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MEPEXPECHI MOCUNTAHHA HA CNOPIOHEHI 3AABKA

[0001] OaHa 3asBka NPOCUMTbL MpIOPUMTET Ha niacTasi nonepeaHboi 3asBkuM Ha nateHT CLUA
61/716819, nogaHoi 22 »oBTHA 2012 p, i 61/871234, nogaHoi 28 cepnHa 2013 p, 3MIiCT SIKUX Y BCiK
NOBHOTI BKITIOYEHO B AAHMUIN ONMUC 3a 4O0MOMOrOK NOCUIAHHS.

PIBEHb TEXHIKA

O0BnacTb TEXHIKM

[0002] OaHwuii BMHaxig BIAHOCMTbLCA A0 KOMMO3WUIW, WO MICTATb KOMMO3MUIT ankinoBaHoro
LUMKNOAEKCTPUHY 3 HU3bKMM BMICTOM XNopuay, i cnocoBiB ix 0gepKaHHs | 3aCTOCYBaHHSA.

PiBeHb TEXHIKK

[0003] Po3pobneHi rinpodo6Hi, riapodinbHi, noniMepu3oBaHi, ioHi30BaHi, HEIOHI30BaHI i YncneHHa
KiNbKICTb  IHWKMX NOXiAHMX UWKNOAEKCTPUHIB, SAKi 3HaXo4ATb 3acCTOCYBaHHA B Pi3HUMX ranyssax
NPOMMUCIOBOCTI. Y UinoMy, gepvBaTm3auilo LMKNOAEKCTPUHY 34IMCHIOITL 3a AOMOMOrOI0 peakuin, y
AKX rpynu -OH y nonoxkeHHAx 2-, 3- i/abo 6- aMino3Hux Kineub LMKIOAEKCTPUHY 3aMilLAlThb iHLUMMM
rpynamu. 3amiCHUKM BKNIOYAOTb HEWTPAanbHI, aHiOHHI i/aB0 KaTioOHHI YYHKLIOHANbHI rpymnu.

[0004] Bigomi noxigHi LMKNOAEKCTPUHIB, TaKi K ankinoBaHi LMKNOAEKCTPUHU, BKIIKOYAKOTb, ane He
OBOMEXYIOTBCA HUMK, CyNbdoankinbHi edipu UUKNOAEKCTPUHIB, ankinbHi edipn UMKNOAEKCTPUHIB
(Hanpuknag, ™meTunoBi, eTWnoBi i nponinosi ecdhipn UMKNOAEKCTPUHIB), TiAPOKCUATKINbHI
UMKNOAEKCTPUHKM,  TioankinbHi  edipn  UMKNOAEKCTPUHIB, KapOOKCMNMbOBAaHIi  LMKNOAEKCTPUHU
(Hanpuknag, CYKUWHIN-B-UMKNOAEKCTPUH, i TOMY MOAiGHI), cynbdaTtoBaHi UMKNOAEKCTPUHU, | TOMY
nodibHi. TakoxX BiAOMI ankinoBaHi UMKNOAEKCTPUHKU, LWIO MICTATb Oinblie OAHOro  BUAY
dyHKUiOHaNbHUX pyn, Hanpuknag, cynbdoankinbHi ecdpipu-ankinu edipu-UuMknoaekCTpuH (aus.,
Hanpuknag, WO 2005/042584 i US 2009/0012042, koxxHa 3 AKMX Y BCil NOBHOTI BKMOYEHA B AaHWUW
onuC 3a AOMOMOroK  MNocunaHHs). 30Kpema, ankinoBaHi UWMKNOAEKCTPUHW, Lo MICTATb 2-
rigpokcunponineHi rpynu i/abo cynbdoankinbHi edipHi rpynu BUKOPUCTOBYIOTb Y ddapMaueBTUHMHUX
cnonykax.

[0005] CynbdobyTtunedipHe noxigHe PB-umknogekcTpuHy ("SBE-B-CD") 6yno 3anyweHo y
BUpOOHMUTBO komnaHielo Cydex Pharmaceuticals, Inc. y surnagi Captisol( i Advasep®. AHiOHHUI
cynbcobyTunedipHmii - 3aMiCHUK  MiABULLYE PO3YMHHICTL Yy BoAi i Oe3neky BuxigHoro f3-
LUUKITOAEKCTPUHY, SKMA MOXE O0DOPOTHO YTBOPKOBATM KOMMIEKCUM 3 aKTUBHUMM (DapMaueBTUHHUMM
areHTamu, nNiaBULLYIOYM PO3YUHHICTb akKTUBHUX (papmaueBTUYHUX areHTiB i, Yy AeAKUX BUMNagkax,
NigBULLYBATK CTaBINbHICTb aKTUBHMX (hbapMauUeBTUYHUX areHTiB y BOASTHOMY po3duHi. Captisol® mae
XiMIYHY CTPYKTYPY 3rip,Ho 3 q:)OpMyJ'IOIO X

O
\OR RO

CR

OR

ae R ssnse co6oto (-H)z1- na6o( -CH2)s- SOs Na*}n, i n ABnse coboto Big 6 go 7,1.

[0006] CynbdoankinedipHi noxigHi uuMknogekcTpuHiB (Taki Ak, Captisol®) ogepxyloTh i3
BUKOPUCTAHHAM MEpPioANYHMX cnocobiB, onucaHux, Hanpuknag, y nareHtax CLLUA NeNe 5134127,
5376645 i 6153746, onUC KOXHOTO 3 SAKMX Y BCili MOBHOTI BKIIOYEHO B AaHWW ONMUC 3a AONOMOrOI0
NOCHMAaHHS.

[0007] CynbdoankineHi edipn LMKNOAEKCTPUHIB i iHLWI AepuBaTM3OBaHi LMKMIOAEKCTPUHN MOXHA
TakoX 0AemKyBaTH 3rigHo 3i cnocobamu, ONMMCaHMMK B HACTYMHUX NaTeHTax i onybnikoBaHUX 3aaBKax
Ha nateHTu: US 3426011, US 3453257, US 3,453259, US 3459731, US 4638058, US 472706, US
5019562, US 5173481, US 5183809, US 5241059, US 5536826, US 5594125, US 5658894, US
5710268, US 5756484, US 5760015, US 5846954, US 6407079, US 7625878, US 7629331, US
7635773, US2009/0012042, JP 05001102 i WO 01/40316, a TakoK y HaCTYMHUX HeMaTeHTHUX
nybnikauisax: Lammers et al,, Recl. Trav. Chim. Pays-Bas 91:733 (1972); Staerke 23:167 (1971),
Adam et al., J. Med. Chem. 45:1806 (2002), Qu et al., J. Inclusion Phenom. Macrocyclic Chem.
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43:213 (2002), Tarver et al., Bioorg. Med. Chem. 10:1819 (2002), Fromming et al., Cyclodextrins in
Pharmacy (Kluwer Academic Publishing, Dordrecht, 1994), Modified Cyclodextrins: Scaffolds i
Templates for Supramolecular Chemistry (C.J. Easton et al. eds., Imperial College Press, London,
UK, 1999), New Trends in Cyclodextrins and Derivatives (Dominique Duchene ed., Editions de Santé,
Paris, FR, 1991), Comprehensive Supramolecular Chemistry 3 (Elsevier Science Inc., Tarrytown, NY),
NOBHi OMNCKU SAKUX BKIMOYEHI B 4@HWUN OMUC 3a AOMOMOTOK MOCUITAHHS.

[0008] domilku, Wo MICTATLCA B KOMNO3MUIT ankinoBaHOro LUMKNOAEKCTPUHY, MOXKYTb CKOPOTUTHU
CTPOK MPUAATHOCTI i e(PEKTUBHICTbL KOMNO3ULIT aKTUBHOIO areHTa. JOMILLKKM MOXYTb OYyTW BUMNYYEHi 3
KOMNO3ULiT ankinoBaHOro LMKNOAEKCTPUHY Nid AI€0 akTMBOBAHOTO BYFiNNS (Hanpuknag, LUIsXoMm
3MillyBaHHA 3 HUM). OBpobka akTMBOBAHWM BYTINNAM BOAAHUX PO3YMHIB | CYCMEH3il, WO MICTATb
LMKITOAEKCTPUH, Bigoma. [us., Hanpuknag, nateHTn CLLUA NeNe 4738923, 5393880 i 5569756. MpoTe,
iCHye nocrTiitHa noTpeba B KOMMNO3ULisIX ankinoBaHOro LUMKIOAEKCTPUHY BinbLU BUCOKOT YNCTOTH.

KOPOTKWMIA OMNUC BUHAXOY

[0009] Y pmaHOMy BMHaxodi 3anponoOHOBAHO CNoci®d oaepXaHHA KOMMO3WLii  ankinoBaHOro
LUMKITOAEKCTPUHY, LIO MICTUTb ankinoBaHWW LUMKMOAEKCTPUH, LWO BKYae: (a) 3MilyBaHHA
LMKITOAEKCTPUHY 3 arnkinylouuMm areHToOM 3 OAep)XaHHAM peakuinHOro cepeaoBuvula, WO MICTUTb
ankinoBaHWW UMKNOAEKCTPUH, oAMH abo Oinbwe Heba)kaHMX KOMMOHEHTIB i oaHy abo 6inbLue
JOMILLIOK, po3knagaw4mx nikapcbkuin 3acid; (b) npoeeaeHHa oaHoro abo O6inbwe noainie 3
BUAANEHHAM 3a3Ha4YeHoro ogHoro abo Ginblue HeGaXkaHUX KOMMNOHEHTIB i3 3a3HAYEHOro peakuinHoro
cepedoBuLla 3 ogepkKaHHAM YacTKOBO OYULLIEHOTO PO3YMHY, WO MICTUTb 3a3HaYeHUn ankinosaHwui
LUMKNOAEKCTPUH | 3a3HayeHy oaHy abo Oinbluie AOMILLIOK, po3Knajarumx nikapcbkuin 3acid, ae
3a3Ha4YeHun oaHMH abo OinblW noainie ABNAKTL Ccobo  ynbTpadinbTpadito, aiadinsTpadito,
LUEHTPUMYryBaHHA, €KCTpakuilo, OCaMKEeHHS 3 po3vyMHHMKOM abo giani3; (C) oAep)aHHs
6e3dochartHOro akTMBOBAHOIO BYTFINMA, LLIO Ma€ 3anuLIKOBY NpoBigHicTb 10 MKkCM abo MeHLle, 3a
AOMOMOro cnocody, Lo BKMYAaE BNAWB HA aKTUBOBAHE BYFNNA NEpPLUUM CMOCOOOM MPOMMUBAaHHSA
BYFiNMs, WO BKNIOYAOTb AoAaBaHHA BOAM, NPOCOYEHHS Byrinng y Bodi i 3anuB Boau; i (d) o6pobky
3a3HAYEHON0 YaCTKOBO OYULLIEHOTO PO3YUHY 3asHaveHum BesocdraTHUM akTMBOBAHWUM BYTINASAM, LLO
MalTb 3anULIKOBY MpoBigHicTb 10 MkCM abo MeHLle, i OaepXKaHHA 3a3HA4YEHOro arnkinoBaHoro
LMKITOAEKCTPUHY, A€ 3a3Ha4YeHa KOMMO3ULis ankinoBaHOro UMKNOAEKCTPUHY Mae OMNTUYHY WIMbHICTb
meHwe 0,5 0. w., 0OYMOBNEHY areHTOM, pO3KnagatovmMmM nikapcbkuin 3acib, BUMIpsHY 3a JOMOMOrOI0
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34uHy, Wo Mictutb 300 mMr 3asHaveHoi komnosuuii SAE-CD Ha mMn po3uynHy, y KIOBETI 3
TOBLLMHOI NOFMMHAKYOro wapy 1 cm.

