(eKT, SKWIn CNOCTEPIraETbCA B MOAENAX Ha TBapuHaxX in vivo, B TOMY 4MCNi B [eAKUX BUNafkax npu
eKCnepuMeHTa/IbHOMY OCTe0apTPUTI, HaBITb 6e3 NPUTrHIYeHHSA LUKIOOKCUIeHas, Ha BIAMIHY Bif HECTEPOIAHUX NpoTM3ananbHuX 3acobis (HIM33).

Binbw Mi3Hi JOCNIMKEHHA MoKasann, WO OiNblWIiCTb HaBeAeHUX BULLe MeTaboNiyHMX i npoTu3anasbHMX eqeKTiB MOXYTb OYTW MOB’s3aHi 3 MPUrHIYeHHAM



TPaHCAYKLIT BHYTPILUHbOKMNITUHHOIO CUTHaNy CTUMy ALt [L-1, 04HOro 3 UMTOKIHIB, 3a/ly4eHMX O MaToreHesy 0CTe0apTpuTy, 3 MOLA/bLUMM NMPUTHIYEHHAM FeHHOI
TpaHCKpUNLiT, iIHAYKOBaHOT LMTOKIHOM. [ /TlOK03aMiHY Cy/b(ar, 3a KOHLEHTPaLi B N1a3Mi Ta B CUHOBIa/IbHIM PifWHI, ONMCaHUX Y MaLieHTIB 3 0CTE0aPTPUTOM, MOXE
(haKTWUYHO iHribyBaTu iHAYKOBaHY IL-1 reHHy ekcripecito cepii npo3anasibH1X (bepMeHTIB B TKaHUHAX Cyr/obiB, a TakoX NpojereHepaTUBHNX (PEPMEHTIB B XPALLi,
TaknX AK AesiKi MeTasionpoTeasu, BKIKOYaKuM arrpekaHasu. MoTeHUiinHWiA BNAMB iOHIB CipKM Ha 3rafaHi hapMakoavHamiyHi BNacTUBOCTI FIFOKO3aMiHy 0CTaTOYHO
He 3’ACOoBaHMWiA.

Yci nepepaxoBaHi BULLEe BNacTUBOCTI CNPUATAMBO BM/IMBAOTL Ha AereHepaTvBHI MPOLEcK B XpALlax, fKi fieXXaTb B OCHOBI NaToreHe3y 0CTe0apTpuUTy, a TakoX Ha
KNiHIYHY KapTUHY 3aXBOPHOBaHHS.

KOpOTKOCTPOKOBI AOCNIMKEHHA Ta AOCNIAXKEHHA cepefHbOT TPMBA/IOCTI NoKasann, WO eqeKTUBHICTb INH0K0o3aMiHy CynbgaTy BiAHOCHO CUMMNTOMIB OCTE0apTpuUTy
NPOSBNAETLCA BXeE Yepe3 2—3 TVXKHI Nicns NoYaTKy Moro 3aCToCyBaHHS.

3 iHWOro 60Ky, e(eKTUBHICTb JiKyBaHHA [/1t0KO3aMiHy Cynb(aToM LOAO0 CUMMTOMATUKKW, MOPIBHAHO 3i 3BMYANHMMMK aHa/breTMkamu i HecTepoigHUMU
npoTU3anasbHUMK 3acobamun, oNTUMaIbHa NiCNsA Kypcy 6e3rnepepBHOro 3acToCyBaHHSA NPOTArom 6 micsAuiB abo nicns Kypcy 3aCTOCYBaHHA MPOTAroM 3 MicAuiB 3
OYeBUAHUM e(heKTOM NICAAIT MPOTArom 2 MiCALIB Micna BiAMIHN.

Pe3ynbTaTu KNIHIYHUX LOCNIIKEHb LOAEHHOr0 6e3nepepBHOro NliKyBaHHA NPOTArom 3 poKiB CBifYaTh NPO NPOrpecuBHe NiABULLEHHA Or0 eheKTUBHOCTI, 3BXKAKOUM
Ha CUMMTOMM Ta YMNOBi/IbHEHHS CTPYKTYPHOTO MOLLUKOXKEHHSA CYrn06iB, WO NiATBEPAKYETHCA 3a 4OMNOMOIOH PEHTIEHY.

"noko3amiHy Ccynbar NpPOLEMOHCTPYBaB [06pYy NepeHOCUMICTb. Byab-fKOro iCTOTHOrO BM/IMBY [/IHOKO3aMiHY Cyfb(aTy Ha CepLeBO-CYAVHHY, OUXalbHY,
BeretaTvBHY abo LeHTpa/lbHy HEPBOBY CUCTEMY BUSB/IEHO He ByO.

dapmakoKiHeTVKa.

