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IHCTPYKUIA
AN191 MeANYHOr0 3aCTOCYBaHHSA JTiIKapCbKOro 3acoby

JNEHOKCUB
(DENOXIB)

Cknap;

Ait0ya peyoBmHa: LIeNIeKOKCKO;

1 kancynamictutb 100 mr a6o 200 Mr LieNeKOKCKOY;

[OMOMI>KHI PEYOBUHU: 1aKTO3a, MOHOTIAPAT; HaTPit0 KpockapmMenosa; nosifoH (K-30); HaTpito naypuncynbdar;
MarHito cteapar; TuTaHy giokeung (E 171); »kenaTuH.

Jlikapcbka thopma. Kancynu.

OcCHOBHI (pi3MKO-XiIMiYHI BNaCTUBOCTI:

Ans kancyn no 100 mr: 6ini HeNpo3opi TBePAi »XeNnaTUHOBI Kancynu po3mipy «3» 3 rpaBitoBaHHAM «M» Ha
KpuLeyli Ta «12» Ha Kopnyci Kancysnu, 3anoBHeHi 6in1um abo Maike 6iMm rpaHyibOBaHUM MOPOLLKOM.

Ans kancyn no 200 mr: 6ini Hempo3opi TBEPAI >KeNaTUHOBI Kancynn po3mipy «1» 3 rpasitoBaHHAM «M» Ha
Kpureyui Ta «13» Ha KOpnyci Karcy u, 3arnoBHeHi 6iium abo Maixke 6innmM rpaHyibOBaHNUM NMOPOLLIKOM.

dapmakoTepaneBTUYHa rpyna.
HecTepoigHi npoTu3ananbHi Ta NpoTUpeBMaTnYHi 3acobun. Kokenon. Kog ATX MO1A HOL.

dapmMakosoriyHi BnacTmeoCTI.

PapmakonHamika.

MexaHi3m _Aii. Llenekokcnb mae 3HeG0/0BasibHI, MpoTU3anasibHi  Ta  XKapOo3HMXKYBa/lbHI  BNAcTUBOCTI.
BBaxaeTbcs, L0 MexaHi3m il npenapaty AEHOKCWB nos’s3aHuiA 3 iHribyBaHHAM CUHTe3y npocTarfaHavHIB,
NepeBaXXHO LUISXOM iHribyBaHHA LUuKnookeureHasn-2 (LLOM-2). Lienekokenb € MOTY>KHUM iHFiGITOPOM CUHTE3Y
npocTarfaHguHiB in vitro. KoHUeHTpauii Lenekokemby, aKki 6ynv SOCArHyTI nif yac Tepanii, CHPUYUHANN
e(heKTn in vivo.

MpocTarnaHauHY  MiABMLLYIOTL  YYT/AIMBICTL af)epeHTHUX HepBiB Ta MOCUNIOKOTL  Ai0  OpafuKiHiHY,
CTUMy/OUN 6iflb, Y MOAensxX Ha TBapuHax. [lpoctarnaHgvHu € Megiatopamu 3ananeHHs. OCKiNbKu
LIeNeKOKCK6 € IHriBGITOPOM CUHTE3Y nNpocTarfaHAMHIB, MexaHi3M oro fii MoXke 6yTy 3yMOBMEHWNIA 3HVXKEHHAM
PIBHA MpocTarnaHAvHIB y nepupepmuyHmnX TKaHMHax.

dapmakoanHaMiYHi BNaCTUBOCTI.

TpoM6ouMTH. 3a AaHUMU  KNIHIYHUX [JOCNifKEHb 3 Y4aCTiO 3[40pOBMX [A06POBOMbLIB,  3aCTOCYBaHHS
LieNeKoKcnoby y pa3oBumx fo3ax Ao 800 mr Ta 6araTopa3oBux gosax fo 600 Mr 2 pas3u Ha Jo6y NpoTArom nepiogy
[0 7 pAHiB (WO nepeBuLLYE PeKOMEHAOBaHI TepaneBTMYHI [03M) He BNAMBAIO HA 3MEHLUEHHS arperauii
TPOM6OLMTIB 260 NOJOBXEHHSA Yacy 3ropTaHHA KpoBi. Uepes BiACYTHICTb BM/IMBY Ha TPOMOOLMTHY LIENIEKOKCUG
He MOXXHa 3aCTOCOBYBATM K 3aMiHHWK aLeTUICaniLnI0oBOi KACNOTY ANS NPOQiNaKTUK/ 3aXBOPHOBaHb CepLeBo-
CYAMHHOT cucTeMun. Hesifomo, Yn BMNAMBAE LeIEKOKCMO Ha TPOMOOLMTY LWOAO NiABULLEHHS PU3UKY PO3BUTKY
CEPI0O3HNX CEPLEBO-CYANHHUX TPOMOOTUUYHMX NOBIYHMX peakLiil.

3aTpuMKa pignHW. TpUrHibYeHHs cuHTe3y npocTtarnaHamHy E2 (MIFE2) moxe Npu3BoAUTU A0 3aTPUMKM HATPItO
Ta BOAM 3a PaxyHOK 30i/bLUeHHS peabcopbLii y BUCXiAHIN TOBCTIM YaCTUHI NeTi MeHsie MO3KOBOT O LWapy HUPOK
I, MOXNMBO, B IHLIMX CErMeHTax AWUCTaIbHUX BIAAINIB HegpoHy. Bsaxaetbca, wo MIE2 npurHivye
peabcopbLito BoAM Y 36ipHUX TPY6OUKax, MepeLlKomKatoun Ail aHTUAIYPETUYHOIO rOPMOHY.
dapmakoKiHeTVKa.

MoKa3HVKM BNANBY LENEKOKCKOY 36iNbLUYHOTbCSA NPMOIN3HO NPOMNOPLIAHO A0 A03KM Nicns 3acTocyBaHHS 200 Mr
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npenapaty 2 pasu Ha Ao0y; Npu BULWMX [03aX CNOCTEPIraeTbCs MeHLU NPONopuiiHe 36iNbLUEHHS NOKA3HUKIB.
MpenapaT XapakTepu3yeTbCs LWMPOKNM PO3MOAINOM Ta BUCOKUM PiBHEM 3B’A3yBaHHA 3 6inkamu. Llenekokcn6
MeTaboni3yeTbCsA ronoBHUM YnHom CY P2C9 3 nepiofom HaniBBMBEAEHHSA MPU6/IM3HO 11 rogunH.

Abcopbuis. MiKoBi piBHI LeNeKokcnby y nnasmi KpoBi A0CAraloTbCs NPUOAN3HO 4epe3 3 roguHWM nicns
NepopasibHOro 3acTocyBaHHA. pu 3acToCyBaHHI mpenapaTy HaTtuwie y fo3i go 200 Mr 2 pasun Ha foby fK
MaKcMasibHa KOHLeHTpaLis npenapaty y nnasmi Kposi (Crgy), Tak i naowa nig apmMakoKiHETUYHOK KPUBOHO

(AUC) npubnnsHo nponopuiHi [0 [03U; NpU BULLMX [03aX 3HaYeHH Cya Ta AUC 306inbLuytoThbes

cy6niHinHo. OocnifxeHHs abcontoTHOI 6io4oCTyNHOCTI NpenapaTy He nposoaunu. lMpu 6araTopa3oBomy
3aCTOCyBaHHI PIBHOBXXHWUIA CTaH [AOCAracTbCA Ha 5-ii fAeHb abo paHiwe. PapMaKOKiHETUYHI NapameTpu
LIeNeKOKCKobY y rpyni 340p0BMX A06POBO/bLIB HaBeAeHO Y Tabnnui 1.

Tabnuus 1
KiHeTrka po3noginy pa3osoi f03u (200 Mr) Lenekokcuoy B 340p0BMX A06poBosbLiBl
CepefHi (KoedpiuieHT Bapiauii, %) 3Ha4YeHHS (hapMaKOKiHETUYHMX NapameTpiB
Crnax HI/MN Trax 04 |EdhekTuBHMIALy /9, FOL, Vs9F, n CL/F, nlrog
705 (38) 2,8(37) 11,2 (31) 429 (34) 27,7 (28)
1- [,06p0BO/bLI MiC/NA 3aCTOCYBaHHA npenapaty HatLe (n=36, 19-52 poku)

Vss/F — 06’eM po3noginy B piBHOBaXXHOMY CTaHi.

CL/F — nna3moBuiA KnipeHc.

Bnave BxumBaHHA ixi. Mpy 3actocysaHHi npenapaty JEHOKCWB nif yac BXMBaHHA DKi 3 BUCOKMM BMICTOM
XunpiB Cygx CnocTepiranach i3 3aTPMMKOI NpUBAN3HO Ha 1-2 roauHu 3 nigsuiieHHam AUC Big 10 % o 20 %

. Mpw 3acTocyBaHHI Npenapaty HaTlle y fo3ax noHaz 200 Mr cnocTepiraeTbes CyoniHiliHe 36i/bLUEeHHS 3HaYeHb
Cinax T2 AUC, L0 NoB’A3YH0Tb 3 HU3bKOK PO3YMHHICTIO Npenapary y BOAHOMY CepefOBULL.

OpHoyacHe 3actocyBaHHsi npenapaty AEHOKCWB 3 aHTauyugamu, WO MICTATb aflOMiHIi Ta MarHii,
NPU3BOAMUNO IO 3HWKEHHA KOHLLEHTPALlii LeNleKOKCUOY Y niasmi KPoBi 3i 3HVKEHHAM MoKa3HUKa Crgx Ha 37 %

Ta AUC Ha 10 %. AJEHOKCWB y go3ax go 200 Mr 2 pa3un Ha o6y MOXHa NpuiAMaTy He3anexHo Bif, BXX1BaHHS
DKI. N9 NOKpaLLeHHA BCMOKTYBaHHSA CAif 3aCTOCOBYBATU BULLI 03K (400 Mr 2 pasu Ha f,06Yy) pa3oM i3 DKELO.

Y 340p0oBMX AOPOCNX A0OPOBO/bLLIB 3araibHWM BNAWB NPU CUCTEMHOMY 3acTocyBaHHI (AUC) Lenekokcuoy
He BifIPi3HABCA MpY NPOKOBTYBaHHI Kancynun 1a Npu po3sefeHHi i BMIiCTy B A61y4HoMy nitope. Micnsa npuiomy
BMICTY Kancynu 3 A6/1y4HUM MOpe He CNOCTEPIrasiv XKOAHUX 3HAYYLLUMX 3MiH NOKa3HWKIB Crax, Tmax @060 ty/2

(nepioa HaniBBMBeAeHHS) (AMB. po3ain «Cnocib 3acTocyBaHHS Ta 403n»).

Posnogin Y 340poBMX 406POBO/bLLIB MPY 3aCTOCYBaHHI B KIHIYHOMY Aiana3oHi 403 LEeNeKoKcMb maiixe
MOBHICTIO 3B’A3YETbCA 3 Ginkamm (NpubnnsHo Ha 97 %). LocnifpKeHHs in vitro AOBOAATL, WO LIENeKOKCK6
3B’A3YETbCA 0/IOBHNM YMHOM 3 a/lbOYMIHOM Ta MEHLLOK MipPOI0 — 3 01-KWUC/IOTHWUM [NiKONpoTeiHOM. Bugumuia

06’eM po3MoAiny y cTaHi piBHoOBary CTaHOBMTb Npuo6an3Ho 400 N, LU0 BKa3ye Ha LUMPOKWIA pO3nogin npenapary B
TKaHUHax. Llenekokcnob He eMOHCTPYE NepeBaXKHOr03B8’A3yBaHHA3 epuTpoLUTaMu.

MeTab0ni3M. MeTab0oni3m LieNeKOKC1BYTr0N10BHUM YMHOM 3AiCHI0ETLCA3a fornomoroto CY P2C9. Y nnasmi KpoBi
MOAMHW Oyno BuUABNEHO 3 MeTaboniTW: NepBUHHWIA CNMPT, BIAMOBIgHA KapboHOBa Kucnota Ta i
[MHOKYPOHIAHWIA KOHtoraT. LIi MeTaboniTi He MatoTb aKTUBHOCTI L0 iHribyBaHHs LIOIM-1a6o LIOr-2.
EkckpeLisi. LienekoKcmb BUBOAUTLCA FOMIOBHUM YMHOM LUISXOM MEYiHKOBOro MeTaboniamy Ta /iMLie HeBenvka
KiNbKIiCTb (MeHLWe 3 %) He3MiHeHOro npenapaTty BMBOAWUTLCA i3 CeYetd Ta Kaiom. [licnd nepopasibHoOro
3aCTOCyBaHHSA OHOPA30BOI [03M Npenapary, MiYeHOro pagioi3oTornom, NpméansHo 57 % [o3n BMBOAMIOCA 3
Kanom i 27 % — i3 ceyeto. OCHOBHUM MeTaboniTOM Yy cedi Ta Kani 6yna kap6oHoBa kucnota (73 % [o3sm), npu
LUbOMY B Ceyi TakOX BUABNANACA HEBeNnKa KifbKICTb T/IIOKYPOHiIAY. BBaXaeTbCs, WO HU3bKA PO3YMHHICTb
npenapaty MoAoBXye npouec abcopbuil, Wwo pobuTs ty, 6inbll BapiabensHUM. EQeKTUBHUMA t1/») CTAHOBUTH

npr6an3HO 11 roAuH 3a YMOB 3aCTOCYBaHHA HartLue. KnipeHc nia3mmn KpoBi CTaHOBUTL Npu6an3Ho 500 mn/xB.
OKpeMi rpynu NaLieHTIB.