[0010] 3rigHo 3 aesakummn BapiaHTaMu peanidauii 3a3Ha4YeHMN NepLLMIA Cnocié NpoMUBAHHSA BYriNns
BKMNOYAE MPOCOYEHHA BYrinNNA y BOAI MPOTAroM LWoHarmeHwe 20 XBUNWUH. 3rigHO 3 AESKUMU
BapiaHTamy peanisaudii 3a3HaJYeHun nNeplnin cnoci® NPOMMBAHHA BYFINMA BKMIOYMAE MPOCOYEHHS
BYriNnsa y BoAdi npotarom npubnusHo 30 XBUNUH.

[0011] 3rigHo 3 aeskumK BapiaHTamu peanisauii 3a3Ha4YEeHN NepLLUMA Cnocibé NPOMMBAHHA BYTINNs
BKIIOYAE AOAABaHHA BOAW B 3BOPOTHOMY BiZ MPOTOKY HaMpPsIMKY.

[0012] 3BrigHo 3 pedAkuMu BapiaHTammn peanisauii 3asHavyeHuMn cnocié [0AAaTKOBO BKIOYAE
NMOBTOPEHHS 3a3HAYEHOro NEPLUOro cnocody NPOMUBAHHSA BYTINNA WOHAWMEHLUE ABa pa3u.

[0013] 3riaHo 3 gedkMmy BapiaHTamu peanisadii 3a3HavYeHuin cnocid A0AaTKOBO BKMIOYMAE Micnst
3a3HA4YeHOro neplioro cnocoby nNpPOMMBAHHS BYFiNNs APYrMin cnoci® npomMuMBaHHA BYFNMs, WO
BKMNOYa€E NPOTiIKAHHA BOAM MO BYFiNK B NPAMOTOYHOMY HanpaAmkKy. 3rigHO 3 AeSKMMKU BapiaHTamu
peanisaujii 3a3Ha4eHUn Apyruin cnocié NpoMMBAaHHA BYFINMSA BKIOYAE NPOTIKAHHA BOAM MO BYTiNM0 B
NPAMOTOYHOMY HanpsaMKy MPOTAroM LWoHarWMmeHwe 1 roguHu. 3rigHo 3 Jeskumu BapiaHTamu
peanisaujii 3a3Ha4eHun Apyruin cnocié NpoMMBAaHHA BYTINMS BKMOYAE NMPOTiKAHHS BOAW MO BYFINMIO B
NPSAMOTOYHOMY HaMNPAMKY NPOTAroM NPUBAM3HO 3 roauvH.

[0014] 3BrigHo 3 pedAkuMu BapiaHTammu peanisauii 3asHavyeHuMn cnocié [04AaTKOBO BKIOYAE
TECTYBaHHA 3anMLUKOBOT NPOBIAHOCTI BOAM NIiCNSA 3a3HA4YeHOro Apyroro cnocoby npoMuMBaHHA BYrinns
i, AKLLIO 3anMLUKOBA NPOBIAHICTb BOAWU CTAHOBUTHL Oinblue 10 MKCM, NOBTOPEHHS LLIOHANMEHLLE OHOro
i3 3a3HAYEHOro NepLUOro cnocody NPOMMUBAHHSA BYTINMSA i 3a3HAYEHOIO APYroro cnocoby NpoMUBaHHS
BYFiNMs 4OTK, NOKW 3anuLIKOBA NPOBigHicTL Boan 6yae craHoButn 10 MKCM abo meHLue.

[0015] 3rigHO 3 gesAkumu BapiaHTaMmyM peanisauil  3a3HadeHa KOMMO3WLUiSA ankinoBaHoro
LUMKITOAEKCTPUHY MiCTUTb MeHwe 0,5 % (mac./mac.) xmopuay. 3rigHO 3 Aeskumu BapiaHTamu
peanisayii 3asHa4yeHa KOMNO3uULiA ankinoBaHoOro LMKIOAEKCTPUHY MicTUTbL MeHwe 0,1 % (mac./mac.)
xnopuay. 3rigHO 3  AedkMMM  BapiaHTamMu peanisauii  3asHadyeHa KOMMO3WUiA  ankinoBaHoro
LMKITOAEKCTPUHY A04aTKOBO MICTUTL MeHwe 0,05 % (mac./mac.) xnopuay.

[0016] Takoxk onucaHui cnoci® oaep)kaHHs LWOHANMEHLWe 9 MNOCNIAOBHMX MapTii KOMMO3uuii
ankinoBaHOro LUKNOAEKCTPUHY, O MICTUTL ankinoBaHWN LUMKNOAEKCTPUH | MeHLwwe npubnusHo 0,05 %
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(mac./mac.) xnopuay, Ae cnocidé ana oaepkKaHHA KOXHOT napTii BkMwuyae: (a) 3MillyBaHHS
LMKITOAEKCTPUHY 3 arnkinylouuMM areHTOM 3 OAEPXKaHHAM peakuinHOro cepeaoBulla, WO MICTUTL
ankinoBaHWM UMKNOAEKCTPUH, oauH abo OGinbwe Heba)kaHWX KOMMOHEHTIB i oaHy abo 6inbLue
JOMILLIOK, po3knagaw4mx nikapcbkuin 3acid; (b) npoeeaeHHa oaHoro abo O6inbwe noainie 3
BUAANEHHAM 3a3Ha4YeHoro oaHoro abo Ginblie HebaxkaHMX KOMMOHEHTIB i3 3a3HAYEHOro peakuiinHoro
cepegoBuLla 3 ogepkKaHHAM YaCTKOBO OYULLIEHOTO PO3YMHY, WO MICTUTb 3a3HaYeHUn ankinoBaHWim
LUMKNOAEKCTPUH | 3a3HayeHy oaHy abo Oinbluie AOMILLIOK, po3Knajarumx nikapcbkuin 3acid, ae
3a3HavyeHun oauH abo OGinblie noAinie ABNAKTbL €060  ynbTpadinbTpadilo, giadinbTpadito,
LEeHTpUYryBaHHSA, €KCTpakLilo, 0CaMKEHHA 3 pO34YMHHUKOM abo aiani3; i () o6pobKy 3azHayeHoro
YaCTKOBO OYULLEHOTO pPO34MHY OesdocdaTHuM akTUBOBaAHWM BYFNNAM, WO MakwTb 3asULLIKOBY
npogigHicTb 10 MKCM ab0 MeHLUe, i oAepKaHHsl 3a3Ha4YeHoro ankinoBaHOro LUUKMNOAEKCTPUHY, A€
3as3HayeHa KOMMO3uUia ankinoBaHoro LUMKNOAEKCTPUHY Mae ONTUYHY LWiNbHiCTb MeHwe 0,5 o. uw,.,
OOYMOBNEHY  areHToM,  po3knagarvMMm  nikapcbkuin  3acib, BUMIpAHY 3a  AOMNOMOrOM
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34uHy, Wo Mictutb 300 mMr 3asHaveHoi koMmnosuuii SAE-CD Ha mMn po3uyunHy, Yy KIOBETI 3
TOBLLMHOI NOFMMHAKYOro wapy 1 cm.

[0017] 3rigHO 3 AeskMMKM BapiaHTaMu peanisauii oAepKyloTb LWOHanMeHLwe 15 nocnigoBHUX
napTin. 3rigHo 3 AeAKMMKU BapiaHTaMu peanisauii oaepXyoTh WoHanmeHwe 20 nocnigoBHMX NapTii.
3rigHo 3 AesikMMK BapiaHTamun peanisadii ogepXxyoTb WoHanMeHwe 30 nocnigoBHUX napTin. 3rigHo 3
AesaknumMun BapiaHTaMu peanisauii 3asHaveHi NOCNiAOBHI NapTil 04epPXYIOTb NPOTAroOM nepiogy vacy B
10 pokiB. 3rigHO 3 AesKMMK BapiaHTaMu peanisauil 3a3HavyeHi NOCNiA0BHI NAPTIi 0AEPXKYIOTb NPOTAroM
nepiogy 4acy B 5 pokiB. 3rigHO 3 geskuMu BapiaHTamu peanisauii 3asHaveHi NOCnigoBHI napTil
OAEPXKYIOTb NPOTArOM nepiogy Yacy B 3 poku.

[0018] 3rigHO 3 geakumu BapiaHTaMmu peanisauil  3a3HavyeHa KOMMO3WUis ankinoBaHoro
LMKITOAEKCTPUHY O04aTKOBO MIcTUTb MeHwe 500 ppm docdaty. 3rigHO 3 AesKuMKU BapiaHTamu
peanisauii 3asHa4YeHa KOMMNO3WULiSA ankKinoBaHOro LUUKNOAEKCTPUHY OO0A4AaTKOBO MICTUTb MeHwe 125
ppm docdarTy.

[0019] 3rigHO 3 AJeskumu BapiaHTaMmu peanisauii  3anuwKoBa MNPOBIAHICTL 3a3HAYEHOro
6e3dochaTtHOro akTMBOBAHOrO BYrinnA craHoButb 9 MKCM abo MeHwe. 3rigHo 3 geskumu
BapiaHTaMu peanisauii 3anuLIKoBa NPOBIAHICTb 3a3HayYeHoro 6e3docdarHoro akTMBOBAHOIO BYTINMs
cTaHoBUTb 8 MKCM abo MeHwwe.

[0020] 3rigHO 3 gesAkumMu BapiaHTamMyM peanisaudii  3a3HayeHa KOMMNO3WUUIA ankinoBaHoro
LUMKITOAEKCTPUHY [04aTKOBO MICTUTL MeHwe 0,01 % (mac./mac.) xnopuay. 3rigHO 3 AESKUMHU
BapiaHTaMy peanisauii 3as3HadeHa KOMNO3WULISA ankifioBaHOro UMKMOAEKCTPUHY A0AAaTKOBO MICTUTH
MeHwe 0,005 % (mac./mac.) xnopugy. 3rigHO 3 JdedkMMu BapiaHTamu peanisaudii  3asHadeHa
KOMNO3ULSA ankinoBaHoOro UMKMOAEKCTPUHY [04aTKoBO MicTUTb MeHwe 0,0001 % (mac./mac.)
xnopuay.

[0021] 3rigHO 3 gesAkumMu BapiaHTamMyM peanisauil  3a3HadeHa KOMMO3WLUiS ankinoBaHoro
LMKITOAEKCTPUHY Mae cepeaHin CTyniHb 3aMilweHHa Big 2 4o 9. 3rigHo 3 AeskumMu BapiaHTamu
peanisauii 3asHa4yeHa KOMNO3ULUiA ankinoBaHOro UMKNOAEKCTPUHY Mae CepeHin CTyniHb 3aMilleHHA
Bia 4,5 go 7,5. 3rigH0 3 AedkMMuM BapiaHTaMmu peanisauii 3asHadeHa KOMMO3WUis ankinoBaHoro
LMKITOAEKCTPUHY Ma€E CepeaHiin CTyniHb 3amilweHHs Big 6 Ao 7,5.

[0022] 3rigHO 3 gesAkumMu BapiaHTamMuM peanisauil  3a3HadeHa KOMMO3WUiS ankinoBaHoro
UMKITOAEKCTPUHY Mae ONTUYHY LWinbHiCTb MeHwe 0,2 0.W., BUMIpSHY 3a A0MNOMOroto
cnektpodoTomeTpii B YO-BMaMMin obnacri B gianasoHi AOBXWH XBUIb Big 245 HM go 270 HM ans
BOAHOMO PO34YMHY, WO MICTUTL 300 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
PO34YMHY, Y KIOBETI 3 TOBLUMHOO NornuHairdoro wapy 1 cM. 3rigHo 3 AeskuMu BapiaHTamu peanisauii
3a3Ha4YeHa ONTUYHA LWUiNbHICTL 0OYMOBMNEHA areHTOM, PO3KnaaarvnmM Nikapcbkuin 3acid.

[0023] 3rigHO 3 AesKMMK BapiaHTaMu peanisauil ONTUYHY LWINbHICTL BU3HAYalOTb 3a AOMNOMOIOLO
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34uHy, WO MicTutb 500 mMr 3asHaveHoi komnosuuii SAE-CD Ha mMn po3uyunHy, y KIOBETI 3
TOBLLMHOI NOFMMHAKYOro wapy 1 cm.