JlocnimKeHHs,, NPOBeAeHi 3a Y4acTio Mofeli Ta Ha TBapWMHaX, MOKasau, WO Micns nepopansHoro npuiiomy 14C-rnoko3amiHy pagioakTMBHI MideHi enemMeHTw
LUBWAKO i Mai>ke MOBHICTHO BCMOKTYKOTLCS HA CUCTEMHOMY PIiBHI. Y NHOAVMHN BCMOKTYETbCA 6/13bK0 90 % pagioakTMBHO MideHOT 403w npenapaTy. ABGCOMOTHa
6i0f0CTYNHICTb rNIOKO3aMiHY Y LLYPIB NICNA BBEAEHHS ITHOKO3aMiHY Cy/bgaTy nepopasibHO cKnana 26 % BHACNiAOK eEKTY MepLLIoro NPOXO[pKEHHS Yepes MeyiHKy.
AbBCoNTHA 6i0A0CTYNHICTL Y NHOAMHM HeBiOMa, ane, BiANOBIAHO [0 alOMETPUYHUX PO3PaxyHKiB, BOHa aHa/orivyHa Til, WO CrocTepiraeTbes y Lypis, TO6TO Bif
20 % o 30 %.

Y 340p0BuMX [06POBO/LLIB Micna 6aratopasoBoro NpUinoMy BcepemnHy roKo3aMiHy cynbdaty B 403i 1500 Mr Ha 00y Makc/MasibHa PiBHOBaXKHA KOHLEHTpaLlis B
nnasmi KpoBi (Cpax sg) CTaHOBMMA 1602 + 425 Hr/mn (8,9 UM). [laHa KoHLeHTpauis gocsranacs yepes 1,5-4 rog (MediaHa — 3 rof) nicns BBeAeHHS (tmay). Y

PIBHOBaXKHOMY CTaHi MokasHMK AUC nnasMoBMX KOHLIEHTpaLiil BIAHOCHO 4acy CTaHOBMB 14564 *+ 4138 Hr x rog/mn. Taki napameTpu 6ynu oTpUMaHi npwu
3aCTOCyBaHHI /TiKapCbKOro 3aC00y HaTLle, TOMY HEBiOMO, YU 34aTHWIA NPUIAOM XXi 3HAYHOIO MipOKO BNIMHYTK Ha BCMOKTYBaHHSA npenapary.

Mpy NnepopanbHOMY 3aCTOCYBaHHI nicns abcop6Lil rKo3amiH B OCHOBHOMY PO3MOAINSAETbCA B M03acyAMHHOMY cepeaoBuLLi (Y TOMY YACAI B CUHOBIaNbHIl PignHI),
06’eM po3noginy npu6an3Ho B 37 pasiB BULLWIA Bif, 3arafbHOI KiflbKOCTI BOAM B TiNi NOAMHK. 3B’A3yBaHHS 3 6i/lkaMK [1H0KO3aMiHY He BUSIB/IEHO.

MeTaboniuHnin Npoginb rNOKo3amiHy He LOCNiLKYBaBCA, OCKINIbKY Lieil NikapcbKuid 3acib, 6yayum HaTypalbHOK PEYOBUHOLD, IKa MPUCYTHS B OPraHi3Mi l0anHN,
BUKOPUCTOBYETLCA A5 6IOCUHTE3Y AEAKMX KOMMOHEHTIB CYr/10060BOro XpsLLa.

Byno BCTaHOBMIEHO fMWle KiHLUEBWIA enimMiHauiiHWMin nepiog HaniBBMBEAEHHS TNOKO3aMiHY 3 Mna3mMy KPOBi NIOAMHW 3a pesy/ibTaTaMu AOCHI[IKEeHHS PiBHIB
rNOKO3aMiHy B naasMi, siki 6ynv BUMiptoBaHUMM NPOTAroM 48 rof nicns nepopanbHOro NpuiioMy NikapcbKoro 3acoby. Po3paxoBaHe 3HaYeHHS CTaHOBU/IO 613bKO
15rop.

Micns nepopanbHOro 3actocyBaHHA 14C-rnioko3amiHy BUAINEHHS 3 CeUeto PafioakTUBHMX MiYeHVX eneMeHTIB y MtoanHK cknano 10 + 9 % Big BBeAeHOT 403K, TOAi
K eKcKpeuis 3 ekanigsmm ctaHoBuna 11,3 £ 0 ,1 %. PiBeHb eKcKpeLii He3MIHEHOro r/Il0KO3aMiHy 3 Ceyelo Yy JIOAMHU MicNA MepopasibHOro 3acTocyBaHHS B
cepefHbOMY 6yB HU3bKUM (Mpr6n3HO 1 % Bij BBeAEHOT [03W). [aHi pe3ynbTaTh BKa3ytoTb, WO HUPKWN He BiAirpatoTb iCTOTHOI PoNi y BUBEAEHHI IHOKO3aMiHy Ta
/abo oro meTaboniTis i/4n NPOAYKTIB 1iOro posnagy.