MaLieHTV NiITHLOTO BiKY. Y NauieHTIB NiTHLOrO BiKY (CTapLue 65 pokiB) y piBHOBaXXHOMY CTaHi Cygy Oy/N1a Ha
40 % suwa i AUC — Ha 50 % BuLa NOPIBHAHO 3 TaKMMU Y NaLi€HTIB MOMOALLIONO0 BiKY. Y »XIHOK MliTHbOr0 BiKYy
Cmax 1 AUC ans Lenekokcmby € BULLMMU, HIXK Y YOMOBIKIB NITHLOrO BiKY, /e Le NigBULLEHHA NepeBaxkHO €
HaCNiIKOM MeHLLIOT MacK Tina y XIiHOK. 3aranom KopuryBaTun o3y nawieHTaM NiTHbOro Biky He NoTpi6Ho. OaHaK
y nauieHTiB 3 Macoto Tina MeHLwe 50 Kr NiKyBaHHA CNif po3noynHaTK 3 HaMMEHLLOT peKOMeHA0BaHOT 103U (AMB.
po3Lin «Cnocib 3acToCyBaHHSA Ta LO3U»).

Aitn. 3a gaHumn focnigxkeHo y MawieHTIB 3 FOBEHI/IbHUM PEBMATOILHNM apTPUTOM BIKOM Bif, 2 A0 17 poKiB




Ta Macoto Tifa = 10 Kr 3 ypaXeHHAM OAHOro 4m 6aratbox cyrnobiB abo i3 CUCTEMHUMM NPOsSiBaAMM FOBEHINIbHOTO
PEBMaTOigHOr0 apTpUTY OLLiHIOBAIaCh (hapMaKOKIiHETMKa PiIBHOBaYKHOMO CTaHy Mic/s 3aCTOCYBaHHS Lie/IeKOKCMOY
B €KCMNepUMEeHTa/IbHIN (hopMi CycneHsiT And nepopaibHOro 3acToCyBaHHA. PapMakoKiHETUYHWI NONYNALINHWIA
aHani3 nokasas, L0 KipeHC (HECKOPMIOBaHMIA 32 Macoto Tina) Npyn nepopanbHOMY 3aCTOCYBaHHI LIENIEKOKCHOY
3pOCTae MEHLL HiXK MPOMOpPLiHO A0 36iMbLUEHHS Macy Tifla, NPUYOMY NPOrHO3YBanocs, WO Y NalieHTiB 3 Macor
Tina 10 Ta 25 Kr KnipeHc 6yae meHwnm Ha 40 % T1a 24 % Bi4NOBILHO MOPIBHAHO 3 AOPOC/IMMM MaLieHTaMm 3
pPeBMaTOIAHMMapPTPUTOM 3 Macoto Tina 70 Kr.

3acTocyBaHHs Kancys Lefiekokemoyno 50 Mr 2 pasun Ha 406y nawieHTam i3 FOBEHiIbHUM peBMaTOT4HUM apTPUTOM
3 Macoto Tifa = 12 ta < 25 kr ta kancynno 100 Mr nauieHTam i3 FOBEHI/IbHUM PeBMAaTOTAHMM apTPUTOM 3 Macoro
Tina > 25 Kr mae 3a6e3neynTin NoAibHy KOHLEHTPaL it Lie/leKOKC1OY 'y nna3mi KpoBi [0 Ti€l, Wo cnocTepiranacs
nif Yac KAiHIYHOro JOCNiLKEHHS, B AKOMY OYy/10 NPOAEMOHCTPOBAHO HE MeHLLY e(heKTUBHICTb LiefIeKOKCHOY,
MOPIBHAHO 3 HAMPOKCEHOM, Yy A03i 7,5 Mr/kr 2 pasu Ha o6y (auB. po3ain «Cnocib 3acToCyBaHHA Ta [03M»).
JocnimpkeHb 3aCTOCYBaHHA LieNeKOKCMOY nauieHTaM i3 FBEeHIIbHUM peBMaToigHM apTPUTOM BIKOM [0 2 POKIB
ab0 Macoto Tina meHLue 10 Kr He NPoBOAMAN. TaKoX He NPOBOAWIN JOCNIXKEHHSA TPMBANICTHO Oi/bLUe 24 TUXKHIB.
PacoBa MNpUHaNIEXHICTb. BpaxoByroun pesynbraTt MeTa-aHanisy (apMakoKiHETUYHUX [0CNifXKeHb, 6yno
3p06/1eHO NPUNYLLEHHS, WO 3HaYeHHs AUC uenekokcnby B NpeAcTaBHUKIB HErpoigHoi pacy Ha 40 % Bulle,
HIXX Y MpefCcTaBHMKIB €BPOMEOILHOI pacy. MOACHEHHS Ta KNiHIYHA 3HAYYLLICTb LUUX Pe3ynbTaTiB HEBILOMI.
MMopyLUeHHA (YHKUIT NeYiHKK. PapMakoKiHETUYHe [AOCMI[KEHHA Y MauieHTiB 3 nerkumm (knac A 3a
Knacuikauieto Yannga—1’t0) ta nomipHnmm (Knac B 3a knacudikauieto Yannga—r1’t0) nopyLeHHAMN QYHKLT
neviHKKM nokasano, wo AUC LeneKoKcnoy B piBHOBXXHOMY CTaHi MigBULLYETLCA Npnban3Ho Ha 40 % Ta 180 %
BiZNOBIAHO NOPIBHSAHO 3i 340POBUMMK AOOPOBONBLUAMMK TPYNN KOHTPOO. TOMY peKOMeHA0BaHy [060BY 03y
npenapaty AEHOKCWB y kancynax cnif, 3MeHWutTy npubnmnsHo Ha 50 % npu 3acTocyBaHHI naieHTam i3
NOpYLUEHHSAMM (DYHKLIT NeYiHKM MOMIPHOro CTyneHs TSXKKOCTI (knac B 3a knacudgikauieto Yainnga—I1’to).
JocnifpKeHb y NauieHTIB 3 THKKUMM NOPYLLUEHHAMN yHKLIT nediHKK (kKnac C 3a Knacudikauieto Yannga—I1’to)
He nposoaunun. 3actocysaHHA npenapaty AEHOKCWB nauieHTaMm i3 TAXKKMMU NOPYLLUEHHAMW (YHKLIT NeYiHKM
He peKoMeHAyeTbCA (AMB. po3ain «Cnocib 3acToCyBaHHA Ta A03M1»).

[MopyLUeHHA PYHKLIT HUPOK. 3rifHO 3 pe3y/bTaTamu nepexpecHnx gocnigpxeHb, AUC Lenekokcnby y nauieHTis
3 XPOHIYHOK HUPKOBOK HeJOCTATHICTHO (LUBMAKICTb KNYy604KOBOI (inibTpayii 35—-60 m/xB) 6yna npubanM3HO Ha
40 % MeHWa, HDXK Yy nayieHTIiB 3 HOPMa/bHOK (DYHKLIED HMPOK. 3HAYyLLOro 3B’A3KY MDK LIBWAKICTIO
Kly604KOBOT (PifibTpaLii Ta KNipeHCOM LieNeKoKCcnby BMSABIEHO He 6yno. JocnifKeHb Y NauieHTiB i3 rocTpor
HVMPKOBOK HeLOCTAaTHICTIO He npoBogunaun. MogibHO [0 iHWMX HeCTepoigHMX NpOTM3anaibHUX MpenapaTis
(HM3r1), AEHOKCWB He peKoMeHA0BaHWI AN 3aCTOCYBaHHSA NalieHTaM 3 TSXKKOH HUPKOBOK HEAOCTATHICTHO
(avB. po3ain «Mob6ivHI peakLii»).

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

[ns cMMNTOMaTUYHOr O /liKyBaHHS OCTE0apTPUTY, PEBMATOILHOI0 apTPUTY Ta aHKIIO3MBHOIO CMOHANNITY (AWB.
po34in «OCO6/IMBOCTI 3aCTOCYBAHHSA»).

[ns nikyBaHHS rocTporo 600 y A0pocAnX nauieHTiB (4AMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

[ns nikyBaHHA NepBUHHOT ANCMeHOpET (AMB. po3ain «Oco6MBOCTI 3aCTOCYBAHHS»).

MpoTunokasaHHs.

JEHOKCWB npoTunokasaHuii nawieHTam:

- 3 BiJOMOIO TrinepyyT/MBICTIO (Hanpuknag, aHainakTUyHi peakuil Ta CepilosHi LWKipHI peakuil) fo
LIeNeKoKcnby abo 10 6yab-9KMX KOMMOHEHTIB NiKapcbKoro 3acoby (AmB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»);
- 3 HaABHICTIO B aHamHe3i 6pOHXianbHOT acTMK, BUNALKIB KPOMMB’AHKN ab0 IHLUMX peakuiil anepriyHoro Tuny
nicns 3acToCyBaHHA aueTuUCcaNiuMnoBol KACNOTK abo iHwmnX HIM3MM; y Takmx nauieHTiB 6ynn 3apeecTpoBaHi
TSDKKI, IHKONIM NeTanbHi, aHainakTuyHi peakyii Ha HM3MM (amB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»);

- MNicns MpoBefeHHA XipyprivyHoi onepauii 3 aOpPTOKOPOHAPHOIO LWYHTYBaHHA (4uB. po3gin «Oco6imBoCTi
3aCTOCYBaHHA»);

- B AIKMX BY/NN 3apeecTpoBaHi peakLii anepriyHoro Tuny Ao cynbMaHinamigHux npenaparis.

B3aemogis 3 iIHLUMMUM NiKapCbKMMM 3aco6amMuy Ta iHLWI BUAM B3aEMOLIMN.
Nikapcbki 3acobu, WO BNAMBaKOTbL Ha remocTas. Llenekokcnb ta aHTMKOArynaHTW, Taki fK BapgapuH,
BUSABNAKOTb CUHEPriYHUiA edpeKT Ha KpoBoTedi. OfHOYacHe 3aCTOCYBaHHA LeNeKOKCUOY Ta aHTUKOarynsHTiB



MiABULLYE PU3NK BUHWKHEHHS CEPO3HOT KPOBOTEYi NMOPIBHAHO i3 3aCTOCYBAaHHAM KOXHOIMO 3 LMX NpenapaTis
OKpemo.

CepoTOHiH, AKWUIA BUBINbHAETLCA TPOMOOUMTaMK, Bifirpae BaXXIMBY ponb Yy remoctasi. JocnifpkeHHs Tuny
«BUMaA0K-KOHTPO/b» Ta KOrOpTHI enifeMionioriyHi JOCNi[AKeHHA MoKasanu, WO OfHOYacHe 3acTOCYBaHHSA
NiKapCbKMX 3aco6iB, AKi NepeLlKompKatoTb 3BOPOTHOMY 3aXOMNJIEHHIO CepOTOHIHY, Ta HIM3IM nigsuye pusmnk
BUHWUKHEHHS KPOBOTeYi 6inbLue, HiXX 3acTocyBaHHs HIM3MM Ak MoHoTepanii.

Cnip, 3AiicHIOBaTM MOHITOPUHI MalieHTiB, AKi ogHo4acHO 3acTocoBytoTb JEHOKCWB Ta aHTMKOarynsHtu
(Hanpuknag, BapdapuH), aHTUTPOMOGOUMUTapHi npenapatv (Hanpuknad, aueTUACcaniuunoBy KUCNOTY),
CeNIeKTUBHI IHTGITOPM 3BOPOTHOrO 3axonseHHs cepoToHiHy (CI33C) Ta iHribiTopy 3BOPOTHOIO 3aXOMNJIEHHSA
CepoTOHIHY Ta HopeniHepuHy (I33CH), Ha npeaMeT BUHUKHEHHS KpoBOTedi (AMB. po3gin «Oco6nmBOCTI
3aCTOCYBaHHA»).

AueTuncaniyunosa Kucnota. KoHTponboBaHi KNiHIYHI AOCTIIKEHHA MOKas3au, WO OfHOYaCHe 3aCTOCYBaHHS
HIM3M Ta aueTuncaniynioBoi KMCNOTK Y A03i, SKa BUAB/SE 3HE60NHOBa/IbHUIA eqieKT, HE 3YMOB/HOE XOAHOIO
6iNbLLIOro TepaneBTUYHOIO e(PeKTy, HXK 3acTocyBaHHA HIM3I okpeMo. Y KNiHIYHOMY JOCNIIKEeHHI 0fHOYacHe
3acTtocyBaHHA HIM3MM 1 aueTuncaniymnoBoi KUCMOTU CYMNPOBOAKYBaNOCA 3HAYHUM MifABULLEHHSM 4acTOTy
NobiYHMX peakLiii 3 60Ky LUTYHKOBO-KULIKOBOIO TPaKTy MOPIBHAHO i3 3acTtocyBaHHsAM HIM3MM okpemo (aus.
po34in «OCo6/IMBOCTI 3aCTOCYBAHHSA»).

3a fJaHUMK ABOX AOCNIMKEHb 3 YYaCTHO 3[40p0BUX A06POBO/LLIB Ta NALiEHTIB 3 OCTE0APTPUTOM i XPOHIYHMUMM
3aXBOPIOBaAHHAMM cepus BiANOBIAHO BUABMEHO, WO Lenekoken6b (y posi 200-400 mr/goby) He BNMBaE Ha
KapAionpoTeKTOPHY aHTUTPOMOOUMTApHY Aito aueTuncaniumnoBoi kucnotu (y fosi 100-325 wr).

