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Craan:

Jiloua peyOBHHA: BOCOPHUTHIL

1 nakon mictuth Bocoputuay* 0,4 mr abo 0,56 mr, a6o 1,2 mr;

nicist BiiHOBACHHA | MA MicTHTh BocopuTHay 0,8 mr ado 0,8 mr, ado 2,0 mr;

* Bupo0nseTbes y KnituHax Escherichia coli 3a Texnonorieto pekombinanthoi JJHK;

JIOMOMDXKHI PEYOBMHM: KMCJIOTA JTMMOHHA MOHOTIJpAT, HATPil0 LMTpaT JMIiApaT, Tperanosd auriapar, D-
maHit (E 421), L-meTtionin, nonicop6at 80; po3unHHUK — BOzia JUIs iH’ €I cTepHIbHA.

Jlikapceska dopma. [lopowiok Ta po3uMHHHK JUTS PO3YHHY I iH’ €KL,

OcHoBHi (i3uKo-XiMiuHi BAACTUBOCTI: JiodinizaT — NOpoIoK Bix GLNOro A0 CBITIO-KOBTOTO KOILOPY:
BIZIHOBJIEHUH pO34MH — pianHa Bix Ge3bapBHOT A0 YKOBTOrO KOJLOPY, IPAKTHYHO BilbHA Bifl YAaCTHHOK;
PO34YMHHHUK — 11po30pa Ta 6e30apBHa pifiHa, NIPAKTUYHO BijbHA BiJl BAMMHX YaCTHHOK, Oe3 3amaxy.

®apmakoTepaneBTHYHA rpyna. 3acobu 1ns TiKyBaHHS 3aXBOpIOBaHb KicToK. IHIIi 3aco6M, SKi BIIMBAIOTE
Ha CTPYKTYpY Ta MiHepanizauiro kictok. Kog ATX M05B X07.

Dapmaxea0eziuni 1acmUBoCHii.

dapMakoaUHaMiKa.

MexaHnizm zii

Bocoputua — ue momudikosanuii Harpiiyperuunnii nentun tuny C (C natriuretic peptide (CNP)). V
NalieHTiB 3 aXOH/POIUIA3i€l0 €HIOXOHAPATbHUI PiCT KICTKM HEraTHMBHO PErylIOEThCS Yepe3 MYTallilo 3
nocuieHnam ¢Gyukuii peuentopa 3 dakropa pocry ¢ibpobnactie (fibroblast growth factor receptor 3
(FGFR3)). 3p’a3yBaHHs BOCOPMTHAY 3 PELENTOPOM HaTpiiiypeTHdHoro mentupay-B (natriuretic peptide
receptor-B  (NPR-B)) antaronizye nopaneumii curtamu FGFR3 misxoM iHriGyBaHHs M03aKniTHHHHX
curnajoperynsoBaiux kiHaz 1 i 2 (extracellular signal-regulated kinases 1 and 2 (ERK1/2)) waaxy
MiTOreHaKTHBOBaHOI MpoTeiHKinasy (mitogen-activated protein kinase (MAPK)) Ha piBHI cepuH/TpeoHiHOBOT
NpoTeiHKIHa3KH mBHAKonporpecytoyoi ¢ibpocapkomu (rapidly accelerating fibrosarcoma (RAF-1)). fk
Hac/110K, BOCOPHTHI, AK i CNP, Jtie sk NO3UTHBHMI PeryasaTop eHI0XOHAPATbHOTO POCTY KiCTKH, OCKIIbKH
cnipusie nponidepauii Ta audepeHiali’ XoH IPOIHTIE.

dapmakoauHaMidli eheKTH

ITin yac nikyBaHHA BOCOPMTHAOM croctepiranocs 3anexHe Bia ekcrnosuilii (AUC Ta Cmax) MiABHIIEHHS
KOHLEeHTpauii wuKiIigHoro ryadosuumoHodocdaty (ul'M®P, Giomapkep aktuBHOocTi NPR-B) B ceui Ta
CUpPOBATKOBOro Mapkepa koJareHy tuny X (CXM, Giomapkep eHI0XOHIpaabHOI ocudikalil) nopiBHAHO 3
NOYaTKOBUM PiBHEM.

ITineuuenns konuenTpauii ufl'M® y cevi nopiBHIHO 3 NOYATKOBUM piBHEM BifOyBanocs MPOTATOM IEPIIHX
YOTHPBOX I'OJIMH Micas BBeJIeHHs 103u. Meniana koHuenTpauii CXM y cupoBarili KpoBi 3pocTaia HopiBHAHO
3 MOYATKOBMM piBHEM Ha 29-i JeHb LIOJAECHHOrO 3acTOCYBAHHA LLOro JiKapcekoro sacoly. Llek edekr
36epirasca i micias 24 MicALiB JAiKyBaHHS.

AKTHBHICTh BOCOPHTHIY, BHUMipsHa 3a pisHem uI'M® y ceui, Gyna GIM3LKOIO [0 HAaCHYEHHs, TOAI fK
MaKcUManbHe 30iMbIICHHS aKTHBHOCTI POCTOBMX MacTHMHOK, Bu3Hadene 3a CXM, pocsranocs npu 103i
15 MKr/Kr, SKy BBOAMJIM NiAIKIPHO OJMH pa3 Ha 100Y.
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Kniniudi edekTuBHicTb Ta Ge3nexa

EdexruBHicTs Ta Ge3neky BOCOPUTHY B NMaLliEHTIR 3 aXOH/Iponasicio 3 miaTeeppkenoo myrauicto FGFR3
OL[IHIOBAJIM Y PaH/I0Mi30BaHOMY NOABIHHO ciMmoMy mianebo-KOHTPOJILOBAHOMY 52-THAKHEBOMY A0C/IZKEHH]
(mocnimxenus ACH 111-301). V' nocnipxenni ACH 111-301 nauienTtis panaomisysaiu Juis OTpUManHs
Bocoputuay (n = 60) abo nnanedo (n = 61). Bocoputun y 1031 15 MKI/KI BBOAMIM NiULKIPHO OJIMH pa3 Ha
no0y. Ilepen panaomisauicto Bei nauieHTH Oyau BiJOUeHi B oOcepBatliiiHe aociiikeHHs (1ocipkerns ACH
111-901) ansg neniaTpUUHMX Nali€HTIB 3 axOHAPOIUIA3icio LWOHaliMeHle Ha 6-micsuHuil nepioa, mig vac
AKoro 30Mpanu JiaHi NMpo MOYaTKOBMH 3pICT Yy IMONOIKEHHI CTOAYM TA iHII OLIHKK POCTY /IO JIKYBaHHS.
[lanieHTH, sKi NepeHecnu oOnepawliio 3 MOAOBXKEHHsS KiHLIBOK mpotsrom nonepeaHix 18 wmicsauis abo
NJIaHyBaIM ONepaLiio 3 MoJOBKEHHs KiHIIBOK MPOTAroM Nepiofy A0CHiIKeHHs, Oy BUKIHOYEHI.
HocnikeHHs BKIo4ano S52-THxkHeBY mnanebo-konTponboBany ¢dasy nikyBaHHsS, 3a sSKOKW CHifyBano
Bi/IKPUTE PO3LIMPEHE JOCIIXKEHHA NPOAOBIKEHHA JIKYBaHHS, B IKOMY BCi MAIli€HTH OTPHMYBAIH BOCOPHTHJL.
[TepBHHHOIO KiHLIEBOIO TOUKOK edekTHBHOCTI Oyna 3MiHa Mo4aTKOBOI piuHoOl wBKMaKkocTi pocty (PLIP) na
52-My THIKHI MOPIBHAHO 3 Manedo.

[TauieHTH 3 aXOHAPOILIA3i€I0 TAKOXK OTPUMYBAIU JIIKYBAHHS BOCOPMTHIOM 15 MKI/Kr/moby y BiakpuTOMY
JOCIi/IZKEeHHI 31 301IbIIEHHAM 1031 Ta y HOro J0BrocTpoKOBOMY MojoBxkeHHi (mociimkenns ACH 111-205).
B obcepraniiinux pocnigxeHHsax Oynu 3i0paHi JaHi MalieHTIB 119 XapaKTepPUCTUKH MPUPOIHOro nepediry
axoHjporuiasii. JlaHi mpo 3picT HeaiKoBaHMX MALlIEHTIB 3 aXOHAPOIJIA3i€l0 TOro K BIKOBOrO JAiana3oHy, 1o i
y KJHIYHUX JIOCII/KEHHAX, BAKOPUCTOBYBATH K iCTOPUUHHH KOHTPOJIb IS OLIHKH BIUIMBY Ha 3picT micis
JKYBaHHS BOCOPUTH/IOM TPHUBANICTIO [0 5 POKIB.

JlemorpadyiuHi qaHi Ta MOYaTKOBI XapaKTEPUCTHKH MallicHTIB HaBeaeHo y Tabmuui 1.

Tabnuusa 1
JemorpadiuHi JaHi Ta XapakTepucTHku nauieHTie y nociimkenHsx ACH 111-301 ta ACH 111-205
Hocnimxenns ACH 111-301 Jocnimxenns ACH 111-205°
[Tapamerp 15 mMxr/kr/noGy 15 Mkr/kr/mo0y
[Tnaneto (N =61) Boxkcioro (N = 60) Bokczoro (N = 10)
Bik Ha neHb 1 (pokir)
Cepenue 3naueHHs (CB) 0.06 (2.47) 8,35 (2.43) 8,54 (1,54)
min, max 5,1, 14,9 Syl 13,10 6,3,11,1
Bik Ha nenb 1, n (%)?
Big> 5 no < 8 pokin 24 (39,3) 31 (51,7) 4 (40,0)
Bin > 8 no <11 poxis 24 (39,3) 17 (28.3) 5(50,0)
Big> 11 no < 15 pokis 13.(21.3) 12 (20,0) 1 (10,0)
Cranig 3a Taunepom b, n (%)?
[ 48 (78.7) 48 (80,0) 10 (100,0)
> | 13{21.3) 12 (20,0)
Cratb, n (%)*
YoJioBiya 33 (54.1) 3Li(51,7) 4 (40,0)
DKinoua 28 (45,9) 29 (48,3) 6 (60,0)
Maca Tina (kr)
Cepenne 3HaueHHs (CB) 24,62 (9,07) 22,88 (7,90) 25,13 (5,74)
min, max 11,6, 68,9 13,6, 53,0 18,2, 36,4

CKOpOYeHHs: max — MaKCUMyM; min — MiHiMmym; CB — cTaHaapTHe BiXUIEHHS.

? BiIcCOTKM pO3paxOBYBaIM 3 BUKOPUCTAHHIM 3arajlbHOI KiIbKOCTI MalieHTiB y BUOOpIi moBHOTO aHanizy (N
111 KOKHOT TpYNH NiKYBaHHS) K 3HAMEHHHKA.

® Ananiz 10 3 35 nauieHTi, AKi OTpUMYBanM TiNbKM 15 MKr/Kr/mo6y y BiIKpHTOMY IOCHiIGKEHHI 3i
30iNbIICHHAM 103U Ta MPOJOBKUIIN JIIKYBaHHA Yy HOro JOBrocTpOKOBOMY MOJOBAKeHHI (nociaimkenus ACH
111-205).

