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JUISL METHYHOT'0 3ACTOCY BAHHS JIIKAPCHKOI0 3ac00y

BOKC30I0
(VOXZOGO)

Cranan:

Jiloya peyoBUHA: BOCOPUTH]L;

1 ¢pnakon mictute Bocoputuay* 0,4 mr ado 0,56 mr, abo 1,2 mr;

nicns BigHOBAEHH: 1 Mi1 MicTuTh Bocoputuay 0,8 mr abo 0,8 mr, abo 2,0 Mr;

* BUpoOaseThCa Y KNiTHHAX Escherichia coli 3a Texnonoriero pexombinantroi JIHK;

JONOMIXKHI PEYOBMHHM: KUCIOTAa JTMMOHHA MOHOTI/IpAT, HATPil0 LMTpAT AMriapar, Tperaiosu auriapar, D-
maHit (E 421). L-meTionin, nonicop6ar 80; po3uMHHHUK — BOJA U1 iH’€KLiH CTepuIbLHA.

Jlikapebka gopma. [Topoliok Ta po3uMHHHUK IS PO3UMHY IS 1H €KIIH.

OcHoBHi di3uKo-XiMiuHi BracTUBOCTI: JiodinizaT — mopomoK BiJ GiNOro 10 CBITA0-KOBTOTO KOJIbOPY;
BIJIHOBJICHUIT pO34MH — piauHa Bia 6e30apBHOT A0 JKOBTOrO KOJILOPY, MPAaKTHYHO BiJIbHA BiJl YacTHHOK;
PO34YHMHHMK — Npo30pa Ta 6e30apBHa piiMHA, MPAKTUYHO BiJIbHA BiJl BHAMMMX YaCTHHOK, 6e3 3amaxy.

dapmakoTepaneBTHYHA rpyna. 3acobu Juis NiKyBaHHS 3aXBOPIOBaHb KicTOK. IHIUi 3aco0u, sSKi BIIMBAIOTH
Ha CTPYKTYpY Ta MiHepanizauiio Kictok. Kog ATX M05B X07.

Dapmaxonoziyni eracmugocmi.
dapmakoaMHaMika.

MexaHni3m Jii
Bocoputa — ue moaudikoBanuii Harpiitypernunuii nentua tuny C (C natriuretic peptide (CNP)). ¥V

NauieHTiB 3 axOHIPONa3icio eHJAOXOHAPAIBHUI PICT KICTKM HEeraTMBHO PEryJIOEThCS Hepe3 MyTalliio 3
nocunennsam ¢yukuii penentopa 3 dgakropa pocty ¢ibpobnactie (fibroblast growth factor receptor 3
(FGFR3)). 3p’a3yBanHs BOCOPMTHIY 3 peLENnTOpoM HatpidyperuuHoro nentujy-B (natriuretic peptide
receptor-B (NPR-B)) antaronizye nopansuwii curnand FGFR3 wuisixom iHridyBanHs no3akJiTHHHHX
curHanoperyipoBannx kiHaz 1 i 2 (extracellular signal-regulated kinases 1 and 2 (ERK1/2)) mnsxy
MiTOreHaKTMBOBaHOI NpoTeiHKinasu (mitogen-activated protein kinase (MAPK)) na piBHi cepun/TpeoHiHOROT
npoTteiHKiHa3zM wBHAKoNporpecyouoi dibpocapkomu (rapidly accelerating fibrosarcoma (RAF-1)). Sk
Hacai10K, BocopuTH, K | CNP, fie K NO3UTUBHUI peryisiTop eHA0XOHPalbHOIO POCTY KICTKH, OCKIIbKH
crpusie npodiidepantii Ta qudepeniianii XoHApOLMUTIB.

dapmakoauHaMiuHi edexTu

ITin yac nikyBaHHst BocopuTHAOM cnoctepiranocs 3anexkse Bia excrnosuuii (AUC 1a Cmax) nijIBHILEHHS
KOHUEHTpauil uuMKiidHoro ryaHosuumonodocehary (ul'M®, Giomapkep axtuBHocti NPR-B) B ceui Ta
cupoBaTkoBOro mapkepa konareny tuny X (CXM, Giomapkep eHJ0XOHApanbHOT ocHikallii) MOPIBHAHO 3
MOYaTKOBUM PiBHEM.

[ligeuienns konuenTpauil ul M® y cedi nopiBHAHO 3 NOYaTKOBUM piBHEM Bi10YyBaloCs MPOTATOM NEpIUIMX
YOTHPLOX TOJIMH Micis BReICHHA 103K, Meniana koHueHTpauii CXM y cupoBatili KpoBi 3pocTaia nopiBHIHO
3 NMOYATKOBMM piBHEM Ha 29-i JeHb IIOJEHHOrO 3acTOCYBAaHHA LLOro Jikapcbkoro 3acoOy. llei edekr
30epiraecs i micas 24 MicsuliB NiKyBaHHS.

AKTHBHICTb BOCOPMTH/Y, BUMipsiHa 3a pisHem ul'M® y ceui, Oyna OAM3bKOIO JIO HACHMYEHHS, TOJI SK
MakCHMMaibHe 301JbIUICHHS AKTUBHOCTI POCTOBUX IJIACTHHOK, BU3HayeHe 3a CXM, pocsranocs npu 103i
15 MKr/Kr, SKY BBOAMJIM TiAIKIPHO OJIMH pa3 Ha 100Yy.
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Kuiniuni eextuBHicTh Ta Oe3neka

Edektupnicth Ta Ge3neky BOCOPUTH/LY B NALIEHTIB 3 aXOHAPONasicto 3 niaTepukeHoro myrauicio FGFR3
OLHIOBAJIM Y PAH/IOMI30BaHOMY MOABIIHO ClinoMy 11aueb0-KOHTPOJILOBAHOMY 52-THIKHEBOMY JIOCITI/IKEHHI
(nochimxenns ACH 111-301). ¥V jocnipkenni ACH 111-301 nauieHTie panjomizyBand aas OTpUMaHHs
socoputHay (n = 60) abo nuauebo (n = 61). Bocoputua y a03i 15 MKI/Kr BBOAMAM NiIKIPHO OJIMH pa3 Ha
106y. [epen panjomizaiieto Bei naientu 0y Bintoueni B obceppailiitne gocnipkenns (aocnimkenns ACH
111-901) ans nemiaTpu4HUX NALICHTIB 3 axOHAPOIUIa3icio LOHaiiMeHIIe Ha 6-MicauyHMil nepioj, mija yac
SKOro 30Mpaii JIaHi NMpo NMOYATKOBHH 3pICT Y MOJOKEHHI CTOAYM Ta iHWII OLIHKK POCTY JIO JIIKYBaHHS.
[lamicuTy, gKi NepeHecid onepaiiio 3 MOJAOBKEHHs KiHLIBOK npotsarom nonepeanix 18 wmicauis abo
MIaHyBaIn ONepaiito 3 NoAOBKEHHS KiHLIBOK NPOTAroM Hepioy A0CHizKeHHs, Oy/i BUKIIOUEHi.
JlocniukeHHs BKIIOYano S52-TikHEBY I1aueGo-KOHTponboBaHy (asy NiKyBaHHA, 3a AKOKW CIyBaio
BiIKpUTE PO3ILMPEHE JAOCIIPKEHHS POIOBKEHH S JIIKYBaHHS, B IKOMY BCI NALlIEHTH OTPUMYBAJIM BOCOPUTHL.
[lepBUHHOIO KiHLIEBOIO TOUKOI edekTHBHOCTI Oyna 3miHa noyarkosoi piunoi weuakoceti pocty (PLIP) Ha
52-My TH)KHI NOPIBHSHO 3 1anedo.

[MaiieHTH 3 aXOHAPOIJIA3IEI0 TAKOK OTPUMYBAIH JIIKYBaHHS BOCOPUTHAOM 15 MKr/kr/aoby y BiakpuToMy
noCHiKeHH] 31 36ibIIEHHAM JIO3M Ta Y HOro JIOBroCTPOKOBOMY MojoBxkKeHHi (aocnimkenus ACH 111-205).
B oGceppauiiHux nocnipkennsx Oynu 3i0pani gani nauieHTiB 114 XapaKTePUCTHKH NPUPOAHOro nepediry
axonponasii. Jladi npo spict HeJiKOBaHMX NALIEHTIB 3 AXOHAPOIJIA3Ie€t0 TOr0 XK BIKOBOrO JianasoHy, 1o H
y KJIHIYHUX JOCIIIZKEHHSX, BUKOPHCTOBYBAIIM K ICTOPHYHUIA KOHTPOJIb ISt OLIHKK BIIMBY Ha 3piCT micns
NIKYBaHHA BOCOPHUTHIOM TPHBAIICTIO /10 5 POKiB.

Jlemorpadiuni Jani Ta NOYaTKOBI XapaKTEPHCTHKM NallicHTiB HaBeaeHo y Tabnuui 1.

Tabnuug 1
Jlemorpadiuni gani Ta XapakTepucTHKY nauienTis y gocaimxennax ACH 111-301 ta ACH 111-205
Jocnimxenns ACH 111-301 Jlocnimxenns ACH 111-205°
[lapamerp 15 Mkr/kr/noGy 15 MKr/kr/noby
[Tnaune6o (N =61) | Bokcsoro (N = 60) Bokeczoro (N = 10)
Bik Ha genb 1 (pokis)
Cepenne 3HauenHs (CB) 9,06 (2,47) 8,35 (2,43) 8,54 (1,54)
min, max 5,1,14,9 5.1, 13,1 6,3, 11,1
Bik na aesb 1, n (%)?
Bin> 5 no < 8 pokis 24 (39.,3) 31(5L.7) 4 (40,0)
Bin> 8 no < 11 pokis 24 (39,3) 17 (28,3) 5(50,0)
Bin > 11 no < 15 pokie 13 (21,3) 12 (20,0) 1(10,0)
(Crapnist 3a Tannepom b, n (%)*
I 48 (78.,7) 48 (80,0) 10 (100.,0)
> I 13421.3) 12 (20,0)
ICratb, n (%)*
Yonosiua 33 (54,1) 3L(51.7) 4 (40,0)
DKinoua 28 (45,9) 29 (48,3) 6 (60,0)
Maca Tina (kr)
Cepenne 3nauenns (CB) 24,62 (9,07) 22.88 (7,96) 25,13 (5,74)
imin, max 11,6, 68,9 13,6, 53.0 18,2, 36,4

CkopoyeHHs: max — MakCUMyM; min — MiHiMmyM; CB — cTanapTHe BiIXHICHHS.

? BiICOTKH pO3paxoByBaJli 3 BUKOPMCTAHHAM 3arajbHol KiIbKOCTI nauieHTiB y Bubopui nopuoro adanisy (N
JUTSL KOJKHOT FPYITH JIIKYBaHHS) SIK 3HAMEHHHKA.

> Ananiz 10 3 35 nauientiB, aKi orpumyBaiM TiNbKH 15 MKI/Kr/noGy y BiAKPHTOMY JOCHiIKEHHi 3i
36UIBIIEHHAM JIO3M Ta NMPOAOBIKUIIM JIIKYBaHHS Y HOro I0BrocTpoOKOBOMY MoaoBKeHHI (aocnimpkenns ACH
111-205).