3a3BMYyail He pPeKoOMeHAYETbCA ofHo4acHO 3actocoByBaTM AEHOKCWB Ta auetuncaniuuMnoBy KWUCNOTY Yy
3HEOOMIOKYMX [03ax 4epe3 MigBULLEHWUIA PU3NK BUHWMKHEHHS KpoBOTedi (amB. po3gin «OcobnmBoCTi
3acTocyBaHHs»). JEHOKCWB He MOyHa 3aCTOCOBYBaTMW 3aMiCTb aLeTuUCcaniunMnoBoi KUCNOTA Y HU3bKIW [03i
A9 NPOiNaKTUKKN 3aXBOPKOBaHb CEPLEBO-CYANHHOT CUCTEMM.

IHFiGITOPN aHrioTEH3NHNEPeTBOPIOBA/ILHOIO (hepMeHTY (AlM®d), 6rokaToOpy pPeLenTopiB aHrioTeH3nHy Ta
B-agpeHobnokaTopu. HIM3IM MOXyTb 3MeHLUYBaTW TiNOTEH3MBHMIA edeKT iHribiTopis AP, 6Gnokatopis
peLenTopiB aHrioTeH3Hy abo B-agpeHob10KaTopiB (Y TOMY YMCi NPONpaHonony).

OpfHoyvacHe 3actocyBaHHsA HIM3IM 3 iHriitopamm Ar® abo 6/10kaTopaMm peLenTopiB aHrioTeH3NHY NaLieHTam
NTHLOrO BIKY, nNauieHTaM 3i 3HeBOAHEHHAM (Y TOMY u4mCAi BHacNigoK Tepanil AiypeTMkamu), a Takox
nalieHTam i3 MopyLUeHHAMM PO6OTU HUPOK MOXE NPU3BECTY L0 MOPYLUEHHS (YHKLIT HUPOK, Y TOMY Ynchi L0
rOCTPOi HUPKOBOT HeAOCTATHOCTI. Lii ehekTn 3a3BMyUali € 060POTHUMM.

Mpn opHo4vacHOMY 3acTocyBaHHI npenapaty AEHOKCWB Ta iHri6iTopis Al®, 6510KaTopiB peLenTopisB
aHrioTeH3nHy abo P-agpeHO6/10KaTopiB Cnif  34iANCHIOBATM  MOHITOPUHT  apTepiasibHOro TUCKY, L06
nepekoHaTUCA 'y oCArHeHHi Heo6XiHOro piBHA apTepiasibHOro TUCKY.

Mpy ogHovacHoMmy 3actocyBaHHi npenapaTy AEHOKCWB Ta iHri6iTopis AMNd a6o 610kaTopiB peLenTopis
aHrioTeH3MHY nauieHTam iTHbOro BiKy Ta 0C06aM 3i 3HEBOAHEHHAM ab0 NOpPYLUEHHAMMW PYHKLUIT HUPOK Chig,
3[iNCHIOBATM MOHITOPUHI NaLiEHTIB Ha MPeAMET BUHUKHEHHS O3HaK MopyLleHHs QyHKUIT HAPOK (AMB. po3ain
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

IMig Yyac 0AHOYaCHOro 3aCTOCYBaHHA LMX NiKapCbKMX 3ac06iB naujieHTam Crlif, BXXMBATU HaleXHY KiflbKiCTb
pigvHU. Ha noyaTKy OfIHOYACHOrO 3aCTOCYBaHHA LMX NpenapariB Ta NepiognyHo nicns uboro cnif nposoguTm
OLIHKY (DYHKLIT HUPOK.

[iypeTuku. KniHivHi AOCNiMKEHHS, a TaKoX CMOCTEPEXEHHS, NPOBEAEHI Micns BMxoay npenapaTy Ha PUHOK,
nokasau, LWo Yy Aesakux nauieHTis HM3M MOXYTb 3HMXYBATW HATPINypeTUYHY Ait0 NETNbOBUX AiYPeTUKIB
(Hanpwknag, ypocemigy) Ta AiypeTukis rpynu Tiasugis. Lleli eheKT NOSACHIOETbCA iHribyBaHHAM HIM3M
CUHTe3y npocTarfiaH4UHIB Y HUpKaX.

Mpn ofHo4acHoMy 3acTtocyBaHHi npenapaty JEHOKCWB 3 giypeTukamu cnif crioctepiraty 3a nawieHTamu
LWOA0 MOSBU 03HAK MOPYLUEHHSA (YHKLIT HUPOK, [OLATKOBO MEPEKOHYHUUCh B e(EKTUBHOCTI AiypeTuka,
BK/IOHAKOUN aHTUTINEPTEH3UBHY Ait0 (AMB. po34in «Oco6MBOCTI 3aCTOCYBAHHS»).

AurokcuH. Tlosigomnanocs, WO OAHOYACHE 3aCTOCYBaHHS LENEKOKCMOY 3 [AMFOKCWHOM NPU3BOAUTL A0
NiABWLLEHHS KOHLEHTpaLiT ANroKCUHY B CUPOBaTL,i KPOBI Ta NOAOBXEHHS Mepiofy Moro HaniBBUBeAEHHS.

MMig yac ofHovacHoro 3actocyBaHHsi npenapaty JEHOKCWMB 3 AUroKCUHOM cnif, 34iNCHIOBATA MOHITOPUHT
PIBHA [UTOKCWHY B CUPOBATLL KPOBI.

MpenapaTun niTito. HM3M cnpuuMHANU NIABULLEHHS PIBHA NITIKO Y MNa3Mi KPOBI Ta 3HWKEHHS HUPKOBOrO
KnipeHcy niTito. CepefHsi MiHIMasbHa KOHLEHTpauis NiTito nigsuwysanaca Ha 15 %, a HUPKOBUIA KIipeHC
3HMXXYBaBCS NPMON3HO Ha 20 %. Lieit edpeKT NOACHIOETLCS iHri6yBaHHAM HIM3MM cnHTe3y npocTarnaHAuHIB y



HUpPKaXx.
Mpn opHovacHOMY 3acTocyBaHHI npenapaty AEHOKCWBE i3 npenapaTamu NiTitlo cnig 34icHIOBaTH
MOHITOPVHI 03HaK TOKCMYHOT AiT NiTit0 Ha NauieHTIB.

MeToTpekcaT.OpHovacHe 3acTocyBaHHst HIM3I Ta MeTOoTpeKcaTy MoXe Npu3BOANTY A0 MiABULLEHHSA PUSKKY
TOKCUYHOCTI MeTOTpeKcaty (Hanpuknag, HeMTPONeHii, TPOMOOLUMTONEHIT, MOPYLUEHHS (YHKLIT HUPOK).
Lienekokcn6 He BNanBae Ha hapmMakoKiHETUKY METOTpeKcary.

MpoTAroM 0OfHOYaCHOro 3actocyBaHHsi npenapaTy OEHOKCWB 3 MeToTpekcaTom Cnif 3A4i/iCHIOBaTy
MOHITOPVHT MawuieHTIB Ha NpeaMeT TOKCUYHOCTI MeTOTpeKcary.

LinknocnopuH. OpHouvacHe 3actocyBaHHA npenapaty AEHOKCWB 3 UMKIOCMOPMHOM MOXKe MifBsuLLyBaTu
piBEHb HEPPOTOKCUYHOCTI OCTaHHbLOTO.

MpoTAroM ofHOYacHOro 3actocyBaHHa npenapaty AEHOKCWBE 3 UMKNOCNOPWMHOM Chig 3A4iMcCHI0BaTy
MOHITOPUHT NALiEHTIB LLLOLO0 03HAK NOPYLUEHHS PYHKLIT HUPOK.

HM3M Ta caniuymnaTun. OfHOYacHe 3acTOCYBaHHA LENeKoKcuby 3 iHwumm HM3M abo caniumnatamm
(Hanpuknag, AudyHi3anom Ta caicanaTom) MigBULLYE PU3NK TOKCUYHOCTI A1 LTYHKOBO-KULLIKOBOIO TPAKTY 3
He3HaYHUM MiABULLEHHAM eeKTMBHOCTI abo 6e3 nifgBuuleHHs B3arani  (guMB. po3gin  «Oco61mMBOCTI
3aCTOCYBaHHA»).

OfiHOoYaCcHe 3aCTOCyBaHHS LieNneKoKcroy 3 iHwmummn HIM3MM abo caniynnatamMmy He peKOMeHAYETbCS.
MemeTpekcen. OfHouacHe 3acTocyBaHHs npenapaty AEHOKCWB Ta nemeTpekceay Moxe NifBuLLYBaTH PU3NK
MOB’A3aHOI I3 3aCTOCYBaHHAM MeMeTpeKceay Mienocynpecii Ta TOKCUYHOI AiT Ha HUPKW Ta LLUIYHKOBO-
KULLKOBWIA TPaKT (AMB. IHCTPYKLIO ANt MeAMYHOM0 3aCTOCYBaHHS NeMeTPeKCceay).

Mpn ogHouvacHoMy 3acTocyBaHHiI npenapaty AEHOKCWB Ta nemeTpekcedy nauieHTam i3 MOpYLUEHHAMUA
(OYHKLIT HUPOK, KMIPeHC KpeaTWHIHY B AKX KOMMBAETLCA Bif 45 [0 79 MA/XB, CNif BIACTEXYBaTU O3HaKM
Mienocynpecii Ta TOKCUYHOT il Ha HAPKM Ta LNYHKOBO-KULLIKOBUIA TPakKT.

Cnip, yHvkatu 3actocyBaHHsA HIM3M 3 KOPOTKUM ty/» (Hanpuknag, AUKNOMeHaK Ta iHLOMETauuH) MpPoTArom

[BOX AHIB [0 i Nicns, a TaKOX Y [leHb 3aCTOCYBaHHA rnemeTpekcesy.
Y pasi BifjiCyTHOCTi [aHnX W00 MOTeHLINHOT B3aEMOAii MibK nemeTpekcefom Ta HIM3MM 3 TpuBaniwmm tq/o

(Hanpuknag, MenokKcukam i HabyMeTOH) naujieHTam, siKi 3acTocoBytoTb Ui HM3IM, cnig npuavHUTK iX
3aCTOCYBaHHS LLOHaliMeHLLe 3a 5 AHIB 10 3aCTOCYBaHHA NeMeTpeKcey, Y AeHb 3aCTOCYBaHHA NeMeTpekcesy Ta
B HACTYIMHI 2 [HI NiCNs MOro 3aCTOCYBaHHS.

IHri6iTopK abo iHaykTopy CYP2C9. MeTaboni3m LieneKoKcnby ornocepeKOBYETHCA MEPEBAXKHO i30DEPMEHTOM
untoxpomy P450 CYP2C9 y nediHui. OfHOYaCHe 3aCTOCYBaHHA Lie/IeKOKCUOY 3 NiKapCbKUMK 3acobamu, AKi €
Bigomumu iHrieitopammn CY P2C9 (Hanpuknag, hayKoHas3on), MoXKe NOCU/IKOBATU PiBEHb BMNBY | TOKCUYHICTb
LIeNIeKOKCKOY, TOAI fK OfHOYacHe 3acTocyBaHHA 3 iHAykTopamum CYP2C9 (Hanpuknag, pvgammniH) mMoxe
NPU3BOAMTU A0 NOCNabEHHA eDEKTUBHOCTI LiENIEKOKCUOY .

Konu po3rnsfaeTbCs MOX/MBICTb NPU3HAYEHHS LieNeKOKCUOY, OLiHIOITb aHaMHe3 KOXHOro nauieHta. Mpu
3aCTOCyBaHHI LieflekoKcMby B KOMOiHauii 3  iHri6iTopamn abo iHAykTopamu uutoxpomy CYP2C9
06r'pyHTOBaHO € KOpPeKL,ist 403W LbOoro npenapaty (AuB. po3ain «dapMakoKiHETUKA).

Cy6cTpaTn CYP2D6. Pe3ynbtatyt JOCNIAXKeHb in vitro cBifyathb, WO LeNeKoKCcnb, Xou i He € cybcTpatoMm, €
iHri6iTopom CYP2D6. OTXe, NOTEHLIAHO MOX/IMBa B3aEMOAIA NiKapCbKMX 3ac06iB in Vivo 3 NiKapCbKUMK
3acobamn, wo MetabonizyoTbcd CYP2D6 (Hanpuknag, aTOMOKCETMH), a TaKOX LENEeKOKCMO Moxe
MigBULLYBATV PIBEHb BMNIMBY Ta TOKCUYHICTb LMX JTIKAPCbKMX 3aCO0IB.

Mepen NpU3HAYeHHAM LLeNIEKOKCUOY CAif, OLIHUTI aHaMHE3 KOXHOI0 navieHTa. Mpu 3acTocyBaHHI LIeNeKOKCnoy
B KOMOiHaL,iT 3i cybcTpatamm umToxpomy CYP2D6 06r'pyHTOBaHOK € KOPeKLis A403u Lboro npenapaty (avs.
po34in «PapMaKkoKIHETUKA).

KopTukocTepoign. OfHoyacHe 3acTOCyBaHHS KOPTUKOCTepoidiB i3 npenapatom [OEHOKCWB moxe
NigBULLYBATV PU3NK BUHWKHEHHS BUPA30K Y LLNYHKOBO-KULLIKOBOMY TpaKTi ab0 KpOBOTEM.