Mpu 6araTopa3zoBoOMy 3acToCyBaHHI B 403i 750-1500 Mr oauH pa3 Ha 00y (hapMaKOKIHEeTMKa IoKo3aMiHy 6yna NiHiHOK, To/i IK Npu 3acTocyBaHHI B Ao03i 3000 mr



PIBHI IHOKO3aMiHY B M1a3mi KPoBi BY/IM HMXXYMMK, HDXK O4YiKyBasioca BIAMOBIAHO A0 MiABULLEHHS A03U. PapMaKOKiHETMKa IH0K03aMiHY B PiIBHOBaXXHOMY CTaHi He
3anexana Bif vacy, He cBigumna Npo_Kymynsuito abo 3HMKeHHs 6i040CTYNHOCTI npenapaTy B NOPIBHAHHI 3 NpogineM papMaKoKiHETUKM, WO criocTepirascs nicns
OHOPa30BOr0 BBEAEHHS.

dapMaKOoKiHETVKA FNIHOKO3aMiHY Y YO/OBIKIB | XXIHOK aHanorivyHa, BiAMIHHOCTEN (hapMaKOKIHETMKM Y 340POBUX A0OPOBO/MbLLIB i Y NAUiEHTIB 3 OCTE0apTPUTOM
KONIHHOI 0 Cyrno6a He BCTAHOB/IEHO. Y OCTaHHIX CepefHs KOHLEHTpauis B niasMmi Kposi Yepe3 3 rof nicns nNpuinomy 0CTaHHLOT [03U

1500 mr npu 6aratopa3oBOMY 3aCTOCYBaHHI OAMH pa3 Ha foby ctaHoBuna 7,2 UM Ta Oyna nogibHO 4O BUSABNEHOT Y 340POBUX LOOPOBO/bLIB, TOAI AK CepeaHs
KOHLEHTpAaL|i B CMHOBIa/IbHIN pignHi Byna TiNbKM Ha 25 % HWKYOH0 i, OTXKe, TaKOX 3Haxoamnacs B fgianasoHi 10 uM. Y nauieHTiB 3 HMPKOBOK ab0 NeYiHKOBOO
HeAOCTaTHICTIO (PapMaKOKiHETUKa r/IH0KO3aMiHy He [OCNifKyBasiacs, OCKiNIbKW, 3Baatoun Npodins 6e3neky npenapaty iy 38'A3Ky 3 HE3HAYHOK Y4acT HUPOK Y
eniMiHaLiT rHKo3aMiHy, SHWKEHHSA 03K 41 LUX TPy XBOPUX He nepesdayeHo.

PiBHOBa)KHI KOHLIEHTpaLiT r/Il0KO3aMiHy B Mia3mi Ta B CMHOBIa/IbHIN pignHI nicns 6araTopa3oBoro 3aCToCyBaHHA OAWH pa3 Ha fo6y B A03i 1500 Mr 3HaxoAsTbCA B
mexkax 10 mM i, oTxe, BignoBigatoTb TUM, 418 SKMX O6YN0 NoKaszaHOo (PapMakonorivyHy akTUBHICTb MPU AOCNIIKEHHSX B eKCNEPUMEHTa/IbHUX MOAENsX in vitro, Wwo
NiATBEPMKYE MeXaHi3M i i KNiHIYHWIA edieKT NiKkapCbKOro 3acoby.

KniHiYHi XapaKTepuUCTUKN.
Moka3saHHs. [NonerweHHs CMMNTOMIB MPY NIErKOMY Ta MOMIPHOMY OCTe0apTpUTI KOsiHa.

MpoTwunokasaHHA. IHAMBILYabHA MiABYLLEHA YYTAIMBICTb L0 AiF0YO0T PeYOBUMHM ab0 0 6YAb-AKOi 3 JONOMDKHUX PEYOBUH, CXU/IBbHICTb 1O KPOBOTEY.

Mpenapat JoHa® He cnif 3aCTOCOBYBATU NaLjieHTaM 3 afepricto Ha MO/MKOCKIB, TOMY LU0 /iUy PEeHOBUHY OJEPXKYHOTb i3 NaHLMPiB MOKOCKIB, TaKi NaLLiEHT MOXYTb
6yTV 6iNbLL CXMBHUMM O PO3BUTKY anepridyHmx peakwuiin Ha raoKo3amiH i3 MOXIMBMM 3aroCTPEHHSM CUMNTOMIB 3aXBOPHOBaHHS.

[o cknafy iH’eKUiHOT hopMmn npenapaty BXOAUTb AOMOMIKHA PevyoBMHA NiJOKATH, IKa Mae Taki MPOTUMOKa3aHHA: KapAioreHHW LIOK, BUPaXXeHa apTepiasibHa
rinoTeH3is, rocTpa cepLeBa HeAOCTaTHICTb, TAXKKI (hOPMU XPOHIYHOT CepLeBol HeJOCTATHOCTI, 3HMXeHa (PYHKLiA NiBOro LUIYHOYKA, 3aXBOPHOBAHHSA MPOBILHOCTI
cepus, aTpioBeHTpuKynsapHa 6nokaga l-111 cTyneHs, Tshkka 6paamkapais, po3naan 3ropTaHHS KpoBi, cMHAPOM Bonba — MapkiHcoHa — YaliTa, cMHApom Agamca —
CTOKCa, CyloM/ B aHaMHe3i, CIPUYMHEHI 3aCTOCYBaHHSAM Jif0KaiHy, CUHAPOM CNabKoCTi CMHYCOBOIO BYy3na, TSKKi MOPYLUEHHS (DYHKLUIT NeYiHKK, rinoBonemis,
MiacTeHisi, iHeKLiT Yy micyi iH’eKLiT, rinepyyTAMBICTb A0 NiJOKaiHY Ta NiABWLLEHA YYTAMBICTb 40 IHLIMX aHECTETUKIB amigHOro Tuny (OCKiNIbKW iCHYE NiABULLEHWIA
PU3MK PO3BUTKY MEPEXPECHUX peakLil rinepyyTInMBOCTI).