V pocnijpkenni ACH 111-301 cnoctepiranm nokpamieHHs nokasuukie PLIP Tta Z-ouinku 3pocty Bij
MOYATKOBOrO piBHS Yy nauieHTiB, ski otpumysBain Bokczoro 15 mkr/kr/noby, nopipusuo 3 nnane®o,
PesynbTtati eeKTHBHOCTI HaBeJeHo B TabauLi 2.

Tabnuug 2

PesynbTaTi niane6o-KOHTPOJILOBAHOTO KIITHIMHOIO JA0CTIJUKECHHS



[Mnauebo Bokc3soro 15 Mkr/kr/nody Bokc30ro nopiBHsaHO 3
(N=61) (N = 60°) nuaneto
ITouaTko- 52-i 3mina | ITowarko- 52-i 3mina Cepenns pizHULA Y
BUI piBEHb| THK/EHB BHIi pIBEHb| THIKJICHD 3Mminax 3a LS
(95 % 1D
PLLIP (cm/pik)
Cepeane 4,06 3,94 -0,12 4,26 5,61 1,35 1.5
sHayeHHs + | = 1,20 + 1,07 + 1,74 + 1,53 08 + 3571 (1,22, 1,93)
g (p=<0,0001)°
Z-0lliHKa 3poCcTy
Cepenne -5,14 -5,14 0,00 -5,13 -4,89 0,24 0,28*
nHaueHHs £ | =+ 1,07 + 1,09 +0,28 #l k] + 1,09 + 0,32 (0,17, 0,39)
s (p = <0.,0001)"

Cxopouennsi: PILIP — piuna wsuakicts pocty; 95 % JII — 95 % nopipunit intepean; LS — metoa Haiimeniux
keajapatie; CB — ctaHaapTHe BiXHIEHHA.

2 PisHuig NOKa3HUKIB, OTPUMaHMX MpH 3actocyBaHHi Bokc3oro 15 Mkr/kr ta nuane6o.

b JlpoBiune p-3HaueHHs.

¢ Jlgoe nauienTie y rpyni Bokc3oro npunMH|IKM y4acTh Y A0CTIUKeHHI 10 52-ro THakHs. Jlani uux 2 nauientis
Oy/IH BKJTIOYEHI J10 3a3Ha4€HOro aHanisy.

CepeHe 3Ha4eHHs 3a METOJOM HalMEHIIMX KBajpatiB ouinioBamu 3a jonomorow mozeni ANCOVA
(koBapiauiifHHii aHaTi3), CKOPHIOBAaHOT Ha BUXi/IHI BIZIMIHHOCTI MIJK 1BOMa rpyramH.

I[Nepesara wono nokpaierns PLLIP va koprcts Bokc3oro 6yna nocniloBHOIO B YCiX NMONepe/Hb0 BU3HAYEHUX
niarpynax, BKIOYalouu Miarpynu 3a cTaTTio, BIKOM, cTajlicto 3a TaHHepoM, NoYaTKOBOK Z-0LIHKOK 3pOCTy
Ta nouatkoBoto PILIP. ¥V niarpyni xaonuukis 3i cragieto 3a Tannepom > | ToukoBa ouiHka eekTy JiKyBaHHsS
GyJia Ha KOPUCTH BOCOPHTH/LY, OJHAK Y 1 niarpyni Oyno nuwe 8 pocnipkyBanux (3 1a 5 10CnizKyBaHuX y
rpynax BOCOPUTHIY Ta nijanedo BiAMORIIHO).

CnioctepexyBate 30inbLICHHS IWBHAKOCTI pocTy BiidyBanocs nponopuiiiHo sk y xpeOTi, Tak i B HHKHIX
KiHiiekax. He Oyn0 BHABIEHO pi3HMII y MiHepanbHiit WIALHOCTI KICTKOBOT TKAHUHM Micas JIiKyBaHHSA
Bokcsoro nopieHsaHo 3 naaue6o. Iin yac tepanii LUM JlikapcbKuM 3aco00M cepe/iHe 301UIbIIEHHS KiCTKOBOIO
BiKy OyJI0 NMOPIBHAHHKM i3 cepe/iHiM 306ibIIEHHAM XPOHOIOIIYHOIO BiKYy, 110 CBIIMHTHL NPO BiJCYTHICTH
NPUCKOPEHHA J03PiBaHHA KICTKOBOT TKAHHHM.

Ha pucynky | nokasano edekt Bokc3oro npotarom JABOpiHHOro nepiojy B rpyii jJikysanus Bokc3oro, a
TakokK eeKT Y KOHTPOJLHIH rpyni nuauebo micas WoAeHHHX NiAwKipHux in’ekuiit Bokezoro npotarom 52
THXKHIB Yy BiIKpUTOMY nogosxenni aocnikenns. [lokpamenus PLUP 36epiranocs nporsrom Tpusanoro
nikyBanus Bokesoro 6e3 o3nak Taxidinakcii.
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Bisut ananisy
ITnaue6o / 15 Mgr/kr 54 54 54
15 mxr/kr / 15 MKI/kr 52 52 52

Puc. 1. Cepeani 3navenns (+ CB) PLHIP no 12-micsuyHuM iHTEpBaIaM 3 IJIMHOM Hacy

PHCYHOK BKJIIOMAE pe3ysibTaTH BCIX YMACHHMKIB 0a30BOro AOCHIDKEHHS, AKMM BUMIpPIOBAIM 3piCT Ha 52-My
THKHI Y MOA0BKEHH] locaipkerHs. CyuiabHi aiHiT Bi1oOpakaloTs JikyBaHHS BOCOPHTHIOM Y 1031 15 MKr/Kr;
NMYHKTUPHI JAiHIT — nnauebo. [NoyaTkopuii piBeHb BU3HAYAETLCS K OCTAHHS OLIIHKA Nepe/1 NPUitoMOM nepuiof
JI03M JI0CJTI/PKYBAHOIO aKTHBHOTO npenapaty (TodTo Bocoputuay) abo nnauedo y gocnimxenni 111-301.
12-micsuny PLUP nig yac BisMTIB miciis 1o4aTtkoBOro piBHs po3paxoByBajiu 3a nonepejaHi 12 micsuis.
Hanpuknan, 12-micsiuna PP na twxui 52 pocnimpkenns 111-302 = [(3pict nia 4ac Bi3UTY Ha THXKHI 52
nocnipkenns 111-302 — 3pict nijg uac BizuTy Ha THKHI 52 nocnimkenns 111-301)/(Jlata BisuTy Ha THXKHI 52
jocnipkenns 111-302 — Jlara Bisuty Ha TvkHi 52 nocnimkenns 111-301)] x 365,25.

Bioxkpume noooedicenis 00Cnioncens

VY N0BroTpuBaJIoMy NOAOBKEHHI aochipkeHHs (nocnivkenus ACH 111-205) 10 nauieHTiB OTpUMYBau
Bokczoro y nosi 15 mkr/kr/noby 6esnepepeHo mnpotsirom 5 pokiB. Cepenne (CB) mokpamenns PLLP
MOPIBHAHO 3 MOYATKOBUM piBHeM vepes 60 micauip ctanoBuno 1,34 (1,31) cm/pik.

[pupicT 3pocty nicns 5 pokis JikyBaHHs Bokczoro 15 Mkr/kr/no6y nopiBHIOBAJIM 3 BiJINOBIIHOIO 3@ BIKOM
Ta CTATTIO IPYIOIO ICTOPUYHOTO KOHTPOIIO. S-piuHMii nepexpecHuii NopiBHANLHUIN aHai3, CKOPUIOBaHMH 3a
MOYaTKOBUMH BIJIMIHHOCTSMM Y 3pOCTi, NMPOAEMOHCTPYBAB CTATUCTHYHO 3Havylly cepeanto (95 % JII)
pisHuLIO Yy 3pocTi Ha kopucTbh Bokesoro (9,08 [5,77, 12.38] em; p = 0,0002) nopiBHAHO 3 HeliKOBAaHUMH
namicHTaMu 3 aXOHApOorasicio.

JiTu Bikom < 5 pokiB

Jlo pansioMizoBaHoro mnojBiiHO ciinoro nianebo-KOHTPOJILOBAHOTO S2-THIKHEBOIrO MOCHiKeHHA 6yi0
BKJIIOYEHO 3arajloM 75 nauieHTie BikoM Bia 4,4 micaus 1o 59,8 micsus va 1-ii nens nikyBanns. Ilin uac
obceppaltiiiHoro gocnipkeHHs Oyno 3ibpaHo uoHaiiMenine 6-Micauni 6a30Bi 1ani Npo picT NalieHTiB, AKUM
Ha MOMEHT paH/ioMizaulii 6ys10 6 micsuis i Ginbiue, Ta moHaiMeHe 3-micsuni 6a308Bi gani npo pict naiieHTis,
AKAM Ha MOMEHT paHjaomiszauii Oyjo MeHwe 6 Micsaui. 3aranoMm 64 nauieHtd Oyium paHAOMi3OBaHi
OTPUMYBATH JIIKyBaHHs BOCOPHTHI0M abo ruiauebo, a 11 nauientie orpumyBanu BikpuTe nikysanns. Yepes
52 THKHI y MaLEHTIB, AKi OTPUMYBAJIM BOCOPUTH /I, CIIOCTEPIiraiu nokpatieHus Z-ouinku spocty + 0,30 SDS
(95 % J11 0,07, 0,54) nopiBHAHO 3 THMM, XTO OTPUMYBaB Maie6o.

Y pes’atun pitedt Bikom Bia > 24 no <60 Mmicauis, AKi OTPMMYBalW BOCOPUTH MPOTATOM 3 pOKIB,
criocTepirainu nokpaueHHs Z-ouinku 3pocty + 1,22 SDS (95 % J11 0,78, 1,66) Ta cepeiHio pisHULIO Y 3pOCTi
3a METOJOM HalimeHwWMX KBaapatiB 5,73 cm (95 % /I 3,54, 7,93) nopiBHSAHO 3 BiANOBIAHOIO 3a BiKOM Ta
CTATTIO IPYIOIO HEJNIKOBAHUX MALIEHTIB 3 aXOHAPOIUIA3IE0.

B oauuaausatk fiteid Bikom Big > 6 10 < 24 micsuie, sKi OTpPUMYBAIN JTIKYBaHHS BOCOPHTHIIOM NPOTATOM 2
poKiB, crioctepirany nokpaients Z-ouinku 3pocry + 0,79 SDS (95 % J11 0,29, 1,28) Ta cepeaHio pisHULIO y
3pOCTi 3@ METOAOM HalMeHIIuX KBazapartie 2,69 cm (95 % /11 1,00, 4,38) nopiBHAHO 3 BiANOBIAHOIO 3a BikOoM
Ta CTATTIO IPYNOK ICTOPUYHOrO KOHTPONIO — TPYNOI0 MAi€HTIB 3 aXOHJIPOIUIA3icio, AKi He OTPUMYBAIH
JKYBaHHS.

dapmakoKiHeTHKA.