Cnip, 34icHIOBaT MOHITOPUHI MauieHTiB, SiKi ogHo4YacHO 3acTocoBytoTb JEHOKCWB Ta KOpTUKOCTEpPOIaN,
LLL0Z10 NOSIBM O3HAK KpoBoTeui (AnB. po3ain «OcobMBOCTI 3aCTOCYBaHHS).

Oc06/1MBOC T 3aCTOCYBaHHS.

CepueBo-CyavHHI TPOMOOTUYHI fBMWIA. 3a AaHUMM KNIHIYHUX AOCNIMKEHb AEKiNIbKOX CENeKTUBHUX Ta
HecenekTMBHMX iHri6iTopis LJOIM-2 rpynu HM3M TpuBanicTio A0 3 pOKiB, BMSBMEHO NiABWLLEHWNIA PU3NK
BUHUKHEHHS CEPMO3HUX MOBIYHUX TPOMOOTUYHUX peakLiil, y TOMY YUCAi IH(apKTy MioKapaa Ta iHCYNbTY, SKi
MOXYTb OyTW NeTaNbHUMKU. BUX0OAAUN 3 HASABHUX [aHUX, HEAACHO, Y/ PU3NK PO3BUTKY TPOMOOTUYHMX CepLEBO-
CYAVHHUX yCKNagHeHb € nofioHum ans scix HM3MM. BigHOCHE NiABULLEHHS YaCTOTU CEPAO3HUX TPOMBOTUYHNX



CepLEeBO-CYANHHUX YCK/aAHEHb TMOPIBHAHO i3 4acTOTOK HAa MOYAaTKOBOMY PiBHI, fKe MOB’A3YHOTb i3
3actocyBaHHAM HI3M1, BigbyBaeTbca AK Y NalieHTIB 3 BiJOMUMMK CEpLEBO-CYAMHHMMN 3aXBOPIOBAHHAMM Ta
(hbaKTOpaMun pu3nKy X BUHWMKHEHb, TaK | y MauieHTIB 6e3 TakMxX 3axXBOPHOBaHb Ta (hakTopiB pusnky. OpHak
nagieHT 3 BiJOMWM CepLeBO-CYAMHHMM 3aXBOPKOBaHHAM abo (akTopamy pPuUsNKy CepLeBo-CYLUHHNX
3aXBOPIOBaHb Ma/N LLie BULLY abCOMOTHY YacTOTY CEPMO3HMX TPOMOOTUYHUX CepLEeBO-CYAUHHUX YCKNaAHEHb
yepe3 NiABULLEHY YacTOTY UMX (PAKTOPIB Ta 3aXBOPHOBaHb Ha MOYAaTKOBOMY PIBHI. Y AeAKUX CMOCTEPEXHUX
BOCNIMHKEHHAX 6YN0 BCTAHOBNEHO, L0 el MiABULLEHNIA PU3NK CEPO3HNX TPOMOOTUYHUX CEPLLEBO-CYANHHNX
YCKNaflHeHb 3’SBNABCA BXE Ha NepLUMX TWXKHAX NiKyBaHHA. MMigBULLEHHS pU3nMKY TPOMOOTUYHUX CepLieBO-
CYZLMHHUX YCKNalHeHb HaibinbLL cTabifbHO crnocTepirasiv Npu 3acTocyBaHHI Npenaparty y BULLMX [03ax.

3a faHumK KniHiyHoro gocnimkeHHs APC (npodinakTvka afeHOMU LUISXOM 3aCTOCYBaHHA Le/IeKOKCKoy),
crnocTepiranocs MifBULLEHHA PU3NKY Npuban3Ho y 3 pasn A1 KOMOIHOBAHOI KiHLEBOT TOYKM (feTaslbHOro
HacnifKy 4epe3 CepLeBO-CYAMHHI 3aXBOPIOBaHHSA, IH(PapKTy Miokapga abo iHCYnbTy) Yy rpynax JikyBaHHA
LieneKokcnb6om y ao3i 400 Mr 2 pa3u Ha Aoby Ta Lenekokcmoom y aosi 200 mr 2 pasu Ha 00y, NOPIBHAHO 3
nnaue6o. Take NigBULLEHHSA PUSNKY B 060X rpynax 3acToCyBaHHS LLefIEKOKCKOY NOPIBHSAHO 3 rpynotko nnauebo
rONIOBHMM YMHOM 6Y/N0 HAC/iAKOM MiABULLEHHSA YacTOTU BUHUKHEHHS IH(apKTy MioKapaa.

[na MiHiMi3auii NoTeHUiMHOro pusunKy NobivyHUX peakuiin 3 60Ky cepueBo-CyANHHOT CUCTEMU Y MNaLiEHTIB, AKi
3actocoBytoTb HIM3IM, cnif 3actocoByBaTy MiHiMabHY e(heKTUBHY 03y NPOTArOM HANKOPOTLLIOrO MOX/MBOIO
nepiofy NikyBaHHS. Jlikapi Ta nayieHTU MatoTb YBaXXHO CMOCTEpIraT 3a po3BUTKOM TaKMX peakuii MpoTArom
YCbOro Kypcy /fliKyBaHHS, HaBiTb y pasi BIACYTHOCTI Y MWHYNOMY CUMMTOMIB 3 GOKY CepLeBO-CYAVHHOI
cuctemu. Cnig NOBIOMUTI MALiEHTIB NPO CUMMTOMY CepPiO3HMX MOBIYHMX peakLiil 3 60Ky cepLeBo-CyAUHHOT
CUCTEMM Ta NPO 3aX0Au, AKi HEO6XIAHO BXUTU Y pasi IX BUHUKHEHHS.

MpsMi fOKa3n TOro, WO OfHOYacHe 3aCTOCYBaHHSA aLeTWUICaNiLWUI0BOT KMCNOTU 3MEHLUYE NiABULLEHUA PU3NK
CEPMO3HMX TPOMBOTUYHMX CEpLEBO-CYANHHUX YCKNafHEHb, MOB’A3aHMX i3 3acTocyBaHHAM HI3MM, BigCyTHI.
OfHoYaCHe 3acTOCYBaHHS aueTUNCaNILUMMIOBOI KWCNOTWM Ta LENeKOKCMOY MigBuLLYE PU3UK BUHUKHEHHHS
CEPO3HNX NOBIYHMX peakuih 3 6GOKYy LUIYHKOBO-KMLLKOBOrO TpakTy (AuB. po3gin  «Oco6amBocCTi
3aCTOCyBaHHA», Nigpo3ain «LLInyHKOBO-KMLLKOBA KPOBOTEYA, BUHVKHEHHS BUPA30K Ta nepopalii»).

3a paHumu  pocnipkeHHs CLASS, cymapHi nokasHuky KannaHa - Maitepa depe3s 9 micauis npw
nepuepuyHOMy HabpsKy B MaLieHTIB, AKi OTpUMyBan Lenekokeub y nosi 400 Mr 2 pasun Ha foby (y 4 Ta
2 pa3u 6inbLue 3a pekoMeHAoBaHi fo3n npu OA Ta PABIgNoBiAgHO), ibynpodeH y ao3i 800 Mr 3 pas3u Ha Ao6y Ta
AMKNogeHak y Ao3i 75 Mr 2 pasu Ha goby ctaHosunu 4,5 %, 6,9 % Ta 4,7 % signosigHo. MNMpu oMy YacToTa
BUHWKHEHHS apTepiasibHOT rinepTeHsil y nauieHTiB, AKi OTPUMYBa/IN LieNIeKOKCKO, i6ynpodeH i AUKIoMeHaK,
cTaHoBsuna 2,4 %, 4,2 % Ta 2,5 % BiAnoBigHo.

CTaH nicna  XxipypriyHol onepauii 3 aoOpTOKOPOHAPHOrO LWYHTYBaHHA. 3a [aHVMU [BOX BEINKUX
KOHTPO/IbOBAHMX KNIHIYHUX A0CNIKEHb 3aCTOCYBaHHA ceneKTMBHOro Ao LIOM-2 HIM3M gns KOHTPOosoBaHHS
6onto y nepwi 10-14 gHiB nicns aopTOKOPOHAPHOMO LUYHTYBaHHA Oyn0 BWUSABNEHO MiABULLEHY 4YacTOTy
BUMAAKIB IH(apKTy MiokapAa Ta iHCy/bTy. 3actocyBaHHA HII3M npu aopTOKOPOHApHOMY LUYHTYBaHHI
npoTunnokasaHe (AMB. po3ain «poTmunoKasaHHA»).

MauieHTV nicna iHgapKTy Miokapfa. Y npoueci CroCTEPeXXHUX AOCNILKeHb, MpoBefeHUX [aTcbKum
HaliOHabHUM peecTpoM, 6yn0 NPOAEMOHCTPOBAHO, WO MauieHTu, SKi 3actocoBytoTb HIM3MM y nepiog nicns
iHbapKTy Miokapaa, nepedyBanv nig MigBULLEHUM PU3NKOM MOBTOPHOIO iH(apKTYy, NeTaslbHOr0 Hacnifky,
CMPUYMHEHOTO CEPLIEBO-CYAVHHUM 3aXBOPIOBAHHAM, Ta JIET&/IbHOTO HACMIAKY 3 OyAb-AKOI MPUYUHM,
MOYMHAKUM 3 MEPLUOro TWXKHSA NiKyBaHHA. Y Till camiil KOropTi cepef, NauieHTiB, AKi 3acTtocoByBanv HIM3IT,
yactoTa JfleTa/lbHOMO0 HacniAKy Yy neplwuii pik nicna iHapkTy Miokapga cTtaHoBuna 20 BMNagKiB Ha
100 nroanHOo-poKiB NopiBHAHO 3 12 Bunagkamy Ha 100 NHOAMHO-POKIB cepef NauieHTIB, AKI He 3aCTOCOBYBa/IV
HIM3M. Xova abcontoTHa KiNbKIiCTb NeTanbHUX HaCNiAKIB 3MEHLLYETLCA MIiCNS MePLLIOro PoKy Micns iHhapKTy
MioKapfa, aHania pesynbTaTiB MpUHaMHI  YOTMPLOX HACTYMHWUX POKIB MOLANbLLOrO CMOCTEPEXEHHS
NPOAEMOHCTPYBaB, WO MiABULLEHWIA BIAHOCHWIA PU3MNK NeTanbHUX HACNifKIB y MalieHTIB, SKi 3aCTOCOBYHOTb
HIM3MM, 36epiracTbes.

Cnig yHukatu 3actocyBaHHA npenapaty JEHOKCWB nauieHTam i3 HewoAaBHIM iH(hapKTOM Miokapaa, OKpim
BUMAAKIB, KON OYIKYETbCH, WO KOPUCTb Bif NiKYBaHHA MNepeBaXKaTuMe PU3MK peunamBy TPOMOOTUYHOIO
cepueBo-CyANHHOrO ycknagHeHHs. Axkwo AEHOKCWMB 3acTocoBYOTh MauieHTaM i3 HewloAaBHIM 1H(apKTOM
Miokapaa, cnif, 34iCHI0BAaTU MOHITOPUHT MaLieHTIB LWOAO NOSBM 03HaK CEPLEBOI iLLEMIT.

LLINyHKOBO-KMLLIKOBA KPOBOTEYA, BUHMKHEHHS BMPa3oK Ta nepdopauii. HM3MM, y ToMy 4yucni Lenekokcuo,
CMPUYMHAKOTL Cepiio3Hi MOGIYHI peakuii 3 OOKYy LUIYHKOBO-KULLKOBOrO TPaKTy, BK/OYAKOUM 3anasieHHs,
KpOBOTeuy, YTBOPEHHS BMpasKu, nepgopauito CTPaBOXOLY, LUIYHKA, TOHKOrO i TOBCTOrO KMWLLEYHMUKY, AKi



MOXYTb 6yTUW neTtanbHUMK. LLi cepiio3Hi No6iYHI peakuii MOXYTb BUHUKHYTU Y Byab-KUIA Yac i3 nonepegHimu
cMMMTOMaMKM y nauieHTiB, fKi 3actocoByBaim JEHOKCWMB, abo 6e3 HuX. TiflbkK1M y OAHOro 3 5 nauieHTiB
PO3BUTOK CEPMNO3HMX MOBGIYHUX peakLiii y BepXHbOMY BifAiNI LWIYHKOBO-KMLLKOBOMO TPAKTY Nif Yac NiKyBaHHS
HIM3M cynpoBoaKyeTbCs KNiHIYHUMM nNposBamn. Tpr6bansHo y 1 % nauieHTiB, AKi 3aCTOCOBYBa/M npenapar
NpoTAroM 3-6 micauis, i NPM6/IM3HO y 2-4 % nauieHTiB, SKi 3aCTOCOBYBa/IM NpenapaT NPoTArom 0HOro poky,
criocTepirany BMpasKy BepXHIX BIAAINIB LUTYHKOBO-KWLLIKOBOrO TPaKTy, TAXKI KpPoBOTedi abo nepdopavii,
3yMoB/eHi 3actocyBaHHsAM HI3MM. MNpoTe HaBiTb KopoTkoyacHa Tepanis HIM3IM nos’s3aHa 3 pusnMKom.
PaKTOopu pU3NKY LLNYHKOBO-KMLLKOBOT KPOBOTEUI, BUHUKHEHHSA BUPA30K Ta nepdopadii. MauieHTy 3 HasBHICTIO
B aHamHe3i BMNazKiB NenTUYHOT BMPa3Ku Ta/abo LLUTYHKOBO-KMLLIKOBOT KpOBOTeYi, fAKi npuitMann HIM3M, manm
6inbL HIXX Y 10 pasiB BULLMIA PU3NK BUHUKHEHHS LLTYHKOBO-KULLIKOBOT KPOBOTEYI NMOPIBHAHO 3 NalieHTaMu, SiKi
He Manv umMx hakTopiB pusmnky. IHWI dakTopy, WO NiABALLYIOTb PUNK BUHUKHEHHS LUTYHKOBO-KULLKOBUX
KpOBOTeY Yy MauieHTiB, fAKi 3acTocoBytoTb HII3M, BkIOYaOTh [LOBLIY TPWBAIICTb NiKyBaHHA HI3I,
OAHOYaCHMIN NepopabHUIn NPUAOM KOPTUKOCTEPOIAiB, aueTUICcCaniLuUIoBOi KUCNOTW, aHTUKOArynsHTiB abo
CI33C, TIOTIOHOMASIHHSA, BXUBaHHA a/lKOro/Ito, MiTHIN BIK Ta MOraHWiA 3arajibHUA CTaH 340poB’°A. BifbLicTb
noBigOM/IeHb MNPO MOGIYHI peakuii 3 neTaslbHAM HacnigKoM 3 60Ky LUITYHKOBO-KULLKOBOIO TPaKTy, LWO
Haaxoamnu y nicnspeecTpauiiHnin nepiod, 6ynn 3apeecTpoBaHi y NauieHTIB MiTHLOro BiKy abo y ocnabneHux
nayieHTiB. KpiM TOro, mawuieHTn 3 NporpecyoyunmM 3axBOprOBaHHAM MeYiHKM Ta/abo Koarynonartiero CXU/bHI L0
MigBULLEHOIO PU3NKY PO3BUTKY LLUTYHKOBO-KMLLIKOBOI KPOBOTEM.