B3aemopis 3 iHLUMMK NiKapcbK1MK 3aco6aMuy Ta iHLWi BUAW B3aeMOZiN. Cnifl YHUKAT BUKOPUCTaHHSA CyMmiLleil BMICTY amnyn npenapaty 3 iHWWUMW iH’EKLiAHMM
NiKapcbK1MmM 3acobamu.

CneundivyHnX gocnimkeHb NiKapcbKOT B3aEMOZiT He npoBoannock. OfHak, 3 ornagy Ha (isnKo-XiMiyHi Ta apMakoKiHETUYHI BNacTMBOCTI I1H0KO3aMiHy Cynbgary,
MOXHa MpUNYCTUTM HU3bKWUIA NOTeHUian B3aemogii. Kpim TOro, BCTaHOB/EHO, LLO F/IKOKO3aMiHy CynbgaT He NPU3BOAUTbL Hi [0 MPUTrHIYEHHS, Hi A0 NiABWLLEHHS
aKTMBHOCTI OCHOBHUX (hepmMeHTiB CY P450 ntognHu.

dakTMYHO npenapaTt He KOHKYPYE 3a MexaHi3mu abcopbuii, nicnd abcopbuii BiH He 3B’A3yeTbCs 3 BiKamy nna3Mu, a MeTaboni3yeTbCa LUNAXOM BK/IHOUYEHHS K
€HI0reHHOI PevyoBUHK B NPOTEOrNiKaHN abo POo3LLentoeTbCA 6e3 yyacTi (DepMeHTIB CUCTEMM LIMTOXPOMY, BHACNI[OK YOro MasioiMOBIPHOKD € AOr0 B3aEMOAIA 3
IHLWMMW NiKapCbKMMKM 3acobamu.

ICHYIOTb OOMEXeHi [aHi MpPo MOX/IUBY B3aEMOZiO /IIKAPCbKMX 3ac06iB 3 I/HOKO3aMiHOM, OfHaK CnocTepirasocs 30i/blieHHs nokasHuka MHB (MixxHapoaHe
HOpMasli3oBaHe BiJHOLLEHHS) NMpuW 3aCTOCYBaHHI aHTaroHICTIB NepopasibHOro BiTamiHy K. Tomy 3a nauieHTaMu, SKi OTPUMYHOTb aHTaroHICT NepopasibHOro BitTaMiHy
K, cnif yBaXXHO CTEXWUTM Mij Yac noyaTtky abo MpUNMHEHHS Tepanii rnoko3amiHom. CynpoBsigHe NiKyBaHHSA MH0KO3aMiHOM MOXe NOCUUTK abcopobuito i, OTXe,
KOHLIEHTpaLit0 TeTpauuKAiHIB y cpoBaTLi KpoBi. MpoTe KniHiYHa 3Ha4YMMICTb L€l B3aemMogii, iMOBIpHO, 06MeXeHa.



MpenapaT CyMiCHWIA 3 HECTEPOIAHMMM NPOTU3ana/IbHUMI 3aC06aMU i TIFOKOKOPTUKOCTepOigaMm

[0 cknafy iH’€KUiRHOT (hopmK npenapaTty BXOAWUTb JOMOMIKHA PevyoBMHA NifokaiH. LiumetuamH, nentuamH, GyniBakaiH, NponpaHonon, XiHiguvH, avsonipamig,
amiTpPUNTUAIH, HOPTPUNTUAIH, X/JI0PNPOMa3vH, IMinpamiH NigBULLYIOTL piBeHb JifOKaiHy B CMpPOBaTLi KPOBi, 3MEHLUYHYM MOro MneyiHKOBUN MeTaboni3M.
HopagpeHaniH BUABNAE CUHEPTiYHMIA eDEKT NPK B3aEMOAIT 3 MiA0KATHOM.

Cnifg 3 06epexxHICTIO 3aCTOCOBYBaTH iHri6iTopr MAQO, OCKiNbKX BOHW MiABULLYHOTb PU3UK PO3BUTKY apTepiasibHOT FiNOTeH3ii i NPONOHIYETLCS MiCLIEBOaHeCTe3youa
[lis OCTaHHLOrO.

Mpn 0gHOYaCHOMY 3aCTOCYBaHHI 3 aHTMapUTMIYHMMK npenapaTamu 1A knacy (y T. 4. 3 XiHIAMHOM, NpoKaiHamigoM, Au3onipaMigoM) NoAoBXYeTbCs iHTepBan QT, y
[y>Xe NMOOAMHOKMX BUNagKaxX MOX/MBUIA PO3BMTOK AV -610kaamabo ibpunsaii wayHoOUKIB.

MocnabntoeTbCs KapAioTOHIYHNIA e(heKT 3aCTOCYBaHHS CEpPLEBUX IKO3NAIB.