Bocoputua — e moaudikosanuii pekombinantuuit CNP moannn. INentuannii ananor i3 39 aMiHOKHCIOT
Biuitodae 37 C-KiHUEBUX aMiHOKMCHOT mociifoBHocTi CNPS3 mofuHK moc J0JaBaHHs 2 aMiHOKHCIOT
(nponin, raiumMH) ans 3abesneveHHs CTIHKOCTI 10 Jerpajauii HEHTpanbHOK EHIONENTH/A3010, L0
MPHU3BOJUTH A0 MOJIOBKEHOI0 NEepioy HaMiBBUBE/ICHHS NOPIBHAHO 3 eHjoreHHUM CNP.

MdapMaKoOKiHETUKY BOCOPHTHMAY OWiHIOBanW 3aranoM y 58 nauientie Bikom Big 5 g0 18 poki 3
axOH/IPOMNJIaziclo, AKi OTPUMYBANIM MiAKipHi i eKuii BocopuTuay 15 MKr/Kr oJtuH pas Ha 100y npoTsrom 52
THIKHIB.

(dapmakoKiHeTHYHA eKCNO3ULlis BocopuTHay B 15 nauieHTiB Bikom Bia 2 10 < 5 pokiB OyJ1a MOPiBHAHHOIO 3
TaKOK Y CTapiiuX JUTe.

V 8 nanientiB BikoM BiJ 6 MicauiB go <2 pokie, ski orpuMmyBanu 30 MKr/Kr oJMH pa3 Ha 100y,
(apmakokineTHuHa excrnosuilis Bocoputuay Oyna na 65-70 % BULL0IO, HIXK y cTapux aiteit (> 2 pokiB), sKi
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oTpumyBaid 15 MKr/kr ot pas Ha 100y. V' 9 nauicHrie Bikom < 6 Micauie, aki orpumysanm 30 MKI/KI 0/JMH
pa3 Ha 100y, GapMaKoKiHeTHUYHa eKCro3uilis BocopuTny Oyna na 57-105 % BrLIOW, HIXK y CTApLIMX JiTeH
(> 2 pokiB), siki oTpumyBanu 15 MKI/Kr oiuH pa3 Ha 100y.

BcMokTyBaHHs

BocopuTi i BCMOKTYBaBCA 3 MeliaHoto Tmax 15 xBunun. Cepeans (£ CB) makcumaibia KoHueHTpauis (Crmax)
Ta NJOLA i1 KPUBOK «KOHUEHTpALis-4acy Bijl HYJIbOBOIO Yacy 10 OCTaHHbOT BUMIPIOBAHOT KOHUEHTpaiLil
(AUCo4), mwo cnoctepiranies micas 52 TukHiB nikysadus, cranosuan 5800 (+ 3680) ta 290 000
(+ 235 000) nr-xs/mi BiAnoBiaHo. BioAOCTYNHICTL BOCOPUTH/LY HE OLIHIOBAIN Y KITHIYHUX JOCTIIKEHHAX.
Po3nonin

Cepenniii (+ CB) Buaumuii 06’ em posnofiny nicas 52 THKHIB AikyBaHHs ctanoBu 2910 (+ 1660) ma/kr.
BioTpancdopmaitis

OuikyeTbes, 10 MeTabomizM BOCOpUTHAY BiaGyBacThes uepes KaTabomiuHi IISAXM 3 PO3MAaJ0M Ha HEBEIUKI
nenThaHi pparMeHTH Ta aMiHOKHUCIOTH.

BugpejieHHs

Cepenniit (+ CB) Buaumuii iiipedc micis 52 TukHiB sikyBaHHs ctanosus 79,4 (53,0) mu/xe/kr. Cepeniii
(= CB) nepioa HaniBBuBeaeHHA ctaHOBHB 27,9 (9.9) XBUAHHU.

BapiaGenbHicTh BHAMMOro KipeHcy MiX aociukyBanumu (koediuienT Bapiauii) cranosuna 33,6 %.
JliniiinicTh/HeniHIiHICTD

36inbenns ekcno3uuii B niaasMi kpoei (AUC Ta Ciax) 31 36inb1eHHAM 1034 Oy10 Giablll HiX NpOonopuiiHuM
no3i B gianasoni 103 Bin 2,5 (y 0,17 pasa puie pekomeHaoBaHol 1o3u) 10 30,0 mkr/kr/no6y (y 2 pasu BuLle
3aTBEP/KEHOT J103H).

Ocob6uBi monyasuii naieHTis

He criocTepirany KiIiHIMHO 3HAYYIMX BiMiHHOCTEH Y GapMakoKiHeTUIli BOCOPUTHILY 3aJIEXKHO Bill BiKY (Bijl
0,9 1o 16 pokig), ctati, pacu abo eTHIYHOT MPUHANEKHOCTI NalicHTa.

Maca mina

Maca Tija € €JIMHOIO 3HaYYIIOK KoBapiaTow 1 kiipeHcy abo 06’emy po3noaiiy Bocoputuay. Buaumuii
KJiipeHc Ta 06°eM po3no/iily BOCOPHTHAY 3pOCTAM 3i 301/IbIICHHM MACH Tijla Y NalieHTiB 3 aXOHpoIuIazicio
(Bix 9 no 74,5 kr). 3anponoHoBaHe 103yBaHHs (AuB. po3ain «Cnocib 3acTocyBaHHs Ta J03M») BPaxoBye L
Bi/IXWJIEHHA Ta PEKOMEH/YE 3aCTOCOBYBATH J03H, BHILI (115 nauienTis i3 Macoto Tina Bia 10 go 16 kr) abo
HWKYI (118 mauieHTiB 3 Macow Tina noHaa 44 Kr) 3a «ctaHaaptHy A03y» 15 Mkr/kr, mo6 3abe3nednTu
OJIHAKOBMIi piBeHb €KCMO3MLIT B YCiX Jliana3oHax MacH Tina.

Hayienmu 3 nopyuennam Qyuxyii Hupox ma nevinku

Besneky Ta e()eKTHBHICTb 3aCTOCYBAHHA BOCOPUTH/LY NALLIEHTAM i3 NOpYLIEHHIM (YHKLUIT HUPOK Ta NeviHKH
HE OIIHIOBAIM. 3BAXKAIOYM HA MEXaHi3M BUBEJICHHS, HE OYiKYeTbes, 110 nopyueHHs QyHKuii HUpok abo
NeviHKK BIIMBaTuMe Ha GapMakoKiHETUKY BOCOPUTH/LY.

JocnixenHs B3aeMOJiT IiKapcbKuX 3acobiB

Jlocnipkenns inridysanns ta inaykuii untoxpomy P450 (CYP) in vitro nokazanu, 1110 BOCOPUTH/ HE iHTIOYeE
CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6 abo 3A4/5 ta ne innykye CYP 1A2, 2B6 abo 3A4/5 y xniHiuHO
3HAYYLIUX KOHIEHTpaliax. JlocnimKkeHHs B3aeMoiT in vitro TaKOXK NMPOJEMOHCTPYBAIN HU3bKHI NMOTeH1ian
B3aEMOJIiT 3 TpaHcnoptepamu Jikapcbkux 3acobie OATI, OAT3, OCT 1, OCT 2, OATPIBI, OATPIB3,
MATE 1, KATE2-K, BCRP, P-gp Ta BSEP npu 1iHi4HO 3Ha4yMX KOHUEHTpPaLisX.

Hoxniniuni oani 3 beznexu

[ndopmartis mpo nobiuHi peakuii, siki He crnocTepiraances B KIIHIYHUX JOCHDKEHHSX, ajle crocrepiranucs y
TBApMH NpPU PIBHAX €KCMO3MUil, MoJIOHMX 10 KIIHIYHMX PIBHIB, Ta SKI MOXYTb MaTH 3HAYCHHA IPU
KJIIHIYHOMY 3aCTOCYBaHHI, MPEJICTABICHA HUMUE.

Tpan3uTopHE 3HUIKEHHS apTEPiabHOro THCKY Ta 301IbIIEHH YaCTOTH CEPLEBUX CKOPOUYEHb CIIOCTEPirany y
3JI0pPOBHMX MBIl y YHCICHHHUX JOCI/UKEHHAX NpH 3actocyBanHi 103 Big 28 no 300 mxr/kr. Lli npossu manu
J10303anexHui XapakTep. MakcuManbHi eexTy 3a3BUyail croctepiralncs NpoTaromM Nepiioi roAuHu 1micis
BBEJCHHSA JIO3M Ta, AK TpaBuio, OylM acUMNTOMHMMH. Y JEAKMX MaBM, sKi OTPUMYB&IH BHILI JI03M
BOCOPHTHJLY, CIIOCTEPiran KOPOTKOYACHI €Mi30au JiexkaHHa Ha xHBOTI/Gonti abo rinoakturHocTi. Lli edexrn
MOXYTb OyTH NMOB f13aHi 3i 3HWKEHHAM apTepiaTbHOrO THCKY.

[ToGiuni edexTu woOA0 MocraBu TiNa, GopMH KICTOK, PYXJMBOCTI Ta MILHOCTI KiCTOK crocTepiraiu y
HOPMAJTBHUX TBAPUH Y JIOCIIDKEHHAX TOKCHYHOCTI MOBTOPHUX 103 Ha Liypax Ta mapnax. ¥ masn NOAEL
JUISE BOCOPHTHJLY CTAHOBHTB 25 MKI/Kr (cepestHe 3HadeHHs Cmax 1170 nir/mi, mwo npubIn3HO eKBIiBAICHTHO
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BIZMOBIZHOMY TMOKA3HMKY NPH 3aCTOCYBAHHI PEKOMEHJ0BAHOI J03M Yy JIIOJMHKU 3 Macolo Tija 20 Kr) npu
1I0JICHHOMY BBEACHHI HIJIAXOM MiIKIPHOT iH €Kil npotsirom 44 THXKHIB.

Kan1eporeHHicTh / MyTareHHicTh

JlocaijpKkeHb KaHLEPOreHHOCT] Ta FeHOTOKCHYHOCTI BOCOPUTHILY HE NPOBOAMIIH. 3BAaXKAIOUM HAa MEXaHI3M /i,
HE O4iKYETBCH, 1110 BOCOPUTH/L Oy/1€ KaHLLEPOreHHUM.

[Topyuienns GepTHibHOCTI

V pocaijukenHi QepTHALHOCTI Ta PEnpoAyKTHBHOT (yHKLIT camiliB i caMOK LIYpiB NpU J03ax [0
540 mkr/kr/no0y BOCOPUTH]I HE BIUIMBAB Ha 3/1aTHICTh 10 cnaproBaHHA, (pepTHILHICTL a00 XapaKTePUCTHKH
NPHILIONY.

PenpoiyKTHBHA TOKCUUYHICTh Ta TOKCHYHICTD 11 PO3BUTKY

Bocoputu He OyB NOB’s3aHMii 3 BIUIMBOM Ha PENpOAYKTHBHY (PYHKIIIO, BHYTPIlIHLOYTPOOHUA PO3BHTOK
ab0 mapamMeTpd PO3BHTKY, BUMIpSHI Yy LIYPIB Ta KpOJdiB 3 MeTOl JociikenHs epruibHocTi, abo Ha
emOpioderanbHiil PO3BMTOK Y JA0CTI/KEHHAX NPe- Ta NOCTHATAILHOIO PO3BUTKY.