Y npoueci gocnifxeHHa CLASS yactoTa yCcKagHeHO! Ta CMMNTOMATUYHOI BUPA3KW Y BCIX MaLieHTIB yepes
9 micsuis ctaHoBuna 0,78 %, a 'y nigrpyni nawieHTiB, AKi NPUAManM HA3bKI [03K aueTUCaNiLMUI0BOT KNCIOTH
— 2,19 %. ¥ naujieHTiB BIKOM Bif, 65 pokiB yacToTa BMnaakKis ctaHosuna 1,40 % yvepes 9 micauis Ta 3,06 % npu
0[HOYaCHOMY 3aCTOCYBaHHI aLeTUICaniLMI0BOl KUCNOTK.

Crpareris MiHiMi3aLil pr3nKiB 3 60KY LLTYHKOBO-KULLIKOBOIO TPAKTY Y NauieHTiB, AKi 3acTocoBytoTb HIM3IM:

- 3aCTOCOBYBATUN HaMHWKYY epeKTUBHY 03y npenapaTy NpoTAroM HaKopoTLLIOro MOX/IMBOI O Nepioay;

- YHUKATM 3aCTOCYBaHHA 6i/bLl HiXXK ogHoro HIM3IM ogHo4YacHo;

- YHUKATW 3aCTOCYBaHHA MaLjieHTaM rpynu BUCOKOTO PU3MKY, OKPIM BUMAAKIB, KON OYIiKYETbCA, WO KOPUCTb
nepeBaxatume MiABULLEHUA PU3NK BUHWKHEHHS KPOBOTEYi; Yy TakMX NauieHTiB, a TakoX Yy NauieHTiB 3
aKTMBHOO LUTYHKOBO-KULLIKOBOK) KPOBOTEYEHD C/if PO3MAHYTU MOXIMBICTb 3aCTOCYBaHHSA a/lbTEPHATUBHUX
npenaparise 3amictb HIM3MT,

- MOCTIMHO cnocTepiraTy LWoA0 03HaK Ta CUMNTOMIB YTBOPEHHS BMPa3Ky LLMYHKOBO-KULLKOBOIO TPakTy Ta/abo
KpoBoTeui nig vac Tepanit HM3[T;

-y pasi nifo3pun Ha cepino3Hy NobiyHy peakLito 3 60Ky LLTYHKOBO-KWULLKOBOIO TPakKTy C/if HEeramHo posnoyvaTu
OOCTEXEHHSA 1 JliIKyBaHHA Ta MPUNUHWATK 3acTocyBaHHA npenapaty JEHOKCWB [0 TOro MOMEHTY, MOKU
cepio3Ha nobiyHa peakuis 3 60Ky LLIYHKOBO-KMLLIKOBOrO TPaKTy He 6y/e BUKHOYEHE,;

- NpX OLHOYACHOMY 3aCTOCYBaHHI HU3bKWUX [03 aueTuCcaniuuioBol KUCNOTU AN NPOgiNakTuKy CepLeBo-
CYAVHHUX YCKNafHeHb CAif 3A4iACHIOBATM GiNbll PeTENbHUA MOHITOPUHT NauieHTIB 040 O3HAK LUMYHKOBO-
KULLIKOBOT KpOBOTEMi (AMB. po3ain «B3aemogis 3 iHWMMK NiKapCbKMMK 3ac06aMU Ta iHLLI BUAW B3AEMOLIN»).
enaTOTOKCUYHICTb. INigBULLEHHSA PIBHIB anaHiHaMmiHoTpaHchepasm (AJ1T) abo acnapraTtamiHOTpaHchepasu
(ACT) (B 3 pa3n abo 6inblue BULLE BEPXHLOT MeXi HOpMK) By0o 3apeecTpoBaHO NpUBAN3HO y 1 % nauieHTiB,
AKi 3actocoByBann HIM3MM, y KAiHIYHMX AOCNimpKeHHsX. Kpim Toro, 6ynm 3apeecTpoBaHi PifAKiCHI, iHKoM
NeTanbHi BUMNaAKW TSHKKOrO MOPYLUEHHA (YHKUIT NeYiHKW, BKAKOYalouM (yfbMiHAHTHWIA renatut, HeKpo3
MeYiHKWN Ta NeYviHKOBY HeAOCTaTHICTb.

[o 15 % nauieHTiB, AKi npuinmatoTs HIM3MM, MOXyTb MaTh rpaHUyHe NiABULLEHHS PiBHS OAHOMO abo KifbKOX
MevyiHKOBUX (PepMeHTIB, a 3HauyHe nigsuweHHs piBHA AJIT a6o ACT (npubnmusHo y 3 abo Ginblue pasis
BIAHOCHO BepPXHbOI MeXi Hopmu) cnocTepiranocsd npubnusHo B 1 % nauieHTiB, AKi npuidmann HM3MT.
MauieHTiB cnig npoiHopMyBaTV NP0 CUMMTOMATUKY renatoTOKCUYHOCTI (Hampuknag, HyfoTa, nigsuileHa
BTOM/IOBaHICTb, NleTapris, fiapes, cBepoiX, XOBTAHMUA, 60104ICTL Y NpaBoMy nigpedep’@ Ta rpunonogioHi
CUMMTOMM). Y pasi NoSBU KAIHIYHMX O3HaK Ta CUMMTOMIB, L0 CBifYaTb NPO 3aXBOPKOBaHHSA MeYiHKK, abo
BUHWKHEHHS CUCTEMHUX MPOSABIB 3aXBOPHOBAHHA (HAMpuUKIaZ, eo3nHOMINif, BUCUMAHHA), 3aCTOCYBaHHA
npenapaty AEHOKCWB cnif HeranHo NpUNMHATL Ta NPOBECTYU KNiHIYHE 06CTEXEHHS NaLieHTa.

ApTepianbHa rinepTeHsia. 3actocysaHHs HIM3M, y Tomy umcni npenapaty JEHOKCWB, moxe npussecty fo
PO3BUTKY apTepiasibHOi rinepTeHsii abo MoripLwaHHA BXe iCHYHYOi apTepiaibHOT TiNepTeHsii, i Y KOXHOMY
BUMAAKY MOX/IMBE NiABULLEHHA YaCcTOTU NOGIYHMX peakLiil 3 6OKY CepLeBO-CyAMHHOT CUCTEMU. Y MaLieHTIB,
AKi npuiiMatoTb iHriGiTopy AM®, aiypeTukn rpynu Tiasugis abo MeTnboBi AiypeTuyHi 3acobu, Moxe
criocTepiratuca MopyLUeHHs BIAMOBIAI Ha Ui nikapcbKi 3acobu npu 3actocyBaHHi HIM3M (gue. po3gin



«B3aemogis 3 iHWMMKM NiKapCbKUMIM 3aC06aMK Ta iHLWI BUAW B3aEMOLIN»).

Cnip, 34iACHIOBATU MOHITOPUHT apTepiasibHOr0 TUCKY Ha MoYaTKy 3aCTOCYBaHHS NpenapaTy Ta BNpoAOoBX Kypcy
Tepanii.

CepueBa HeOCTaTHICTb Ta HabpsK. Y Aesaknx nauieHTis, AKi 3actocoBysasinm HIM3MM, cnocTepirann 3aTpumKy
PIAVHN Ta HAOPAK. 3acTOCyBaHHSA LIENIEKOKCMOY MOXe MocnabnioBatv CepueBo-CYAMHHI edieKTU AeKiNIbKOX
NiKapCbKMX 3ac00iB, L0 3aCTOCOBYHOTLCA A5 /TIKYBaHHA LMX 3aXBOPHOBaHb (Hanpukiag, 4lypeTuku, iHriditopu
AT® abo 6/10KaTOpY PeLLenTopiB aHrioTeH3NHY) (AMB. po3ain «B3aeMogis 3 IHLWMMK NiKapCbKMMKM 3ac0b6aMu Ta
iHLWI BUAW B3aEMOLiI»).

Cnig yHukatu 3actocyBaHHA npenapaty JEHOKCWB nauieHTam 3 TS)KKOH CepLeBO0 HeAOCTaTHICTIO, OKPIM
BUMAAKIB, KON OYiKYETbCA, WO KOPUCTb Bif NiKyBaHHA MepeBaXKaTume PU3MK MOripwaHHsa  Ccepuesoi
HepgocTtaTHocTi. Akwo AEHOKCWE 3acTocoByOTh MalieHTaM 3 TSXKKOH CepLEeBOH HefOCTaTHICTHO, Chij
34iICHIOBATV MOHITOPUHI O3HaK MOTipLUaHHA CepLeBOi HeJOCTATHOCTI Y MaLlieHTIB.

HedopoTokcuuHicTb. TpuBane 3actocyBaHHs HIM3MM npu3BogmMno A0 MefyNAPHOro HEeKPO3y HUPOK Ta iHLIKUX
YLWKOKEHb HUPOK.

TaKoXX He(PPOTOKCUYHICTb CNOCTepiranaca y nauyieHTiB, Y AKUX KOMMEHCYYY Po/b Yy NiATPUMAaHHI HUPKOBOI
nepdysii Bigirpasaan HUPKOBI NpocTarnaHAMHW. Y Takux nauieHTiB 3actocyBaHHA HI3I MoXke CpUYnHATY
3a/1eXKHe Bif [03M 3MeHLUeHHs MPOAYKYBaHHS MpocTarfaHAvHIB, Ta, AK HACMifOK, 3MEeHLUEHHS HUPKOBOrO
KPOBOTOKY, L0 MOXXe CMPUYMHATY BUPAXKEHY AeKOMMeHcaLito PYHKLUIT HUPOK. o rpynu NigBULLEHOTO PU3MKY
PO3BUTKY LMX peakuii Hanexarb nayieHTU, SKi MalTb MNOPYLEHHA (YHKUIT HUPOK, 3HEBOAHEHHS,
rinoBosieMito, CepLeBy HeOCTaTHICTb, AUCHYHKLIIO NEYiHKK, NaLieHTI, SKi NpUiAMatoTb AiypeTuku, iHridiTopu
AT®, 6nokaTopu peLenTopiB aHrioTEH3MHY, a TaKoX MauieHTW NiTHLOro BiKy. MpuUnunHeHHs nikyeaHHs HM3M
3a3BUYaii CynpoBOMKYETLCA MOBEPHEHHAM [0 CTaHy, L0 CNOCTepiraBcs 40 NoYaTKy NiKyBaHHS.

IHopmaLis Npo KOHTPONbOBaHI KAIHIYHI  [OCMIIKEHHA 13 3aCTOCYBaHHAM Le/IeKOKCUOY Yy nauieHTIB 3
MPOrpecyoyMM 3axBOPKOBaHHAM HWPOK BiAcyTHA. Bnave npenapaty AEHOKCWBE Ha HUpPKM MOXe
MPUCKOPHOBATN MPOrPecyBaHHA BXXe HAABHOMO NMOPYLUEHHS PYHKLIT HAPOK Y MauieHTIB.