[0024] 3rigHO 3 gesAkumu BapiaHTamMyM peanisauil  3a3HadeHa KOMMO3WLUiS ankinoBaHoro
LUMKITOAEKCTPUHY Mae€ OMNTUYHY LWiNbHICTE MeHwe 1 0. W, 9Kka BuUMIpAHa 3a AOMOMOrolo
cnektpodoTomeTpii B YP-Buaumin obnacTti B gianasoHi A0BXUH xBuUNb Big 320 HM ao 350 Hm angd
BOAHOMO PO34YMHY, WO MICTUTL 300 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
PO34YMHY, Y KIOBETI 3 TOBLUMHOO NornuHairdoro wapy 1 cM. 3rigHo 3 AeskuMu BapiaHTamu peanisauii
3a3Ha4YeHa ONTUYHA LWiNbHICTL 00ymoBMneHa ohapbnolUnuM areHToMm.

[0025] 3rigHO 3 gesAkumMu BapiaHTamMyM peanisauil  3a3HadeHa KOMMO3WUiS ankinoBaHoro
LUMKITOAEKCTPUHY Mae ONTUYHY WinbHICTb MeHwe 0,5 o0.1W., fKka BuUMIpAHA 3a AO0MOMOroto
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cnektpodoTomeTpil B YP-Buaumin obnacri B gianasoHi AOBXMH xBuUMb Big 320 HM o 350 HM ans
BOAHOMO PO34YMHY, WO MICTUTL 300 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
PO34YMHY, Y KIOBETI 3 TOBLUMHOO NornuHairdoro wapy 1 cM. 3rigHo 3 AeskuMu BapiaHTamu peanisauii
3a3Ha4YeHa ONTUYHA LWUiNbHICTL 00ymoBNeHa 0apOnolUNM areHToM.

[0026] 3rigHO 3 AesKMMK BapiaHTaMu peanisauii ONTUYHY LWINbHICTL BU3HAYalOTb 3a AOMNOMOIOLO
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AoBxuH xBunb Big 320 HM o 350 Hm angd
BOAHOMO PO34YMHY, WO MICTUTb 500 Mr 3a3Ha4YeHOT KOMMNO3MLi ankinoBaHOro UMKNOAEKCTPUHY Ha MN
PO34MHY, Y KIOBETi 3 TOBLLMHOIK MNOrMUHAYOro wapy 1 cm.

[0027] 3riaHO 3 aeskuMu BapiaHTamu peanisauii 3a3HavyeHe 6esdpoccaTHe akTMBOBAHE BYTiNMs
NPOMMBAIOTb PO3YMHHUKOM [0 AOCATHEHHS ENIONOBAHUM PO3YMHHUKOM 3arnvLIKOBOI MPOBIOHOCTI.
3riaHo 3 geskMMu BapiaHTamu peanisauii 3asHaueHe 6esdpochaTHe akTMBOBaHE BYTiNNA NPOMUBAIOTb
BOAOK A0 AOCATHEHHS eNOMOBAHO BOAOKO 3aNULLKOBOT NPOBIAHOCTI.

[0028] 3rigHO 3 AeaKkMMK BapiaHTamMu peanisadii, 3a3Ha4YeHUin ankinoBaHMn LMKNOAEKCTPUH ABNAE
coboto cynboankinsHun edip unknogekctpuny popmynu (l1):

Ry
0]
0]

R p

R R, 5
o Ry

Ry
R R,
0]
o M

dopmyna (Il)

ae p asnsie coboto 4, 5 abo 6, i R1 He3anexxHo B KoKHOMY Bunagky Bubpanun 3 -OH abo -O-(C2-Cs
ankinen)-SOs T, ae T He3anexHo B KOXHOMY BUNaaKy o6paHo 3 (papMaLeBTUYHO NPUAHATHUX
KaTioHiB, 3a YMOBM, WO LIOHaWMeHLWEe oauH R1 siense coboto -OH i woHaiMeHwe oanH Ry ABnsie
co6ot0 O-(C2-Cs ankineH)-SOs -T. 3rigHo 3 AeAKMMU BapiaHTaMu peanisaii Ry He3anexHo B KOXKHOMY
BuUnaaky Bubpanuii 3 -OH abo -O-(C4 ankineH)-SOsz T, i -T y KOXXHOMY BUNaaky siensie cobolo Na+.
3rigHo 3 aeskMMun BapiaHTamu peanisadii 3asHadeHuit SAE-CD gaensie coboto cynbdobyTunosun edip
LUUKIoaeKCTpuHy (SBE-CD).

[0029] 3rigHo 3 AeskumK BapiaHTaMu peanidauil 3asHayYeHUin ankinoBaHui UMKNO4EKCTPUH ABNSE
coboto rigpokciankinsHun edip umknogekctpuHy (HAE-CD). 3riaHo 3 aesikumm BapiaHtamu peanisauii
3asHadeHun HAE-CD senge coboto rigpokcunponinosui edip uuknoaekctpuy (HPE-CD).

[0030] 3rigHo 3 peakuMu BapiaHTamu peanisadii, 3asHavyeHy KOMMNO3WULiI0 arnkinoBaHoro
LMKNOAEKCTPUHY KOMOIHYIOTD i3 0AHi€0 abo GinbLue AONOMDKHUMU PEYOBUHAMU.

[0031] 3BrigHO 3 AeskMMKM BapiaHTamMu peanisaudii  3a3Ha4YeHy KOMMO3WLiO  ankinoBaHoro
LUUKITOAEKCTPUHY KOMOIHYIOTb i3 aKTUBHUM areHToM.

[0032] OaHuit BMHaxig TakoX BiAHOCMTLCA A0 MNPOAYKTIB, OTPUMAaHMX 3riAHO 3i cnocoBamm,
ONUCaHUMU B JAHOMY JOKYMEHTI.

[0033] OonaTtkoBi BapiaHTW peanisadii, 03HaKW i NepeBaru 3asiBNEHOT rpynu BUHAXOAiB, a Takox
KOMNO3uUis, CTPyKTypa i npuHUMn Aii pisHUX BapiaHTiB peanisauii gaHoro BMHaxoay, AOKNagHO
onucaHi HUx4e 3 NOCUNaHHAM Ha NPUKadeHi KpecneHHs.

KOPOTKWMIA OMNMNC KPECNEHb

[0034] MNpuknaaeHi KpecneHHs, BKMOYEHI B AaHUI OKYMEHT, LLO | € YaCTUHOIO OMNUCY, iNOCTPYIOTb
oauMH abo aekinbka BapiaHTiB peanisauii AaHOro BMHAxXo4y i, pasoM 3 OMUCOM, ChnyXaTb Ans
noaanbLUOro ONMCy NMPUHUMMIB BUHaxoAdy i Ans Toro, wo® gonomortu ¢haxiBueBi y BignoBigHin go
npeamera 3asiBku obnacti peanisyBaTu i 3acToCOByBaTW AaHWW BUHaxig. HacTynHi kpecneHHs
NpUBOAATLCA TiNbKM ANS iNMOCTpauil i, TaKUM YMHOM, HE NpuU3HadveHi Ana obmexxeHHa 06'emy gaHoro
BMHaxoay.

[0035] Ha oir. 1 HaBeaeHe rpacpiyHe yaBNEHHA pe3ynbTaTiB CKaHyBaHHA B YO/BUANMUX CREKTPax
(190 -- 400 HM) poO34uMHiB, WO MICTATbL Komnosuuito SAE-CD, nicns ogHokpaTHoOi 06poGku
aKTUBOBAHMM BYTINIIAM NpuW BapiloBaHHI KOHUEHTpauil cynbdoankinbHoro edipy UMKNOAEKCTPUHY Bia
1 % g0 60 % 3a macoto.

[0036] Ha oir. 2 HaBeaeHe rpacpivuHe yaBneHHsa pe3ynbTaTiB CkaHyBaHHA B YP/BUANMUX CEKTpax
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(190-400 HM) poO3uuMHiB, WO MICTATbL KoMnosuuito SAE-CD, nicna gpyroi o6pobku akTMBOBaHUM
BYriNnaM nNpu BapitoBaHHI KOHUEHTpaLii cynbdoankineHoro edipy uuknoaekctpuHy Biga 1 % go 60 %
3a Macolo.

[0037] Ha ®ir. 3 HaBeaeHe rpacpiyHe yaBNEeHHA pe3ynbTaTtiB CKaHyBaHHA B YP/BUAMMUX cnekTpax
(190-400 HMm) posunHy SBEss-B-CD nicnia Tennosoi i nyxHoi o6pobku npu Ttemnepartypi 60 °C
npotarom 0, 24, 72, 96 i 168 roguH Ana AeMOHCTpaUil po3knagaHHsa B-UMKNOAEKCTPUHY | YTBOPEHHS
JOMILLIOK, po3Knaaarw4mx nikapCbkui 3acid, 3 ONTUYHOIO LWNMbHICTIO NPU AOBXWUHAX XBUNb Bid 245 HM
[0 270 HM, i/abo KOMMOHEHTIB, Wo odapbnioTb, 3 ONTUYHOK LWINBHICTIO NPYU AOBXWHAX XBUMNb Bif
320 HM o 350 HMm.

[0038] Ha @ir. 4 HaBeaeHe rpadivyHe yABMNEHHA pe3ynbTaTiB ckaHyBaHHA B Y& cnekTpax (190-400
HM) PO3YMHY, WO MiCTUTb SAE-B-CD, nicns o6pobku npu temnepatypi 70 °C npotarom 48 roamH 3
HACTYNHO 0OPOBKOIO PISHUMM KiNbKOCTSIMW aKTUBOBAHOIO BYTINIs.

[0039] Ha &ir. 5 HaBeaeHe rpadivHe ysSBNEHHS BNNMBY po3unHy SBEeses-B-CD 3 BUXiAHOT ONTUYHOT
WiNbHOCTI B Y®-BUAUMIN 06nacTi Ha cTabinbHICTb akTUBHOTO dhapMaLEBTUYHOIO iHTPeaieHTa.

[0040] Ha &ir. 6 HaBeaeHe rpadiiuHe yaBNEHHSA BMICTY AOMILLIOK y pe3ynbTaTi cnocoby oAe p>KaHHs
SBEss-B-CD, A€ AOMILIKM BUMIPIOIOTH i3 BUKOPUCTAHHAM AETEKTOpPa 3apsaaKEHOro aepo3onio.

[0041] Ha <ir. 7 HaBegeHe rpachiyHe yABNEHHA PiBHA KOHUEHTpauil xnopugy B pesynbrarTi
cnocoby opaepkaHHa SBEss-B-CD, A€ KOHUEHTpauilo Xmopuay BUMIPIOOTb i3 BUKOPUCTAHHAM
JEeTeKTopa 3apsaaKeHOro aeposonio.

[0042] Ha &ir. 8 HaBegeHe rpadhiyHe yABNEHHA PiBHA KOHUEHTpauil xnopuay Ans ABOX NaprTin
SBEss-B-CD y xoai ynbrpadinbtpadii, HanpukiHui 06pobkn ynbTpadinbTpaudieto, Ha MoMeHT 5, 10 i
20 xBUNUH nicna AogaBaHHA B MEPLUY KONMOHKY 3 akTMBOBAHWM BYrinnaMm, i Ha momeHT 5, 10 i 20
XBUITMH MNiCNs AOJaBaHHA B APYry KOMOHKY 3 aKTMBOBAHWM BYFIMMAM, BUMIPAHUX 3 BUKOPUCTAHHAM
JEeTeKTopa 3apsaaKeHOro aeposonio.