BocopHTH/I BUABIEHHIH Y TPYJAHOMY MOJIOL LY PiB.

KainiuHi XapaKTepHCTHKH.

Hokazanns.

Bokc3oro nokazaHuii Juis JNiKyBaHHA axOHAPOIUIasii y nauieHTiB BikoMm B 4 Micauie, y skux enidiszu ne
sakpuTi. JliarHo3 axoHiponiasii noBMHeH 6yTH NMiATBep/UKEHUIT BiIMOBIIHUM FEHETHYHHUM JIOC/Ti UKCHHSM.

Ilpomunokaszanns.
[inepuyTauBicts 10 Ai040i peuoBrnn abo 10 Oyab-AKOT 3 JONOMIKHUX PEUOBHH.

Bsacmooin 3 inmumu JikapcoKumu 3acobamu ma inwii euou 63acmooii.

[posoauau in vitro nocnijpkenns inribysanns ta ingykuii uuroxpomy P450 (CYP), a takox inriGysanns
TpaHcnopTepip. Pe3ynbTaTi nokasaiad MaJloiMOBIPHICTb TOTO, 10 BOCOPUTHJL MOXKe cripuuuHaTH CYP- abo
TPAHCIIOPTEPONOCEPEIKOBaHI  B3aEMOAIT MK JliKapCbKMMH  3aco0amMM Y JIKOJIMHH  TIPH  OJIHOYACHOMY
3aCTOCYBAHHI 3 IHIIMMM JIIKAPCLKUMH 3ac00aMH.

Koauux iHIMX A0CAiKeHb B3aeMO/il He npoBoAuaH. OCKiNbKM BOCOPUTH/L — 1€ peKOMOIHAHTHUI 610k
JHOJMHM, HOTO B3aEMOJLisl 3 IHIIMMU JTIKapChbKUMH 3acobaMy MaloiMOBipHa.

Ocobrueocmi 3acmocyeanis.

ITpocTexyBaHicTh

Jlisi OKpaIeHHs MPoCTeXYBaHOCTI 010N10riYHUX JIIKapehbKuX 3aco0iB cllifl 4iTko (hikcyBaTH Ha3BYy Ta HOMEP
cepil BBEIGHOT O JIIKapChKOro 3acoby B MEMYHIH JOKyYMeHTallii nalicHra.

BrnuiuB Ha aprepiajibHHii THCK

ITauieHTiB i3 CYTTEBUMH ceplieBUMM ab0 CY/JIMHHMMM 3aXBOPIOBAHHAMHM Ta NALI€HTIB, SKi NpUAMaloTh
rinoTeH3UBHI JiKapchKi 3aco0H, He BKITIOYATH J10 I0PeECTpallifHMX KJITHIYHHUX J0C/TI/UKEHb.

11106 3MEHIIUTH PU3MK TTOTEHIIHOrO 3HMKEHHSI apTepiajlbHOro THCKY Ta MOB’S3aHUX i3 LIUM CHMMOTOMIB
(3anamMOpoYeHHs1, BTOMJIIOBAHICTh Ta/ab0 Hy10Ta), NalieHTH MOBHHHI OYTH HaNEXKHHUM YHHOM TiJipaToBaHi Ha
MOMEHT iH ekuii (1B, po3ainu «Cnocib 3actocyBanus Ta 103u» Ta «IlobGiuni peakuiin).

Hartpiit

Lleit nikapebkuit 3acid MicTuTh MeHiie 1 Mmmonb (23 Mr) HaTpito Ha OJMHHULIEO 00’ eMy, TOOTO NPAKTHYHO HE
MICTUTB HaTpIlO.

3acmocyeanns y nepiod eazimuocmi abo 200yeans 2pyooio.

BariTHicThb

Jlani 11010 3aCTOCYBaHHA BOCOPHTH/Y BariTHUM BifACyTHi abo oOmexeHi. JlocniKeHHs Ha TBapvHax He
BKa3yIOTh Ha NpsMuUii abo onocepeIKoBaHuil LIKi VMBI BIUTMB Ha PenpoAyKTHBHY QYHKUIIO (IMB. MiAPO3/in
«JlokiHiuni 1aHi 3 6e3nexkn»).

Sk 3anoOiKHMI 3aXif C/TiJ] YHHKATH 3aCTOCYBAHHA BOCOPUTH/LY I1i/1 Hac BariTHOCTI.

I"ogyBaHHs rpyaIio

HasBHi ¢apMakojMHAMIuHI/TOKCUKOOTIUHI JlaHi J0CHi/PKeHb Ha TBAapMHAaX CBIAYATh, 110 BOCOPUTH]L
EKCKPETYETBCA Y TpyaHe Mojoko (auB. niaposain «Jlokniniuei nawi 3 Gesnexku»). Pusuk ans
HOBOHAPO/DKEHUX/HEMOBJIAT He MOKe OYTH BHKIOYeHM. BocopuTHa He cilijl 3aCTOCOBYBaTH I1ijl yac
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rOJAYBaHHS FPYUIIO.

DepTUibHICTL

V 10KIiHIYHUX JOCTIKEHHAX HE CIIOCTEPirajii BIUIMBY Ha (pepTHIILHICTL camiiB abo caMoK (JMB. Niapo3ain
«Jloxkniniuni nani 3 6e3nexn»).

30amuicme 6nAUGAMU HA WEUOKICHb Peakyil NPpU KepYeaHHi agmompancnopmom abo iHmumMu Mexanizmami.
Bokc30ro 4MHUTL NOMIpPHUIA BIJIMB HA 3/aTHICTb KEpYBaTH aBTOMOOIIEM, BEJOCHUIIC/IOM YM [paLlOBATH 3
IHIIMMKU MexaHizMamMu. BocopuTHI MOKE CIIPHUMHMTH TPAH3UTOPHE 3HMIKEHHS apTepiajlbHOro THCKY, 110
3a3BMuali € JIErKUM, ajie MOBIJIOMJISIM PO CHHKOIIE, PECHHKONE Ta 3aNaMOpPOYEHHs, a TAKOXK HUII O3HAKH
Ta CUMIITOMH 3HMIKEHHS apTepiajibHOro TMCKy sk npo noOiyni peakuii npu 3actocyBanni Bokesoro. Cain
BPaxOBYBaTH PEakKilito mallieHTa Ha JiKyBaHHS Ta y pasi notpeOM peKOMEeH/yBaTH NalicHTY HEe KepyBaTH
apToMOO0iJIeM UM BEJIOCHNEOM, 8 TAKOXK HE NPalloBaTH 3 iHIIMMH MEXaHi3MaMM NPOTAroM LioHaimeHe 60
XBHJIMH T iH €KLT.

Crocib 3acmocyeanns ma 0o3u.

JIiKyBaHHsi BOCOPUTH/IOM TIOBHHEH PO3MOYHHATH Ta MPOBOJIMTH JiKap, sKKil Mae BiAnosiaHy kBatidikariiio

JUIS JIIKYBaHHS MOPYIIEHb pOCTY a00 CKeJIeTHUX JMCIIasii.

JlozyBanus

BoKc30r0 BBOAATD LIJIAXOM LIOJICHHUX MiAWKIPHUX i1 eKuiif. PexoMeHi0BaHa 1032 3a/1€)KUTh BiJl MacH Tija

MainieHTa Ta CraHoBUTH NpUOaM3HO 15-30 MKI/Kr, npu LbOMY JiTSAM HaitMOJIOAIIOrO BiKY MPU3HAYAIOTh BULLLY

103y, AMB. TabJauLLO 3.

J103y MOJKHa BBOJIMTH 3a JIOTIOMOTOIO IITIPULIEB i3 rpajyroBaHHsM y Mininitpax (mia) abo B oamuuusx (On)

(nuB. Tabnuigo 3). EKBiBaneHTHICTB 103 B MitiiTpax (M) Ta B oAuHuuax (O1) BU3HAYAETHCS TAKUM YHHOM:

0,1 mi = 100a. 3 npakTHYHUX MipKyBaHb Ta 3 METOK BpaxyBaHHs MOB’S3aHUX 3 Macol Tila 3MiH

(apMakoKiHETHKH (AMB. po3ain «PapMaKOKiHETHKA») PEKOMEHAYETLCA J1I03YBaHH, BUKIajieHe B Tabnuui 3.
Tabnuus 3

06’ eMu pazoBHX /103 y MiztiaiTpax (mi1) Ta oauuuusax (OJ1) 3ai1exHo BijJ MacH Tijla nauieHra

Nion Bocoputun 0.4 mr, Bocoputua 0,56 mr, Bocopurua 1,2 mr,

: Ho3za pPO34YMHHUK (BOJA Juid PO34YMHHUK (BOAA [Uid PO3YMHHMK (BOAA [Is
e (mr) i’ exiit) 0,5 Mo, i’ ekuiit) 0,7 m, i’ exuiit) 0,6 o,
(aer koHuentpauis 0,8 mr/mn | konuentpauis 0,8 mr/mn KOHLEHTpallis 2 Mr/mi

HloaeHnHuii 06’ eM iH ekl
MininiTpu OJIMHHULI MiILTITPH OJIMHULL MiTiTiTpH OJIMHMLLI
4 0,12 mr 0,15 mn 150z
5 0,16 mr 0,20 man 20 On
6—7 0,20 mr 0,25 mn 250n
8-11 0,24 mr 0,30 mn 30 On
12-16 | 0,28 mr 0,35 mn 350n
17-21 0,32 mr 0,40 mn 40 On
22-32 | 0,40 mr 0,50 mn 50 On
33-43 | 0,50 mr 0,25 mn 25 0n
44-59 | 0,60 mr 0,30 ma 30 On
60-89 | 0,70 mr 0,35 mn 350n
>90 0,80 mr 0,40 mn 40 On

Tpusanicme nikyeanus

Tepanito uum Jikapcbkum 3aco00M ClIiJl NPUIMHUTH Micas MiATBEPAMNKEHHS BiACYTHOCTI NOTEHLiany
MOAAJBLIIOr0 POCTY, MPO 1O CBIAYMTE MIBUAKICTE pocTy < 1,5 cM/pik Ta 3akpuTTs enidizis.

Iponyviyena dosa

V pa3si nponycky 1034 BOCOPUTHY ii MOJKHa BBECTH BNPOAOBK 12 roamH. SKILO Bij 3an1aHOBAHOIO yacy
BBeJIeHHs npoiinuio 6inbme 12 rogun, nponyuieny no3y eeoautu HE cnin. Iauienram / ocobam, sxi 3a HUMH
JOTTISIIAI0Th, CJIiJl MOPaJUTH NPOJOBKUTH JIIKYBaHHS 3 BBEJCHHSM HACTYNHOT 3allaHOBaHOl J103M
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HaCTYIHOIO JHA.

Monimopune pocmy

[Mauientie cia perynspHo o6CTeKyBaTH Ta OLIHIOBATH IXHIH CTaH KOXKHI 3—6 MicsliB, nepepipaouu macy

Tina, 3pict Ta (izMunuil po3BuTOK. Jl03y BOCOPUTHLY CJIijl KOPHIYBATH BINOBIIHO IO MacH Tija nauicHTa

(auB. Tabauio 3).