Mepen noyaTkoM nikyBaHHs npenapatom JEHOKCWB cnig BigkopuryBaTy 3HEeBOAHEHHSI abo rinoBOEMIEL,
SKWO BOHW HasBHI Yy nauieHTa. Y nauieHTiB i3 NOpYLeHHAMN (YHKUIT HUPOK abo MedviHKK, CepueBoto
HefOCTaTHICTIO, 3HeBOAHeHHAM abo rinoBosieMietd Mif yac 3actocyBaHHA npenapaty AEHOKCWB cnig
3[iNCHIOBAT MOHITOPUHT (PYHKLIT HUPOK (AMB. po3ain «B3aemogis 3 iHWMMK NiKapcbKMMKM 3acobamm Ta iHLWi
BUAN B3aeMogiii»). Cnig yHuMKatu 3actocyBaHHA npenapaty AEHOKCWB nauieHTam i3 nporpecyroumm
3aXBOPIOBAHHAM HMPOK, OKPIM BUMAAKIB, KON OYIiKYETHCH, WO KOPUCTb MEPEBAXKATUME PU3UK MOPYLLEHHS
YHKUIT HApOK. AKwo AEHOKCKB 3acTocoBYyHOTh NaLjieHTaM i3 NporpecyovmMmM 3axXBOprOBaHHAM HUPOK, CAij
34IMCHIOBATM MOHITOPUHI CTaHy MaLieHTIB Ha MPeAMET NosBY 03HaK NOPYLUEHHS (YHKLT HUPOK.
linepkaniemis. Bunagkn nigBuLLEHHA KOHLEHTpaLiT Kanito B CMPOBATLi KPOBI, Y TOMY YMC/i TinepKaniemis,
Oynu 3apeecTpoBaHi npu 3actocyBaHHi HIM3MM, HaBiTb Yy AesKMX NauieHTiB 6e3 nopyLleHHs YHKUIT HUPOK. Y
MauieHTiB 3 HOPMabHOK  (DYHKLIEHD HUMPOK Ui eekT OynM MoB’A3aHi 3 rinopeHiHemiyHo-
rinoasib4oCTEPOHIYHNM CTaHOM.

AHainak TUYHi peakuii. 3acTocyBaHHS LieneKoKcrby 6yo nos’s3aHe 3 PO3BUTKOM aHaiNaKTUYHKUX peakuii y
nawuieHTiB 3 BIZJOMOIO TinepyyTAMBICTIO 40 LeNIeKOKCMOy abo 6e3 Hei, a TakoX Y MauieHTiB 3 acnipvHOBOKO
actmor. JEHOKCWEB € cynbhaHinamigHuM npenapatom, npu upomy sk HIM3M, Tak i cynbgaHinamigHi
npenapaty MOXYTb CMPUYMHATU peakuii anepriyHoro Tumy, y TOMY 4MC/i aHadifakTUyHi CUMNTOMWU Ta
He6e3neyHi ANs XUTTA ab0 MeHLU TSXKKI eni3ofn 6poHXianbHOT acTMU B AeSKUX YyTNMBUX OCi6 (AuB. po3ain
«[TpOTUMNOKA3aHHSA»).

Y BunafKy aHaginakTMYHOT peakuil HeoOXigHO 3BEpHYTUCA 471 OTPUMaHHSA HeBigKNaAHOT MeAnyHOT
[0NOMOTW.

3arocTpeHHs OpoHXiaNbHOT acTMW, NOB’A3aHe 3 YYT/MBICTHIO A0 aueTwuicaliuunoBoi KucnoTu. YactmHa
nauieHTiB i3 OGPOHXiaNbHOK acTMOK MOXE MaTh acnipMHOBY acTMy, L0 MOXKe BK/HYATU XPOHIYHWIA
PUHOCUHYCUT, YCKNaAHEHWA HOCOBMMW MOAINaMKn; TSHKKWN, MNOTEHUINHO NeTabHUA  BpoHXOoCnasm;
HenepeHoCUMICTb aueTUCcaniLMaIoBoi KACNoTK Ta iHWmMX HIM3MM. OcKifibKA nepexpecHa peakTUMBHICTb MK
aueTuicaniuMnoBOKD  KMACMOTOK Ta iHWwuMmy HI3IM Oyna 3apeecTpoBaHa Yy TakKWX UyTIMBUX [0
aueTuncaniumMnoBoi KUCIOTK nayieHTiB, 3acTocyBaHHA npenapaty AEHOKCWB npoTunokasaHe nauieHtam 3
Takow (JOpPMOK YYT/AIMBOCTI L0 aueTWCaniuuioBoi KWUCNOTM (AMB. po3fin «[1poTunokasaHHs»). [pw
3acTocyBaHHi npenapaty AEHOKCWB nauieHTam i3 BXe iCHYHOUYOK OpOHXianbHOK acTMolo (6e3 BigoMol
YyT/IMBOCTI A0 aueTuncaniynioBol KUCNOTW) CAif 3A4IACHIOBATM MOHITOPUHI NauieHTiB Ha MpeameT 3MiHu
03HaK Ta CMMMTOMiB 6POHXia/IlbHOT aCTMMU.



Cepiio3Hi LwKipHi peakuii. AEHOKCWMB MOXe CNpUUYvHATA PO3BUTOK CEPMO3HMX MOBIYHMX peakuiil 3 60Ky
LWKIpK, TakMX AK MynbTUOPMHA epuTemMa, ekchoniaTMBHWUIA aepmatuT, cuHapom CTiBeHca—[)KOHCOHa,
TOKCUYHWIA  enifepMasibHUIA  HEKpPONi3, MeAMKAMEHTO3HI BMCUMAHHA 3i CUMNTOMaMu eo3uHoiNil  Ta
CUCTEMHMMW CUMMTOMaMM, a TakOX FOCTPWUIA FeHepani3oBaHWin eK3aHTeMaTO3HWIn MycTynbo3. Lii ceplio3Hi
peakLii MOXXyTb PO3BMBATMCA 6€3 nonepeskyBasbHNUX CUMITOMIB Ta MOXYTb Oy TN NeTa/IbHUMMK.

MauieHTiB HEO6Xi4HO NOBIZOMUTM MPO 03HAKU Ta CUMNTOMM CEPHO3HUX LLKIPHUX peakLiil Ta Npo HeobXiAHICTb
NPUMNMHEHHS 3acTocyBaHHS npenapaty AEHOKCWB npu nepuii nosiBi BUCUMNAHHA Ha LWWKipi abo Oyab-AKuX
iHWKX o3HaK rinepuytamsocTi. AEHOKCWB npoTunokasaHuid Ans 3aCTOCYBaHHS NallieHTam 3 HasiBHICTHO B
aHaMHesi Cepiio3HMX LKIpHUX peakuii Ha HM3MM (amB. po3gin «MpoTunoKasaHHs»).

MepepyacHe 3aKpUTTA apTepiasibHOT MPOTOKN Nioja. LienekoKemb MoXKe CpUUMHATY NepesyacHe 3aKpuTTA
aprepianbHOi NpoTokK. Cnif yHMKaTy 3actocyBaHHA npenapaty JEHOKCWB y BariTHUX XIiHOK, NOYMHAK0UK 3
30-ro TwxHa BaritHocTi (111 TpumecTp) (AMB. PO34in «3acTocyBaHHA Yy Mepiof BariTHOCTI abo rofyBaHHS
rpyAaato»).

"eMaTONOriyHa TOKCUYHICTb. Y nauieHTiB, AKi 3acTocoBytoTb HIM3IM, 6ynu 3apeecTpoBaHi BUMaAKN aHEMIT.
Lle moxe 6yTV 3yMOB/IEHO NPMXOBaHOK ab0 3HA4YHOK BTPATOK KPOBI, 3aTPMMKOK pPignHM abo edeKToM Ha
epUTPONOE3, SIKWI LLie MOBHICTIO He onucaHo. AKLWO Yy nauieHTa npu 3actocyBaHHI npenapaty JEHOKCWB
HasBHI OyAb-iKi 03HaKM abo CUMNTOMW aHemil, Cnif 34IACHIOBATU MOHITOPUHI PiBHS remornobiHy abo
MOKa3HWKa reMmaTtokpury.

HM3M, y tomy umcni AEHOKCWB, MOXyTb MiABULLYBaTM PU3NK BUHUKHEHHS KPOBOTEY. Taki CynyTHI
(haKTOpM AK NOPYLLEHHS 3ropTaHHA KPOBi a60 OZHOYACHEe 3aCTOCYBaHHA Bap(apuHy, IHLLNX aHTUKOAry/nsaHTIB,
npoTuTpombouMTapHMX npenapaTis (Hanpuknag, auetuncaniymnosa Kucnota), CI33C Ta I33CH MOXyTb
nigsuLyBaTy Lei pusnk. Cnig 34iACHI0BaTU MOHITOPUHI TakKUX MaLieHTIB WOoA0 NOsSBM 03HAK KPOBOTEYi (AMB.
po3ain «B3aemogis 3 iHWMMKM NiKapCbKUMM 3ac06aMK Ta iHLLI BUAW B3aEMOLIN»).

MackyBaHHS 3ananeHHs Ta nigBueHol TemnepaTypu. PapmakonoriyHa aktTuBHICTL npenapaty AEHOKCUE,
L0 MofifArae y 3MeHLUeHHI 3anasieHHs Ta, MOX/MBO, Y 3HVKEHHI NiABULLEHOT TeMnepaTypu, MOXe 3MEeHLUUTU
NPaKTUYHY LIHHICTb AiarHOCTUYHNX 03HAK NP BUABMEHHI IH(EKLIA.

MOHITOpPWHI pe3ynbTaTiB nabopaTopHUX aHanisiB. OCKiNbKU CEepiro3Hi  LUTYHKOBO-KMLLIKOBI  KPOBOTEY,
renaToTOKCUYHICTb Ta YLUKOKEHHS HUPOK MOXYTb BUHUKHYTK 6€3 nonepepKyBa/ibHUX CUMMNTOMIB Ta O3HaK,
CNif PO3rNsHYTU MOX/MBICTb MOHITOPUHIY MaUieHTIB, AKi 3acTocoBytoTb HIM3IM npoTarom TpmMBanoro nepiogy
yacy. MOHITOPUHT nepefbayae nepiogMyHe BMKOHaHHA 3arasibHOro Ta 6ioXiMIYHOro aHanisis Kposi (4uB.
po34in «OCo6/IMBOCTI 3aCTOCYBaHHSA»).

3a AaHMMU KOHTPO/IbOBAHMX KAIHIYHUX AOCNiAXeHb, NiABULLEHHA PIBHA a30Ty CEYOBUHW KPOBI BUHWKAsO
yacTille y nauieHTiB, SKi NpuiiMann LeneKkoKcmo, HiXK y nauieHTiB, SKi oTpumyBanun nnauebo. Lie BigxmneHHs
Bifl HOpPMW pe3ynbTaTy 1abopaTOPHOro aHanidy TakOoX CrocTepiranvM Yy MauieHTiB, SKi NPOTAroM LuUX
focnifXeHb OTpUMYBaIM npenapaty nopiBHAHHA rpynu HI3MM. KniHiyHa 3HaYyLWicTb LbOro BigXWIeHHS Bij
HOPMU He 6yna BCTaHOB/IEHA.

[uncemiHOBaHe BHYTPIWHbOCYAMHHE 3ropTaHHA KpoBi. OCKiNbKM Mif 4ac 3acTOCyBaHHA npenapary
OEHOKCWB icHye pU3nK BUHUKHEHHS AMCEMIHOBAHOIO BHYTPILLIHbLOCYAMHHOIO 3ropTaHHsA KPoBi Y AiTeit 3i
CUCTEMHUMI MPOSBAMY FOBEHINIbHOrO PEBMATOIAHOMO apTPUTY, CAif 34iACHIOBAT MOHITOPUHI NaLieHTIB Lo40
O3HaK i CMMMTOMIB MOPYLLUEHHS 3ropTaHHsA KPoBi abo KPOBOTEYi Ta iH(opMyBaTW MaLieHTIB i TXHIX ONiKyHiB
MPO HeObXiAHICTb AKOMOra LUBWALLE NMOBILOMAATY NPO CUMMTOMM.

@epTUnbHICTbL. Buxogdum 3 Toro, wo mexaHism gii HM3M (y Tomy uucni npenapaty AEHOKCWB)
OnocepeaKoBaHW NpocTarnaHAMHaMm, 3aCTOCYBaHHS LMX NpenapatiB MoXe 3aTpUMyBaTV UM NepeLuKomKaTu
po3puBY (hONiKyna A€YHMKA, WO MOXe OyTW MOB’A3aHO 3 TMMYacoBUM Oe3nnigfam Yy [esaKuxX >KIiHOK.
Ony6nikoBaHi pe3ynbTaTh AOCNIAXEeHb Ha TBapvHax MOKas3aiM, L0 3acTOCyBaHHS IHFIGITOPIB CUHTE3yY
npocTarfaHAuHIB NOTEHLIHO MOXe MOopYyLUYBaTV ONOCepeAKoBaHWA npocTarnaHavHaMu po3pue (Ponikyna,
HeobXigHWIA ana  oBynsauii. HeBenuki AOCNIMKEHHA Yy XKIHOK, #Ki 3actocoByBanv HI3MM, Takox
NPOAEMOHCTPYBa/IM  0B0POTHY 3aTPUMKY OBYNAuil. Cnif posrisHyTM MOX/IMBICTb BigMiHWM npenapaty
OEHOKCWB y XIHOK, fKi MaroTb TPYAHOLL 3 3a4aTTAM, ab0 AKI MPOX0AATb 0O6CTEXEHHSA 3 MpMBOAY 6e3nnigas.
MpenapaT MiCTUTb N1aKTO3y. Mpy BCTAHOB/IEHHI HEMEPEHOCUMOCTI LeAKUX LYKPIB CNif NMPOKOHCYNbTYBAaTUCA 3
nikapem, nNepLu Hi>XX NpUIAMaTK Lein npenapar.

3acTocyBaHHA y nepiof BariTHOCTIi abo rogyBaHHs rpyaato.
BariTHicTb. 3actocysaHHa HIM3M, y Tomy umcni npenapaty JEHOKCWB, npoTtarom Il TpyMecTpy BariTHOCTI
MigBULLYE PU3NK MepefyacHOro 3akpuTTa apTepianbHOl NPOTOKM nuioga. Cnif yHWKATWM 3aCTOCYBaHHS



npenapaty JEHOKCWB BariTHUM >iHkam, noynHaroum 3 30-ro TVXKHA BariTHOCTI.