Mpw o4HOYaCHOMY 3aCTOCYBaHHI 3 ceflaTUBHUMM 3aco6amm 3aCnoKInInBI eqeKT NOCUNIOKTLCS.

PeHITOIH NOCU/IOE KapAioAenpecnBHy Aito NifoKaiHy.

Mpn 04HOYaCHOMY 3aCTOCYBaHHI 3 NPOKaiHaMiLOM MOX/IMBI MapeHHs, ratoumHauii.

NigokaiH MoXke nocunioBaTy [Ait0 Mpenapartis, WO 3YMOB/OKTL 6/10Kafly HepBOBO-M'A30BOI MNepefadvi, OCKi/IbKM OCTaHHI 3MEHLUYHTb NPOBIAHICTb HEPBOBUX
IMNyNbCiB. ETAHON NOCUIIIOE NMPUTHIYYBa/IbHY Ait0 NiLOKATHY Ha AUXaHHS.

Oco6nmMBOCTI 3aCTOCYBaHHSA. BBeleHHA npenapaTty MOXYTb 3[iACHIOBATU Ti/IbKN MeANYHI NpaLiBHUKN.

Y nauieHTiB 3 BiJOMUM (haKTOPOM PU3MKY CepLeBO-CYAMHHMX 3aXBOPHOBaHb PEKOMEHAYETbLCA MOHITOPUHI PIBHA NiMifiB KPOBI, OCKINIbKM Yy MaLieHTIB, fAKi
OTPVMYBa/IM T/IFOKO3aMiH, Y [eKi/IbKOX BUMNafKax criocTepiranacs rinepxonectepuHemis.

Cnip 3 06epeXHiCTIO NpM3HaYaTN NaLieHTam 3 HeNepeHOCUMICTIO T/IF0K03M. Ha noyvaTKy NikyBaHHS NawieHTam 3 LyKpoBUM AiabeToM JOLiSIbHO NPOBOANTU KOHTPO/Ib
PIBHA LLYKpY B KPOBI.

BifoMi BMMNafKM 3aroCTPEeHHA CUMMMTOMIB acTMK MIiCNA Noyatky MpUiAOMY THOKO3aMiHy (CMMMATOMM 3arOCTPEeHHS 3HWKaaW MNIiCNs MPUMNUHEHHA 3aCTOCYBaHHS
rII0K03amiHy). ToMy NOTPiOGHO 3 06epeXHICTHO 3aCTOCOBYBATY Mpenapar npy NiKyBaHHI NALIEHTIB, AKi CTPaXAakoTb Ha BPOHXiabHY acTMY, OCKI/IbKM Taki NauieHTu
MOXYTb OyTW 6inbll CXWAbHUMW A0 PO3BMTKY anepriyHMX peakuil Ha FHOKO3aMiH i3 MOXIMBMM 3arOCTPEHHAM CUMMNTOMIB 3axBOptOBaHHSA. CreljianbHuX
[OCNipKeHb Y NauieHTIB 3 HUPKOBOK abo MeviHKOBOK HEAOCTATHICTIO He npoBoannoca. OAHaK 3aCTOCYBaHHA rH0KO3aMiHy nauieHTaM 3 TSXXKOH MeviHKOBOH abo
HMPKOBOKO HEAOCTATHICTHIO CNif KOHTPONHOBATH.

OfHa f03a nikapcbKoro npenapary mMictutb 40,3 Mr HaTtpito. Lle BapTO BpaxoByBaTu Npy NpU3HayeHHI nawieHTam, KM nokasaHa cysopa 6e3c0/1b0Ba JieTa.

L1106 YHUKHYTV BMNaAKOBOro iHTpaBa3a/ibHOro BBEAEHHA Npenapary PeKOMeHAYETLCA MPOBOANTM acnipauiiiHy npoby.

besneka 3acTOCyBaHHA aHECTETUKIB rpynu NiJoKaiHy CyMHIBHa A1 XBOPUX, CXU/IbHUX A0 3/108KICHOT rinepTepmil, TOMy Takoro 3aCTOCyBaHHS C/lij YHUKATW.

Mepep 3aCTOCYBaHHAM Nif0KaTHY NPU 3aXBOPHOBaHHSX cepus (Finokaniemis 3HMXYE eDEKTUBHICTb Nif0KaiHY) HeOOXiAHO HOpMani3yBaTy piBeHb Kanito B KPOBi Ta
npoBOANTN KOHTPOb EKT .

AKTUBHICTb KpeaTUHMOCHOKIHA3M B CUpoBaTLi KPOBI MOXe 3pOCTU MiC/is BHYTPILLHLOM'A30BOT IH'EKLIT npenapary, WO MOXe MPU3BECTU A0 MOMWIKKA MNpw
BCTAHOB/IEHHI [iarHO3y rocTporo iHpapKTy Miokapaa.

Y pasi nopyLleHb AiSNbHOCTI CUHYCOBOIO BY3/1a, NOAOBXEHHS iHTepBay P-Q, po3wmnpeHHs QRS abo y pasi BUHUMKHEHHS ab0 3aroCTpeHHs apuTMiil fo3y MOTPIOGHO
3MEHLUMTK abo BiAMIHUTK Npenapart.