OcobauBi monynsiii nauicHTiB

Iayicnmu 3 nopyuwiennsm Qyuryii nupox abo nevinku

Besnexy Ta epeKTHBHICTb 3aCTOCYBaHHS BOCOPUTH/LY NALLIEHTaM i3 NOpyIIEeHHAM QYHKLIT HUPOK abo neviHKu

HE OLIHIOBAJIM.

Jimu

Jlani 3 Gesneku Ta epeKTHBHOCTI JliKapchkoro 3aco0y Bokczoro juist aiteit Bikom 10 4 micsauis oOmexeni.

HasiBHi Ha choroani aani onucano B posainax «@apmakoaunamikay, «®apmakokineruka» Tta «lloGiuni

peakiiii, ane JKOJAHUX PeKOMEeH allill 1o/10 103YBAHHA HalaTH HE MOXKHA.

Cnoci6 3acTocyBaHHS

Bokc3oro, BijiHOBIEeHHI y QUIAKOHI, TPH3HAYCHUIT JINLLE 1S OIHOPA30BOro Ni/IIKipHOro 3acTocysanns. Llei

JiKapebKuii 3aci6 HeoOXiHO BBECTH NMPOTATOM 3 rOJIMH 1ICs BiIHOBJICHHS.

[lepe iH’ €K1 MEAHYHOMY NpalliBHUKY HEOOXiHO:

e papuuTH oco0y, fKa JOMIAJAAE 3a NALIEHTOM, MPUIOTYBAHHIO Ta MIAWKIPHOMY BBEICHHIO LbOr0O
JliKapcbKOro 3acoby;

e HapuuTH 0cOOY, sKa JOrJsAAac 3a MalieHTOM, Ta CaMOro MaiieHTa po3ii3HaBaTH O3HAKH Ta CUMIITOMH
3HWIKEHHA apTepialibHOrO THCKY;

e qnpoindopmyBatH ocoby, sKa JOrIsjac 3a MalieHToM, Ta camoro natiedra, wo poOuTH y pasi
CHMMNTOMHOIO 3HWKEHHS apTepialbHOTO THCKY.

[TauienTiB Ta ocib, AKi AOrI41a0Th 3@ NAWIEHTOM, CIiJl NPOIHCTPYKTYBAaTH NPO HEOOXiAHICTH YepryBaHHS

MicLib /1S MIAWKIpHUX i1 eKiiil. PekoMeH10BaHi Miciis uist i €KiLiif Ha Tii BKIIOYAIOTh NEPE/IHIO CEPEnHY

CTEroH, HWKHIO YacTHHY JKMBOTA, 32 BMHATKOM 5 cM Oe3nocepeiHbO HABKOJO MYIKa, BEPXHIO YaCTHHY

ciznuip abo 3a1HI0 YacTHHY miedei. OHy i Ty caMmy JIIAHKY HE CJlijl BHKOPUCTOBYBATH ABA JIHI NOCHib.

Bokc30ro He ciiji BBOAWTH B nouepBoHini, Habpsakii abo 6omoui micus.

[TauienTd noBuHHI OYTH HANEKHUM YHHOM TiJpaToBaHi Ha MOMEHT iH’ekuii. IlanieHTam pexomeHayeThCs

3"ICTH IeTKy 1KY Ta BUITWTH JIOCTATHIO KUIBKICTB PIIMHK (HanpHKIaj BOJU, MOJIOKA, COKY TOLLO) NPUOIH3HO

3a 30 XBUJIMH J10 iH €Kil

[le weoOXimHO s 3MEHUICHHS O3HAK | CHMITOMIB TNOTEHUIHHONO 3HWIKEHHS apTepialbHOro THCKY

(3anaMopoveHHs, BTOMJIOBaHiCTL Ta/abo Hysporta) (JuB. «BrumMe na aprepianbHuii THCK» Yy posjini

«OcobAMBOCTI 3aCTOCYBAHHS»).

SIKI10 MOJKHA, LIeH JiKapchKuii 3aciO ciiji BBOAMTH NpUOIN3HO B OJJHH | TOH caMuii 4ac KOXKHOTO JIHS.

IlpuroryBanns Boke3oro i niamkipHoi in’exuii

+  Cnig niaTBEpAUTH KOPEKTHICTD 103yBaHHs BOKC30r0 Ta KOPEKTHICTh MONEPe/IHbO HANOBHEHOTO WINpHIA
3 PO3YHHHHUKOM (06’ €M /U1 BIIHOBJICHHS) BIINOBIZHO 10 MacH Tijla nauienTa (AMB. Tabauiio 3).

+ [Ilepea moyaTkom npoueaypH noTpiGHO NiAroTyBaTH BCi HEOOXIiAHI JONOMKHI MaTepianu:
O CIMPTOBI CEPBETKH;
o Mapiio abo naacTup;
O KOHTEHHEp JUIsi FOCTPUX MPEIMETIB.

+ (nakon i3 Bokc3oro ta nonepeiHbO HANOBHEHWH LINPHIL i3 PO3YMHHUKOM (BOJAA st iH €KUiN) cnin
BHMHATH 3 XOIOMJILHHKA Ta JIATH HArpiTHCS JI0 KIMHATHOT Temnepatypu 10 Bianosaenus Bokcesoro.

«  Tonky uist pO3UMHHHKA NPHEAHATH 10 MONEPEAHBO HAMOBHEHOIO ILUNPHLIA 3 PO3UUHHUKOM (BOja s
iH eKILii).

+  Beectu y ¢nakoH yeech 006’eM po3UMHHMKA.

+  Po3uunHMK y 1akoHi ciia obepexHo nepemilyBaTH 10 NOBHOrO po3yrHeHHs Gi1oro nopowky. ®nakon
HE CTpYLIYBaTH.

« OG’eM BIIHOBICHOr0 PO3YMHY, BIANOBIAHHMI 1031, NMOBiNBHO BifibpaTH 3 oaHopasoporo ¢uakona y
LLITTPHIL.

+  BinnoeneHuil nikapcbKuil 3aci6 Mae BUIIIAA Npo3opol piauHu Bija 6e30apBHOT 10 *KOBTOro Kosibopy. He
3aCTOCOBYBATH PO3YHH 31 3MiHOK 3a0apBACHHA YM KalaMyTHHiT ab0 K10 B HOMY MPUCYTHI YaCTOYKH.




« [Ilicas eigHosnenus Bokczoro moskHa 36epiratv y ¢rakoHi 3a KiMHaTHOT Temnepatypu jio 25 °C He
Oinbiue 3 roauH. JlikapchKuii 3aci® HE MICTHTh KOHCEPBaHTIB.

+  Jlna BBenenHs HeoOXiaHMii 06°eM 103M cnia BiaiOparTy 3 duiakoHa 3a 40NOMOrol0 IIPHLIA /151 BBEICHHS,
110 BXOJHTh 0 KOMIUIEKTY (JAMB. Tabnuuio 3).

+  KosxeH diakoH Ta nonepeiHbO HAMOBHEHHUH LINPHIL TPU3HAYEHI JIMLIE /U1 OJJTHOPA30BOTr0 3aCTOCYBAHHS. |

+ Jlna BBeIeHHA BUKOPHCTOBYBATH TIJBKH LUTMPHIH, 110 BXOAATE J10 CKJIAAY YIaKOBKH.

IHCTPYKILif i3 3aCTOCYBAHHS INPULA 3 TPAAYIOBAHHAM Y MITLTITpax (M)

VBakHO 03HAHOMTECs 3 L€l IHCTPYKLIEO nepes 3actocyBanHsM Bokc3oro Ta miopa3sy micis nornoBHEHHS
Jikapebkoro 3aco0y. Moxke 3’ aBuTHCs HOBa iHdopmaris.

Ilpeomemu, neobxioni das in ‘exyii Bokczozo, wjo 6xo0ame 00 ck1ady ynakosku (Oue. pucynox A)

®nakon i3 Bokczoro ["onka pns po3unHHKUKA [Inpui i3 pO3YUMHHUKOM
(CHHI SI3UYOK BTATYE TOJIKY) (MiCTHTB BOJAY ANs iH €Ki s
BigHOBNEHHs Boke3oro)

-

Hnpuu ans iv’ ekuii

o

(— - T

Puc. A

[Tpokoncynbryiitecs 3 nikapem abo MeJIHYHUM MPALiBHUKOM, K110 BU He BNeBHEHI 111010 PEKOMEH10BaHOT
1031 abo TOro, sK KOPUCTYBATUCS MOJIKOIO /1Sl PO3YMHHMKA Ta IIITPULIOM JUls iH eKLLiT.

IIpeomemu, neoOxioni Ons in’'exyil, aie He 6x005Mb 00 CKIAOY YNAKOBKU (OUG. pucyHox B)

Slkuo y Bac Hemae umMx npeaMeTie, CllijJi 3BepHYTHCS JI0 MPalliBHUKA anTeKH.

CnMpTOBi CEPBETKH Konteiinep ans roctpux Mapuns a6o nnactup
MpeaAMETIB

Puc. B

IligroroBka j10 iH’ ekl
[Mepur HiXK MoYaTH MiArOTOBKY, NepekoHaiiTecs, o y Bac yncra poboua nopepxHs ta Bu BUMHIN pyku.




Kpok 1. Tlocraeutd ¢nakoH Ha 4YHCTY IUJIOCKY
MOBEPXHIO, 3HATH 3 HLOIO KPHUIIKY Ta [pOTEPTH
BEPXHIO YaCTHHY CITMPTOBOIO CEPBETKOIO.

He Topkartuca nanbusamu npoOku duakona nicis
NPOTUPAHHS CITUPTOBOKO CEPBETKOIO.

Kpok 2. OBepekKHO 3ruHaTH KOBMNAYoK, 100 3HATH
HOro 31 WIIpUIa 3 pO3HUHHUKOM.

Kpok 3. HakpyTuTu rojky s pO3YMHHHKA Ha
LINPULL i3 PO3YHHHUKOM /10 YIIOpY.

Kpok 4. 3HTH KOBNA4YOK MOJKH Ta BBECTH TOJIKY ¥
dakoH yepe3 cepeauHy 1poOKH (1akoHa.
[TOBiILHO HATMCHYTH HA LUTOK MOPIUHA BHH3, 100
BBECTHU BCIO PI/IMHY.

JlorpumyBaTtHcs 06epeiHOCTI, o0 He HATUCHYTH
Ha CUHIH A3MY0K JI0 KPOKY 3.

Kpok 5. BuitHsatn ronky 3 duakoHa, a NOTIM
HATHCHYTH Ha CHHIH s3MuoK, mob roika
noTaryynacs Hasaja (BTaruynacs). BUKMHYTH ronky
Ta WIPHLL Y KOHTEHHEP /1Sl FOCTPUX MPEIMETIB.
JluB. kpok 19 Ta «YTunizauisy.

He BUKOpHUCTOBYBATH LINPHLL i3 POZUMHHUKOM LIS
BUKOHAHHS iH’ €KILT.

VBATI'A: He TOpKaTUCs KIHYUKA FOJIKH.