[0043] Ha &ir. 9 HaBeaeHe rpadiivHe ysaBREeHHS PiBHA 3anULLKOBMX Xnopugis nicna (a) nepLuoi
KONOHKKU 3 aKTMBOBAHUM BYrinnsam (nosHayeHa ManeHbka) i nicnsa (b) Apyroi KONMOHKKM 3 aKTUBOBaHUM
BYrinnamMm (nosHadyeHa OinbLua), BUMIPAHOrO 3 BUKOPUCTAHHSIM iOHHOT xpomartorpadii y Burnagi
3anNeXXHOCTi Bif PiBHA 3anvLIKOBOI NpoBigHOCTi (nosHaveHo ZIC pHILIC % Cl-) kiHUeBOro npoaykry
SBEss-B-CD, BUMIpSIHOTO 3 BMKOpUCTaHHAM konoHku ZIC pHILIC i3 3acTtocyBaHHAM JeTekTopa
3apsgkeHoro aeposonio (naptii Ne 17CX01.HQ00056-17CX01.HQ00064).

[0044] Ha &ir. 10 HaBeaeHe rpacdhiyHe yaBNEHHS KOHUEeHTpauil xnopuay Hatpito (mac./mac.) y
3paskis SBEs.e-B-CD nicnsa gBox uuknie 0O6pobKn akTMBOBAHWMM BYFINMAM, A€ 3a3Ha4YeHEe akTMBOBAHE
BYrifiNA npomMuMBanu A0 NOCTINHOrO  piBHA  nposigHocTi  (naptii  Ne17CX01.HQO0035 -
17CX01.HQO0079), BUMIpAHOT 3 BUKOPUCTAHHAM iOHHOT Xpomatorpadii. Mexxa BUsIBMEeHHA Ans iOHHOT
xpomatorpadii ctaHoBuTb 0,05 % 3a macoto xnopuay.

[0045] Ha &ir. 11 HaBeaeHe rpacdhiyHe yaBNEHHA KOHUEHTpauii xnopuay Hatpio (mac./mac.) y
3paskie SBEs.c-B-CD nicnga gBox uuknie 00pobKn akTMBOBAHWM BYTINMAM, A€ 3a3HAUYEHE aKTUBOBaHE
BYMifNA npomuBanM 3 BUKOPUCTaHHAM npoueaypu, onucaHoi B [lpuknagi 20 (naptii Ne
17CX01.HQO0080 — 17CX01.HQO00108), BUMIPAHOT 3 BMKOPUCTAHHAM iOHHOT xpomatorpadii. Mexa
BUABNEHHS Ans iOHHOT xpomatorpadii ctaHoBuUTb 0,05 % 3a macoto xnopuay.

[0046] Ha &ir. 12 HaBeaeHe rpacdhiyHe yaBNEeHHS KOHUeHTpauil xnopuay Hatpito (mac./mac.) y
3paskie SBEs.e-B-CD nicns gBox uuknis 0B6pobkyM akTUBOBAHWUM BYTINMAM, A€ 3a3HAYEHE aKTUBOBAaHE
BYMifNA npomuBanu 3 BUKOPUCTaHHAM npoueaypu, onucaHoi B [lpuknagi 22 (naptii Ne
17CX01.HQO0109 — 17CX02.HQO0005), BUMIpPSAHOT 3 BMKOPUCTAHHAM iOHHOT xpomatorpadii. Mexa
BUABNEHHS Ans iOHHOT xpomaTtorpadii ctaHoBuUTb 0,05 % 3a macoto xnopuay.

OOKNAOHUA ONNC BUHAXOLY

[0047] BunHaxia oxonnioe koMOGiHauii i migkomGiHaUil pi3HMX acnekTiB i BapiaHTiB peanisauji,
ONMcaHux y aHoMy AOKyMeHTI. KpiM TOro, konu KOHKpeTHa O3Haka, cTpyktypa abo xapakrepuctvka
ONMUCaHi B KOHTEKCTI BapiaHTa peanisauii, cnig po3ymiTu, WO BMMMB TaKOi O3HaKu, CTpykTypu abo
XapakTepUCTUKM Ha iHLWIi BapiaHTu peanisauii 6yae 3po3ymino ¢paxiBueBi B gaHii obnacrti TexHiku,
He3aneXHo Big TOro, YM ONUMCAHO ue B ABHOMY BMrngagi ym Hi. Lli i iHWi acnektn gaHoro suMHaxoay
OyayTb 3pO3yMmini 3 MOCMMAHHAM Ha HWXYEHABEAEHUM [AOKNaaHWW Oonuc, npuknagu, opmyny
BUHaxXoAy i NpuKnageHi KpecneHHs.

[0048] BukopuctoByBaHi B AaHOMY AOKYMEHTI BiACOTKM BigHOCATbCA A0 "% 3a macow" i/abo
"Mac./mac. " (MacoBa KOHLUEHTpaUid), SKWO He 3a3HayYeHe iHLwe.

[0049] BukopucToByBaHi B 4aHOMY AOKYMEHTI NPOCTOPOBI XapakTepucTuku (Hanpuknag, "suue",
"Hux4e", "Haropy", "yHu3", "sepx", "HKM3" i T.4.) CAYryIOTb TiNbKKM ANA ONKUCY i iNlocTpauii i He NOBUHHI
TPaKTyBaTUCAa K 0OMEXyIO4i CTOCOBHO CnocobiB, yCTaTKyBaHHA, KOMMO3MULiA i NpoaykTiB 6yab-sikoro
cnocoby 3a JaHMM BUHaxXOA4OM, AKi MOXyTb OyTWM NMpOCTOpPOBO po3TalwoBaHi OyAb-aKUM YMHOM i B
Oyab-AKin opieHTauii.
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AnKinoBaHWM LUKNIOAEKCTPUH

[0050] "KomMno3uuis ankinoBaHOro UMKMOAEKCTPUHY" SABNsi€ COBOIO KOMMO3MULiO, LU0 MiCTUTb
ankinoBaHi UMKNOAEKCTPUHM, LLIO MAlOTh CTYNiHb 3aMilleHHA abo cepefHin CTyniHb 3aMileHHsa (ADS)
ONS KOHKPETHOro 3amicHuka. KoMnosuuia ankinoBaHoro UMKNOAEKCTPUHY Mae po3nodin no tunax
ankinoBaHoOro UMKNOAEKCTPUHY, WO BiAPI3HAIOTbCA N0 iHAMBIAYANbHOMY CTYNEHK 3aMilleHHSA
KOHKPETHMMU 3aMiCHUKaMW ANS KOXKHOTO TUNY, A€ KOHKPETHI 3aMiCHMKKM ANA KOXKHOIO TUNY OAHaKoBI. Y
OAaHOMy  [OOKYMEHTi "KOMMO3WLis ankinoBaHOro UWMKMOAEKCTPUHY" sBRse coboww no  cyTi
dapmMaUeBTUYHO HEAKTUMBHY KOMMO3uuUitlo (TOOTO, KOMMO3WULiD, sika HEe MICTUTb dapMaLeBTUYHO
aKTUBHOro areHTa). Hanpuknag, komnosuuis UuKNOAEKCTPUHY MOXE MICTUTU LoHaWmeHwe 90 %
(mac./mac.) UMKnoaeKCTPUHy, LoHameHwe 95 % (Mac./mMac.) UMKNOAEKCTPUHY, WoHanMeHwe 97 %
(mac./mac.) UMKNoAEeKCTPUHY, LWoHanMeHLwe 99 % (Mac./mMac.) UMKNoAEeKCTPUHY, WoHanmMeHwe 99,9 %
(mac./mac.) UMKnNoaekCTpuHy abo woHarnmeHwe 99,99 % (Mac./mMac.) UMKNOAEKCTPUHY.

[0051] AnkinoBaHWMI UMKIOAEKCTPUH MOXE ABNSATM COOOK0 BOAOPO3YMHHUIA  ankinoBaHui
LUMKNOAEKCTPUH, SKUWA ABNse co00l0 Oyab-AKWA  ankinoBaHUM UWMKNOAEKCTPUH, WO JAEMOHCTpYe
NigBMLLEHY PO3YMHHICTL Y BOAI B MNOPIBHAHHI 3 BigNOBIAHUM HeAepUBaTU30BAHUM BUXIOHWUM
LUUKITOAEKCTPUHOM i, LLIO Mae MONEKYNAPHY CTPYKTYPY, 3aCHOBaHy Ha G-, B- abo y-UMKIoAeKCTPUHI.
3rigHo 3 geAkumu BapiaHTamu peanisaudii gepuBaTtusoBaHWUW UUKNOAEKCTPUH, OTPUMaHUn 3a
cnocobomM 3rigHo i3 AaHUMM BUHaAXOAOM, Mae pO3YMHHICTL y Bodi 100 mr/mn abo Buwe abo
PO3YMHHICTb Y BoAi MeHLwe 100 mr/mn.

[0052] LinknoaekcTpuH moxe 0yt AepuBaTU30BAHUI HENTPANbHUMU, aHiOHHUMK abo KaTiOHHUMU
3aMiCHMKamMu no nonoxeHHax C2, C3 abo C6 okpemux caxapuais, WO YTBOPKOTb LMKNOAEKCTPUHOBE
Kinbue. lMigxoaswi BOAOPO3YMHHI ankinoBaHi UWKMOAEKCTPUHU OnucaHi B AaHOMY [AOKYMEHTI.
ANKINOBaHWUIA LUMKMOAEKCTPUH MOXE TakoXK $SBMATM COOOK BOAOHEPO3YMHHWUI  ankinoBaHui
umknogekctpuH abo ankinoBaHWW UUKNOAEKCTPUH, WO MAa€ PO3YMHHICTb Yy BOAI HWXKYE, HiK Yy
BiaNOBIAHOIO HEAEPUBATU3OBAHOTO BUXIAHOMO LIMKNOAEKCTPUHY.

[0053] ¥ paHomy AOKYyMeHTI "monepeaHuk 3amicHuka" abo "ankinytouui areHT" BiAHOCATbLCS A0
CMOMNyKKW, peareHTty, pparmeHTa abo pevyoBuHU, 34aTHOT B3aemoaisiti i3 rpynoto —OH, Wwo npucyTHsa y
LUMKITOAEKCTPUHI. 3rigHO 3 AeskMMKM BapiaHTaMmy peanisaudil gepuBaTUM30BaHUN LMKIIOAEKCTPUH
BKMNOYAE 3aMiCHUK, Takuh HK cynboankinedipHa rpyna, edpipHa rpyna, ankinecipHa rpyna,
ankeHinedipHa rpyna, rigpokcuankinedipHa rpyna, riapokcuankeHinedipHa rpyna, TioankinedipHa
rpyna, amiHoankinecdipHa rpyna, mepkanTorpyna, amiHorpyna, ankinamidHorpyna, kapbokcunbHa
rpyna, cknagHoedipHa rpyna, HiTporpyna, rpyna ranoredy, anbaerigHa rpyna, 2,3-enokcunponinsHa
rpyna i ix kombiHauii. 3rigHO 3 geakMMM BapiaHTaMu peanisaudii ankinyloudi areHTu BKNIO4YaloTb
ankincynbToH (Hanpuknag, 1,4-6ytaHcynbTOH, 1,5-NeHTaHCYNbTOH, 1,3-NpONaHCynbTOH, i TOMY
noAiGHi). ANKiNOBaHUN UMKNOAEKCTPUH ABNSIE COOOL0 LIMKMOAEKCTPUH, Yy AKOMY odHa abo GinbLue rpyn
-OH samiweHa rpynoto -O-R, ge R mictutb ankinbHun dparmeHT. Hanpuknag, rpyna -O-R moxe
aBnATKU coboto ankinosuii ecip abo cynboankinosun edip.

[0054] 3rigHo 3 AeskuMKn BapiaHTaMu peanisauii ankinoBaHi UMKNOAEKCTPUHKN, Taki SK ankinosaHi
LUMKNOAEKCTPUHM 3i 3MilLAHUMK epipHUMKM TpyNaMy BKIKOYAKTb, Hanpuknaa, HaeeaeHi B Tabnuui 1
HIKYE.