V pocnimkendi ACH 111-301 croctepiranu nokpaiieHHs nokasHukis PLIP Ta Z-ouiHku 3pocTy Bij
MOYaTKOBOrO piBHs y mnauieHtiB, ski orpumyBaiu Bokczoro 15 wmxr/kr/no0y, mopiBHsHO 3 mniauebo,
PesynbTati edeKTHBHOCTI HaBeeHOo B Tabuuui 2.
Tabnuug 2
Pesynbrati mianeto-KoOHTPOJILOBAHOIO KJIIHIYHOTO A0CHIKEHHS



[Tnaue6o Bokcsoro 15 mxr/kr/noby Bokc30oro nopiBHsaHo 3
(N =061) (N = 60° nnauebo
[ louaTko- 52-i 3mina | IToyarko- 52-i 3MiHa Cepenus piznuug y
BUH piBeHb| THIKJIEHb BHIi piBeHb| THX/IEHb 3MiHax 3a LS
(95 % 1)
PLLP (cM/pik)
CepenHe 4,06 3,94 -0,12 4,26 5,61 1.35 157"
3HaueHHa = | =+ 1,20 + 1,07 + 1,74 +1,53 + 1,05 £:1,71 (1,22, 1,93)
e (p = <0,0001)°
7 -011iHKa 3pOCTY
Cepenne -5,14 -5,14 0,00 -5,13 -4,89 0,24 0,28°
BHadeHHs £ | =+ 1,07 + 1,09 + 0,28 111 + 1,09 0,32 (0,17, 0,39)
B (p=<0,0001)"

Cxopouenns: PIIP — piuna mBuakicts pocty; 95 % I — 95 % nosipuuii intepsan; LS — MeTo 1 HalMeHIIMX
kBazpatie; CB — ctaHaapTHe BiAXHICHHS.

# Pi3HULIA NOKA3HMKIB, OTPUMAHMX IMPHU 3acTocyBaHHi Bokcsoro 15 MKr/kr Ta niaue6o.

® TIBoGiuHe p-3HAYEHHS.

¢ JIBoe nauieHTiB y rpyii Bokc3oro npUnuHUIM y4acTh y JOCTIKEHHI 10 52-ro TuxHs. JTaHi 1MX 2 nalicHTIB
Oy BKJIFOYEHi JIO 3a3HaueHOro aHalizy.

CepenHe 3Ha4YeHHs 3a METOJOM HaMMEHIIMX KBaJpaTiB OIHIOBAIM 3a jgomoMorow moaeni ANCOVA
(xoBapialliiiHuii aHali3), CKOPUroBaHOT Ha BUXi/IHI BiIMIHHOCTI Mi>X JBOMA IpynaMu.

[Teperara mono nokpamenns PLLP Ha kopucts Bokczoro 6yna mociigoBHOIO B YCiX MOMepeIHBO BU3HAYSHUX
miarpynax, BKIOYa4| MiArpyNy 3a CTaTTio, BIKOM, cTajicto 3a TaHHEpOM, MOYaTKOBOK Z-0OIHKOI 3pOCTY
ta noyatkoBoro PLIP. ¥ niarpyni xnonuukis 3i ctazieto 3a Tannepom > [ ToukoBa ouinka edekry JiKyBaHH:
Oynia Ha KOpUCTb BOCOPUTHLY, OJIHAK Y Uil migrpyni Oyno nuiue 8 pocnimkysanux (3 Ta 5 OCHIUKYBAHUX Y
rpyrnax BOCOPUTHIY Ta nuiauebo BiNOBiHO).

CrnoctepekyBaHe 301IbIIEHHS WBUIKOCTI POCTY BiIOYBanocs MPOMOPIIHHO AK Y XpeOTi, Tak i B HHUKHIX
kinuiskax. He Oyno BMsABIEHO pi3HMUI Y MiHepasbHiil 1iBHOCTI KiCTKOBOT TKaHWHM IICJs JIIKyBaHHS
Bokc3oro nopieusHo 3 niaue6o. [Tix yac Tepanii um nikapcbkum 3aco6oM cepenHe 30iIbIIEHH KiCTKOBOTO
BiKy OyJ0 MOpIBHAHHUM i3 cepeJHiM 30i/bIlIeHHAM XPOHOJOTIYHOTO BiKy, 1O CBIAYMTEH MPO BiICYTHICTBH
NPUCKOPEHHS J103piBaHHA KICTKOBOT TKAHHHH.

Ha pucynky 1 nokazano edexkt Bokc3oro mpoTaroM DBOPIMHOrO mepioay B rpymi JikyBaHHs Boxcsoro, a
TakoXk e(eKT y KOHTpOJbHill rpyni nnanebo nicas moaeHHUX MigWKipHUX iH exiiii Bokc3oro nporarom 52
THXKHIB y BIJIKDUTOMY MOJOBXKEHHI JocnijkeHHs. [lokpamenns PILIP 36epiranocst npoTsrom TpHBAIOro
nikyBaHHs Bokcesoro 6e3 o3Hak Taxidinakcil.
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Bisut ananisy
[Tnanebo / 15 mxr/xr 54 54 54
15 mkr/kr / 15 MKr/xr 52 s 52

Puc. 1. Cepeani 3nadenns (+ CB) PP no 12-MicauHuM iHTepBaliam 3 MIMHOM Yacy

Pucynox BKiIo4ae pesynbTaTH BCIX Y4acCHHMKIB 6a30BOro JOCHTIKEHHS, AKAM BUMIpIOBaIM 3picT Ha 52-My
THIKHI Y NOJI0BKeHH] fochimkents. Cyuinpni niHii BioGpaxkaroTh JiKyBaHHS BOCOPUTHIOM Y 1031 15 MKI/KT;
NYHKTHPHI JiHiTl — nnaue6o. [ToyaTkopuit piBeHb BU3HAYAETHCS K OCTAHHS OLIIHKA Nepejl NpUitoMoM mepiioi
7034 JI0CJ11PKYBAHOTO aKTUBHOIO npenaparty (To6To BocopuTHy) abo miauedo y aocimkenni 111-301.
12-micauny PILP nig 4ac Bi3uTiB micas mOYaTKOBOrO piBHS pO3paxoByBaid 3a monepedHi 12 micsiis.
Hanpuknan, 12-micayna PIIP na tvxni 52 nocmimuxenns 111-302 = [(3pict nig yac BisWTY Ha THKHI 52
pocnikenns 111-302 — 3pict nin yac Bi3uTy Ha THKHI 52 nocnimxenns 111-301)/(Jlara Bizuty Ha THxKHI 52
aociipkenns 111-302 — Jlara Bisuty Ha THokHI 52 pocnimkenns 111-301)] x 365,25.

Bioxkpume noooesacennsn docniodicenns

Y 10BroTpuBaiioMy nofoBxeHHI nocmimkenHs (nocnimkenns ACH 111-205) 10 nauientis oTpumyBanu
Bokesoro y nosi 15 mkr/kr/nody 6esnepepBHO mpotsiroM 5 pokiB. Cepende (CB) mokpaienns PLIP
NOPIBHSHO 3 NOYATKOBUM piBHeM vepe3 60 micauiB cranosuno 1,34 (1,31) cm/pik.

[Ipupicr 3pocty nicns 5 pokiB nikyBaHHs Bokc3oro 15 Mkr/kr/no6y nopiBHIOBaIK 3 BiANOBIJHOIO 33 BIKOM
Ta CTATTIO FPYNOIO ICTOPHYHOTO KOHTPOJIO. S-pidHUi nepexpecHuil MOPIBHAIBHHUI aHali3, CKOPUTOBaHKH 3a
MOYaTKOBMMM BIAMIHHOCTAMM Y 3pOCTi, NMPOJIEMOHCTPYBAB CTATHCTHYHO 3HavyIly cepeauio (95 % JII)
pi3HHLIO Y 3pocTi Ha Kopuctb Bokesoro (9,08 [5,77, 12,38] em; p = 0,0002) nopiBHAHO 3 HeNiKOBAHMMH
nalieHTaMHu 3 aXOHIPoIasieio.

Hitu Bikom < 5 pokiB

Jlo paHzOMi30BaHOro MOABIAHO cllinoro nanebo-KOHTPOJbOBAHOTO S2-THIKHEBOTO MOCIIKeHHS OyiI0
BKJIOUEHO 3arajoM 75 mauieHtiB Bikom Bin 4,4 micausg no 59,8 micaug va 1-i geds nikysanus. ITin yac
oOceperauiiiHoro jocuikeHHs 6yno 3i6pano moHakiMeHIe 6-Mica4ni 6a3oBi JaHi Npo picT NawieHTiB, AKUM
Ha MOMEHT paHoMizauii 6yno 6 Micauis i 6inkine, Ta moHaliiMeHie 3-Micsauni 6a30B1 Jani Npo picT naiieHTIB,
AKMM Ha MOMEHT panjomizanii O6yno Menme 6 wicsuis. 3arajom 64 nauieHTH Oynu paHpoMi3oBaHi
OTPUMYBATH JIIKyBaHHs BOcOpUTUIOM abo niaueo, a 11 nauieHtis orpumysanu BigkpuTe nikypanns. Yepes
52 TrKHI y NaLieHTIB, AKi OTPUMYBaJIM BOCOPUTHUL, CIIOCTEPIraiy nokpaiieHHs Z-ouinku 3pocty + 0,30 SDS
(95 % 11 0,07, 0,54) nopiBHAHO 3 TUMH, XTO OTPHMYBaB I1aneso.

Y nes’satu pitedl Bikom Big >24 mo <60 MicauiB, ski OTPUMYBAIM BOCOPMTHA MNPOTATOM 3 pOKIB,
crocTepiranu nokpaieHns Z-ouinku spocry + 1,22 SDS (95 % /11 0,78, 1,66) Ta cepefHio pi3HULIO Y 3pocTi
3a METOJOM HaliMeHwMx kBaapatiB 5,73 oM (95 % JII 3,54, 7,93) nopiBHAHO 3 BiANOBIJHOK 3a BIKOM Ta
CTATTIO IPYNOIO HENIKOBAaHMUX MALliEHTIB 3 aXOHAPOILIa3iclo.

B oauunanuaTh jaitel Bikom Bif > 6 10 < 24 micsuis, AKi OTpUMYBaIH JiKYBAHHS BOCOPHTHIOM MPOTSTOM 2
POKIB, CNIOCTEpirany MoKpaleHts Z-ouinku 3pocty + 0,79 SDS (95 % J11 0,29, 1,28) Ta cepe/iHio pi3HULIO ¥
3poCTi 32 METOIOM HaliMeHIuX KBaapartiB 2,69 cm (95 % JII 1,00, 4,38) nopiBHAHO 3 BiAMOBIAHOIO 32 BikOM
Ta CTaTTH) IPYNOK ICTOPMYHOTO KOHTPOJIO — IPYNOK MALEHTIB 3 aXOHAPOIUIasielo, sAKi He OTPUMYBAJIH
JIIKYBaHHS.

dapmaKoKiHeTHKaA.