Cnip poTpumyBaTUCh 0CO6/MBOT 06EPEXHOCTI NPW 3aCTOCYBaHHI NpenapaTy NauieHTam 3 HeAOoCTaTHICTHO KPOBOOOGIry, apTepialbHOK TiNOTEH3iEl0, apuTMiamMu B
aHaMHesi, MopyLUeHHAMN (PYHKLIT MeYiHkn Ta/abo HUPOK MOMIPHOro CTyrneHs. 3 Orfsgy Ha HasBHICTb B CKafi NiAOKATHY TakoX HeobOXigHO LOTpUMYBaTUCh
06epeXXHOCTI NpY NPU3HaYeHHI NalieHTaM NiTHLOrO BiKy, XBOPMM Ha enifencito, Npu NopyLLeHHI NPOBIAHOCTI cepus, Npy AnXanbHin HeAOCTaTHOCTI.



3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyaato.
[aHi o0 3acTocyBaHHA npenapary BariTHUM abo XiHKaMm, aKi rogytoTb rpyaato, BiACyTHI, TOMY 3aCTOCYBaHHS npenaparty NPOTMUMOKa3aHo L KaTeropii nayieHTiB.

34aTHICTb BN/MBATY Ha LWBUAKICTb peakuil npy KepyBaHHI aBTOTPAHCMOPTOM abo iHWMMKU MexaHiamamu. LocnifKeHHs BMAVMBY npenapaTy Ha 34aTHICTb
KepyBaTn aBTOMOOINIEM Ta KOPUCTYBaHHA IHWNMK MeXaHi3maMu He nposoguauca. Iig yac 3acTocyBaHHS NHOKO3aMiHY MOXYTb PO3BMBATUCS 3arnamMOpPOYeHHS,
COHJIMBICTb, BTOMA, Liethasirisa abo nopyLUeHHs 30py, TOMY CAif, YHUKATN KepyBaHHSA aBTOTPAHCMNOPTOM Ta PO60TH 3 IHLLUMYK MeXaHi3Mamu.

Cnoci6 3acToCcyBaHHS Ta [03M.

[ns BHYTPILLIHBOM’A30BOr0 3aCTOCYBaHHSA! [NpenapaT He NPU3HaYeHWn ANs BHYTPILLHbOBEHHOMO BBEAEHHS.

Jlopocni nauieHTn Ta nauyieHTun NiTHLOrO BiKY.

Mepen 3acTOCyBaHHAM 3MiLlaTV po3unH B (po34nHHUK 1 Mn) i3 po3umHOM A (po34nH npenapary

2 M) B OAHOMY LLMPULL.

MpUroToBaHMIA PO34MH NpenapaTy BBOAMTN BHYTPILLHLOM’S130B0 N0 3 M1 ab6o 6 M (po3umH A+B)

3 pasun Ha TVXAeHb NPOTArOM 4—6 TUXKHIB.

HasBHICTb YKOBTYBaATOr 0 3a6apB/eHHs PO34nHY B aMmnyni A He BNMBaE Ha ePeKTUBHICTb Ta NePeHOCUMICTb NliKapcbKoro 3acoby.

IH’eKUiT NpenapaTy MOXHa MNOEAHYBATK 3 NepopaibHAM MPUIAOMOM Npenapaty y PopMi MOPOLLKY 418 NPUTroTYBaHHS PO3YMHY.

["NtOKO3aMiH He NoKasaHWin 4N1s NiKyBaHHA rocTporo 60/1b0BOr0 CUHAPOMY.

[MonerweHHs cMMnToMiB (0COGNMBO 3MeHLLEHHS 60/1bOBUX BigYyTTiB) MOXIMBE TiNlbKK MICNA AEKINbKOX TVXKHIB NiKyBaHHA, a B AeSKMUX BuNafKax HaBiTb Nicns
6iNbLU TPUBAIOIrO Yacy.

FAKLLO HISKOro MonerLieHHs CMMNTOMIB He Big0bynocs yepes 2—3 MicALi 3aCTOCYBaHHS, HEOOXILAHO NEPErAHYTU JTiKYBaHHS.

3acTocyBaHHS NiTHIM nayieHTam. XXOAHUX 4OCNIIKEHDb LLOAO0 KIHETUKM NnpenapaTy 3a y4acTo NiTHIX NauieHTIB He NPOBOAMIOCA.

3acTocyBaHHs nauieHTaM 3 HUMPKOBOK Ta/abo NeyviHKOBOK HeAOCTAaTHICTIO. YKOAHMX [OCMifpKeHb LWOLO KIHETUKW npenapaty A9 JaHoi nonynsauii He
npoBoannocs (AuB. po3ain «OcobnMBOCT i 3aCTOCYBaHHSA»).

[iTwn. He 3acTocoByBatu 4iTAM I Mig/IiTKam, OCKi/IbKM 6e3reKa Ta epeKTUBHICTb NpenapaTy A1 TakUX MaLieHTIB He BCTAHOB/IEHI.