Tabnuugs 1

MoxigHe CD 3i aMiLuaHnmMm
epipHUMM rpynamu

MoxigHe CD 3i sMiLuaHnmMm
edpipHUMK rpynamu

MoxigHe CD 3i aMiluaHnmMm
edipHUMKM rpynamu

CynbdobyTun-rigpokcnbyTtun-
CD (SBE-HBE-CD)

Cynbonponin-rigpokcnbyTun-
CD (SPE-HBE-CD)

CynbdoeTtun-rigpokcnbytun-CD
(SEE-HBE-CD)

CynbobyTun-rigpokcunponin-
CD (SBE-HPE-CD)

Cynbdonponin-rigpokcunponin-
CD (SPE-HPE-CD)

CynbdoeTtun-rigpokcunponin-CD
(SEE-HPE-CD)

Cynbdobytun-rigpokcnetun-CD
(SBE-HEE-CD)

Cynbdonponin-rigpokcuetnn-CD
(SPE-HEE-CD)

Cynbdoetun-rigpokcnetun-CD
(SEE-HEE-CD)

CynbdobyTun-rigpokcndyteHin-
CD (SBE-HBNE-CD)

Cynbonponin-rigpokcmbyTeHin-
CD (SPE-HBNE-CD)

CynboeTun-riapokcMbyTeHiIn-
CD (SEE-HBNE-CD)

Cynbdobytun-etun

Cynbdonponin-eTun

CynboeTun-etun

(SBE-EE-CD) (SPE-EE-CD) (SEE-EE-CD)
CynbobyTun-metun Cynbconponin-meTun CynboeTun-meTun
(SBE-ME-CD) (SPE-ME-CD) (SEE-ME-CD)
Cynbdobytun-nponin Cynbdonponin-nponin CynboeTun-nponin
(SBE-PE-CD) (SPE-PE-CD) (SEE-PE-CD)
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Tabnuugs 1

MoxigHe CD 3i aMiLuaHnmMm
epipHUMM rpynamu

MoxigHe CD 3i sMiLuaHnmMm
edpipHUMK rpynamu

MoxigHe CD 3i aMiluaHnmMm
edipHUMKM rpynamu

CynbdobyTun-6ytun
(SBE-BE-CD)

Cynbdonponin-6ytun
(SPE-BE-CD)

CynboeTnn-6ytun
(SEE-BE-CD)

Cynbdobytun-kapbokcumeTun-
CD (SBE-CME-CD)

Cynbonponin-kapbokcumeTun-
CD (SPE-CME-CD)

CynbdoeTun-kapbokcumeTun-
CD (SEE-CME-CD)

Cynbdobytun-kapbokcnetun-CD
(SBE-CEE-CD)

Cynbonponin-kapbokcueTun-
CD (SPE-CEE-CD)

Cynboetun-kapbokcnetun-CD
(SEE-CEE-CD)

Cynbdobytun-auetar-CD
(SBE-AA-CD)

Cynbdonponin-auetar-CD
(SPE-AA-CD)

Cynboetun-auetar-CD
(SEE-AA-CD)

Cynbdobytun-nponioHar-CD
(SBE-PA-CD)

Cynbdonponin-nponionar-CD
(SPE-PA-CD)

CynbdoeTtun-nponioHat-CD
(SEE-PA-CD)

Cynbdobytun-6ytupar-CD
(SBE-BA-CD)

Cynbdonponin-éytupar-CD
(SPE-BA-CD)

Cynbdoetun-bytupar-CD
(SEE-BA-CD)

CynbdobyTnn-meToKCUKapBOoHin-
CD (SBE-MC-CD)

Cynbdonponin-
meTokcukapboHin-CD (SPE-MC-
CD)

CynbdoeTnn-MeTokcukapOoHin-
CD (SEE-MC-CD)

CynbobyTun-etTokcukapOoHin-
CD (SBE-EC-CD)

Cynbonponin-eTokcukapboHin-
CD (SPE-EC-CD)

CynbdoeTnn-eTokCukapboHin-
CD (SEE-EC-CD)

Cynbdobytun-
nponokcukapboHin-CD (SBE-PC-
CD)

Cynbdonponin-
nponokcukapboHin-CD (SPE-PC-
CD)

CynbdoeTnn-nponokcukapBoHin-
CD (SEE-PC-CD)

FapokendbyTun-rigpokcnbyTeHrin-
CD (HBE-HBNE-CD)

Fapokeunponin-riapokcMoyTeHiIn-
CD (HPE-HBNE-CD)

rigpokcueTun-riapokcndyTeHin-
CD (HEE-HBNE-CD)

MNapokenbytun-eTun

rigpokcunponin-eTun

FapokcueTun-eTun

(HBE-EE-CD) (HPE-EE-CD) (HEE-EE-CD)
MapokendyrTun-metTun Figpokcunponin-MeTun FapokcneTun-meTun
(HBE-ME-CD) (HPE-ME-CD) (HEE-ME-CD)
Mapokenbytun-nponin Figpokcunponin-nponin FapokcueTun-nponin
(HBE-PE-CD) (HPE-PE-CD) (HEE-PE-CD)
Mapokendbytun-6ytun Mapokcunponin-6ytun rigpokcueTun-6yTun
(HBE-BE-CD) (HPE-BE-CD) (HEE-BE-CD)

FapokendyTun-kapbokCUMeTun-
CD
(HBE-CME-CD)

MNapokcunponin-kapbokcumeTun-
CD
(HPE-CME-CD)

rgpokcuetTnn-kapbokcumeTun-
CD
(HEE-CME-CD)

Mapokendbytun-kapbokcmeTun-
CD
(HBE-CEE-CD)

MNapokcunponin-kapbokcneTun-
CD (HPE-CEE-CD)

rapokcuetun-kapbokcneTun-CD
(HEE-CEE-CD)

Mgpokeubyrun-ayetar-CD

Maopokecunponin-ayetat-CD

MNapokcuetun-auetar-CD

(HBE-AA-CD) (HPE-AA-CD) (HEE-AA-CD)
Mgpokenbytun-nponioHat-CD Mgpokeunponin-nponioHat-CD | FigpokcmeTnn-nponioHat-CD
(HBE-PA-CD) (HPE-PA-CD) (HEE-PA-CD)
Mgpokeubyrun-6ytupar-CD Magpokcunponin-6ytupat-CD Mapokcuetun-6ytupar-CD
(HBE-BA-CD) (HPE-BA-CD) (HEE-BA-CD)

MNapokenbytun- Mapokcunponin- rigpokcueTnn-meTokcmkapboHin-
MeTOKcuKkapOboHin-CD MeTOKcuKkapOboHin-CD CD

(HBE-MC-CD) (HPE-MC-CD) (HEE-MC-CD)

FapokendytTun-eTokcmkapOoHin-
CD (HBE-EC-CD)

Mapokcunponin-eTokcukapOoHin-
CD

FigpokcueTnn-eToKCUKapOOHin-
CD

(HPE-EC-CD) (HEE-EC-CD)
MNapokenbytun- rigpokcunponin- lapokcuetTun-
nponokcukapboHin-CD (HBE-PC-| nponokcukapboHin-CD nponokcukap6oHin-CD
CD) (HPE-PC-CD) (HEE-PC-CD)

MapokcnbyTteHin-eTun
(HBNE-EE-CD)

FigpokcunponeHin-eTun
(HPNE-EE-CD)

FapokcUneHTeHin-eTun
(HPTNE-EE-CD)

FapokcnbyTeHin-meTun
(HBNE-ME-CD)

FigpokcunponeHin-MeTun
(HPNE-ME-CD)

FapOKCUNEHTEHIN-METUN
(HPTNE-ME-CD)
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Tabnuugs 1

MoxigHe CD 3i aMiLuaHnmMm
epipHUMM rpynamu

MoxigHe CD 3i sMiLuaHnmMm
edpipHUMK rpynamu

MoxigHe CD 3i aMiluaHnmMm
edipHUMKM rpynamu

MapokcubyTteHin-nponin
(HBNE-PE-CD)

FigpokcunponeHin-nponin
(HPNE-PE-CD)

FapokcuneHTeHin-nponin
(HPTNE-PE-CD)

MapokcndyTteHin-6ytun
(HBNE-BE-CD)

MNapokcunponeHin-6ytun
(HPNE-BE-CD)

FigpokcuneHTeHin-6yTun
(HPTNE-BE-CD)

FapokcndyTeHin-
kapbokcumeTun-CD
(HBNE-CME-CD)

rigpokcunponeHin-
kapbokcumeTun-CD
(HPNE-CME-CD)

FapoKcUNeHTeHiInN-
kapbokcumeTun-CD
(HPTNE-CME-CD)

FapokcndyTteHin-kapbokcmeTun-
CD
(HBNE-CEE-CD)-

rigpokcunponeHin-
kapookcnetnn-CD (HPNE-CEE-
CD)

FapoKcUNeHTeHiInN-
kapb6okcuetun-CD (HPTNE-CEE-
CD)

MgpokcubyreHin-ayetar-CD
(HBNE-AA-CD)

MNopokcunponewin-auetar-CD
(HPNE-AA-CD)

Mapokcunenterin-ayetar-CD
(HPTNE-AA-CD)

Magpokeubytenin-nponioHat-CD
(HBNE-PA-CD)

Magpokeunponewin-nponioHat-CD
(HPNE-PA-CD)

MapokcunenteHin-nponioHar-CD
(HPTNE-PA-CD)

MgpokcubyreHin-6ytupar-CD
(HBNE-BA-CD)

MgpokcunponeHin-6ytupar-CD
(HPNE-BA-CD)

MapokcunenteHin-6ytupart-CD
(HPTNE-BA-CD)

FapokcndyTeHin-
MeTOKcuKkapOboHin-CD
(HBNE-MC-CD)

rigpokcunponeHin-
MeTOKcuKkapOboHin-CD
(HPNE-MC-CD)

FapoKcUNeHTeHiInN-
MEeTOKCMKapOoHin-CD
(HPTNE-MC-CD)

FapokcndyTeHin-
eTokcukapGoHin-CD (HBNE-EC-
CD)

rigpokcunponeHin-
eToKcuKapOoHin-CD
(HPNE-EC-CD)

FapoKcUNeHTeHiInN-
eTokcukapOoHin-CD
(HPTNE-EC-CD)

FapokcndyTeHin-
nponokcukapboHin-CD (HBNE-

PC-CD)

rigpokcunponeHin-
nponokcmkapOoHin-CD
(HPNE-PC-CD)

FapoKcUNeHTeHiInN-
nponokcukap6oHin-CD
(HPTNE-PC-CD)

[0055] Micna peakuii, ounweHHs i/abo BMAINEHHS, KOMMNO3ULUIA ankKinoBaHOro LMKMOAEKCTPUHY

3rigHO i3 AaHUM BMHAxXoAOM MOXE MICTUTU HEBENWKi KinbKocTi (Hanpuknag, 1 % abo meHwe, 0,5 %
abo meHwe, 0,1 % abo meHwe, 0,05 % abo meHwe, 0,01 % abo meHwe, 0,005 % abo meHLue,
0,001 % abo meHwe, 0,0005 % abo meHwe, abo 0,0001 % abo MeHLIe, 3a Maco) BUXigHOT
PEYOBUHU LMKNOAEKCTPUHY (HAaNpuknag, HegepMBaTU30OBaAHOTO BUXIZHOTO LUKMOAEKCTPUHY).