Bocoputua — ne mogudikoBanuii pexomOinantauii CNP moauuu. Ilentuauuii ananor i3 39 amiHokucior
piuitoyac 37 C-kiHuUeBMX aMiHOKMcnOT mocnigoBHocTi CNPS3 moauuu mmoc aojasaHHs 2 aMiHOKMCIOT
(nmponin, rmiuMH) ans 3abe3neveHHs CTIHKOCTI 10 Aerpafauii HeHTPalbHOK EHIOMNENTHIA3010, L0
NPU3BOAUTHL [0 MOOBKEHOrO Mepiofy HaliBBUBEICHHS MOPIBHAHO 3 eHjoreHHumM CNP.

@apMaKoKiHETUKY BOCOPMTHMJIY OLiHIOBauM 3araioM Yy 58 nauienrtie Bikom Big 5 g0 18 pokie 3
aXOH/POILIA3iEt0, IKI OTPUMYBAIM MiALIKIpHI iH’eKIIiT BocopuTHay 15 MKI/KT OIMH pa3 Ha 100y npoTarom 52
THXHIB,

@apmakoKiHETHYHA eKCNO3MLis BocopuTuly B 15 nauienTis BikoM Big 2 10 < 5 pokie Gyna MOpiBHIHHOIO 3
TaKOHK Yy CTApIUIMX JITEH.

VY 8 namieHTiB BikOM Bim 6 MicauiB g0 <2 pokiB, ski orpumysanu 30 MKI/Kr oaumH pa3s Ha 100y,
dapMakoKiHeTHYHA KCMO3HUILisI BOCOPUTHIY Oyia Ha 65—70 % BUIIOIO, HIX y cTapiivx JiTel (> 2 pokiB), ki
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OTpuMyBaIM 15 MKI/Kr 0JMH pa3 Ha 100y. Y 9 nauieHTiB Bikom < 6 micauis, ki oTpumyBanu 30 MKI/KT OMH
pa3s Ha 100y, (hapMaKOKiHETHYHA EKCIO3MILA BOCOpUTHY Oyiia Ha 57105 % BUILOK, HiX Y CTApUIMX AiTei
(> 2 pokiB), saKi OTpUMYBaiu 15 MKI/Kr 0MH pa3 Ha 106Y.

BcMmokTyBaHHA

Bocoputui BeMokTyBaBes 3 MeliaHoro Tmax 15 xBunnn. Cepennsg (+ CB) makeumansua koutenTparis (Cmay)
Ta MJIOMIA TTi1 KPHBOK «KOHIEHTpAIlisi-4acy Bil HYJIbOBOIO yacy 0 OCTaHHBOI BUMIpIOBaHOT KOHLIGHTpaLlil
(AUCo.), mo cnocrepiranuca mnicns 52 TwkHiB JiikyBadHs, craHoBuad 5800 (+ 3680) Ta 290 000
(£ 235 000) nr-xe/mn BianosigHo. BioAOCTYNHICTS BOCOPUTH/LY HE OUIHIOBAIM Y KJIIHIUHMX JOCHiUKEHHSX.
Posnozin

Cepeaniii (= CB) Bunumuii 06°em posnoziny micist 52 TvxkHiB JiKyBanHs ctanoBus 2910 (£ 1660) Mu/kr.
BioTpancdopmartis

OuikyeTbes, Wo MeTabonizM BOCOPUTHAY BiAOYBAEThCs uepes KaTaboMiuHi LIAXH 3 PO3MAaAOM Ha HEBEIHKI
nenTuaHi GparMeHTH Ta aMiHOKHCIIOTH.

Bupenenst

Cepenniit (+ CB) euaumuii kiipenc nicns 52 TukHiB nikyBaHHs ctaHoBuB 79,4 (53,0) mu/xe/kr. Cepenniii
(= CB) nepion HaniBBHBeAeHHA CTaHOBMB 27,9 (9,9) XBUIMHM.

BapiaGenbHicTe BUAMMOrO KTipeHCy MiX JociukyBanumu (koedilicHT Bapialii) cranosuna 33,6 %.
JliHiHiCTR/HENIHIHICTE

30inbmenns excnosuuii B nnasmi kpoei (AUC Ta Cmay) 31 3611b1eHHAM 1031 Gy/10 Ginbl HiX MponopLiHHUM
no3i B gianasoni 103 Bix 2,5 (y 0,17 pasa Buime pexomenaoBaHoi 1o3u) a0 30,0 Mxr/kr/nody (y 2 pa3u Bule
3aTBEPPKEHOT 1031).

Oco0GuBI nonyJsLii nalieHTie

He cnoctepirany Knini4HO 3HauyIHX BiAMiHHOCTEH Y hapMakoKiHETHII BOCOPUTHLY 3aJI€XKHO Bifl Biky (Bix
0.9 no 16 pokis), crari, pacu abo eTHIYHOT MPUHAJIEKHOCTI MalicHTa.

Maca mina

Maca Tina € €1MHOI0 3Ha4YIIOK KOBapiaTolo JUis KiipeHcy abo 06°eMy po3moiay BOCOPMTHAY. Buaumuit
KJlipeHc Ta 00°eM po3MoALTY BOCOPUTHY 3pOCTAIH 31 301/IbIIEHHSIM MAacH TiJia y MalicHTIB 3 aXOHAPOTIa3icto
(Bin 9 no 74,5 kr). 3anponoHoBaHe no3yBaHHs (JuB. po3ain «Croci® 3acTOCyBaHHs Ta J03U») BPaxoBYe 1€
BIIXMJIEHHS Ta PEKOMEH/Y€ 3aCTOCOBYBATH JI03H, BHIILI (/11 MauieHTiB i3 Macoio Tina Big 10 go 16 kr) abo
HIOK4I (714 nauieHTiB 3 Macoio Tina noHan 44 Kr) 3a «cTaHgapTHy 103y» 15 MKr/kr, wob 3abe3neqnTH
OJIHAKOBMIH piBeHb EKCIO3MLIT B yCiX AianazoHax Macu Tija.

Hayienmu 3 nopyuienHam @GYHKYIT HUPOK Ma NeYIHKU

Besneky Ta e)eKTHBHICT 3aCTOCYBaHHS BOCOPUTHLY NallicHTaM i3 nopyieHHsM (yHKLIT HAPOK Ta MediHKu
He OUIHIOBANM. 3BaXKalOUM HAa MEXaHI3M BUBEJEHHS, HE OUIKYEThCS, LI0 MOPYIEHHs (YHKUii HUpoOK a6o
NeYiHKH BIUIMBaTHMe Ha (apMaKOKiHETHKY BOCOPUTHLY.

JocnimpkeHHs B3aEMOJIIT JTiIKapChbKHX 3ac00iB

Hocnipxennsa inribysanns Ta inaykuii uuroxpomy P450 (CYP) in vitro nokasanu, o BOCOPUTH HE iHTiGye
CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6 abo 3A4/5 ta ue inaykye CYP 1A2, 2B6 a6o 3A4/5 y xnini4Ho
3HaYyLIMX KoHUeHTpauiax. JlocTiTkeHHs B3aeMOIl /17 vifro TaKoXK NpOJEMOHCTPYBAIM HU3bKUI MOTEHLiaN
B3aeMOJIl 3 TpaHcroprepamu Jikapebkux 3acobie OATI1, OAT3, OCT 1, OCT 2, OATPIBI, OATPI1B3,
MATE I, KATE2-K. BCRP, P-gp 1a BSEP npu kniHiuHO 3HaUyImKX KOHLEHTpALisX.

Hoxainiyni dani 3 Heznexu

Indopmanis npo nobiuni peakuil, AKi He cnocTepiranncs B KIHIYHUX IOCTIDKEHHSX, alle CrocTepiranies y
TBapMH NpPH PIBHAX EKCNO3MUIL, MOAIOHMX 10 KIIHIYHMX pIBHIB, Ta fKi MOXKYTb MAaTH 3HA4YEHHS NP
KJIIHIYHOMY 3aCTOCYBaHHI, peJcTaBieHa HHKYE.

Tpan3uTOpHE 3HHIKEHHS apTepPiajibHOrO TUCKY Ta 30iMBIIEHHS YaCTOTH CEPLEBHX CKOPOYEHb CIIOCTEPIraiu y
3J0POBHMX MaBIl Y YMCIEHHHMX JOCIIKEHHsX NpU 3acTocyBaHHi 103 Bix 28 mo 300 mkr/kr. Li npossu mManu
10303aj1eKHMH XapakTep. MakcumainbHi edekT 3a3Buuail cnoctepiranics NPOTArOM MepIlol FOAWHH Micis
BBEICHHA JI03M Ta, AK NpaBuio, OyJM acMMNTOMHUMH. Y HEAKHX MaBM, SKi OTPUMYBalM BHIIi JO3M
BOCOPHUTHJLY, CIIOCTEPiraii KOpOTKOYACH] eNi30/1 JiexaHHs Ha MBOTI/Golli abo rimoakTueHOCTI. LIi edexTr
MOXKYTh OYTH MOB’sI3aHi 31 3HUIKEHHSM apTepialbHOro THCKY.

[To6i4ni edexrn wono nocraeu Tina, GopmMH KiCTOK, PyXJHBOCTI Ta MIIHOCTI KICTOK CriocTepiraiu y
HOPMa/IbHUX TBAPHH Yy JOCHI/DKEHHAX TOKCHMYHOCTI MOBTOPHMX /103 HA HIypax Ta Maenax. ¥ masn NOAEL
IUIsl BOCOPUTHAY CTaHOBUTH 25 MKI/Kr (cepenHe 3Ha4eHHS Cmax 1170 nr/mi, 1110 npubiau3Ho eKBiBaIEHTHO
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BI/UTOBIJIHOMY NOKa3HUKY NPU 3aCTOCYBAHHI PEKOMEHO0BAHOI 103M Yy JIOJAMHM 3 Macow Tina 20 Kr) npu
IIO/ICHHOMY BBE/EHHI LUIIXOM MiIKIpHOT iH’eKIiT mpoTAroM 44 THKHIB.

KaH1eporeHHicTs / MyTareHHICTE

HocniaKeHb KaHUEpPOreHHOCT] Ta FeHOTOKCHYHOCTI BOCOPUTH/LY HE MPOBOANIN. 3BaKAYH Ha MEXaHI3M i,
HE O4iKYEThCs, 110 BOCOPUTH]L OYy/Ie KaHIIEPOTeHHUM.

IMopyiienss GepTUILHOCTI

VY pocnimkenni depTuibHOCTI Ta penpoayKTUBHOT (YHKIIT camiliB i camMOK LIypiB TNpd Jo3ax 1o
540 Mkr/kr/no0y BOCOPUTH/I HE BIUIMBAR HA 3/IaTHICTh JI0 CHapiOBaHHs, (GepTUILHICTE ab0 XapaKTepHCTHKH
NPUILIOJY.

Penpo/IyKTHBHA TOKCUUYHICTh TA TOKCHYHICTh JIIS PO3BUTKY

Bocoputin He Oye MOR’s3aHMIl 3 BIUIMBOM Ha PENPOAYKTHBHY (YHKILIIIO, BHYTPILIHEOYTPOOHHUH PO3BHTOK
a00 mapamMeTpH PO3BHTKY, BHMIpsAHI y HIYpiB Ta KPOJIiB 3 METOI HOCHi/KeHHs ¢epThibHOCT, abo Ha
emOpioderabHII PO3BUTOK Y AOCHIIKEHHAX Mpe- Ta MOCTHATAILHOIO PO3BHTKY.