BignoBigHWX KOHTPOMbOBaHMX LOCNIIKEHb 3aCTOCYBaHHA LIeNIeKOKCUOY BariTHMM XXiHKam He nposoguiun. Ha
nigcTasi JaHWX, OTPMMaHWX Mif 4ac CNOCTEPEXHMX AOCAIMKEeHb LWOAO MOTEHUIMHUX eMbpiodeTasibHMX
pu3KKiB 3acTocyBaHHA HIM3M xiHkam npoTarom | abo

Il TpMMecCTpiB BariTHOCTI, He MOXHa 6y/0 3p0OUTN OCTATOUHMX BUCHOBKIB. Y PenpoayKTUBHUX LOCNIIKEHHAX
Ha TBapuHax CnocTepirain BuNafKn emOpiodeTasbHOro NIeTa/IbHOTO HACNiAKy Ta 36i/bLUEHHA 4acToTu
PO3BUTKY fAiajparMasibHOI TpuXKi y LWYpiB, SAKUM BBOAWIN LENEKOKCUO LLOAEHHO MepopasibHO MPOTAroM
nepiofly opraHoreHesy y fo3sax, Lo npubav3Ho B 6 pasiB NnepeBuLLyBa/IN MaKCUMasibHY PEKOMEH0BaHY 03y
A9 MOAMHK, siKa ctaHosuna 200 Mr 2 pasu Ha fo0y. Kpim Toro, CTpyKTYpHI NOpYyLUeHHs (Hanpuknag, fLedeKTu
Meperopofkuy, 3pOLLEHHA pebep, 3POLLEHHA CerMeHTa rpyAHWHW Ta fdedopmauii CEermMeHTiB TpyaHUHK)
crnocTepirany y Kposnis, AKUM BBOAUIN LieNEKOKCO NepopasibHO MPOTAroM nepiofy opraHoreHesy y fo3ax, sKi
MPUBMN3HO Yy 2 pasu MepeBuLLYBaIN MaKCUMaslbHy PEKOMEHLOBaHY [03Yy AN JIOAUHU. Buxogaum 3 faHux,
OTPMMaHMX Ha TBapuHaxX, Oyn0 MokKas3aHO, WO MpocTarfaHAuHM BifirpatoTb BaXXKIUBY PoSib Yy perynsauii
MPOHWKHOCTI CyAWH eHAOMETPIA, iMnnaHTayii 61acTouunct Ta geuunayanisauii. Y LOCMIIKEHHAX Ha TBapuHax
BBEEHHS [HrIGITOPIB CUHTE3Y MpocTarnaHAMHIB, Hanpuknag LeneKokcmoéy, npusBoauio A0 NifABULLEHHS
4acTOTM Mpe- Ta NOCTIMNIAHTaLinHMX BTpaT.

Yci BaritTHOCTI CynpoBOMXKYHTbHCA (POHOBMM PU3MKOM BPOMKEHMX AetheKkTiB, BTpaTv niofa abo iHWuX
HebaxxaHUX HacnigkiB. Y 3aranbHin nonynauii nayieHtis CLUA, He3aneXHo Bif BNAvBY npenapary, Yci
KNiHIYHO BCTaHOB/IEHI BUMaAKM BariTHOCTI XapaKTepu3yoTbCA (POHOBOK HACTOTOK 2—4 % 3HAUHWNX YPOLXKEHUX
fetekTiB Ta 15-20 % BTpaTu naoga nijg vac BaritHOCTi. Po3paxyHKOBUIA (DOHOBUIA PU3MK 3HAYHWUX YPOLKEHNX
AedeKTiB | BUKUAHIB N5 3a3HaYeHOT NoNy ALl HEBiAOMUIA.

MepeiiMu _Ta nonorn. JocnifjpxkeHb BrMBY LENeKOKCMOY Ha neperimy abo Moorv He npoBogunun. Y
JocnimkeHHAX Ha TBapuHax HII3MM, BKAKOYaOuM LENeKoKcuU6, IHribyrTb CUHTE3 npocTarfaHAvHIB,
CMPUYUHAKOYY 3aTPUMKY NOAOTIB Ta NiABULLYHOYM YaCTOTY MEPTBOHAPOLKEHHS.

JaHi, oTpymaHi _ana nauvHu. HasBHI faHi He [JalTb MOX/IMBOCTI OLIHUTW HasBHICTb 4M BIACYTHICTb
emopioeTasIbHOT TOKCUYHOCTI, MOB’A3aHOT i3 3aCTOCYBaHHSAM LIENIEKOKCUOY.

EhekTn Lienekokcmby Ha nepebir nepeimis Ta Nosoris y BariTHUX XXiHOK HEBiOMI.

CogyBaHHA rpyaan. ManouncesibHi AaHi TPbOX OMy6/1iKOBaHUX 3BITIB CTOCYHOTbCA 3arasioMm 12 XKIiHOK, fKi
rogyBasv rpyaato, Ta ceifuarb NPo HU3bKWIA PiBeHb LIENEKOKCUOY Yy rpyaHOMY Monoui. Po3paxoBaHa cepeaHs
[060Ba 032 AN15 HEMOB/IATU CTaHOBWNA

10-40 mKr/kr/poby, wWwo cTaHOBMTb MeHwe 1% Bifg TepaneBTUYHOT A03U AN ABOPIYHOT AUTUHW Y
nepepaxyBaHHI Ha mMacy Tifla. Y 3BIiTi Npo [ABOX HEMOBAAT BIKOM 17 Ta 22 micaui, AKUX rogysanuv rpyaaro, He
MOBIAOMANN MPO XKOAHI MOBIYHI peakLil.

3actocoByBat AEHOKCWB XiHKam, fKi rogytoTb rpyaato, cnif 3 obepexxHictio. KopucTb ans 340poB’s i
PO3BUTKY AWTUHW BIiA TPYLHOrO rofyBaHHA CNif OLIHIOBATW MOPIBHAHO 3 KIHIYHOK NOTpebor MaTepi B
npenapati AEHOKCWB, a TakoX 0yab-9KMMU NOTEHUiAHUMM NobiuHMMK edekTammn npenapaTy JEHOKCUB
ab0 BM/IMBOM OCHOBHOIO 3aXBOPHOBAHHS MaTepi Ha HEMOBS.

34aTHICTb BNAMBATY Ha WBMAKICTb peakLii npy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
Y BUMNaAKy NosBM TakMx NOGIYHUX peakuiil K 3anaMOpOYeHHs, BEPTUIo abo COH/IMBICTb MPW 3aCTOCYBaHHI
LIeNeKOKCUOY Chif YHUKATU KepyBaHHSA TPAHCMOPTHUMM 3acobamm Ta poboTu 3 MexaHi3Mamu.

Cnoci6 3acTocyBaHHS Ta [03M1.

3aranbHi IHCTPYKUIT WOoAO fo3yBaHHA. IMeped MNPUAHATTAM piLLeHHS MPO 3aCTOCYBaHHS AaHOro flikapcbKoro
3aco0y cnif peTesibHO 3BaXMTW OYiKyBaHI MOTEHUiHI MepeBarn Ta PU3MKK Bif MOro 3acTOCYBaHHA Ta
PO3MNAHYTW [OUI/IbHICTL IHWMX BapiaHTIB NikyBaHHA. Cnif 3aCTOCOBYBaTW HAMHWK4YYy e(EKTUBHY [03Y
npenapaTty NPOTAroM HaMKOPOTLLOro nepiogy 3rigHO 3 METOK NiKyBaHHS OKPEMOro naujieHTa (AuB. po3gin
«OCc061MBOCTI 3aCTOCYBAHHS).

Llei1 npenapaT MOXHa NPUIAMATI He3a/IEXHO Bif, BXXMBaHHSA 1Xi.

OcTeoapTpuT. INMpy NiKyBaHHI OCTEOAPTPUTY f03a npenapaty ctaHoBUTb 200 Mr Ha foby ofHOpa30Bo abo Mo
100 mr 2 pasu Ha goby.

PeBmMaTOigHWA apTpuUT. MNpKn NiKyBaHHI peBMaTOIAHOr0 apTpUTY A03a Npenapaty ctaHoBuTb Big 100 o 200 mr
2 pa3u Ha [00y.

AHKINO3yrunin cnoHanniT. [ns nikyBaHHA aHKiNo3yko4oro cnoHauniTy fgobosa gosa npenapaty JEHOKCUB
cTaHoBMTb 200 Mr, SIKy cnig npuinmaTi ogpasy (npuitom 1 pa3 Ha fo6y) abo AinuTy (Npuinom 2 pasu Ha Aoby).



AKLLO NPOTArom 6 TVXKHIB He CMNOCTepiraeTbCs NO3UTUBHOIO e(ieKkTy, A03Y npenapaty MOXKHa 36iMbWwnTn 10
400 Mr Ha o6y. FAKLLIO NPOTAroM 6 TVDKHIB He CroCTepiraeTbCA eeKTy Mpu 3acToCyBaHHI npenapaTy y Ao03i
400 mr Ha go0y, BignoBiAb Ha NiKyBaHHA € MaJIOMOBIPHOI, TOMY C/ifl PO3rNAHYTU allbTePHATUBHI BapiaHTy
NiKyBaHHS.

KOHTPOAb rocTporo 60710 Ta NikyBaHHA NepBUHHOI AUCMEHOpPET. [ KOHTPOJIKO rocTPoro 60/1t0 Ta NiKyBaHHA
nepBUHHOT AMCMEHOPET NoYaTKoBa A03a npenapaTy cTaHoBWUTbL 400 MI 3 HACTYNMHUM 3aCTOCYBaHHAM A0AaTKOBOI
Ao3n 200 Mr y nepLunii AeHb Y pasi HeO6XiAHOCTI. Y HacTyMHi AHI peKOMeHAOBaHa Ao3a npenapaty CTaHOBUTb
200 mr 2 pa3u Ha 106y Yy pa3i Heo6XiAHOCTI.

Oco6/mBi rpynu nauieHTiB.

MeyiHKOBa HefOCTATHICTb. Y MauieHTIB i3 NOpYLeHHAMU (PYHKLIT MeYiHKXU MOMIPHOro CTYMEeHs TSXKKOCTI
(knac B 3a knacudgpikauieto Yannga—’to) fosy npenapary cnig sMeHWnT Ha 50 %. 3acTocyBaHHSA npenapaty
OEHOKCWB nauieHTaM i3 TSKKUMWU MOPYLUEHHAMU (PYHKLIT MeYiHK/ He PeKOMEeHAYeTbCA (AMB. Po3ginu
«®PapMaKoKiHeTUKax» Ta «OCOBMMBOCTI 3aCTOCYBAHHS).

MauieHTV 3 MoBiSIbHMM MeTabonisamom cybctpatis CYP2C9. Y popocivx nauieHTiB i3 BigoMum abo
nifo3ptoBaHMM YMOBINIbHEHHAM MeTabonisamy cybctpatie CYP2C9 Ha nigctasi reHoTuny abo nonepeaHbOro
[OCBiAly 3acToCyBaHHSI iHWKX cy6cTpatiB CYP2C9 (Takmx $K BapdapviH, (eHITOIH), LEeNeKoKcno cnig
3aCTOCOBYBATU, MOYNHAKOYUY 3 MOIOBUHW MIHIMa/IbHOT PEKOMEHA0BaHOT 031,

Y nauieHTiB i3 HOBEHI/IbHUM peBMaTOigHUM apTpMTOM Ta BifoOMMM abo nifo3ptoBaHMM  MOBIbHUM
meTaboniamom cy6ctpatis CYP2C9 cnif po3rnsiHyTV MOX/IMBICTb 3aCTOCYBaHHS a/lbTEPHATMBHOIO JliKyBaHHS
(avB. po3gin «dapmakosoriyHi BlaCTUBOCTI»).

HupkoBa HefocTatHiCcTb. 3actocoByBat AJEHOKCWB nauieHTam i3 HMPKOBOK HEAOCTATHICTHO TSXKKOro
CTYMEHSA He PeKOMeH0BaHO (4UB. Po3Ainn «dPapmMakoKiHeTKa» Ta «OCOBMBOCTI 3aCTOCYBaHHA).

MMawieHTV NiTHLOrO BiKY. MauieHTy NiTHLOrO BiKy, MOPIBHAHO 3 MaLjieHTaMW MOMIOALLONO BiKy, MatOTb GiNbLUNIA
PU3MK PO3BUTKY TaKMUX CEPNO3HMX MOBIYHMX peakLuiil, acouiioBaHMX i3 3acTocyBaHHAM HI3IM, sk No6iyHi
peakuii 3 60Ky cepLeBO-CYAMHHOI CUCTEMM, LLTYHKOBO-KMULLKOBOIO TPaKTy Ta/abo 3 60KY HUPOK.

AKWo nepeabadyBaHa KOPUCTb ANS NaUi€HTIB NITHbOr0 BiKY € OiNbLUOK, HiXX MOTEHUIAHWA PU3KNK, CNif
PO3MOYMHATL 3aCTOCYBaHHA NpenapaTty 3 HalHWXYOl [03Y Ta MOHITOPUTW CTaH MauieHTa LWOoA0 PO3BUTKY
no6ivyHNX peakui (aunB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS).