Kpok 6. OGepexso obepratn  (JakoH, J10KH
MOPOIIOK TMOBHICTIO HE PO3YMHMTHCS Ta PO3UMH HE
CTaHe MpPO30PUM.

He ctpywyBatu.

[lepekoHatucs, 1O  PO3YHH  MPO3OPHIA,  Bix
Oe30apBHOro 710 JKOBTOTO KOJBOPY, HE KaJlaMyTHHI
TA HE MICTUTL YaCTOYOK.

Kpok 7. 3HATH KOBNA4YOK 3 TOJIKM LuNpuua s
iH’ ekl Ta BBECTH TroJIKY Y (JIAKOH MpsMO yepes
cepesinHy npobku uiakona.

JlotpumyBatucst obepemHocTti, wWob He 3irHyTH
rOJKY.

ZEYBAD’\: HE HaJsraTi KOBNa4yoK Ha3a/l Ha rojiky.

[BEEERED

Kpok 8. OGepexxHo Tpumaroun (akoH i wmnpwu,
nepeBepHyTH (DJIAKOH JOTOPH JIHOM, HE BHHMAIOUH
rosky. ®@nakoH nopuHeH OYTH 3BEpXY.
JlotpumyBatucsi obepexnocTti, mob He 3irHyTH
rOJKY.

Kpok 9. Tpumaru KiHYMK TOJIKM Yy JiKapCbKOMY
3aco0i Ta MOBUILHO MOTATHYTH LIITOK MOPIIHA Ha3a/l,
1106 HaOpaTu y WnpuLl NPU3HAYEHY 103Y.
IlepeBipuTH npu3HaueHHs, o0 Ai3HATHCA, CKIJIBKH
noTpibHO HabpaTH.

VYBAT'A: naGpatu npusHaueny ao3y.

Kpok 10. Bupanutn Benuki 6ynasdaiiky nopitps y
LNpHLL, 00epeskHO MOCTYKYIOUH 10 wnpuuy. [Torim
MOBIJILHO BUIUTOBXHYTH Oyabbaluky Hazan vy
(haxoH.

Kpox 11. Tlosroptoatu kpoku 9 Ta 10, noku y
wnpuili He Oyae npaBuiILHOT MPU3HAYEHOT 1034 Oe3
BEeTUMKHX Oyan0aniox.
[lepexonarucs, 1o A03a y WNOpULI Bianosigae
npu3HaveHiii jo3i. BiamipioBaty Big  OCHOBH
MOpLUIHA, K NOKa3aHo.

AYBAFA: BUJIAJIMTH YCi BeJIMKi OyibOatiku.
1 abo 2 maneHbKi OynbOamiky € NpUAHATHUMU.




Kpok 12. Ilepekonatucs, o y wnpuui €
npu3HayeHa J1o3a, MNOTIM  3HATH  (makon i
MiIrOTYBATHCS 110 BBEACHHA J103H.

A YBATA: nepejl THM, SK 3HiMatd (rakoH,
NnepeKoHaTHEs, 1O KiAbKICTh JIIKapChKOro 3acoly
BI/INOBI/IA€ MPU3HAYEHIN 1031.

Bubip Ta niaroToBka micus iH’ekuii

Kpok 13. Bokc30ro ciiiJ BBOAMTH TiJbKH B AKHPOBHH

map nij wkipy (miuKipHo).

e He BBoauTH yepes ofsr.

e He BBOAMTH B OJHE i Te > Micle JBa pasu
MoCHiJIb.

e He BBOIMTH Yy WIKipy, O OOMUTH, i3 CHHLEM,
nouYepBoHiia, TBepaa abo 3i lpaMamH.

JIns iH" €Kil peKOMEH1YIOTBCS TaKi MicL:

3a/IHs YacTHUHA ruieveit

CTerHa

HKMBIT (OKpiM 5 cCaHTHMETPIB HABKOJIO MyINKa)
CIHUI

Kpok 14. Tlporeptn micue iH’eKlii CnupToBOIO
CEepPBETKOIO Ta JIaTH 1IKipi BUCOXHYTH HA MOBITPI.
He Topkarucs wiei AinsHKK 0 10 €Ki,

BukoHanHs i’ ekiiii Bokc3oro

Kpok 15. TIlicna nporupaHHs Micusg  iH eKuii
CIIMPTOBOIO CEPBETKOIO NIATATHYTH LIKipY HABKOJIO
oOpaHoro micus i’ ekuii.




Kpok 16. 11IBuaKo BBECTH rojKy B IIKIpY Ha BCIO
NOBKHHY NI KyTom 45 rpaaycis.

Kpok 17. Bignycrut wkKipy Ta  MOBUIBHO
HATHCHYTH Ha LITOK MOpLIHS 10 ynopy. Beectu
MOBHY J103Y.

Kpok 18. IlpojoBikyBaTtd HaTHCKaTH Ha IITOK
MOPIIHSA, JOKH IOJIKa He BTATHETHCA Y LUNPHIL.

Kpok 19. BUukuHyTH BUKOpHCTaHi GaakoH, MMnpHLH
Ta FOJIKH Y KOHTEHHEP 1A TOCTPHX NpPEIMETIB.

[HCTpyKLis 13 3aCTOCYBAHHS ILNPHLIA 3 TPaJAVIOBAHHAM B oguuuax (On)

VBakHO 03HaloMTecs 3 Li€K IHCTPYKIIEW nepes 3acTocyBaHHsaM Boke3oro ta wopa3zy micist NornoBHeHHs

nikapeekoro 3aco0y. Moske 3’ aBUTHCS HOBa iHdopMallis.

[oIKKM 11si PO3YMHHMKA Ta IWINPULK JUIS BBEJCHHS, 110 BXOISTH 10 CKJIAaLy LbOro Habopy, € HOBUMH
KOMITOHEHTaMH Ta MalTh nosHavyku «Oauuuui» (On) uis BUMiploBaHHSA peKOMEHAOBaHOoi 103K, Baiu jikap
noBiZIoMHTH BaM pekoMeH10BaHY /103y /Ul BBEACHHS 3alie’kHO Bij Bawoi macu tina.

IIpeomemu, neobxioni ons in 'exyii Bokesozo, wo 6xodams 0o cknady ynakoeku (oue. pucynox C)

dnakoH i3 Bokezoro ["onka pnst po3YyMHHKKA

IInpwui i3 pO34HHHUKOM
(MicTHTL BOAY Js iH eI
s BigHoBAeHHS Bokezoro)

—
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[npuu anst i1’ exuii

Puc. C
Bamy 103y MOJKHA BBECTH 3a JONOMOIOI0 iH €KUIHHOro impuiia, 300paxeHoro Ha pucyHky A. MipHi
MO3HAYKK HA ILOMY IINPHUILI BIANOBiAAIOTH MinijiTpam HacTynHuM ynHom: 0,1 ma = 10 oauHKLb.
[IpokoHcynbTyiiTecs 3 nikapem abo MeMYHUM NPALiBHUKOM, K10 BU He BNEBHEHI 111010 PEKOMEH10BaHOT
71031 ab0 TOro, K KOPUCTYBATHCS FOJIKOIO JUISl PO3YMHHUKA Ta LWIMPULIOM JUIs iH €KILT.
IIpeomemu, neo6xioni 0na in ‘exyii, ane ne 6xo0amsv 00 cK1ady ynakosku (0ue. puc. D)
Sxkio y Bac Hemae 1MX npeaMeTiB, Ciiji 3BepHYTHCS J10 NTPpalliBHUKA allTeKku.

CrnupToBi CepBETKH Konteiinep s rocrpux Mapuns aGo nnactup
npeMETIB

Puc. D
IligroroBka j0 in’ekuii
Ilepi HixK noyaTH, nepekoHaiitecs, o y Bac uncra poGoua nosepxHs ta Bu BUMHIM PYKH.
Kpok 1. TlocraButy duiakoH Ha YHCTY NJIOCKY
MOBEPXHIO, 3HATH 3 HLOIO KPHUUIKY Ta MPOTEPTH
BEPXHIO YACTUHY CIIUPTOBOIO CEPBETKOIO.
He Topkartvcs naibugamu npobku ¢uakoHna nicis
MPOTHPAHHSA CITUPTOBOIO CEPBETKOIO.

Kpok 2. OGepexHO 3rHHATH KOBMA4YOK, 1100 3HATH
HOro 3i wnpuLa 3 po3YUHHUKOM.

Kpok 3. Hakpytutu rosky Juisi po3uMHHMKA Ha
HITPMIL i3 PO3UMHHHKOM J10 YTIOpY.




Kpok 4. 3HTH KOBNA40K I'OJIKH Ta BBECTH TOJIKY Y
dnakon yepes cepeauny npobku rakoHa.
[ToBi/IbHO HATHCHYTH Ha WITOK MOPIUHSA BHU3, 11100
BBECTH BCIO PiJIMHY.

Kpok 5. Buitnaru ronky 3 ¢aakona. Bukunytu
rOJAKY Ta IUNPHLL Yy KOHTEHHEp JUis TIOCTPHX
npeiMETIB.

Jlug. kpok 18 ta « Yrunizauis».

He BMKOPHCTOBYBATH ILNPHLL i3 POZYMHHUKOM sl
BHUKOHAHHA iH €KL,

VBAI'A: He TOpKaTUCS KIHYMKA MOJNKH.

Kpok 6. OGepexno obeprath  ¢uakoH, J10KH
MOPOIIOK MOBHICTIO HE PO3YHHUTLCS Ta PO3YMUH He
CTaHe Mpo30puM.

He cTpyuysatw.

[lepekonaTucs, 10 PO34YMH  TIPO3OPHIA, B
6e36apBHOro J10 KOBTOIO KOJILOPY, HE KaJlaMyTHHIi
Ta HE MICTUTh YaCTOYOK.

Kpok 7. 3HATH KOBNA4YOK 3 TOJIKH LUMpHUA s
iH’eKuii Ta BBECTH TONKY Y (JIaKOH MpAMO 4epes
cepeauy npodku pnakoHa.

JlotpumyBatucs obepexHocTi, o0 He 3irHyTH
rOJIKY.

VBAT'A: He HaisraTH KOBNAYOK Ha3a/l Ha roJKy.

Kpok 8. OGepeskHo Tpumaiouu (IakoH i LIMPHIL,
nepesepHyTH (JIAKOH JIOrOPH JIHOM, HE BUiiMalOUuK
rOJIKY.

DnakoH NOBUHEH OYTH 3BEpXY.

JlotpumyBatics 00epexHOCTI, 100 He 3irHyTH
rOJIKY.

Kpok 9. TpuMmaru KiHYMK TOJIKH Y JIIKAPCEKOMY
3acobi Ta MOBIILHO NOTATHYTH IITOK MOPLIHA HA3aJ1,
11100 HabpaTH y WINPHIL IPHU3HAYEHY 1103Y.
[TepeBipyTH Npu3HaueHHs, o0 Ai3HATHCS, CKITBKH
notpibHo Habpatu.

VBAT'A: nepeBipuTH LIMpPHIL, 1O BXOJAMTH 10
CKJIa/ly YAKOBKH, Ta HaOpaTH NpU3Ha4YeHy 103Y.