BocopuTi BUSBIECHUH Y IpyIHOMY MOJIOLI LIypiB.

Kainiuni xapakTepucruku.

Hokazanna.

Boxkczoro mokazaHuii 1715 JiKyBaHHS aXxoHApomniasil y nauieHTiB BikoM Bif 4 MicsauiB, y skux enidisu He
3akpuTi. JliarHo3 axonaponnazii nopuHeH OyTH NiaTBEpKeHUH BI/INOBIAHUM r€éHETUYHUM JOCIi[IDKEHHSAM.

Hpomunoxamrm;i.
[inepuyTaMBICTh 10 Ait040T pe4oBHHH ab0 10 Oyb-AKOT 3 JONOMIKHUX PEYOBHH.

B3aemodis 3 inmwumu nikapcoKkumu 3acodamu ma inuii 6uou 83aeMo0iil.

[TpoBoaunu in vitro nocnifxkenus iHribypannsa Ta inaykuii uutoxpomy P450 (CYP), a takox iHriOyBaHus
TpaHcnopTepiB. Pe3ynbTaTi nokazanu ManoiMOBIpHICTE TOro, 1110 BOCOPUTH] Moxe cripuduHATH CYP- abo
TPAHCIOPTEPONOCEPSIKOBaHI B3aeMOAIl MiXK JIIKapCHKUMM 3aco0aMi Yy JIOJJMHH IIPH  OHOYacHOMY
3aCTOCYBaHHI 3 IHIIMMH JTiKapChbKUMH 3ac00aMHU.

XKoanux iHWKX JOCHiKeHb B3aeMoii He npoBoauid. OCKiIbKH BOCOPUTU — 1€ peKkoMOiHaHTHHH Ginok
JIFOJINHM, HOTO B3aEMOIis 3 IHIIHMH JIIKAPCHKMMH 3aco0aMu MaloiMOBIpHa.

Ocodnusocmi 3acmocy8aHHsL.

[IpocTexyBaHicTh

JI1s moKpalieHHs NPoCTeXKyBaHOCTI 61070rYHUX NiKapchbKUX 3aco0iB clliJl 4iTKO (piKCYBAaTH HA3BY Ta HOMEP
cepii BBEACHOr0 JIIKAPCHKOTo 3aco0y B MeAMYHIH JOKyMeHTalil namieHTa.

Bruiue Ha apTepialbHUid TUCK

[TanienTiB i3 cyrTeBUMM cepueBHMHM ab0 CYAMHHHMH 3aXBOPIOBAHHAMM Ta Malli€HTIB, SKi NMpHIMalOTh
TiMOTEH3MBHI JiKapchKi 3ac00M, HE BKJIKOYANH JI0 IOPEECTpaLlifHUX KIIHIYHUX JOCIiIKEHb.

{06 3MEHIIUTH PU3UK MOTEHLIHHOrO 3HMXKEHHS apTepiaJbHOro THCKY Ta MOB’SA3aHMX i3 MM CHMIITOMIB
(3anamMopoYeHHs, BTOMJIIOBaHICTh Ta/abo Hy10Ta), NallieHTH NOBUHHI OyTH HaJIeXKHUM YHHOM TiipaToBaHi Ha
MOMEHT iH ekuii (quB. po3ainu «Cnocib 3actocyBanHs Ta 103u» Ta «[lobiuHi peakuiiy).

Harpii

Lleii mikapcbkmii 3aci® MicTUTh MeHIe 1 MMOJb (23 Mr) HaTpilo Ha OMHUID 00’eMy, TOOTO NMPAKTHYHO HE
MiCTUTB HATpilO.

3acmocysanns y nepiood eazimnocmi abo 200ysanns 2pyooio.

BariTHicTb

JlaHi 1moao 3acTOCYBaHHS BOCOPUTHAY BariTHUM BifacyTHi abo oOmexeHi. JlocnijpkeHHs Ha TBapMHax He
BKa3yIOTh Ha NpsAMUii ab0 onocepeKOBaHMil IIKiJIMBUH BIUIMB HAa PENPOAYKTHBHY QYHKLIKO (IMB. MiApo3.ain
«Jlokuiniuni naxi 3 Ge3nexuy).

Sk 3anobixHMEA 3aXi CliJ YHUKATH 3aCTOCYBAHHS BOCOPUTH/LY I1iJ] 4ac BAriTHOCTI.

TopyBaHHs rpyaao

Haspui ¢apMakoauHaMiuHi/TOKCMKOIOriYHI JaHi JOC/]ipkeHb Ha TBapMHaX CBIJ4aTh, 110 BOCOPHUTH.
EKCKPETYETbCS Y TIpydaHe MoNoKo (auB. miaposain «JlowniHiuHi gani 3 Oesnmeku»). Pusuk ans

HOBOHAPOKCHUX/HEMOBJIAT He MOXKe OyTH BUKIIOUeHHH. BocopuTuji He cjijJj 3acTOCOBYBAaTH IMij 4ac
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roJyBaHHS PYLILIO.

PepTUABLHICTL

V 1okniHiYHUX AOCTIIZKEHHAX HE CIIOCTepirajiy BIAMBY Ha pepTHIILHICTL caMUiB ado caMOK (IUB. Nigpo3Ai
«JlokniniuHi gaHi 3 6e3nexuy).

30amuicme ennueamu Ha weUOKIicmy peakyii Npu KePyeanHi asmMompancnopmom abo iHWUMU MEXaHi3Mamiu.
BOKC30ro YMHUTH NMOMIPHUH BIUIMB HA 3JaTHICTb KepyBaTH aBTOMOOiNeM, BEOCHMIEOM YM MpalfoBaTH 3
IHIDUMM MeXxaHizMaMi. BOCOpPUTHI MOIKE CIPUYMHMTH TPAH3UTOPHE 3HMIKEHHs apTepialbHOrO THCKY, 110
3a3BMYail € JerKUM, ajie MOBIIOMIISIM MPO CUHKOIE, MPECHHKONEe Ta 3aMaMOpOoYeHHs, a TaKOXK iHLIi 03HAKH
Ta CUMIITOMM 3HMXKEHHs apTepiabHOro THCKY sIK Npo nobiyHi peakuii npu 3acrocyBanHi Bokcsoro. Cnia
BPaxoBYBaTH peaklilo MalieHTa Ha JIKYBaHHS Ta y pa3i notpebH peKOMEeHIyBaTH MalieHTY He KepyBaTu
aBTOMOO1IEM YM BEIIOCUIICOM, a TAKOMK HE MPALIOBaTH 3 iHLIMMHM MEXaHi3MaMK MpOTIroM woHakiMenue 60
XBWJIMH micns i’ ekuii.

Chrocio 3acmocyeanHa ma 0o3u.

JlikyBaHHsI BOCOPUTHJIOM MOBMHEH PO3MOYMHATH Ta MPOBOJIUTH JiKap, IKMH Mae BiAMOBiAHY KBajlidikalliio

JUIsl JIIKYBaHHS MOpYIleHb PocTy abo CKeJIeTHUX IUCILIa3iii.

JlozyBaHHs

Bokc30ro BBOAATE NUIAXOM IIOJIGHHUX MiAUIKIPHUX iH’ekuiil. PekoMen10BaHa 103a 3aeKUTh Bi MacH Tija

naiieHTa Ta CTaHOBUTh NMpHOan3HO 15-30 MKI/KT, NpU LLOMY AITSM HaifMOJOALIOrO BiKy NPHU3HAYAI0Th BUILLY

103y, AUB. TabauUIO 3.

JIo3y MOKHA BBOJUTH 3@ JIONOMOTOIO HITIPHILIB i3 TpafyIOBaHHIM Y MidiniTpax (M) abo B ojuHMIAX (On)

(nuB. Tabnuuio 3). ExeiBajsienTHICTL 103 B MiIifiTpax (M) Ta B oauuuusax (On) BU3HAYAETHCA TAKUM YHHOM:

0,1 mn = 10 0a. 3 nmpakTHYHHX MipKyBaHb Ta 3 METOI0 BpaxyBaHHsS IOB’S3aHMX 3 MAacow Tijla 3MiH

tapmakokiHeTHKH (1UB. po3ain «DapMaKOKiHETHKa») PEKOMEHIYEThCS JO3YBaHH, BUK/IaeHe B Tabuuii 3.
Tabanusa 3

006’emMu pazoBux 103 y MtitiTpax (MJ) ta oguauugx (On1) 3ajie)kHO BiJl MacH Tijia nauicHra

e Bocoputuz 0,4 mr, Bocoputun 0,56 mr, Bocoputua 1,2 mr,

: Io3za PO3UMHHUK (BOJA 1UIsI PO3YMHHUK (BOJA JIJIst PO3YMHHUK (BOJA ANs
ol (mr) i exuiit) 0,5 mn, in’exuiii) 0,7 mn, i ekuiit) 0,6 mu,
(kr) koHuenrpauis 0,8 mr/mi | konueHTpauis 0,8 Mr/mn KOHLIeHTparllist 2 Mr/Mn

Hlonennuii 06’eM iH’ €Kil
MiTiTiTpH OJIMHMLII MininiTpu OJIMHUIL MininiTpu OJIMHU L

4 0,12 mr 0,15 mn 150n

5 0,16 mr 0,20 mn 200n
6—7 0,20 mr 0,25 mn 250n
8-11 0,24 mr 0,30 ma 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 Op

33-43 | 0,50 mr 0,25 M 250n

44=59 0,60 mr 0,30 mn 300n
60-89 | 0,70 mr 0,35 mn 350n
>90 0,80 mr 0,40 mn 40 On

Tpusanicme nikyeanus

Tepamito 1¥M JiKapchKMM 3aco00M CIiJl MPUMMAHMTH MICJAs MiJATBEP/UKEHHS BiJICYTHOCTI MOTEHLialmy
NOJANBIIOTO POCTY, MPO 110 CBIAYNTH MIBHAKICTH pocTy < 1,5 cM/pik Ta 3akpuTTs enidizis.

Iponywena doza

V pazi nmpomycKy /03 BOCOPUTHAY 1T MOXKHA BBECTH BMPOJAOBRK 12 roauH. SIKIIo Bij 3aniaHOBaHOro yacy
BBEJICHHSA Mpoitiuio 6inbine 12 roauH, nponyiieny aAo3y Beoautu HE cnin. [1anientam / ocobam, siki 3a HUMH
JOMIAJal0Th, CHil MOPaaMTH MPOAOBKMTH JIIKYBaHHS 3 BBEAGHHAM HACTYNHOI 3alljlaHOBaHOI J03H

7



HACTYIMHOTO JIHS.

Mouwimopune pocmy

[laiieHTiB ciji peryaspHo 0OCTEXYBAaTH Ta OLIHIOBATH TXHIill ¢TaH KOXHI 3—6 MicALiB, NepeBipa0oYn Macy

Tina, 3pict Ta Qi3MuHUi po3BUTOK. J03y BOCOPUTH/Y C/iJi KOPUTYBATH BiJNOBIJHO 0 MacH Tija naiieHra

(mmB. Tabauio 3).