MepeposyBaHHA. Bunagkv nepefosyBaHHS (BUNafKOBI UM HAaBMWCHI) He BiA3Hauyasucb. Y pasi  nepefo3yBaHHA CANif MPUNUHUTU MPUIAOM npenapaty Ta, SKLLO
HeobXiHO, NMPOBECTY CUMMTOMATMYHE NiKYBaHHS, CNPSMOBaHe Ha BiHOB/IEHHS BOAHO-E/1EKTPOJTITHOrO 6asiaHcy.

[o cknagy iH’eKUiRHOT (hopMu npenapaty BXOAWUTbL AOMOMIKHA pevyoBMHa MifoKaiH. Mepwmmy cumnToMamun nepefosyBaHHA NiJoKaiHy rigpoxnopugy 3 60Ky
LLeHTPa/IbHOT HEpPBOBOI CUCTEMW MOXYTb OYTW OHIMIHHS f3uKa i ry6, 36y[IKeHUl cTaH, eidopis, TPUBOXKHICTb, LYM Y ByXaX, 3anaMOPOYeHHs, HEYITKICTb 30pY,
HicTarm, Tpemop, Aenpecis, COHAMBICTb, BTpaTa CBIJOMOCTI, @K A0 KOMM, TOHIKO-K/OHIYHI cygomu. K BigoMO 3 ny6nikauii, cMMnToMammn nepefosyBaHHS,
MoB’A3aHNUMU i3 NIAOKATHY TiAPOX/IOPUAOM, 3 BOKY CepueBO-CYAMHHOT CUCTEMU Ta AUXaNbHOT (OYHKLIT MOXYTb OYTU 3HUXKEHHS apTepiasibHOro TUCKY, Kofarc,
AV-6nokagaTta NPUrHibYeHHs AuxanbHOT AisnbHOCTI. HeobXigHO KOHTPO/HOBATU CEPLEBO-CYAMHY Ta AMXasbHY (DYHKUIT nauieHTa. 3miHa UuX napameTpiB MOXe
BKa3yBaTW Ha Mepeao3yBaHHA npenapary, TOMy NawieHTy c/lif HerainHo 3a6e3neyunTi 4OCTYN KUCHIO. Y CiyCKNaaHEHHS NOoTPebyrTb CUMNTOMATUYHOTO /liKYBaHHS.

Mo6iuHi peakuii.

KpuTepii oLiHKM 4acTOTK PO3BUTKY NMOGIYHMX peakLiil Ha NikapCbKnii 3acio:
[ly>Ke yacTo: > 1/10
YacTo: > 1/100-< 1/10



HeuacToO: > 1/1000 - < 1/100

Pigko: > 1/10000 - < 1/1000
Ay>Ke piako: < 1/20000
YacToTa HeBigoma: 4acTOTY BMNaAKIB 3a HasBHUMW AaHVMU OLLiHUTU HEMOXX/TNBO.

3 60Ky IMYHHOT CMCTEMM: YacTOTa HEBiAOMa — aneprivHi peakuii (rinepyuyTanBICTb);

3 60Ky OOMiHY peyYOBMH Ta XapyyBaHHA: 4acTOTa HeBiJOMa — HeraTVBHWW BMMB Ha MOHITOPWHI LYKpPY B KPOBI, rineprnikemis y nauieHTiB 3 MOpYLUEHO
TONEPaAHTHICTIO [0 /HOKO3W;

MCUXIYHI po3naaun: YacToTa HeBifoMa — 6E3COHHS;

3 60Ky HEpBOBOI CUCTEMMU: YacTo — Liedhanris (ronoBHWIA 6inb), COHNMBICTb, YaCTOTa HEBIOMA — 3aMaMOPOYEHHS;

3 6OKy OpraHiB 30py: YacToTa HeBiZJOMa — MOPYLUEHHS 30pY;

3 6OKy Cepus: YacTOTa HeBiflomMa — apuTMis cepus, HanpuKnag Taxikapais;

3 GOKY CYyAMHHOI CUCTEMU: HEYACTO — NOYEPBOHIHHS;

3 60Ky TpaBHOT CUCTEMU: YacTO — HY[0Ta, 6ifib Y XXMBOTI, NOPYLLEHHS TPaB/IeHHS, [iapes, 3anop, MeTeopr3M, BXKKICTb Y LUMYHKY Ta 6ib, AUCNENCIs;

3 B6OKY LUKipW Ta NiALWKipHOT KNI TKOBMHW: HEYacTo — epuTema, BUCU, CBepOIXX; YacToTa HeBijoMa — BUNaJaHHA BONOCCH, aHTIOHEBPOTUYHUIA HAOPAK, KPOMUB’ AHKA;
3 OOKy OpraHiB uxaHHs, rpyAHOT KNI TKY Ta CepefOCTIHHA: YacTOTa HeBifjoMa — acTMa, 3aroCTPeHHS acTMu;

3 60Ky renaTobiniapHOi CMCTEMU: YacTOTa HeBiOMa — XXOBTAHULS;

3ara/bHi po3naan Ta nopyLLeHHs B MiCLLi BBEAEHHS: YacTO — BTOM/IIOBaHICTb, YacTOTa HeBiZlOMa — HabPsAK, NepuepuyHn HabPSK, peakLis y MiCLLi BBELEHHS;
pe3ynbTaTu AOCNIA>KEeHb: YacToTa HeBifoMa — NiABULLEHHS PIBHS NeYiHKOBUX PepMeHTIB, NiABULLEHHS PIBHS [/THOKO3M B KPOBI, NiJBWLLEHHS apTepialbHOro TUCKY,
KONMBaHHA NokasHnka MHB (MikKHapofHe HopMasli3oBaHe BiAHOLLEHHS).