Kpoxk 10. Buganutu senuki 6ynsO6amku nopirtpsa y
WnpHiti, 06epekHo nocTyKyrouu no wnpuiy. [otim
MNOBIILHO BHMINTOBXHYTH Oyianbamiky Hazaln vy
(hnaxkoH.

Kpok 11. TloeroptoBatu kpoku 9 Tta 10, noku y
wnpuili He 6yzie NpaBUJILHOT MpH3HaYeHOoT 1031 Oe3
BeNMKHUX OybOallok.

[lepekoHaTucs, 1O J03a Y IINPHIL  BiANoBijae
npu3HaveHiii  03i. BiamipioBatd Bil OCHOBH
MOPLIHS, AK [OKa3aHO.

AyBATA: BHIQIMTH yCi BeNHKi Oynbbaiku.
1 aGo 2 manenbKi Oyap0aLIKK € TPUAHATHUMH.

Kpok 12. Ilepekonatucsi, WO Yy WOpULi €
npu3HadeHa A03a, NOTIM  3HATH  QuakoH i
MiArOTYBATUCA 10 BBEJICHHS 103H.

YBAI'A: nepen TvM, $IK 3HIMaTH (JIAKoH,
NepeKoHaTHes, MO KibKICTh JliKapehKkoro 3acoly
BiZIMOBiIae NpU3HAYEHiH 103i.




Bubip ta niaroroka micug iH’exuii

Kpok 13. Boke3oro ¢1iji BBOAWTH TiIbKH B XKHPOBHI

map niji wKipy (nigwKkipHo).

e He BBOOMTH uepes oaAr.

e He BBOAMTH B OfHE i Te X Micue JBa pasu
nocIiib.

e He progury y wikipy, 1o GoanTh, i3 CHHIEM,
noYepBOHia, TBepaa abo 3i pamMamu.

Jlns iH’ €Ki peKOMEH/1YIOTBCS TaKi MicLs:

e 3aJIHs YACTUHA TUICYCH

e cTerHa

® OKUBIT (OKPIM 5 CAaHTUMETPIB HABKOJIO MyNKa)
e CiaHMIL

Kpok 14. Tlpoteptn wmicue iH’ekuii CnMpTOBOIO
CEPBETKOK Ta JIaTH LIKipi BACOXHYTH Ha MOBITPI.
He TopkaTucs 1i€l AIIAHKH 10 iH €Kil

Bukonauns in’exuii Bokesoro

Kpok 15. [Ilicns nporupanns Mmicus  iH exuif
CMHPTOBOIO CEPBETKOIO MiATATHYTH LIKIPY HABKOJIO
obpaHoro micus iH’ekuii.

Kpok 16. 11IBuiIKO BBECTH TOJIKY B LIKipYy Ha BCIO
JOBXKMHY MiJ KyToM 45 rpajaycis.




Kpok 17.  BianycTuTy IIKipy Ta  MNOBUILHO
HATMCHYTH Ha LITOK MOPIIHA JI0 ynopy. Beectu
[OBHY A03Y.

Kpok 18. BUKHHYTH BUKOpHCTaHi (pIaKOH, LINPULK
Ta FOJIKK Y KOHTEHHep A5l rOCTpUX npeaMeTiB. JIuB.
HIDKYEe «YTUlizauis» Aas OTpMMaHHA J0JaTKOBOT
indopmarii.

[Ticnsa in’exuii Bokesoro

s [TepesipuTi Micue iH'ekuii. Skmo y micui iH’ekuii 3’sBMiacs HEBEIMKa KibKICTh KpoBi, 00epexHO
NPUTHCHYTH MapJIeBUil TAMIOH Ha KiJIbKa CeKyH/1 a0 HaK/IaCTH NMOB A3KY.

* He teptu micue iH’eKuii.

» CnijiKyBaTH 3a 03HaKaMH HU3BKOTO apTepianbHOro THCKY, TAKMMH SIK 3aI1aMOPOYEHHS, BTOMJIIOBaHICTL abo
norade caMmornouyTTd. ¥ pasi mosBu LHX CUMINTOMIB BUKJIHKATH Jikapsa abo iHIIOro MeJM4HOro npailiBHUKa,
MIOTIM JISSTTH HA CIIMHY Ta NiKIACTH MOAYLIKH i1 HOrH, 1100 MiIHATH iX.

Yruaizauis
Byab-sikuii HeBUKOpHCTaHUi JiKapebkuil 3aci6 abo #oro BiXoam ciia yTuaizyBaTH BiZINOBIAHO 10 MiCLIEBHUX

BHMOT.
Vci roJIKy Ta LINPHUIK CJTiJl BUKWAATH Y KOHTEHHEp JUlsi BAKOPUCTAHUX FOCTPUX NPEAMETiB.

Jimu.

Jlani 3 Ge3nexu Ta eeKTHBHOCTI 3acTocyBaHHs Bokc3oro aitam Bikom 10 4 micsiir oomexeni. HaspHi Ha
CLOTO/IHI JaHi onMcaHo B posainax «Papmakoannamikay, «Papmakokinetuka» ta «Ilobiuni peakuii», ane
JKOJHMX PEeKOMEHallii 111010 N03YBaHHA HalaTH HE MOXKHA.

IHepeoosysanns.

V KniHIYHMX JOCHI/UKeHHAX BUBYAIW J03H BocopuTHay 10 30 mkr/kr/aoly. [[poe nauieHTiB oTpumyBanu
JI034, 110 10 3 pa3iB NepeBULLYBAIM PEKOMEHA0BaHY 103y 15 MKr/Kr/ao0y, npoTsarom nepiojay A0 5 THKHIB.
JKoauux o3HaK, CUMNTOMIB YW MOGIYHMX peakuii, MoB’A3aHMX i3 3aCTOCYBAHHAM 03, LIO MEPEBUIILYE
PEKOMEH/I0BaHy, He CIIocTepiraim.

V pasi K110 namieHT oTpuMan Gifblny 103y, HiK NOTPiOHO, HOMY CJlijJ 3BEpHYTHCS /10 CBOTO JliKapsl.

ITodiuni pearuii.

Pesiome npodinto Ge3neku

Haituactimumu moOiYHAMM peakilisMH MpH 3aCTOCYBaHHI BOCOPUTH LY OyniM peakuii B micui in’exuii (85 %),
Oomosanns (27 %) Ta 3nMKeHHs apTepianbHoro THeKy (13 %).

Ilepenik nobiunux peakuiii y dopmi tabiuui

IToGiuni peakuii, Wo cnocrepiraiucs y NauieHTie, aKi OTpUMYBa/H JIIKYBaHHS BOCOPUTHIIOM, IPEICTaBIICHI
y Tabauui 4.

[ToGiuni peakuil HaBeJeHI 3a KlacaMM cucTeM opradis BianosiaHo 1o MedDRA Ta 3a wacrororo. Hacrory
BU3HAYaAM TaKMM YMHOM: ayxe 4acto (> 1/10); wacto (Bix = 1/100 po < 1/10); newacro (Big > 1/1000 no
< 1/100); piako (Big = 1/10 000 no < 1/1000); ayxe piako (< 1/10 000); HeBigomo (He MOMNHA BU3HAYUTH 3
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HAABHMMM JaHuMu). Y KOKHIH rpyni 3a 4acToTor nobiuHi peakilil npe/iCTaBaeHo Y NOpAAKY 3MEHIICHHS
TXHBOT CepHO3HOCTI.

Tabauus 4
[ToGiuni peakliii, 1110 criocTepiranucs y nauieHTis, ski OTpUMyBaId JlikyBaHHs Bokcsoro
Knac cucreMu oprasin Jlyxe wacto Yacro HeuacTo

[Topywenuss 3 0OOKy HepBOBOI CuHkorne
CUCTEMHU IIpecunkone

3anaMopoveHHs
[TopyumieHHst 3 OOKY CYAMHHOI ['inotenzisa®
CHCTEMH
[Mopywenus 3 OOKy TpaBHOT brtoBanHs Hynora
CUCTEMH
[Mopywennss 3 OoOKy wKipy Ta I'ineprpuxos
i WKipHOT KJIITKOBHHH
3aranbHi mopylieHHs Ta ctan Micus | Peakuis y micui in’exuii’ | BrommoanicTs
BBE/ICHHS
Biaxunenns B pe3ynbTaTax [TinBuuenus pisus
JOCTIJUKeHb nyxkHoi docdarazu

 ['inoTeH3sia BKIIOYAE K aCHMITOMHI, TaK | CHMAOTOMHI 100I4HI peakuii.

® Peakuii y mMicui i’eKuii BKIFOYAIOTH Taki (32 TEPMIHAMH MEPEBAKHOTO BUKOPHCTAHHS): epUTeMa y Miclli
in’exuii, peakuis y Micui in’ekuii, Habpsk y micui in’ekuii, kponus’siHka y micui in’ekuii, 6inp y micui
iH’ €Ki, CMHElb Y Miclli iH exuil, cBepObK y Micli iH €K1, KPOBOBHJIMB y MicCLli iH €Ki, 3MiHa KOIbOPY B
MicHli iH’ €Kil Ta YIiJIbHEHHs Y Micl iH €Ki,

Onuc okpeMuX NoOiYHUX peakiliii

linomen3zis

V pocnimkendi ACH 111-301 3a yvactio nauieHTiB BikoM Bia 5 pokiB y 13 % nauienTis, sKi oTpuMyBaJiu
BOCOPUTHJ, TOPIBHAHO 3 5 % mnanieHTip, sKi oTpumypann ruianebo, criocrepiraid BUNAJKH 3HHIKCHHS
apTepialbHOro THCKY, AKi OyIM TpaH3MTOPHUMM Ta MUHauM Ge3 MeanuHoro Brpydanus. Mejiana vacy Bij
iH’ekuii 10 noyatky sieuia cranosuaa 31 (Bia 18 no 120) XBHAMHY, | 3HUKHEHHS TAKoro siBUILA BiaOyBaiocs
nporsrom 31 (Big 5 o 90) xeununu. Ioail, npo axi noeigomisin, 6ynu BUSBIEHI NEPEBAKHO Y MEPIOaHM
YacTOro MOHITOPUHTY MOKA3HHUKIB JKUTTEBO BaXKIMBUX (DYHKIIN Mia yac KIIHIYHUX BI3UTIB Micis BBEACHHS
JI03H TIPOTATOM S52-THHKHEBOTO JIiKyBaHHsA. Y 2 % mallieHTiB crocTepirald CHMNTOMHI enizoau i3
3anaMopovYeHHAM Ta OIIOBAHHAM.