OcobnuBi nonynsuii nanieHTin

Hayienmu 3 nopyutennam yuxyii nupox abo nevinku

Besneky Ta eQeKTHBHICTb 3aCTOCYBaHHSA BOCOPUTUY NaLliEHTaM i3 NOpYILIEHHAM (YHKLIT HUpOoK abo neviHKu

He OLIIHKOBAIH.

Himu

Jlani 3 Ge3nexy Ta epeKTUBHOCTI Nlikapchkoro 3aco0y Bokczoro ans piteil Bikom 10 4 micsuis oOMexKeHi.

HasBHi Ha choroani gani onucano B posjinax «®Dapmakoaunamika», «@apmakokinerukay ta «[lobivni

peaxuii», aje JKOJAHMX PeKOMEHalli# 11010 A03YBaHHA HaJaTH HEe MOXKHA.

Cnocif 3acTocyBaHHs

Bokc3zoro, BigHOBIeHUH y dy1akoHi, MpU3HAYeHUi UIIe 178 0AHOPa30BOro MiAlKipHoro 3acrocysanus. Llek

niKapchKuit 3acib6 HeoOXiTHO BBECTH NPOTATOM 3 FOJIMH Micns BiJIHOBIEHHS.

[lepen in’eKili€lo MEAHYHOMY MpaliBHUKY HEOOXiaHO:

e HaBYHUTH O0co0y, fAKa NOMIAHAc 3a MallieHTOM, IMPUIOTYBAHHIO Ta MiAIUKIPHOMY BBEAEHHIO ILBOTO
nikapcebKoro 3acoly;

e HABUMTH 0cOOY, sKa JOTJISJIAE 32 MAIiEHTOM, Ta CaMOro NallieHTa po3Mi3HaBaTH 03HAKU Ta CHMIITOMM
3HHIKEHHS apTepialbHOro THCKY;

e mpoindopmyBaTH ocoly, ska AOMNAAaE 3a MaliEHTOM, Ta €aMoOro nauicHTra, WO poOMTH Yy pasi
CUMMTOMHOTO 3HHIKEHHS apTepiajIbHOr0 TUCKY.

[lanieHTiB Ta ocib, sAKi JOrMAAAIOTH 32 MALIEHTOM, CJIiJi MPOIHCTPYKTYBATH NMPO HEOOXiAHICTb YepryBaHHs:

MiCIlb ISt MIAMIKIPHUX iH eKiit. PekoMeHgoBaHi Mictis 1nist iH’eKiiii Ha Tili BIJIIOYAIOTh NEPEIHIO CEPEAMHY

CTEroH, HMIKHIO YaCTUHY JKMBOTA, 38 BUHATKOM 5 cM Oe3mocepe/iHbO HABKOJIO MYIKA, BEPXHK YACTUHY

cimHup abo 3a1HI0 YacTUHY medel. OnHy ¥ Ty camy HiNSHKY He CJ1i/l BUKOPHCTOBYBATH JBa JHI MOCMiNb.

Bokc30ro He ¢lijy BROIUTH B MOYEPROHII, HAOpsAKIIi abo 6omoyi Mictid.

[TauieHTH NMOBHHHI OYTH HaJIeXKHUM YMHOM TiJIpaToBaHi Ha MoMeHT iH’ekuii. [lanienTaM peKoMeHIyeThCs

3”iCTH NIerKy 17Ky Ta BUIIMTH JOCTATHIO KUJIBKICTh PiIMHY (HANpHUKIa BOAM, MOJIOKA, COKY TOILO) NpUOIU3HO

3a 30 XBHJIKH J10 iH eKLiT.

Ile HeoOXigHO A8 3MEHINEHHS O3HAK i CHUMITOMIB TMOTEHLIHHOrO 3HWIKEHHS apTepialbHOMO THUCKY

(3anmaMopo4eHHs, BTOMIJIIOBaHicTL Ta/abo Hymorta) (OuB. «BhiaveB Ha apTepialbHUi THCK» Y poO3Aifi

«OCcOoONUBOCTI 3aCTOCYBAHHS).

SIko MozkHa, Lel JlikapebKuii 3aci0 il BBOAWTH NPUOIU3HO B OJIMH 1 TOH caMHuil Yyac KOMKHOTO JHS.

Ipurorysands Bokc3oro s mimmkipHol in’ ekuil

+ Cnia niATBEpAMTH KOPEKTHICTh A03yBaHHA BOKC30r0 Ta KOPEKTHICTE MONMEepeIHBO HAMOBHEHOTO HIMpHIIA
3 pO3YMHHUKOM (00°eM I BiTHOBJICHHA) BiAMOBIAHO 10 MacH TiNa naiieHTa (UB. Tabnuio 3).

+ Ilepen noyaTkom mpoleaypH NOTPiOHO NiArOTyBaTH Bei HEOOXiHI JOTTOMIKHI MaTepianu:
O CIHUPTOBI CEPBETKH;
o Mapno abo niacTup;
O KOHTeHHep A/ rOCTPUX MpeaMeTiB.

« @nakoH i3 Bokc3oro Ta monepeaHb0 HANOBHEHMH ILIPML i3 PO3YMHHMKOM (BoJAa AJS iH'eKuii) ciifn
BHMHATH 3 XOJOAMIBHUKA T JaTH HArpiTHCs 10 KIMHATHOT TeMIepaTypH A0 BiTHOBIeHHS Bokc3oro.

« Tonky s po3YMHHUKA MPHEAHATH A0 MONEPEAHBO HANOBHEHOrO LINPHLA 3 PO3YMHHUKOM (Boja Juis
iH’ exiit).

+ Baectu y duiakon yBech 00°€M po3uMHHHKA.

*  Po3unHHMK y ¢akoHi cnij 06epexkHo nepeMillyBaTH 10 NOBHOrO po3dMHEHHs 0110ro nopouky. @uakoH
HE CTPYILYBAaTH.

+ OG’eM BiIHOBJIGHOTO PO34YMHY, BIANOBIAHMA 031, NMOBIIBHO BiAiOpaTH 3 oJHOpa3oBOoro (axkoHa y
LITPULL.

+ BigHosneHuit nikapcbKuil 3aci6 Mae BUIIIAA MPoO30poi piauHK Bia Ge3bapBHOT 10 KoBTOrO Konmsopy. He
3aCTOCOBYBATH PO34MH 3i 3MiHOIO 3a0apBIEHHS UM KanaMyTHHH a0o0 SIKIIO B HBOMY NPHCYTHI YACTOUKH.




« Ilicna BigHOBNeHHA Bokcsoro moskna 30epiraty y duiakoni 3a kiMHatHOT TeMnepatypu 1o 25 °C He
Oinblue 3 roauH. JlikapcbKuii 3acid He MICTMTL KOHCEPBAHTIB.

+ Jlnsa pesieHHs HeoOXinaHMIT 06’ eM 103U cnijy BifiOpaT 3 diakoHa 3a JONOMOrOI0 WUNPULIA [T BEEJIEHHS,
110 BXOAMTD 10 KOMIUIEKTY (AMB. TaOauio 3).

+  Koxen (akoH Ta nonepeaHbO HAMOBHEHHI WIMPHL MPU3HAYEH] JIKIIE /1S 0/IHOPA30BOr0 3aCTOCYBAHHS.

* Jlnd BBENEHHA BUKOPUCTOBYBATH TUTBKHM INNIPHIM, 1110 BXOAATh 10 CKJIaay yYNaKOBKH.

IHCTpYKILis i3 3aCTOCYBAHH IINPHLA 3 TPAYIOBAHHAM Y MiliniTpax (M)

VBaxKHO 03HalOMTecs 3 1€ IHCTPYKIIEK nepe]| 3acTocyBaHHsM Bokc3oro Ta mopasy micist nonoBHEHHs
nikapceKoro 3aco0y. Moske 3 siBUTHCS HOBa iH(pOpMalLid.

IIpeomemu, neoodxioni ons in ‘exyii Bokc3ozo, ujo 6xo0ame 00 CKIady YRakoexu (Oug. pucynox A)

@naxoH i3 Bokczoro ['onka ans po3uMHHKMKA HInpuil i3 pO3UMHHUKOM
(CHHIH SI3UYOK BTATYE TONKY) (MicTUTH BOLy AJA iH eKUid ans
BiJHOBJIEHHS Bokc3oro)

Wnpuy ans in’ ekuii

—id 5'*”*"’"*"%%:%“:#“%

Puc. A

[IpokoHcynbTyiiTeCs 3 NikapeMm ad0 MEAMYHMM MPaLiBHUKOM, K10 BY He BNEBHEHI 11010 PEKOMEH10BaHOT
1034 abo TOro, sIK KOPUCTYBATUCS TOJIKOIO U1 PO3YMHHHMKA Ta LUNPULOM /A iH’ €Ki

Ilpeomemu, neobxioni ons in’cxyil, ane ne 6x00smv 00 CKIAOY YNAKOGKU (Ous. pucyHok B)

Skmo y Bac HeMae LHX MpeAMETiB, CJIiJl 3BEPHYTHUCS 10 NpaLiBHHKA allTeKH.

Cnuprogi cepBeTKU KonTeiinep anst roctpux Mapns abo niactup
npeaMeTIB

Puc. B

[ligroroska a0 i’ €Kil
[Tepiu Hix noyaty MiAroToBKY, nepekoHaiTecs, no y Bac uncta poGoua nopepxHs Ta Bu BUMHIH PYKH.




Kpox 1. [loctaButH ¢nakoH Ha YHCTY TUIOCKY
MOBEPXHIO, 3HSITH 3 HLOI'O KPHULIKY Ta NPOTEPTH
BEPXHIO YaCTHHY CIIHPTOBOIO CEPBETKOIO.

He topkartucsa nanbusmu npoOku ¢uakoHa micns
MPOTHPAHHS CIIUPTOBOK) CEPBETKOIO.

Kpok 2. O6epexHo 3ruHaTH KOBMNAYOK, 100 3HATH
10r0 3i MpHUIa 3 PO3UHHHHKOM.

Kpok 3. HakpyTuTu ronky paas po3uMHHMKA Ha
LIMPHUL 13 PO3YUHHUKOM 10 YIOpY.

Kpok 4. 3HATH KOBMAYOK FOJIKH Ta BBECTH TOJIKY ¥
daKoH uepe3 cepeiuHy npodku diakoHa.
[ToBiNIbHO HATUCHYTH Ha IUTOK MOPIUHS BHH3, W00
BBECTH BCIO PiIUHY.

HoTtpuMyBatics 00epekHOCTI, 100 He HATHCHYTH
Ha CHHIH A3MYOK 10 KPOKY 5.

Kpok 5. BuitHath ronky 3 duiakoHa, a TOTIiM
HaTHCHYTH Ha CHHiIH sA3u4ok, wob roska
NOTArHy/acs Hazaj (BTaruynacs). BUKMHYTH roiky
Ta WINPHL Y KOHTEHEep AJIsl FOCTPUX MPE/IMETIB.
Jue. kpok 19 ta «YTunizauis».

He BuxopucTOBYBaTH LINPHLL i3 POZYMHHUKOM ISt
BHUKOHAHHSA 1H’ eK1il.

VBATI'A: ne TopkaTtHcs KiHUHKA TOJIKH.
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Kpok 6. OGepexno obeprati (raakoH, JOKH
MOPOIIOK MOBHICTIO HE PO3YHHHUTHLCS Ta PO3YHH HE
CTaHe MPO30PUM.