[0056] AnkinoBaHW LUUKNOAEKCTPUH MOXKe OyTU NMPUCYTHIM Y BUCOKOYUCTIN opmi. OuB. naTeHT
CLUA Ne 7635773. 3rigHO 3 AesKMMK BapiaHTamu peanisauii ankinoBaHWW LUKNOAEKCTPUH ABNAE
coboto komnosuuito SAE-CD BMCOKOT YNCTOTH, LLIO MAE 3HMXEHY KiMbKICTb areHTa, pos3knagaruyoro
nikapcbkuii 3acid, y nopiBHAHHI 3 BigOMMMKM KOMepuUinHMMKM napTiamu Captisol®. Komnosuuis
dakynbTaTMBHO MICTUTb 3HUXKEHY KiNbKIiCTb ¢pochaTy abo 30BCiM HE MICTUTL pocdhaT y NOPIBHAHHI 3
BigOMUMK KOMepUinHUMKM napTiamu Captisol®. Komnosuuia akynbTaTMBHO MICTUTb  3HUXKEHY
KiNbKiCTb 0papOmniolyoro areHTa, y NOPIBHAHHI 3 BiAOMMMM KOMepuiiHMuMK naptiasmu Captisol®.
Komnosuuisa SAE-CD MOXe TaKo)K MiICTUTU 3HUXKEHY KiNbKiCTb 1,4-0yTaHCYNbTOHY i 4-rinpokcubyTan-1-
CynbdOHOBOT KUCIIOTH B NOPIBHAHHI 3 BigoMUMK KoMepuinHuMmKn naptiamu Captisol®.

[0057] Komno3auuis ankinoBaHoro UMKNOAEKCTPUHY 3rigHO i3 AaHUM BMHaxXO0A4O0M Mae HecnoiBaHi
nepeeBarn B MNOPIBHAHHI 3 HWWMW CTPYKTYPHO MOAIGHMMM  KOMNO3ULISIMA  anKinoBaHOro
LUMKNOAEKCTPUHY. TMig "CTPYKTYPHOIO NOAIGHICTIO" pO3yMiloTh, HANPUKNAaA, WO 3aMIiCHUK ankinoBaHoro
LUMKITOAEKCTPUHY B KOMMO3WUilT NO CyTi aHanoriYyHMiW 3aMiCHMKOBI iHLLIOTO  ankinoBaHOro
LUMKITOAEKCTPUHY, 3 SKMM KOro MOPIBHIOWTL. [puknagu nepesar MOXYTb BKMAOYaTW NiaBULLEHY
YUCTOTY, 3HWXKEHWWA BMICT MiPOreHiB, 3HWXEHUW BMICT KOMMNOHEHTIB, LUO pO3KNagaloTb NiKapCbKWK
3acib, 3HMXKEHUM BMICT 0hapOMIoUNX areHTiB, 3HMWKEHUIA BMICT HEMPOpPearyBaBLUOro nonepeaHunka
3aMicHuKa i/abo 3HMXKEHWI BMICT HEMPOpearoBaHOT BUXIAHOT PEYOBUMHU LUMKNOAEKCTPUHY. Mpuknag
nepesary TakoX BKMOYAKOTb 3HWXEHWA BMICT Xropuay.

[0058] Komnosuuis BOAOPO3YMHHOIO ankifioBaHOro LUMKIIOAEKCTPUHY MOXE MICTUTM CNOMyKy
cynboankinbHoro edipy unknoaekctpuny (SAE-CD) abo cymiw cnonyk ®opmynu |
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R0 Ra0

ae: n siBnsie coboto 4, 5 abo 6; ae Ry, Re, Rs, R4, Rs, Re, R7, Rs i Ro He3anexHo ABnsatoTb coboto
-H, rpyny Ci.Cs(ankineH)-SOsz™ 3 niHilHMM abo posranykeHnM naHulrom ato @akynbTaTUBHO
3amiweHy C1-Ce rpyny 3 niHitHUM abo po3rany>keHUM NaHUIOroM; ae LwoHanmeHwe oauH R1, Rz, Rs,
R4, Rs, Rs, Rz, Rs i Ro aBnae coBoto rpyny Ci-Cs(ankineH)-SOs- 3 niHiiHUM abo posrany>keHum
NaHUorom.

[0059] 3rigHo 3 geakumu BapiaHTamu peanisadii komnosuuia SAE-CD MicTUTb BOAOPO3YNMHHWUNI
anxinosaimﬁ LMKITOAEKCTPUH (poplvly£m Il

Ry

o)

ae: p siense coboto 4, 5 abo 6;

R+ He3ane>kHo B KO>KHOMY Bunagky subpanun 3 -OH abo -SAE-T;

-SAE- aenge cobow rpyny -O-(C2-Ce ankinen)-SOs,, e woHanmeHwe oauH SAE HesanexHo
asnse coboto rpyny -O-(Ca-Cs ankineH)-SOs7, rpyny -O-(CH2)¢SOs, ae g ctaHoBuTh Big 2 Ao 6 abo Big
2 po 4, (Hanpuknag, -OCH2CH2CH2S0O3 abo -OCH2CH2CH2CH2S0s3); i -T He3anexHOo B KOXHOMY
BUMAAKy BUOpaHUMIA i3 rpynu, WO CKnagaeTbes 3 hapMaUeBTUYHO MPURHATHUX KaTIOHIB, WO BKIIOYaE,
ceped iHworo, Hanpuknaa, H*, nyxHi metanu (Hanpuknaa, Li+, Na*, K*), nykHOo3eMenbHi MeTanu
(Hanpuknag, Ca+2, Mg+2), ioHM aMOHilO i KaTiOHU amiHy, Taki Sk kaTioHn (C1-Ce)-ankinamiuie, ninepiguH,
nipasuH, (Ci.Cs)-ankaHonamid, etunenHgiamin i (Cs-Cs)-unknoankaHonamiH; 3a yMOBM, L0
LoHarMeHLwe oauH Ry ABnsie cobolo rigpoKCUnbHUI ParMeHT i LoHanmeHwe oanH R1 asnse coboio
-SAE-T.

[0060] Konu woHaimMeHLwe ogmH R1 MoOnekynu AepuBaTM30OBAHOMO LMKNOAEKCTPUHY SABNSIE COBOIO
-SAE-T, BBaxaloTb, LU0 CTyMiHb 3aMillEHHA, y MepepaxyHky Ha parmenT -SAE-T, cTaHoBUTH
woHavMmeHwe oauH (1). Konu TepmiH -SAE- BUKOPUCTOBYKOTb ANA NO3HAYEHHA cynbdoarnkin-
(amkincynbchoHoBa kucnota)-eqipHOro gparmenta, cnig pos3ymitu, wo dparmenTt -SAE- mictnTb
katioH (-T), SIKWO He 3asHaveHe iHwe. BianosigHo, TepmiHn "SAE" i "-SAE-T" MoxHa, npu
HeobXiaHOCTi, BAKOPUCTOBYBATU 3a TEKCTOM B32EMO3aMIHHO.

[0061] Ockinbku SAE-CD siBnsie co60to NoniaHioOHHUIA UMKINOAEKCTPUH, BiH MOXe nepebyBaTtu B
pisHUX conboBux hopmax. MiaxoaaLli NPOTUIOHN BKMIOYAIOTb KATiOHHI OpraHivHi atommu abo Monekynu
i KATIOHHI HeopraHiuHi atomu abo monekynu. SAE-CD moxke BKMoYMaTh NPOTUIOHM OAHOro suay abo
CyMilW pi3HUX npoTuioHiB. Bnactusocti SAE-CD MoOxHa MoaudpikyBaTu LWASAXOM 3MiHM BUAy
NPUCYTHLOrO NpOTWioHY. Hanpuknag, koMnosuuia nepoi conboBoi dopmu SAE-CD moxe maTu
GinNbLUNI OCMOTUYHMIA NOTeHUian abo Ginblly peaykylovy 34aTHICTb NO BiAHOLLUEHHIO A0 aKTUBHOCTI
BOAW, HDK BiAMiHHA apyra conboBa dhopma Toro camoro SAE-CD.

[0062] 3rigHo 3 peakuMu BapiaHTamu peanisaudii  cynbhoankinbHuin edip UWMKIOAEKCTPUHY
YTBOPIOE KOMMMEKC i3 ogHMM abo Ginblue dhapmMaueBTUYHO MPUAHATHUMK KaTioHaMu, oOpaHuMu 3,
Hanpuknag, H*, nyxHux metanis (Hanpuknag, Li*, Na*, K*), ny>kHo3emMenbHMx meTanis (Hanpuknag,
Ca*2, Mg*?), ioHiB amoHil0 i kaTioHiB amiHy, Takux sk kaTioHu (Ci-Cs)-ankinamidis, ninepiguny,
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nipasuHy, (Ci-Ce)-ankaHonamiHy, etuneHgiaminy i (C4-C8)-umknoankaHonamiHy i T.n., i ixHix
KOMOIHaLLiN.
[0063] OoaaTtkoBi npuknaamn noxigHux cynbdoankinosux edipis (SAE)-CD sknovatoTb:

Tabnuuga 2

SAEx-a-CD SAEX'B'CD SAEX'Y'CD
(CynbcoeTtunosuii edip)«-a-CD | (Cynbdoetunosui edip)x-B-CD | (CynbcoeTunosuin edip)x-y-CD
(Cynbdonponinosun edip)x-a- | (Cynbconponinosun edip)«-p- | (Cynbdponponinosuii edip)x-y-
CD CD CD
(Cynbcobytunosuii eddip)x-a-CD | (CynbdobyTunosuin edip)x-B-CD| (CynbdobyTunosuii edip)x-y-CD
(CynboneHTunosuii edip)x-a- | (CynboneHtunosuii eip)«-p- | (CynbdoneHTunosuii edip)x-y-

CD CD CD
(Cynbtorekcunosun edip)x-a- | (Cynbdporekcunosun edip)«-p- | (CynbdporekcunoBuii edip)x-y-
CD CD CD

e X no3Havae cepeHin CTyniHb 3aMilleHHs. 3rigHo 3 AedKMMK BapiaHTamu peanisauil ankinopati
LMKITOAEKCTPUHKN YTBOPEHI y BUINAAI CONEN.
[0064] Pi3Hi BapiaHTK peanisauii cynbdoankineHmx edipiB LMKNOAEKCTPUHY BKMNIOYAIOTL €rKo3a-
O-(meTun)-6G-0O-(4-cynbdobyTum)-B-uuKnogekcTpuH, renrakuc-O-(cynbdomeTun)-TeTpagekakuc-O-
10 (3-cynbonponin)-B-umknogekctpud, rentaknc-O-[(1,1-aumeTnneTnn)amuMeTUNCunin]-TeTpagekakmc-
O-(3-cynbdhonponin)-B-LUKNoAEKCT PUH, rentakuc-O-(cynbdomeTun)-tetTpagekaknc-0O-(3-
cynbdhonponin)-B-uuknoaekcTpuH, i rentakuc-O-[(1,1-guMmeTuneTnnaumetuncuninl-terpagekakuc-0O-
(cynbhomeTnn)-B-unKNOAEKCTPMH.  [HWI  Bigomi  ankinoBaHi  UWMKNOAEKCTPUHKW, WO  MICTATb
cynbdoankineHuin pparmMeHT BKNOYaloTb CynbgoankinTio i cynbdoankinTioankinedipHi noxigHi, Taki
15 AK OKTaKnC-(S-cynbdonponin)-okTaTio-y-UMKNoaAekCTpuH, oktakuc-O-[3-[(2-cynbdoeTun)Tio]lnponin]-p-
LUKITOAEKCTPUH] | OKTaknc-S-(2-cynbdoeTnn)-oKTaTio-y-LUUKNOAEKCTPUH.
[0065] 3rigHo 3 geskuMy BapiaHTamu peanisaudii KOMNO3UUisS ankinoBaHOro LUMKIOAEKCTPUHY
3rigHO i3 AaHUM BUHAX0A0M ABNSE COB00 KOMMO3ULi0 CynbdoankinsHoro edipy- B- UMKNOAEKCTPUHY,
wo Mmae ADS Big 2 oo 9, Bia 4 no 8, Bia 4 oo 7,5, Big 4 oo 7, Big 4 no 6,5, Bia 4,5 go 8, Big 4,5 0o 7,5,
20 Bia 4,5 ao 7, Bia 5 no 8, Bin 5 no 7,5, Bia 5 no 7, Bia 5,5 ao 8, Big 5,5 oo 7,5, Big 5,5 po 7, Big 5,5 oo
6.5, Bin 6 oo 8, Bia 6 no 7,5, Biga 6 oo 7,1, Bia 6,5 no 7,1, Bia 6,2 no 6,9 abo 6,5 Ha ankinoBaHuwn
LUMKNOAEKCTPUH, i iHLLI 3aMiCHMKKN ABMAIOTL coboto -H.
[0066] 3rigHO 3 AeskMmKM BapiaHTamy peanisaudii ankinoBaHWW LUMKNOAEKCTPUH SIBMSiE cOBOO
cnonyky cdopmynu lll:

RO

R0

1,

Ae n asnsae coboto 4, 5 abo 6, ae Ry, Rz, Rs, R4, Rs, Res, R7, Rs i Rg He3anexHo o6padi 3: -H, rpynu
C1-Cs-(ankineH)-SOs 3 miHiiHUM abo posrany>keHUM NaHUoroM, i pakynbTaTUBHO 3aMmileHOT rpynu
C1-Cs 3 NiHINHMM ab0 Po3rany>k€HuM NaHuorom.