I3 3arasibHOT KifIbKOCTI MalUi€HTIB, SIKi 3aCTOCOBYBa/IM LIENIEKOKCMO Y NpoLeci A0peecTpauinHUX KAiHIYHKX
pocnigpkeHb, BiK Oinbwe HiK 3300 nauieHTiB CTaHOBMB 65-74 pokwu, mpu UbOMY BiK npubansHo 1300
A0AATKOBMX MauieHTiB O6yB Bif 75 pokiB. CyTTEBMX BigMIHHOCTeW LL0A0 eqeKTUBHOCTI Ans uiei Kateropii
nauieHTiB Ta AN NauieHTiB MOMOALLIONO BiKy BUABMEHO HE 6YN0. Y KNiHIYHUX AOCNIIKEHHSX, Y NPOLEC AKUX
MOPIBHIOBA/IN (DYHKLIH0O HAPOK (BU3HAYa/IM 3a LUBUAKICTIO KyO0YKOBOT (ifIbTPaLiT, a30TOM CEYOBMHUN KPOBI Ta
KpeaTUHIHOM) Ta (PYHKUi0 TPOMOOUMTIB (BM3HAYa/IM 3a 4YacOM KPOBOTeYi Ta arperaljieto TpOMOoUUTIB), He
crnocTepiran pisHULI y pesynbTatax Ans A06pPOBO/bLIB NITHLOMO BiKy Ta [0OPOBO/LLIB MOMOALIONO BiKY.
MpoTe, AK i NpW 3acToCyBaHHI iHWKX HIM3M, y TOMy ynchi TUX, AKi BUGIPKOBO NpurHivytoTs LLOIM-2, y nepiof
nicna BUXoAy npenapaty Ha pUHOK 6yno 6ifiblie CMOHTaHHWX MOBIAOMJIEHb MPO LUMYHKOBO-KULLKOBI NOAIT 3
NneTalbHUM HacNigKoOM Ta MNP0 FOCTPY HUPKOBY HEAOCTATHICTb Y NauieHTIB NITHbOrO BIKY MOPIBHAHO 3
nawieHTaMy MONOALLIONO BiKy (AMB. po3ain «OCco6/IMBOCTI 3aCTOCYBaHHS»).

aiTn.
OEHOKCWB He nokasaHuil Ans 3aCTOCYBaHHA AiTAM.

NepenosyBaHHS.

CumnToMmn roctporo nepefo3ysaHHA HI3I 3a3Buyali 0OMEXYHOTbCSH NeTaprieto, COHAMBICTIO, HYAOTOH),
6n0BaHHAM Ta 60/1eM B eniracTpa/lbHIn AiNsHUI >XMBOTa i 3a3BMyall € OOGOPOTHWMW MpU 3aCTOCYBaHHI
nigTpuMyoYol Tepanii. bynn 3apeecTpoBaHi BUNaLKM LLMYHKOBO-KULLIKOBOI KPOBOTEYi. Y piAKICHUX BUMNagKax
OyNn 3apeecTpoBaHi apTepiasibHa rinepTeH3is, rocTpa HUPKOBa HeLOCTATHICTb, MPUrHIYEHHS AMXaHHS Ta KoMma
(ams. po3gin «OcobNMBOCTI 3aCTOCYBAHHS).

Y npoueci KNiHIYHKUX [ocnifkeHb BUMaAKIB Mepefo3yBaHHS LENIEKOKCMOOM 3apeecTpoBaHO He 6yno. Y
pe3ynbTaTi 3aCTOCYBaHHA npenapary y fo3ax fo 2400 mr Ha goby npotarom nepiody Ao 10 aHiB y 12 nauieHTiB
BUNAAKIB Cepiio3HOT IHTOKCUKaLiT 3apeecTpoBaHO He O6yno. IH(opMalis Npo MOX/IMBICTb BUBEAEHHS
LIeNIEKOKCUOBY LLUNAXOM remogianisy BifCYTHS, ane, BUXOAAYM 3 BMCOKOrO CTYMeHs 3B’A3yBaHHA 3 Gifikamu
nnasmu Kposi (> 97 %), MOXHa NpunyCcTUTH, WO Aiani3 npu nepeao3yBaHHi 0yae HeeeKTUBHUM.

Micna nepego3ysaHHs HIM3IM nauieHTam He0bXi4HO NPOBOAUTM CUMNTOMATUYHE Ta MIATPUMYKOYE NTIKYBaHHS.



CneujianbHi aHTMAOTU BIACYTHI. Crig PO3rNsAHYTU MOX/IMBICTb BUK/IMKATK G/110BaHHA Ta/abo 3acTtocyBaTtu
akTuoBaHe Byrinns (60-100 r gna gopocnux, 1-2 1 Ha 1 Kr macy Tina Aitam) 1a/abo 0CMOTUYHUIA NPOHOCHNIA
3acib nmaujieHTaMm, y SIKMX NPOTArOM YOTUPLOX FOAMH MiCNsA 34IACHEHHSA iH’EKLIT CnocTepiraloTbca CUMNTOMU
nepefo3yBaHHs, a TakKOX MauieHTaM 3 THXKKUM Mepefo3yBaHHAM (£o3a, wo B 5-10pasiB nepesuLlye
PEKOMEH/0BaHY A03Y).

dopcoBaHWin fiypes, Nigy>KyBaHHA cedi, remogiania abo remonepdysis He 3aCTOCOBYKOTbCA Yepe3 BUCOKe
3B’A3yBaHHA 3 6i/IKaMu.

[ns oTpMMaHHA [04aTKOBOT iH(OpMauii LOA0 JliKyBaHHA Mepefo3yBaHHs HeO6XiAHO 3BepHYTUCH A0
TOKCUKO/OTiYHOr 0 LiEHTpY.

Mo6iYHI peakuii.

ICHYIOTb fjaHi L0 MOX/IMBOCTI PO3BUTKY HACTYMHMUX NOBIYHUX peakLiii.

3 60Ky LUNYHKOBO-KULLKOBOrO TPaKTy: 3anop, AUBEPTUKYNIT, Aucdaris, Bigpwkka, e3odarit, ractpur,
racTpoeHTepuT, ractpoesoareasbHUA pedhItoKC, reMOpPOR, XiaTaslbHa rpwKa, MefeHa, CyXiCTb y POTi,
CTOMaTUT, TeHe3Mu, 6OBaHHA, nepdopayis KALWKK, LWTYHKOBO-KULLKOBA KPOBOTEYa, KOJIT i3 KPOBOTeYeto,
nepopavis CTpaBoxo4y, MaHKPeaTUT, KALLKOBA HEMPOXiAHICTb.

3 6OKy CepLeBO-CYAMHHOT CUCTEMU: MOTIPLUEHHA Mepebiry apTepiaibHOT rinepTeHsii, CTeHoKapais, ileMiyHa
XBOpOo6a cepus, iHDapKT MioKapAa, HeMPUTOMHICTb, 3acTiliHa cepueBa HeAOCTaTHICTb, (iOPUNALIS LLTYHOUKIB,
Tpom60embonis nereHeBOl apTepii, rocTpe MOPYLUEHHS MO3KOBOIO KPOBOOOIry, nepugepuyHa raHrpeHa,
Tpom6oge6iT, HecTabinbHa CTeHOKapAis, PYyHKLiOHa/IbHA HEOCTATHICTb a0PTa/IbHOr0 K/lanaHa, aTepock/iepos
KOpPOHapHOT apTepii, cuHycoBa 6paaukapais, rinepTpodis LWAyHOYKa, TPOMOGO03 FMOOKUX BEH, BaCKyniT,
BIJUYTTH CepUebuTTa, Taxikapais.

3aranbHi posnagun: peakuil rinepyyTnMBOCTI, aneprivHi peakyii, 6inb y rpyasx, Kicta (6e3 [oAaTKOBMX
YTOYHeHb), reHepanizoBaHWin Habpsk, HabpaK 06/1M4ys, MifBYLLEHA BTOM/IOBAHICTb, rapsyvka, NpUMNInBw,
rpunonogioHi cumntomu, 6inb, NepuepuyHKin 6inb, cencuc, panToBUin NeTaibHUN HACNIJOK, aHadinakToigHa
peakLisi, aHriOHEeBPOTUYHNIA HABPAK.

3 6OKy LeHTpanbHOT Ta nepudepuyHOl HEPBOBOT CUCTEMU: CYAOMM HIr, TinepTeHsid, rinecresis, MirpeHsb,
napecTesis, BEpPTUro, aTakcis, cyiumg (ams. po3ain «B3aemogis 3 iHWNUMK NiKapCbK1MMK 3ac0b6amu Ta iHLWI BUAY
B3aEMO/iA»), ILLEMIYHWIA IHCYNbT, aCENTUYHMIA MEHIHTIT, areB3isd, aHOCMIs, NeTalbHUIn BHYTPILLIHbOYEPENHUIA
KPOBOBU/IMB.

Po3nazu cnyxy Ta BecTubynspHoroanapaTy: rnyxoTa,wyM Yy Byxax, 1abipuHTuT.

3 60Ky opraHis 30py: MOMYTHIHHA CKOMNOAIGHOrO TiNa, KPOBOBU/IMB Y KOH’IOHKTUBY.

3 BOKy NeyiHKM Ta >KOBYHOro Mixypa: NifABWLLEHHSA PIBHA MEYIHKOBUX PepMeHTIB (Y TOMY YmCi MigBULLEHHS
piBHIB ACT i AJ1T), xoneniTias, HEKPO3 MEeYiHKN, renaTuT, XXOBTAHULA, MeYiHKOBA HeJOCTATHICTb.

MeTaboniyHi  Ta aliMeHTapHi posnagn:  MiABULLEHHA  PIBHA  a30Ty Cedi, MiABULLEHHA  PIBHA
KpeaTUH(OCHOKIHa3M B KPOBI, TrinepxofecTepuHeMis, rinepriaikemis, rinokaniemis, niABWLLEHHS PIBHS
He6INIKOBOro a3oTy, NiABULLEHHS PIBHA KpPeaTUHIHY, NiABULLEHHS PiBHSA NMY>KHOI docdaTasn, 36ibLIeHHS Macu
Tina, NiABMLLEHWIA piBeHb Kaito B KPOBi, MiABWLLEHWIA piBeHb HATPil0 B KPOBI, MiJBULLEHWUA piBEHb
TECTOCTEPOHY B KPOBI, FiNOrikeMis, rinoHaTpieMis.

3 60Ky KiCTKOBO-M’S30BOI CUCTEMW: apTpasris, apTpo3, Mianris, CUHOBIIT, TEHAVHIT.

3 60Ky NCUXIKN: aHOPEKCIs, CTPUBOXKEHICTb, MiABULLEHWIA aneTuT, AeNPecis, HePBO3HICTb, COHMMBICTD.

3 6OKy KpoBi: aHeMisi, TPOMOOLMTOMEHIS, arpaHy/oLMTO3, aniacTMyHa aHemis, NaHUMTOMNeHis, NeKoneHis,
eKXimM03, HOCOBa KpoBOTeYa, TpOMboLMTEMIS.

3 60Ky AuxanbHOI cMcTeMun: BPOHXIT, BPOHXOCNa3M, NOCUIEHHS BpOHXOCNas3My, Kallesb, 3aAULLIKa, NapUHTIT,
MHEBMOHiS.

3 6oky LWKipn Ta 1 nNpuaaTKiB anonewisa, AepmatuT, peakuii ()OTOYYTAMBOCTI, CBEPOIDK, epuTemaTo3Hi
BUCUMAHHA, MaKy/o-nany/b0o3Hi BUCUMNaHHSA, 3aXBOPIHOBAHHA LUKIPW, CYXIiCTb LUKipW, NiABWLIEeHA NITAMBICTb,
KPOMuB’aHKa.

Po3naam B MiCLi 3aCTOCYBaHHS: LEMONIT, KOHTAaKTHUIA LepMaTuT.

3 6OKy CevOBUAINLHOI cUCTEMM: anbOyMiHypisi, UWCTUT, AM3Yypisd, rematypisi, 4yacTe Ce4YOBMMYCKaHHS,
ceyokam’siHa XBopoba, rocTpa HUPKOBa HeOCTATHICTb, IHTEPCTULLIASIBHUIA HEPUT.

3 60Ky penpoAyKTVBHOICUCTEMY Ta MOJIOYHMX 3a/103: KiCTa EHHUKA.

TpaBmMa, 0OTPYEHHS Ta YCKNagHEeHHs npoLesyp: eniKoHAWNIT, PO3PUB CYXOXUINA.

TepMiH NPUAATHOCTI. 2 POKMW.



YMoBU 36epiraHHsA. [ns uboro nikapcbkoro 3acoby He MOTPIOGHI Oyab-siKi creyiasbHi YMOBU 36epiraHHs.
36epiraTv y HeOCTYMHOMY A1 AiTeN MicCLi.

YnakoBKa. o 10 kancyny 6nictepi; no 3 6aicTepn B KAPTOHHI KopoobL,.
Karteropis Bignycky. 3a peLenTom.

Bupo6HMK.
MIKPO NABC NIMITEA/MICRO LABS LIMITED.

Micue3HaxomMkeHHS BUPOOHMKaA Ta afpeca Micua NpoBafpKeHHS MOro 4isiNIbHOCTI.

[indHka No. S.155 - S.159 Tta N1, lNpomucnosa 30Ha BepHa, ®a3a 11l Ta ®a3a IV, BepHa CanketT, In-403 722,
IHais/PLOT NO. S. 155 TO S.159 & N1, VERNA INDUSTRIAL ESTATE PHASE 111 & PHASE IV, VERNA
SALCETTE, IN-403 722, India.