He ctpymysaru.

IlepekoHaTHCs, WO PO3YMH  NPO3OpHIA,  Bij
©e30apBHOro J10 *KOBTOr0 KOJILOPY, HE KanaMyTHHH
Ta HE MICTHTb YaCTOUOK.

Kpok 7. 3HATM KOBNA4OK 3 TOJIKM LUIpULA s
iH’eKkuil Ta BBECTH TOJKY Yy (h1akoH MpsAMO 4epes
cepeanHy npoOku ¢akoHa.

JlotpumyBatics 00epexHOCTI, MO0 He 3irHyTH
TOJIKY.

&YBAFA: He HajdaraTH KOBIAYOK Ha3aj Ha rojkKy.

Kpok 8. ObepexHo TpUMaloyn (UIaKOH | IIMPHIL,
nepeBepHyTH (DJIaKOH JOrOpH JIHOM, HE BHHMAaKOUH
rosiky. ®nakoH NOBHHEH OYTH 3BepXYy.
Jlotpumysarucs 00epeiHOCTI, OO He 3irHyTH
TOJIKY.

Kpok 9. Tpumaru KiHYUK TONKHM Yy JiKapchbKOMY
3acobi Ta NoBiJIbHO NOTAHYTH IITOK MOPLUHSA Ha3aj,
11106 HabpaTH y WNPHUL NPU3HAYEHY [03Y.
IlepeBipuTH NPU3HAYCHHS, 11100 Ni3HATHCS, CKibKH
notpiOHo HabpaTy.

YBAI'A: naGpatu npu3HaYeHy 103y.

Kpok 10. Bupanuti Benuki OyabOalliku noeitps y
Wnpuii, 00epeiHO NOCTYKYUH Mo mnpuuy. [otim
MOBiJILHO BUIITOBXHYTM Oyne0allku Haszag y
(hnakoH.

Kpoxk 11. Tlosroptoat kpoku 9 Tta 10, noku y
wnpuii He Oyae NpaBUIBLHOT MPU3HAYEHOT 103K Oe3
BEJIMKUX Oy/b0alloK.
[lepekoHaThes, WO Jo03a Y IIMpPHUI BiAnosinae
npusHaueHiii no3i. BiamipioBaTh Bil OCHOBH
MOPLIHS, K NOKA3aHO.

AXVBATA: BUJAIMTH yCi BelMKi Oynb0allKku.
1 aGo 2 ManeHbKi OynpOalIKy € NPUAHATHAMH.
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Kpok 12. IlepekoHaTucs, wmo y wWnpuui e
npu3HayeHa J03a, TMOTIM 3HATH IakoH |
MiAroTYBaTHCA 10 BBEACHHSA JO3H.

&YBATA: nepean TUM, SAK 3HIMATH ()JIAKOH,
MEePeKOHATHCS, 110 KUIBKICTh JIIKApChbKOro 3acoly
BIZMOBIIAE MpU3HAYEHIiH n03i.

Bubip ta migrotoska Micug i’ exuii

Kpok 13. Bokc3oro ciiii BBOAMTH TiJIbKH B )KUPOBUI

lap nia wkipy (migmkipHo).

e He BBOaMTH uepe3 oJ4r.

e He BROgMTH B OAHe i Te XK Miclle ABa pasu
MOCTib.

e He BBOOMTH y WIKipy, 110 OONMTh, i3 CHHLEM,
no4yepBoHina, TBepaa abo 3i mpamMamu.

Jns iH’exuii peKOMEHIYIOThCA TaKi MicCIs:

e 3a/IHA YaCTHHA MieYei

e cCTerHa

® OKUBIT (OKpIM 5 CAHTHMETPIB HABKOJIO MYIKA)
e cigHuLi

Kpok 14. Tlporeptd wMmicue iH’eKlil CNUMPTOBOK
CEpPBETKOIO Ta JATH LIKipi BUCOXHYTH Ha MOBITPI.
He TopkaTtucs wiel AiAsSHKM A0 i’ eKuil.

Bukonanus in’exuii Bokesoro

Kpok 15. [Ilicns nporupanHs Micus iH exkuii
CNUPTOBOIO CEPBETKOIO MIATATHYTH IIKipYy HABKOJIO
o0paHoro micus iH’exuii.
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Kpok 16. llIpuako BBeCcTH roiky B LIKipy Ha BCIO
JOBXKHHY i KyTom 45 rpaaycis.

Kpok 17. Bignyctuth 1wkKipy Ta MOBUIBHO
HAaTHCHYTH Ha IITOK TOPLIHA 10 yrnopy. Beectu
MOBHY 7103Y.

Kpok 18. IlpomoB:kyBaTH HaTHCKaTH Ha LITOK
TMOPIIHA, IOKH FOJIKA He BTSATHEThCS Y LUMPHULL.

Kpok 19. BUKUHYTH BUKOpHCTaHi ()IaKoH, IIMPULIH
Ta FOJIKK Y KOHTEHHep 1JIf FOCTPUX MPEeIMETIB.

IHCTpYKLIs 13 3acTOCYBAaHHS IINPHLA 3 IPAAVIOBAaHHAM B oauHuLsx (On)

VBa)kKHO O3HaifoMTecs 3 L€ IHCTPYKLIE nepen 3acTocyBaHHAM Bokc3oro Ta wmopasy nicis nornoBHeHHs

nikapcebKoro 3acody. Moske 3°aBUTHCA HOBa iH(opMaris.

[ofkM Ansl pO3YMHHUKA Ta WIMPHULH A BBEJCHHS, II0 BXOAATH 10 CKJIaay LbOro HabOpy, € HOBUMH
KOMIIOHEHTAaMHU Ta MaloTh no3Hayku «Oauuuni» (Ox) 1 BUMIpIOBaHHS PEKOMEHA0BaHOI A03M. Baw nikap
NOBiZOMUTE BaM pexoMeH10BaHy 103y /1S BREIGHHS 3ajiexHo Bij Bawoi macu Tina.

IIpeomemu, neobxioni ons in ‘exyii Boxesozo, wjo 6xodame 00 cxkiady ynaxoexu (ous. pucynok C)

®nakoH i3 Bokesoro [Nonka nnst po3uMHHUKA

[Inpwir i3 pO3YMHHHUKOM
(MicTUTR BOmY And iH'eKiii
JU1sl BigHOBJIeHHs Boxczoro)
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LUnpui aas i1’ ekuii

Puc. C
Bamy o3y Mo)kHa BBECTH 3a JONOMOTrOI0 iH’e€KUiifHOro wmnpuia, 300pajkeHOro Ha pMcyHKY A. MipHi
MO3HAYKH Ha 1IbOMY LUNPUIL BiINOBIAAI0TE MifiiTpaM HacTynHUM vyuHoM: 0,1 M = 10 oquHHILIb.
[IpokoHcynbTyliTecs 3 jikapem abo MeMYHUM TPaLiBHUKOM, sKIO BY He BNeBHEHI 1110/10 peKOMeH/I0BaHOT
11031 ab0 TOro, SIK KOPUCTYBATHCS TOIKOIO U1 PO3UYMHHHMKA Ta IITPULIOM N iH’ €Kil
Ipeomemu, neobxioni ona in ckyii, ane He 6x00sMsb 00 cKIAdy yNnaxkoexku (ous. puc. D)
Slkuto y Bac Hemae LuX npeaMeTiB, C/Ii/l 3BepHYTHCS 10 MpalliBHUKA anTeKH.

CnupToBi cepBeTKH Konreitnep s roctpux Mapns abo nnactup
NpeaIMeTiB

Puc.D
[linroToBka 10 iH’eKILii
[Tepw1 Hixk noyaTH, nepekoHaiitecs, o y Bac yncra poboya nosepxHs Ta BU BUMHIHM PYKH.
Kpok 1. IloctaBuTH (rmakoH Ha HUCTY TMUIOCKY
MOBEPXHIO, 3HATH 3 HBOTO KPHMLIKY Ta NMPOTEPTH
BEPXHIO YaCTUHY CMUPTOBOI) CEPBETKOKO.
He Topkatvics manblsaMH MpoOKH (aakoHa micns
NPOTHPaHHs CIIUPTOBOIO CEPRETKOIO.

Kpok 2. OGepeiHOo 3ruHaTH KOBMAYOK, 1100 3HATH
fioro 3i Wnpuua 3 pO3YUHHUKOM.

Kpok 3. Hakpyrutu roaxky s po3uMHHHMKA Ha
IITPHIL i3 PO3UMHHUKOM JI0 YTOpY.
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Kpok 4. 3HSTH KOBNAYOK I'OJIKM Ta BBECTH FONKY Y
(nakoH vepes cepeAUHY MpobKH rakoHa.
[ToBiIbHO HATHCHYTH HA IUTOK MOPIUHS BHU3, 11100
BBECTH BCIO PiJIUHY.

Kpok 5. BuiiHatu ronky 3 ¢uakoHa. BukuHyTH
oKy Ta IWIIPULL Y KOHTelHep [yl TrOCTPUX
nipeMeTiB.

JluB. xpok 18 Ta «YTunizanisy.

He BMKOPHCTOBYBATH LIMPHIL i3 POZUHHHUKOM JTs
BUKOHAHHS iH’ €Kil

YBATI'A: He TOpKaTHCS KIHUMKA TOJIKH.

Kpok 6. O6epexxHo obepratd  ¢JakoH, TOKH
MOPOLIOK MOBHICTIO HE PO3YHHUTBCS Ta PO3YMH HE
CTaHe MPO30PHM.

He cTpywmyBaTi.

[lepekoHaTucs, 110 PO3YMH  TPO3OPHUH,  Bil
6e30apBHOrO J10 JKOBTOIO KOJLOPY, He KajlaMyTHHUH
Ta He MICTHTE HacTOUOK.

Kpok 7. 3HATH KOBMAYyOK 3 TOJKM LUOpULa JJist
iH €Ki Ta BBECTH rojKy y (1akoH mpsMo 4depes
cepeauHy npodKu guakoHa.

JlotpuMyBaTics 00epeKHOCTI, OO He 3irHyTH
rOJIKY.

VYBAT'A: He HafsraT KOBNAa4oOK Ha3a/l Ha roJIKy.

Kpok 8. ObepexkHo TpuMarouu (akoH 1 LIIpPUL,
nepeBepHyTH (PIaKkoH IOTOPH AHOM, HE BHIMarOuu
FOJIKY.

DJ1aKoH NOBMHEH OYTH 3BEPXY.

HotpumyBatica o0epexHOCTi, o0 He 3irHyTH
TONKY.

Kpok 9. Tpumary KiHYUMK TOJIKH Y J1iKapcbKOMY
3ac00i Ta MOBLJILHO MOTSATHYTH IUTOK NOPLLUHS Ha3al,
1106 HabpaTH y WIPHL] IPU3HAYEHY J03Y.
[lepeBipuTH NpU3HAYEHHs, WOO Ai3HATHCA, CKINBKH
notpioHo Habpatu.

VBATA: mepeBipuTH LIMpPHIL, 110 BXOAMTE 10
CKJIaly YNaKOBKHM, Ta HAOpaTH NMpU3Ha4YeHy 103Y.