[0067] Komnosuuis BOAOPO3YMHHOIO ankifioBaHOro LUMKIIOAEKCTPUHY MOXE MICTUTM CNOMyKy

30 ankinoHoro edipy (AE)-umknogekcrpuny abo cymiw cnonyk opmynu 1V:

25

) , v,
ae: m aBnge cobot 4, 5 abo 6; R He3zanexHO B KOXHOMY BUNaaKy BuOpaHuWi i3 rpynu, Lo

10
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cknagaetbcs 3 -OH i AE; i AE aBnse coboto -O-(C+-Ce ankin); 3a ymoBM, WO LOHaWMEHWe oanH R
saBnse coboto -OH; i € npucyTHiM WoHarMeHLwe oauH AE.

[0068] OoaaTtkosi npuknaaun noxiaHux AE-CD BkniovaloTh:

Tabnuua 3
(Ankinedip)y-a-CD (Ankinedip)y-B-CD (Ankinedip)y-y-CD
ME,-a-CD ME,-B-CD ME,-y-CD
EE,-a-CD EE,-B-CD EE,-y-CD
PE,-a-CD PE,-B-CD PE,-y-CD
BE,-a-CD BE,-B-CD BE,-y-CD
PtEy-a-CD PtE,-B-CD PtEy-y-CD
HEy-a-CD HE,-B-CD HEy-y-CD

ae ME nosHavae metunosuin edoip, EE nosnavae etunosuin ecip, PE nosHavae nponinosuii ecip,
BE nosHaudae 6ytunosuii edbip, PtE nosHavae neHtunosui etun, HE nosnavae rekcunosun edip, iy
nos3Ha4vae cepeaHin CTyniHb 3amillleHHS.
[0069] Komno3auuia BoAOPO3YMHHOIO ankinoBaHoro LUKNOAEKCTPUHY MOXe MICTUTK cnonyky HAE-
umknoaekcTpuHy abo cymiw cnonyk dopmynu V:

ae: "V' asnge cobo 4, 5 abo 6; "Q" He3anexHo B KOXXHOMY Bunaaky BUOpaHui i3 rpynu, wo
cknagaetbcs 3 -OH, i -HAE; i HAE asnse coboo HO(C+-Cs ankin)-O-, 3a yMOBM, LLO € NPUCYTHIM
LwoHanmMeHLwe oauH pparmenT -HAE.
[0070] OoaaTtkoBi npuknagun noxigHux rigpokcnankineHoro egipy (HAE)-CD BknovaloThb:

Tabnuuga 4
(HAE).-a-CD (HAE):-B-CD (HAE)-y-CD
HMEz-a-CD HMEz-B-CD HMEz-y-CD
HEEz-a-CD HEEz-B-CD HEEz-y-CD
HPEz-a-CD HPEz-B-CD HPEz-y-CD
HBEz-a-CD HBEz-B-CD HBEz-y-CD
HPtEz-a-CD HPtEz-B-CD HPtEz-y-CD
HHEz-a-CD HHEz-B-CD HHEz-y-CD

ae HME nosHavae rigpokcumetunosui edip, HEE nosHadvae rigpokcueTtunosui edip, HPE
nosHadvae rigpokcunponinoeun edip, HBE nosHauvae riapokcudytunosun ecdpip, HPtE nosHauae
rigpokcuneHTunosuin edip, HHE nosHavae rigpokcurekcunosuin edip i z nosHavae cepegHii CTyniHb

3aMiLlleHHs.

[0071] Komno3uuisa BOAOPO3YMHHOIO ankinoBaHOro LUKNOAEKCTPUHY MOXKE MICTUTK crnonyky SAE-

AE- CD a6o cymiw cnonyk dopmynn VI:

-

Vi,

ae: V' aense coboto 4, 5 abo 6; "A" HeszanexHoO B KOXKHOMY BMNaaky BubpaHuii i3 rpynu, wo
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cknagaetbca 3 -OH, -SAET i -AE; x siBnse cob0lo CTyniHb 3amilleHHA ana dparmeHta SAET i
CTaHOBUTb Bia 1 a0 3v+5; y AaBnse cobolo CTyniHb 3amiweHHAa ana dparmeHta AE i ctaHoBuUTb Big 1
Ao 3v+5; -SAE aBnse cobow -O-(C2-Ce ankineH)-SOs; T HesanexHO B KOXHOMY BUNaaky sBsie
co06010 kaTioH; i AE aBnge coboto -O(C1-Cs ankin); 3a ymMOBW, WO WOHANMEHLIE OAUH (DPArMEHT -
SAET i woHanmMmeHwe oanH pparmeHT —AE npucyTHi; i cyma X, y i 3aranbHa Kinbkicte rpyn -OH B
ankinoBaHOMy LUMKNOAEKCTPUHI CTAHOBUTb 3v+6.

[0072] KoHkpeTHi BapiaHTu peanidauii noxigHux 3rigHo i3 AaHUM BUHaxo4oM BKMAOYalOTh Taki, ge:
1) ankineHoBui parmeHT SAE Mae Ty camy KinbKiCTb aTOMIiB BYrfeuto, Wo i ankinbHUin cparmeHt
AE; 2) ankineHoBuii dparmeHT SAE Mae iHWY KinNbKiCTb aTOMIB BYrfieUl0 B NOPIBHSHHI 3 ankinbHUM
dhparmeHToM AE; 3) ankinbHi i ankineHoBi dyparmeHT He3anexHo obpaHi i3 rpynu, Lo CKNaaaeTbes i3
dparmMeHTa 3 niHiiHAM abo po3rany>keHMM naHUorom; 4) ankinbHi i ankineHoBi parmMeHTn
He3anexHo obpaHi i3 rpynu, Wo cknagaeTbCca 3 Hacu4YeHoro abo HeHacuveHoro dpparmeHTa; 5) ADS
ana rpynu SAE Bulle Hixk abo npubnuaHo gopisHioe ADS anga rpynu AE; a6o 6) ADS ana rpynu SAE
MeHLe, Hk ADS ana rpynu AE.

[0073] Komno3uuisa BOAOPO3YMHHOIO anKinoBaHOro LUKNOAEKCTPUHY MOXKE MICTUTK crnionyky SAE-
HAE- CD a6o cymiw cnonyk dopmynu VII:

X X
N o g

,,,,, VI,

ae: "w" aense coboto 4, 5 abo 6; "X" Heszane)HO B KOXXHOMY Bunagky BuOpaHumi i3 rpynu, wo
cknagaetbca 3 -OH, SAET i HAE; x saBnse coboto CTyniHb 3aMiweHHa ana dparmeHta SAET i
CTaHOBUTb Big 1 A0 3w+5; y aBnse coboio CTyniHb 3aMillleHH:A ana dparmeHTa HAE i ctaHoBWTDL Big 1
Ao 3w+5; -SAE aBnse coboto -O-(C2-Ce ankineH)-SOz; T He3ane)Ho B KOXKHOMY BUNaAKy sBMsie
co6010 kaTioH; i HAE asnse coboto HO-(C1-Cs ankin)-O-; 3a yMOBY, LLO LLOHAWMEHLIE 0AUH (bparMeHT
—SAET i woHanmeHwe oguH pparmeHT —HAE npucyTHiI; | cyma X, Yy i 3aranbHoi KinbkocTi rpyn -OH B
ankinoBaHOMY LUMKNOAEKCTPUHI CTaHOBUTL 3 w+6.

[0074] AnkinoBaHui UMKIOAEKCTPUH MOXe Bkmoyatun SAE-CD, HAE-CD, SAE-HAE-CD, HANE-
CD, HAE-AE-CD, HAE-SAE-CD, AE-CD, SAE-AE-CD, HeltpanbHWA UWKNOAEKCTPWUH, aHIOHHWIA
LUMKITOAEKCTPUH, KaTiOHHWA UUKNOAEKCTPUH, ranoreH-gepuBatu3oBaHUim LUWMKNOOAEKCTPUH, aMiHO-
aepusaTtusoBaHum LMKITOAEKCTPUH, HITPUN-gepuBaTU3OBaHNUi LMKNOAEKCTPUH, anbaerig-
JEepUMBaTM30BaHUA  LUUKNOAEKCTPUH, KapOokcunaT-4epuBaTM3OBaHUA  LMKINOAEKCTPUH, cynbdaT-
JEepUBaTM30BaHUIA  UUKIMOAEKCTPUH, Cynbd)OHaT-AEPUBATU30BAHUA  LUKNOAEKCTPWUH, MEpKanTo-
AepUBATU30BAHUI LMKMNOAEKCTPUH, ankinamiHo-aepuBaTU30BAHUM LMKIOAEKCTPUH abo CyKUMHIn-
AEepUBaTM30BaHUN LUKNOAEKCTPYH.

[0075] YcepeauHi 3agaHol KOMMO3WUT ankinoBaHOro LMKNOAEKCTPUHY 3aMICHMKM arnkinoBaHoro
LUMKNOAEKCTPUHY(-iB) MOXYTb OyTn oaHakoBummu abo pisHuMu. Hanpuknag, y KOXHOMY BuNagky B
KOMMO3MLii ankinoBaHoOro UMKIoaeKkCTpuHy dparmeHTn SAE abo HAE MOXyTb MICTUTK ankineHOBUNA
(ankinbHuR) pagukan ogHoro Tuny abo pisHMX TUMIB. Y Takux BapiaHTax peanisauii B KOXHOMY
BUMAAKY B KOMMO3ULi ankinoBaHOro LUMKNOAEKCTPUHY ankineHoBuin paaukan y ¢parmenti SAE abo
HAE moxke asnsitu coboto etun, nponin, 6ytun, neHtun abo rekcun.