MoBifoOMNAN0OCS NPO NOOAMHOKI CMOHTaHHI BUNaAKM rinepxonecTepmHeMii, 04HaK NPUYMHHO-HACIAKOBWUIA 3B’A30K He BCTAHOB/EHO.

IH’eKUiiHa hopma npenapaTty MiCTUTb NiJOKaIH. Y BUHATKOBMX BUNaLKaxX MOXMBI NOGIYHI peakLii, xapakKTepHi AN LbOro KOMMOHEHTa:

3 60Ky TpaBHOT CUCTEMU: HYAOTa, AYXXe PifKo — 6/1H0BaHHS;

3 BOKY HEpBOBOT CUCTEMM: OHIMIHHA A3UKa | Iy6, CBITN06053Hb, AUMNIONIN, FONIOBHWIA 6iNlb, CNYTaHICTb CBIAOMOCTI, M’A30Bi CiNaHHS, NPU 3aCTOCYBaHHS Y BUCOKUX
[03ax — WyM Yy ByxaX, 30yKeHW CTaH, 3aHENOKOEHHS, NapecTesil, Cy4oMu, BTpaTa CBiOMOCTi, KOMa, rinepakysis;

3 6OKy OpraHis 30py: NOPYLLEHHS 30pY, KOH KOHKTUBIT; NPY 3aCTOCYBaHHI Y BUCOKUX [03aX — HICTarw;

MCUXIYHI PO3Naaun: YacToTa HeBioMa — MOPYLUEHHS CHY;

3 BOKY CepLeBO-CyANHHOT CUCTeMU: apTepiasibHa rinoTeH3isa, nonepeyHa 6/10Kaja cepus; YacToTa HeBifoma — NiABULLEHHS apTepialbHOro TUCKY; MPWU 3aCTOCYBaHHS
Y BUCOKMX [103aX — apuTMmis, 6paamnkapais, ynoBisibHEHHS NPOBIAHOCTI cepus, 3yNMHKa CepPLEBOT AiSNbLHOCTI, NepudeprnyHa BasoaunaTalis, Konanc, Taxikapgis, 6ib
B AINAHLI cepaus;

3 BOKY IMYHHOI CMCTEMM: NPUrHIYEHHA IMYHHOI CUCTEMM, afepriyHi peakuii, BKNHOYaoUuM HabpsK, LWKIPHI peakuii, cBepbiX; Ay>Ke pigKo — KPOMuB’sSHKa, peakuil
rinepyyTAMBOCTI, BK/OYAKUM aHaiNakToigHI peakuii (30Kpema aHaiNnakTUYHWIA LWOK), reHepanizoBaHMin eKchoniaTUBHNUIA epMaTUT;

3 60Ky AMXaNnbHOT CUCTEMU: MPUTHIYEHHS AMXaHHS abo 3ynnHKa AUXaHHSA, 3a4MLLIKa;

IHLLI: BIAUYTTA Xapy, Xonomdy abo OHiMiHHS KiHLIBOK, 3/109KICHa rinepTepMis; Npw 3acToCyBaHHI Y BUCOKMX [03aX — PUHIT,

MiCLieBI peakLii: MOKONOBAHHA LUKIpK B MicLi IH eKuiT, abcuec, BIAYYTTA Nerkoro neyviHHA (3HMKae 3 PO3BUTKOM aHECTe3yHUoro eqekTy npoTarom 1 XBUANHK),
Tpom6ogebiT.

TepMiH NpUAATHOCTI. 2 POKMW.



BkazaHuii TepMiH NpWAATHOCTI AINCHUIA NpU UiNICHOCTI yNakoBKW Ta AOTpMMaHHI yMOB 36epiraHHs. He 3acTtocoByBaTw npenapat Nicns 3akiHYeHHS TepMiHy
NPUAATHOCTI.

YMmoBu 36epiraHHsA. 36epiratv y HeAoCTYNMHOMY ANs AiTel micyi npu TemnepaTypi He Buwe 25 °C.

YnakoBKa.

AmMnyna A: 3 KOpUYHEBOro NPO30POro CKa MICTUTb 2 M1 AiH040T PEHOBUHM.

Awmnyna B: 3 6e36apBHOro Npo3oporo ckna MiCTUTb 1 M1 PO3YMHHUMKA.

6 amnyn A Ta 6 amnyn B 3 po34nMHHMKOM ynakoBaHi y pyTnsp i3 MBX i KapTOHHY KOPOOKY.

Karteropis Bignycky. 3a peLenTom.
Bupo6HuK. bionoriui ITanis Jlabopatopis C.p.J1.

Micue3HaxomkKeHHSA BUPOOHMKa Ta oro agpeca Micusi NpoBafpKeHHS AisiNIbHOCTI.
Bia ®ininno Cepnepo, 2 - 20060 Macate (MinaH), ITanis.