Kpoxk 10. Bujanutu Benuki Oynsbauiku nopirps y
npuii, 00epekHo NOCTYKYYHM no winpuy. [otim
MOBIILHO BUIUTOBXHYTH OyibOallku Hazan y
thaakoH.

Kpok 11. TloetoproBatn kpoku 9 Tta 10, noku y
mInpuLi He Oye MpaBUIBLHOT NMPU3HAUYEHOT 1031 Oe3
BeNMKHX OynpOaniok.
[lepexoHaTHes, 110 103a Yy IIAPHUIL Biamoeigae
npu3HavyeHiii go3i. BigMiproBaTH Big OCHOBH
MOPLIHS, SIK TOKAa3aHO.

&VBATA: BHJQINTH YCi BeNHuKi OynpOaluKy.
1 abo 2 manenbki OynbOallky € NPUAHATHHMM.

Kpok 12. [IlepekoHaTtucsa, 1o y IOpULi €
Mpu3HavYeHa [03a, MOTIM 3HATH (QnakoH i
MiIroTYBaTHCS 10 BBEACHHS 03U,

YBAI'A: mepen TuM, K 3HIMatd (aakoH,
MEePEeKOHATHCS, IO KilbKiCTh JiKapchbKoro 3acody
BiANOBi/Iae npuzHaveHiit 103i.

16



Bubip Ta nigroroska mici iH’ ekt

Kpok 13. Bokezoro ciiiji BBOAWTH TIILKH B JKHPOBHIA

map nia mkipy (NiAwkipHo).

e He BpoauTH yepes oadr.

e He BBOAMTH B OJHE i TE€ X Miclle JBa pasu
NOCIiJIb.

e He BBOgMTH y mIKipy, WO OOJAMTH, i3 CHHLEM,
noveproHina, Teepaa abo 3i mpamMamu.

JIns in’exiiil peKoOMeHIyI0ThCs TaKi MicLs:

e 3a/H$ YacTHHA INjeyer

e CTerHa

® JKHBIT (OKpiM 5 CAHTMMETPIB HABKOJIO MYINKA)
e CigHMLI

Kpok 14. TlpoteptH Mmicue iH'e€Klii CMHPTOROK
CEpPBETKOIO Ta JATH LIKipi BACOXHYTH Ha IMOBITPi.
He Topkarucs uiei AiNsHKM 10 iH’ €Ki

Buxonanus in’exuii Bokesoro

Kpok 15. [Ilicns mnporupanns Micus —iH’exuii
CITUPTOBOKO CEPBETKOO MiATATHYTH LIKipY HABKOJIO
obpaHoro micuis iH’eKii.

Kpok 16. IlIBuako BBeCTH rojky B LIKIpY Ha BCIO
JOBIKUHY ijJ KyToM 45 rpajiycis.
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Kpok 17.  Bianyctutu 1wikipy Ta  MOBIIBHO
HATUCHYTM Ha IUTOK MOPIUHA A0 yrnopy. Beectu
MOBHY J103Y.

Kpoxk 18. BUKMHYTH BUKOpHCTaHi (pIaKoH, INpHLHK
Ta rOJIKH y KOHTEHHEp [1sl TOCTPUX MpeamMeTiB. JIuB.
HMKYe «YTHAI3aUis» AAS OTPUMaHHA JOAAaTKOBOI
iHdopmauii.

Ilicng in’exuii Bokesoro

« [lepepiputn Micue iH’exuii. SIkwo y micui in’ekuii 3°sBunacs HeBeNMKa KibKiCTh KpPOBi, 00epexkHO
NPUTUCHYTH MapJieBuil TAMIOH Ha KiJibKa ceKyHJl ab0 HaKIacTH MOB’ A3KY.

 He teprtu miclie iH’ ek,

« CITiIKYBATH 33 03HAKAMH HU3BKOTO apTepiaibHOr0 THCKY, TAKMMH SIK 3aIaMOPOY€eHHs, BTOMJIIOBaHICTL abo
TOraHe caMonouyTTa. Y pasi MOSBM [MX CUMITOMIB BUKJIMKATH JliKaps a00 iHIIOro MeJWYHOro npailiBHKKa,
MOTIM JASCTH HA CIMHY Ta MiJAKIACTH MOAYIIKH Mijl HOTH, 1100 MiaHATH iX.

Yrunizauis

Byzb-sikuii HeBUKOpUCTaHMH Jlikapebkuii 3aci6 aGo HOro BiIXOIM CIifl yTHIIi3yBaTH BiAMOBIAHO /10 MiCLIEBUX
BUMOT.

Vi roJIKH Ta LINpHLKM C/lifl BAKMAATH Y KOHTEHHEp [Tl BAKOPHCTaHWX IOCTPHX IPEAMETIB.

Limu.

Jlani 3 Gesnexku Ta epeKTHBRHOCTI 3acTocyBaHHs Bokcsoro aiTsaM BikoM 710 4 micauie ooMexeni. Hassui Ha
CLOTOJIHI JaHi onmucaHo B posaiiax «PapmakoanHamikay, «PapmakokiHeTnka» ta «[loGiuni peakuii», ane
HOJHUX PEKOMEHIALlii 010 TO3YBAHHS HaJJaTH HE MOJKHA.

ITepeoosysanns.

V KJIHIYHUX AOCTIIKEHHAX BUBYAIM N03H BocOpHTHIY M0 30 MKr/kr/no0Gy. JIBoe mauicHTIB OTPHMYBaJIH
1034, 1110 10 3 pa3iB MepeBHIYBaIy PEKOMEHIOBaHY 103y 15 MKr/kr/no6y, npoTaroM nepiofy a0 5 THKHIB.
JKoauux 03HaK, CUMITOMIB Yd MOOIUHMX peakiiil, NOB f3aHMUX I3 3aCTOCYBAHHSAM [03H, LIO MEPEBHUILLYE
pPEKOMEH/I0BaHY, He CriocTepiraim.

V pasi AKIIO NanieHT oTpuMas Gibiy 103y, HK NOTPiGHO, oMY i/l 3BEpHYTHCS 10 CBOTO JiKapsi.

Iodiuni pearxuyii.

PesioMe npodinto Oe3nexku

HaifuacTimumu noGiYHMMH peakilissMH NMPH 3aCTOCYBaHHI BOCOpUTHAY Oyn peakuii B micui in’ekuii (85 %),

omoBanHHs (27 %) Ta 3HWKEHHA apTepiaabHoro Tucky (13 %).

[lepenik mobiunux peakuiid v dopmi Tabauui

TToGiuni peakuii, 1o cnocTepiranucs y MalieHTiB, SKi OTPUMYBAIIH JIKYBaHHS BOCOPUTHUIOM, npeacTarieHi

y Tabmnuui 4.

TMoGiuni peakuii HaBeaeHi 3a Kiacamu cucTeM Opratie BianoriaHo a0 MedDRA Ta 3a yacroroto. Hacrory

BU3HAYAIM TAKMM YHHOM: ayxe uacto (> 1/10); wacto (Bim > 1/100 mo < 1/10); newacto (Big > 1/1000 mo

< 1/100); piako (Bin > 1/10 000 mo < 1/1000); myske piako (< 1/10 000); HeBinomo (He MOXKHA BU3HAUUTH 32
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HasBHUMHM JiaHuMK). Y KOKHIH rpymi 3a 4acToTor nodiuHi peakilil nMpecTaBIeHO Y NOPSAAKY 3MEHLICHHs
TXHBOT CepHO3HOCTI.

Tabmuug 4
[MoGiuni peakiiil, O cnocTepirajucs y NauieHTiB, sKi OTpUMYBa/HK JiKyBaHHs Bokeszoro
Kiac cuctemy opranis Hyxe yacto YacTo Heuacro

[TopymieHHs 3 OOKy HEpBOBOI CuHkone
CUCTEMH ITpecunkone

3anamMopo4eHHs
[Topymenns 3 OOKy CyOMHHOL I'inotensig®
CHCTEMH
IMopywenns 3 ©Goky TpaBHOI bnropanus Hynota
CHCTEMH
[TopymenHss 3 OoKy wWIKipy Ta [ineptpuxos
MiUIKipHOT KJIITKOBMHH
3aranbHi MOpYLICHHS Ta cTad Micl | Peaxuia y micui in’ekuii’® | BromiosanicTs
BBEJICHHS
BigxuieHns B pe3yabTaTax [TigBuILIEeHHS PiBHSA
JOCHIKEHb TyKHOT ocdarazu

3 TinoTeH3is BKJIKOUAE K aCUMIITOMHI, TaK i CAMIITOMHI MOOIuHi peakitii.

b Peakuiii y micui in’exuii BKIoUaroTh Taki (3a TepMiHAMK MEPEBaXHOTO BUKOPUCTAHH): EpUTEMA Yy MiCli
in’exuii, peakuis y micui in’exuii, HaGpsK y Micui iH’eknii, kponue’sHka y Mmicui in’ekuii, Gins y micui
i eKuil, cuHelb y Micwi i exuii, ceepOix y Micui iH’exuil, KPOBOBUIMB Y Miclli iH’ €Ki, 3MiHa KOJILOPY B
Micii i €Kil Ta YUiIbHeHHS Y Miclli iH’eKuii.

Onuc OKpeMUX MoOGIYHUX peakuii

TI'inomenzis

V nocaimxenni ACH 111-301 3a yuacmio nauieHTtis BikoMm Bix 5 pokiB y 13 % naulieHTiB, Ki OTpUMyBasIn
BOCOPUTHJI, MOPIBHAHO 3 5 % mnaiienTiB, sAKi OTpUMyBanu mjanebo, crocrepiraid BUMALKH 3HMKESHHS
apTepianbHOr0 THCKY, sKi OyJIM TPAaH3MTOPHHMHM Ta MHHaIH 6e3 MeauuHoro BTpyyanHs. Mejiana yacy Bin
iH’ekuii 1o mouarky ssuia cradosria 31 (eij 18 go 120) xBunuHy, | SHUKHEHHS TaKOro ABMILA BiOyBaIoCs
npotsirom 31 (Bia 5 10 90) xBunuHM. Toaii, npo siki NOBigoMIsH, GYIH BUABIEHI NEPEBAXKHO Y NEpioau
YaCTOTO MOHITOPUHIY TMOKA3HUKIB )KMTTEBO BaXUIMBUX (YHKLM Mij yac KNiHiYHMX Bi3WTIB Mic/is BBCIACHHS
JO3M TPOTArOM 52-THXKHEBOro JliKyBauHs. Y 2% mauieHTiB crocTepiragy CHMNTOMHI eni3ofu i3
3armaMopOYeHHIM Ta OJIIOBAHHAM.