V nocaimpkenni 111-206 BunaaKy 3HMKEHHS apTepianbHOro THCKY crioctepiranu y 2 nauieHTiB (5 %) BikoM
< 5 pOKiB, SIKi OTPUMYBAJIM BOCOPUTH L, MOPIBHAHO 3 2 nauicHTamu (6 %), ki oTpumyBanu naanebo. ¥ XBopux
BIKOM BiJ1> 2 POKIB 710 < 5 pOKiB BUIA/IKH 3HHIKEHHS apTepiaibHOro THCKY cnocrepiranu y 1 nauienra (5 %),
AKHI OTPUMYBaB BOCOPUTHL, MOPiBHAHO 3 | nauientom (6 %), sikuii orpumyBas niauebo. ¥ naiieHTiB Bikom
Bin 6 MicaliB 10 <2 pOKIiB BHUNAJKIB 3HMXKEHHS apTepialbHOr0 THCKY HE CHOCTEpirajid y >KOAHOro 3
namieHTiB, AKi OTPUMYBAJIM BOCOPHUTHJ, MOPIBHAHO 3 BUnaakom y 1 nauienta (13 %), sxkuif oTpuMyBaB
nnauebo. Y XBopux BikoM < 6 MicsALliB BUNAJKK 3HWKEHHS apTepialbHOro THeKy Oynm 3apeectpoBaHi y |
nauienra (8 %), AKuit OTPUMYBaB BOCOPHUTH/I, MOPIBHAHO 3 XKOJHUM BUNAJAKOM Y MalE€HTIB, AKi OTPUMYBaIH
mauebo. Yei ssuiia Oynd TPaH3WTOPHUMH, MUHaNM 0e3 MEAMYHOro BTPYYaHHS Ta He OOMeEXyBaH
JIKyBaHHS.

Pearyii y micyi in’exyii

V nocnimxenni ACH 111-301 3a yuacTio nanieHTiB BIKOM > 5 pokiB peakuii y Micui iH’exuii cnoctepiranu y
85 % mauieHTiB, sAKi OTPUMYBAIM BOCOPUTH, NopiBHAHO 3 82 % nauieHTiB, sKi oTpuMyBanu nnaneo.
[IpoTsirom 52-TH3KHEBOrO repioAy MejiaHa MoBiOM/ICHbL PO BUNAAKK peakuiil y micui in’ekuii cranoBuna
76 y rpymi namieHTiB, AKi OTPUMYBAIM Ll aikapcbkuid 3acid, nopisusHo 3 7,5 y rpyni nauienTis, siKi
orpuMyBany niaie6o. Haliuactimmmu peaxkuismu y micui in’exuii (10 BHHUKIM woHaiimenwe y 10 %
naiieHTiB, SKi OTpUMyBanu BocopuTua) Oyin peakuis y mici iH’ekuii (73 %), epurema y micui i exuii
(68 %), nabpsik y micui in’exuii (38 %) Ta kponur’suka y micui in’exuii (13 %). Yei peakuii y micui in’exuit
Gynu 1-ro (1erkoro) CTyneHs TSHKKOCTI, 32 BAHATKOM S BUNAZKIB 2-r0 (MOMIPHOTO) CTYNEeHs TAKKOCTI Y JIBOX
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nauienTis. TToBiomneni peakiii 2-ro cTyneHs TSUKKOCTI BKIKOYAIM: M0 [Ba BUMAJKH KPOMHUB SHKH y Micili
iH’€KLIT y IBOX NAlliEHTIB Ta OJJMH BUMA/I0K BE3UKYJ1 Y MicLi iH eKuii.

V pocaijxenni 111-206 3a ygacTio namieHTIiB BIKOM < 5 pokiB peakuii y Micui in’ekuii cnoctepiranu y 86 %
NauicHTiB, AKi OTPUMYBAJIH BOCOPUTH/, NOPIBHAHO 3 53 % nauieHTis, aki orpumysanu nnauebo. [porsarom
52-THKHEBOTO Nepioly MejliaHa NOBiIOMJIeHb NPO BUNAAKKU peakuii y Micui i’ exuii cranoBuna 224 y rpyni
naiicHTiB, AKi OTPUMYBAIH BOCOPUTH, nopieHaHO 3i 114 y rpyni nauienTie, ki orpumyBanu rane6o. Bei
BUNaaku Oyau 1-ro (lerkoro) crynens Tspkkocti. ¥ ocib Bikom Biji > 2 pokiB 10 < 5 pokiB peakuii y miciii
in’exuii cnocrepiranu y 84 % nauieHTiB, sSKi OTPUMYBallM BOCOPHUTHJ, NopiBHAHO 3 44 % nauicHTiB, AKi
otpumysanu nnaue6o. Y ocib Bikom B 6 micailis 10 < 2 pokiB peakuii y micui in’exuii cnocrepirann 'y 83 %
NaiieHTiB, IKi OTPUMYBAJIM BOCOPUTHL, OpiBHAHO 3 50 % naiieHTis, aki orpumysanu nianebo. ¥ ocid Bikom
< 6 MicauiB peakuii y Micui in’ekuii ciocrepiranu y 92 % nauieHTis, sKi OTpMMYBaIM BOCOPUTH/L, TTOPIBHAHO
3 75 % natieHTie, ki oTpuMyBaiu ruauebo.

B ycix BIKOBHX rpymnax peakiiil y Micili iH’exuii 6ynu TpaH3UTOPHUMHU Ta He OOMENYBAIH JTiKYBaHHS.
Imynozennicms

3i 131 narienTa BiKOoM Bijl 5 pOKiB 3 aXOHPOIIA3i€lo, AKi OTpUMYBaIH BocOpUTH] 15 MKI/KI/100y Ta y AKMX
BU3HAYAIM HAABHICTb AHTUTLN 0 JiKapeeKkoro 3acoby (ADA [anti-drug antibodies]) npotsarom 240 THxkHIB,
ADA Gyau sussieni y 35 % nauientis. HaiiGinsm pannim tepminom nosen ADA Oye 85-if nenb. Y Beix
ADA-N03UTHBHHUX MALICHTIB TECTH HA aHTHBOCOPUTHAHEHTpaizytoui anTuTina oynau neratueHumu. He 6yno
BUABJICHO KOpEJAIIT MK KiJBKICTIO, TpHBaNicTiO abo THKKICTIO nobiuHMX peakuiil rinepuyriaupocti abo
peakuiit y micui in’exuii Ta ADA-no3utHBHUM cTaTycom abo cepeanim tutpom ADA. He 6yno BusBieHo
38’13y Mk ADA-no3uTHBHMM ctarycoM abo cepeaHiM THTpoM ADA Ta 3MiHOIO BiJl MOYATKOBOTO PiBHSA
piunoi meuakocti pocty (PLIP) abo Z-ouinku 3pocry Ha 12-my micaui. He Oyno BHsABIEHO BIUIMBY
crpoBaTKOBHX ADA Ha nokazHUKH (papMakoOKiHETHKH BOCOPUTH/LY B Ila3Mi KPOBI.

Cepen nauienTie Bikom 10 5 pokie 19 % (8/43) nauieHTis, sSKi OTPUMYBalIH BOCOPHTH/I, MaJIM NMO3UTHBHUH
pesynbTaT Ha ADA, i BCi nauieHTH, ski oTpuMyBanu niauebo, Mand HeratMBHM pesynbrar Ha ADA.
HaiiGinpi painiM TepminoM nosieu ADA GyB 26-i TxaeHs. Y Bcix ADA-MO3UTHBHMX NALiEHTIB TECTH Ha
HEHTpai3yloui aHTHTIIA JIIKApCHKOro 3aco0y Oyiu HeraTHBHUMH B YCiX 4acOBUX Toukax. Pozsutok ADA He
BILUIMBAB Ha Oe3neky, e)eKTHBHICTb 3acTocyBaHHs ab0 (papMaKoKiHETHKY BOCOPUTHJLY.

[ToBioMIEHHS PO MiZ03pIoBaHi NoOiIuHI peakiii

[Topigomnenns npo nodiuHi peakuii nicis peecrpauii Jikapebkoro 3acoby Mae Baxiupe 3HayeHHs. Lle nae
3MOT'Y MPOBOJMTH MOHITOPHUHT CIIBBIIHOMEHHSA KOPUCTH / PU3HMK MPH 3aCTOCYBAHHI LBOrO JIKAPChKOro
3acoby. Meauuuum Ta QapMalleBTUUHUM TMpalliBHUKaM, a Takox nauieHtaM abo TXHIM 3aKOHHUM
NpeACTABHUKAM CJIiJl TOBIJOMJSATH MPO YCi BUMAAKU MiJ0O3PIOBAHMX NMOOIYHMX peakuiil Ta BiACYTHOCTI
eeKTHBHOCTI JliKapchKoro 3aco0y uepe3 aBTomaTH3oBaHy iHdopmauiiiny cuctemy 3 ¢apmakonarasny 3a
nocunaHHam: https:/aisf.dec.gov.ua.

Tepmin npuaaTHocTi.
4 poku.

YmoBu 30epiranns.

30epiraTi y X0NoAWJIBHUKY npH TeMnepatypi 2—8 °C. He samopoxyBaTH.

Moskna 36epirati npu temnepatypi He Buie 30 °C npotsarom oanoro nepionay no 90 aHiB, ane He AOBIE
TepMiHy puaaTHOCTI. He nmoBepTaTi y XONOANIBHUK Micis 30epiraHus npu KiMHaTHI TeMnepartypi.
30epirati B OpUriHanbHii ynakoBLi A1s 3aXMCTY BiJl cBiT/ia. 30epirati y HeIOCTYIHOMY JUIs JiTeit Micwi.
[Ticns BiHOBNIEHHS MOXKHA 30epiraTi y iakoHi npu KiMHaTHIA Temnepatypi 10 25 °C e Oinbuie 3 roauH.

Hecymicuicrs. Lleit nikapcbkuii 3acid He MOXkHA 3MillyBaTH 3 iHIIUMHM JIIKAPCBKUMH 3aco0aMH, OKpiM
3a3Ha4eHux y po3aiii «Cnocib 3acTocyBaHHA Ta JO3UY.

¥Ynakoska.

I[To 0.4 mr nopowky y duakoni (0,8 mr/mi) ta 0,5 MJI pO3UMHHHKE Y MONEPEIHBEO HANOBHEHOMY LINpULL abo
no 0,56 mr nopowky y ¢paakoni (0,8 mr/mn) Ta 0,7 M1 po3uMHHMKA Y NONEPEAHBO HAIOBHEHOMY LUNpULLi, aG0
no 1,2 mr nopouwky y ¢nakoni (2,0 mr/mi) ta 0.6 M1 pO3YMHHHKA Y MOIEPEHBO HATIOBHEHOMY LITPHILL; 110
10 ¢nakoniB 3 nopomkom, 10 nonepeHbO HAMOBHEHMX WIMPULIB 3 po3uMHHUKOM, 10 OIHOPA30BUX ro0K
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Juist BiaHoBiaeH s Ta 10 0IHOpa30BUX LIMPUILIB /Ul BBEJCHHS Y KapTOHHIH KOpOoOLLi.
KaTteropisi Bianycky. 3a peLentom.

Bupoonuk.
Biomapu Intepremnn Jlimiten.

Micue3naxo/zeHnsi BAPOOHHKA Ta ajpeca Micus NPoBazKeHHs HOro JisIbHOCTI.
IlanGanni, Pinrackiani, P43 R298, Ipnaunis. ‘

3asBHHK.
bioMapun Intepuewnn Jlimites.

Micue3snaxo/xeHHs 3asiBHHKA. |
[ITan6anni, Pinrackimi, Ko. Kopk, Ipaanis.

I[aTa OCTAHHBOTO NMEPErsiay.

13.04.2026