V pocnimkenni 111-206 BUNagKku 3HUKEHHs apTepialbHOTO THCKY criocTepiraan y 2 manieHTis (5 %) BikoM
< 5 pOKiB, SIKi OTPMMYBAIM BOCOPHTH/I, IOPIBHAHO 3 2 mauienTamu (6 %), AKi oTpumMyBanu miaiedo. ¥ XBopux
BIKOM Bif > 2 POKiB /10 < 5 pOKiB BMIIAJKH 3HHKEHHS apTepiabHOro THCKY criocTepirany y 1 nauienra (5 %),
SIKHiT OTPUMYBAB BOCOPHTH]I, MOPiBHAHO 3 1 nauientoM (6 %), sikuii oTpuMyBas nialeto. Y nauieHTiB BIKOM
BiI 6 MicsAliB 10 <2 POKiB BMNAJKIB 3HWKEHHsS apTepialbHOr0 THCKY HE CHOCTepiraid y JKOIHOTO 3
NaLieHTIB, SKi OTPUMYBaIM BOCOPHTHJ, MOPIiBHSAHO 3 BMmaakoMm y 1 manienta (13 %), sikuil oTpUMyBaB
nane6o. V XBOpHX BikoM < 6 MicALB BUNAIKK 3HWKEHHs apTepialbHOro THCKy OyaM 3apeectpoBani y |
nauicHta (8 %), AKuit OTPUMYBAB BOCOPHUTH]I, OPIBHSHO 3 JKOJHUM BHIAIKOM Y NALli€HTIB, IKi OTPUMYBAIH
nnaue6o. Yci sBuima 6ynu TpaH3UTOPHMMHM, MMHanM Oe3 MEJUYHOrO BTPYHaHHs Ta He OOMEKyBalu
NiKyBaHHA.

Peaxyii y micyi in ‘exyil

V nocnimkenni ACH 111-301 3a yyacTro nauienTiB BikoM > 5 pokiB peaxuii y micui in’exuii cnocrepiran y
85 % nauieHTiB, AKi OTPHMYBadH BOCOPUTHJ, MOpiBHAHO 3 82 % mnauienTiB, AKi oTpumysamu nianebo.
[IpoTarom 52-TUKHEBOTO Mepiojy MejiaHa MOBiIOMIICHD MPO BUNAKM Peakuiil y Micwi iH’ €Kil cTaHoBHA
76 y rpyni nmauieHTis, AKi oTpHMyBanM Ll Jikapchkuii 3aci6, mopiBHAHO 3 7.5 y rpyni Naui€eHTiB, sKi
otpuMysani mmanebo. Haituactimmmy peakuismu y micni in’exuii (o puHukiu wonaiivenme y 10 %
nauieHTis, AKi OTPUMyBanMKM BocOpHUTUA) Oynu peakuis y micui in’exuit (73 %), eputema y Micui iH’exuii
(68 %), HABPAK y MicHi inekuil (38 %) Ta Kponue’siHKa y Micui in’exuif (13 %). Yei peakuii y micui in’exuif
6ynn 1-ro (IErkoro) cTyneHs TSKKOCT, 38 BAHATKOM 5 BUIIA/KIB 2-ro (MOMipHOT0) CTyNEHs TAKKOCTI Y ABOX
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nauienTis. [ToBizomneni peaxiii 2-ro cTyneHs TsSKKOCTI BKIIOYAIN: 110 [Ba BUMAAKWH KPOMUB AHKH Y Micli
i’ exuil y 1BOX NaUieHTiB Ta OOMH BUMAN0K BE3UKYJ Y Miclli iH eKLiT.

V pocnijxendi 111-206 3a yyacTio nalieHTiB BikoM < 5 poKiB peakiliil y mMicli iH’ekuii cnocrepiranu y 86 %
MaLLiEHTIB, AKi OTPUMYBAIM BOCOPUTH/I, MOPIBHAHO 3 53 % nauieHTiB, AKi oTpuMyBanu nnanebdo. [Ipotsarom
52-THKHEBOTO Mepiojly MejliaHa MoRiJoMJIeHb PO BUNAAKK peakuii y Micui in’ekuii craHoBuna 224 y rpymi
nauieHTiB, SKi OTPUMYBaIH BOCOPUTH/L, MOPIBHAHO 3i 114 y rpyni nauieHTis, AKi otpumyBanu nianebo. Bei
Bunajaky Oyiu 1-ro (Jierkoro) ctymeHa TsHKKOCTi. Y oci BikoM Bin > 2 pokiB 10 < 5 pokis peakuii y micui
i’ ekuii cnocrepirand y 84 % nauieHTiB, AKi OTpMMYBaaM BOCOPHTHJ, MopiBHAHO 3 44 % nauieHTiB, sAKi
orpumyBaiii rianeto. ¥ oci BikoM Biji 6 MicsiiB 10 < 2 pokie peakiii y Micili iH’ekuii cnocrepiranu y 83 %
MaIieHTIB, IKIi OTPUMYBAIIM BOCOPUTH/L, NopiBHAHO 3 50 % nauienTie, AKi oTpumyBanu niauedo. ¥ ocid Bikom
< 6 MmicaniB peakuii y micui iH’ekuii cnocrepiranu y 92 % nauieHTie, ki OTpUMYBaJId BOCOPUTHUL, IIOPiBHAHO
3 75 % manieHTiB, AKi OTpUMYBaIH 1aiedo.

B ycix BiKOBUX rpynax peakiil y miciti in’ekuii 6yau TpaH3UTOPHUMMU Ta He OOMEXKYBa/H JIIKYBaHHS.
Imynoeennicmo

3i 131 nauienTa BiKoM Bif 5 poKiB 3 aXOH/IpONazier, aKi OTpUMYBaIH BOCOPUTU 15 MKI/KI/n00y Ta y AKKX
BM3HAYAIM HasBHICTb AHTHTIN J0 Jikapckkoro 3acoby (ADA [anti-drug antibodies]) npotsarom 240 THxHIB,
ADA Gynu BusiBieHi v 35 % naiienTie. Haii6inbiw pannivM tepminom nossu ADA Oy 85-it nens. ¥V Beix
ADA-1103UTHBHHX NAIIEHTIB TECTH Ha aHTUBOCOPUTH/THEHTpaTi3ytodi aHTuTiNa Oynu HeratuBHUMU. He Oyito
BUAB/ICHO KOPENALIT MK KiNBKICTIO, TpUBAMCTIO a00 TSHKKICTIO NOOGIYHUX peakuiif rinepuyTiauBocTi abo
peakuiif y micui in’eknii Ta ADA-no3utuBHUM cTaTycoM abo cepenHiM tHTpoM ADA. He Oyio BusBiIeHO
3B’ A3Ky Mk ADA-nosutuBHUM crarycoM abo cepenHiM THTpoM ADA Ta 3MiHOIO BiJ MOYAaTKOBOro piBHsS
piunoi meuakocti pocty (PIIP) aGo Z-ouinku 3pocty Ha 12-my Micani. He Oyno BusBIEHO BIIMBY
cupoBaTkoBuX ADA Ha nokasHuk1 (papMaKoKiHCTHKH BOCOPUTH/Y B IIa3Mi KPOBI.

Cepen nauieHTiB Bikom 10 5 pokie 19 % (8/43) nauieHTiB, sIKi OTpHMYBaJIX BOCOPUTH]I, MK MO3WTHBHUHA
pesynstaT Ha ADA, i Bci maiieHTH, ki oTpuMyBaid Iuiauefo, Manu HeraTUBHMiE pesynbtat Ha ADA.
HaiiGinew pandiM TepminoM nosieu ADA 6yB 26-it TixaeHb. Y BeiX ADA-N03UTHBHUX MAlliEHTIB TECTH HA
HeHTpai3yloui aHTHTINA JikapchKoro 3acody Oy HeraTUBHMMHM B yCiX yacoBuX Toukax. Pozeutok ADA He
BIUIMBAB Ha Ge3nexy, eeKTHBHICTh 3acToCyBaHH abo GapMaKOKiHETHKY BOCOPHTHILY.

I[MoBifoMIeHHs Mpo Nigo3proBani noGiuHi peakuii

IMogigomsenHs npo noGiuxi peakuii nicns peectpauii Jikapebkoro 3aco0y mae Baxnuse 3HaueHHs. Lle nae
3MOT'Y TPOBOJWTH MOHITOPHHI CIiBBiJHOLICHHS KOPHCTH / PU3UK TIPU 3aCTOCYBAaHHI 1[bOr0 JIIKAPCHKOTO
3aco0y. MeauunuM Ta (apMaleBTHYHMM Tpal[iBHHKaM, a TaKOXK nallieHTaM abo I1XHIM 3aKOHHHM
NpeCTaBHUKAM CIil MOBIOMISTH MPO yci BMMAAKMU MifO3PIOBAHMX MOOIYHMX peaxilii Ta BiACYyTHOCTI
e)eKTHBHOCTI JIiKAPCHKOro 3aco0y uyepe3 aBToMaru3oBaHy iHQopmauiiiHy cuctemy 3 dapmakoHaraiay 3a
nocunanHaM: hittps://aisf.dec.gov.ua.

Tepmin npuaaTHoCTI.
4 poku.

¥YmoBu 36epiranns.

36epiraTi y xonoauibHUKY npu temnepatypi 2—8 °C. He 3amopoKyBaTH.

MoskHa 36epirati npu Temneparypi He Buie 30 °C nporsroMm opHoro nepiogy no 90 nuis, ane He N0BLIE
TepMiHy npuaatHocTi. He noBeprati y XonoauibHUK Hichs 30epiranHs npu KiMHaTHINi TemmepaTypi.
36epirati B OpUriHaibHIN YIaKoBIi Anis 3aXMCTy Bia ceitia. 36epirat y HeJOCTYNHOMY /s AiTel mici.
[licas BigHOBAEHHS MOXHa 36epirati y (hakoHi npu KiMHaTHiH Temneparypi fo 25 °C ne Ginplie 3 roauH.

Hecymichicts. Lleit nikapcbkuii 3aci6 He MOXKHa 3MilIyBaTH 3 iHUIMMM JiKapCbKHMM 3ac00aMH, OKpiM
3a3HaueHuX y po3aini «Cnocid 3acTocyBaHHs Ta JI03H».

VYnakoBka.

ITo 0,4 mMr mopouiky y dnaxoni (0,8 mr/m) Ta 0,5 MJI pO3UMHHHKA y MONEPEAHEO HATIOBHEHOMY IITIPHL 200
110 0,56 mMr nopomky y dnakoni (0,8 mr/mi) ta 0,7 M po3uHHHHKA Y 10TIEPEIHBO HaTIOBHEHOMY LUMPHL, 300
o 1,2 Mr nopomky y dnaxoni (2,0 mr/mi) ta 0,6 M pO34MHHHKA Y MOMNEPEIHLO HATIOBHEHOMY LUTPHLLL; 110
10 ¢nakonis 3 mopowikoM, 10 nornepeaHbO HAMOBHEHHUX INMPHILIB 3 PO3YMHHAKOM, 10 0ZHOPa30BHX rOJIOK
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1as BigHoBseHHs Ta 10 0/THOpa30BUX LINPUILIB J1J1s BBEACHHS Y KapTOHHIH KopoOui.
KaTteropist Bianycky. 3a peLienToM.

BupooHuk.
Biomapuu Inrepuewwnn Jlimiten.

Micue3Haxo/sKeHHsl BHPOOHHKA TA ajpeca Miclsi NPOBaIKeHHS HOro AisIbHOCTI.

[an6anni, Pinrackinni, P43 R298, Ipnannis.

3asiBHHK.
bioMapuH Inreprewnn Jlimiten.

Micue3HaxoaKeHHs 3asiIBHUKA.
lan6Ganni, Pinrackioni, Ko. Kopk, Ipnanmis.
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