[0076] AnkinoBaHi  UMKNOOAEKCTPMHM  MOXYTb  BIiAPI3HATMCHA  CTYNEeHeM  3aMmilleHHs
dyHKUIOHANbHUMK  TpynaMu, KinbKicTIO aTtoMmiB  BYrfeuww y QyHKUiOHaNbHUX rpynax, TXHbOIo
MOMEKYNAPHOID MacoOl0, KiflbKiCTIO  MMIOKOMIPAHO3HMX OAWHUUL Y BUXIQHOMY LIMKNOAEKCTPUHI,
BUKOPUCTOBYBAHOMY ANSl YTBOPEHHS [JEPUBATM30BAHONO LMKIOAEKCTPUHY, /abo NONoXKeHHAM
3aMmiweHHsa. Kpim Toro, aepuearmsaudisa UMKIOAEKCTPUHY (DYHKUIOHANbHUMK rpynaMu BiabyBaeTbcs
KOHTPONbOBAHUM YMHOM, XO04a i He 3 MNOBHOI TOYHICTIO. I3 Uil NpU4MHKU, CTYNiHb 3aMilleHHSA
Hacnpaeai aBnse cobo Yncno, Wo BiabuBae CepeaHIo KiNbKiCTb PYHKUIOHANBHUX TPyN HA MONEKyny
UMKnoaekcTpuHy (Hanpuknag, SBE7-B-CD Mae B cepeaHbOMY 7 3aMiCHUKIB Ha MOnekyny
LMKITOAEKCTPUHY). TakuM YMHOM, cepeaHiin CTyniHb 3amiweHHa ("ADS") anda Hboro cTtaHoBUTb 7. Kpim
TOrO, perioxiMisa 3amilleHHs TigpPOKCUNbHUX rPyNn LMKNOAEKCTPUHY € 3MIHHOK 3 ornagy 3amileHHs
KOHKPETHUX TiAPOKCUIIbHUX TPYyM Yy TEeKCO3HOMY Kinbli. I3 uiei npuyauHu, npu BUPOOHUUTBI
AepUBATU30BAHOMO LMKNOAEKCTPUHY WMOBIPHO BiAGYyBAETLCA 3aMilLEHHS PI3HMX MigpPOKCUIbHUX TPy, i
KOHKPETHUI OepuBaTU30BaHUI LUMKNOAEKCTPUH Byae maTtu nepeBadkHy, Xo4da i HEe BUHATKOBY i He
cneundivHy, Cxemy 3amilleHHs. Buxoaauum 3 BULIECKA3AHOro, MOJSIEKYNspHa Maca KoMnosuuii
KOHKPETHOIO AepUBaTU30OBAHOMO LUKITOAEKCTPUHY MOXE 3MIHIOBATUCA Big napTii 4o napTii.
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[0077] B oaHii Monekyni BUXiAHOrO LMKIOAEKCTPUHY MPUCYTHI 3v+6 rigpoKCUNbHUX (pparmMeHTis,
OOCTYNHUX Ansa aepuBatusauii. Konu v=4 (a-umknogekctpuH), "y" CTyniHb 3aMilWeHHa Ans
3a3HayeHoro (pparmMeHTa MOXe BapiloBaTu B AianasoHi 3HadyeHb Big 1 go 18. Konmn v=5 (B-
LMKITOAEKCTPUH), "y" ANga 3a3HavyeHoro dpparmMeHTa MoXke BapiloBaTu B Aiana3oHi 3HaveHb Big 1 go 21.
Konn v=6 (y- unknogekctpuH), "y" cTyniHb 3aMilleHHs ANA 3a3Ha4YeHoro hparmeHTa Moxe BapitoBaTu
B AianasoHi 3Ha4yeHb Big 1 40 24. Y uinomy, "y" TakoxK Bapiloe B Aiana3oHi 3HayeHb Big 1 Ao 3v+g, ae
g Bapiloe B gianasoHi 3HadeHb Big 0 o 5. 3rigHo 3 geskuMu BapiaHTamu peanisadii "y" Bapiioe B
AdianasoHi Bia 1 go 2v+g abo Big 1 oo 1v+g.

[0078] CtyniHb 3amiweHHs ("DS") ana koHkpeTHoro dparmeHTa (Hanpuknag, SAE, HAE abo AE) e
MipOIO KinbKocTi 3amicHukieB SAE (HAE a6o AE), npueaHaHux A0 OKPEMOT MOMEKYNW LUMKNOAEKCTPUHY,
iHaKLWe KaKyyu, KinbKOCTi MOMIB 3aMiCHMKA Ha MOMb LMKIOAEKCTPUHY. OTXKe, KOXKEH 3aMIiCHUK Mae
cBolo DS ana okpemoi MOMEKynu ankinoBaHOro UMKNOAEKCTPUHY. CepeaHi cTyniHb 3amilleHHSA
("ADS") pana s3amicHMKA € MIpOK 3aranbHOl KiNbKOCTI MNPUCYTHIX 3aMiCHUKIB Ha MONEKyny
LUMKITOAEKCTPUHY nNpW  po3nodini  ankinoBaHWxX UMKMOAEKCTPUHIB Y  KOMMO3MUIT  ankinoBaHux
LMKITOAEKCTPUHIB 3rigHO i3 AaHuM BuHaxogoM. OTxe, SAE4-CD mae ADS (Ha monekyny CD), wo
AopisHioe 4.

[0079] [Leski BapiaHTM peanisauii gaHOro BMHaxXoAy BKNO4YalTb BapiaHTn, ae: 1) 6Ginbwe
NONMOBUHKU TiAPOKCUNbHUX OpParMeHTiB ankinoBaHOro LUMKNOAEKCTPUHY € AepuBaTuU3oBaHUMU; 2)
nonoBuHa abo MeHLWe NONOBUHU TiAPOKCUINBbHUX (PparMeHTIiB ankinoBaHOro UWMKMOAEKCTPUHY €
aepusaTtusoBaHumu; 3) 3aMiCHUKM ankKinoBaHOro LUKMOAEKCTPUHY OAHAKOBI B KOXHOMY BUMaaky; 4)
3aMICHMKM arnkinoBaHOrO UWKMOAEKCTPUHY MICTATb LUOHAWMEHLWIEe ABa pi3Hi 3amiCHUKM; abo 5)
3aMIiCHMKM arnkinoBaHOro LMKNOAEKCTPUHY MICTATL oAuH abo BinbLue 3amiCHUKIB, 00paHux i3 rpymnu,
L0 CKNagaeTbCda 3 He3aMiLEHOro ankiny, 3amMilleHoro ankiny, ranorexiay (ranoreHo), ranoreHankiny,
aMiHy (amiHO), amiHoankiny, anbgeriay, kapOoHinankiny, HiTpuny, uiaHoankiny, cynbdoankiny,
rigpokcuarnkiny, kapbokcuankiny, Tioankiny, HesamilleHOro ankineHy, 3aMilleHOro ankinely, apuny,
apunarnkiny, retepoapuny i rerepoapunankiny.

[0080] Komno3audii ankinoBaHOro LMKNOAEKCTPUHY MOXKYTb MICTUTU YNCHEHHY KINbKICTb OKPeEMUX
MOSEKYN ankinoBaHOro UMKNOAEKCTPUHY, LU0 BigpPI3HAIOTLCA iHAMBIAYANbHUM CTYNEHEM 3aMillleHHs,
TakuM YMHOM, LLO CepedHii CTyniHb 3aMmilleHHs1 OOYUCIIIOITb, K OMUMCAHO B AaHOMY [OOKYMEHTI,
BMUXOASAYM 3 iHAMBIAYaNbHUX CTYMEHIB 3amilleHHA Monekyn. 3okpema, koMnosuuia noxigHoro SAE-CD
MOXe MICTUTU YUCNEHHY KinbKicTb Monekyn SAE-CD, koxkHa 3 AKMX Mae NeBHWW iHAMBIAyanbHUR
CTYNiHb 3aMilleHHA BiAHOCHO A0 3aMicHuka SAE. Ak Hacnigok, ADS ansg SAE y koMno3uuii NnoxigaHoro
SAE-CD nosHa4dae cepefHe 3HadeHHs IDS Big YMCNEHHOT KiNbKOCTi OKPEMUX MOSEKYN Y KOMNO3ULT.
Hanpuknaa, komnosuuia SAES.2-CD ymiulye Habip 4yucneHHOT KinbkocTi monekyn SAEx-CD, ge "X"
(DS ana rpyn SAE) moxe ctaHoBWTH Big 1 Ao 10-11 ana okpeMux MOMEKYN LUKNOAEKCTPUHY, OOHaK,
CYKYNHiCTb Monekyn SAE-UMKNOAEKCTPUHY Taka, WO cepeaHe 3HadeHHa "X" (ADS gna rpyn SAE)
CTaHOBUTb 5.2.

[0081] Komnosuuii ankinoBaHOro LMKNOAEKCTPUHY MOXKYTb Math ADS Big BUCOKOT 4O CepeaHbol i
HU3bKoT. KoMnosuuii ankinoBaHOro UWMKNOAEKCTPUHY MOXYTb TaKOX MaTu LUMPOKUA abo BY3bKUI
"po3kua", WO Bignosigae KinNbKOCTi Pi3HOBMAIB MONekyn 3 iHausigyanbHoiwo DS y komnosuuii
ankinoBaHoro UUKNOAEKCTPUHY. Hanpuknaga, kKoMnosuuia ankinoBaHoro LMKNoAeKCTPUHY, WO MICTUTb
OAWH Pi3HOBWA, MONEKYN ankinoBaHOro LMKNOAEKCTPUHY 3 €QMHOLIO 3a4aHolo iHauBigyanbHow DS mae
pPO3Kua, WO AOPIBHIOE OAMHMUI, | B UbOMY BUMNaaky iHAuBiayanbHa DS noxigHOro ankinosaHoro
LUMKIOAEKCTPUHY AopiBHIOE ADS KOMNO3uuil ankifioBaHOro LUMKNOAEKCTPUHY. enekTpodoperpama,
Hanpuknag, ankinoBaHoro LUUKNOAEKCTPUHY 3 PO3KUAOM, LLIO AOPIBHIOE OAUHULI, NMOBUHHA MaTU TiNbKK
OAWH PI3HOBWMA MONEKYN ankinoBaHOro LWMKNOAEKCTPUHY Y BigHoweHHi DS. Komnoauuia ankinosaHoro
LMKITOAEKCTPUHY, LLO Ma€E PO3KUA, KW QOPIBHIOE ABOM, MICTUTL ABa BMAM PI3HOBUAIB ankinoBaHoro
LMKITOAEKCTPUHY, WO Bigpi3HAOTLCA iHAMBiAyanbHolo DS, i i enekTpochoperpama, Hanpuknag,
NnoKake HasABHICTb [ABOX BiAMIHHMX 3HavyeHb DS pi3HOBMAIB ankinoBaHOro UMKNOAEKCTPUHY.
AHanoriyHo, KOMMO3uuUia ankinoBaHOro UMKNOAEKCTPUHY 3 PO3KMAOM, LUO AOPIBHIOE TPbOM, MICTUTb
TpWY BUAW PiSHOBUAIB anKiNOBAHOIO LMKNOAEKCTPUHY, SKi BigPI3HAIOTLCA IXHBLOI iHAMBIAYanbHOW DS.
Po3kna KOMNO3uUiT ankinoBaHoOro UMKNOAEKCTPUHY, SIK NMPaBUNo, CTaHOBUTL Big 5 Ao 15 abo Big 7 ao
12 abo Big 8 go 11.

[0082] BuxigHui UMKNOAEKCTPUH MAE BTOPUHHY TiAPOKCUNBHY rpyny B nonoxeHHsx C-2 i C-3
rMIOKONipaHO3HUX 3anuLLKIB, L0 YTBOPIOWOTh LIMKNOAEKCTPUH | NEPBUHHUIA rigpokcun y nonoxeHHi C-6
3as3HayeHux dparmeHTie. llig Aaielo nonepegHuka 3amiCHUKA MOXMWBE YTBOPEHHS MOXiAHUX MO
KOXKHOMY i3 3a3HayeHuX TigpOKCUSNbHUX pparMeHTiB. 3anexHo Bid BUKOPUCTOBYBAHOI METOAMKK
CUHTE3y, (bparMeHTH 3aMiCHUKIB MOXyTb OYTWM po3nogineHi BUNagkoBum 4YnMHoM abo oo aesikoi Mipu
BNOPSAKOBaHI MO AOCTYNHUX MONOXEHHSX, WO MICTATb rigpokcunu. Perioisomepito gepusatusadil
TakoX MOXHa 3MiHIOBaTM npu HeobxigHOCTI 3a AONOMOrow 3amicHMKA. PerioisoMepilo  KOXHOT
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koMnosuuii BubuparoTe HesanexHo. Hanpuknag, 6inblua yacTuHa NPUCYTHIX 3aMiCHUKIB MOXe OyTu
pPO3TaLLOBaHA HA MEPBUHHIN TiaPOKCUIbHIN rpyni abo Ha oaHin abo 060X BTOPUHHUX TiAPOKCUNBbHUX
rpynax BUXigHOro UMKNOAEKCTPUHY. 3rigHO 3 AedAKMMKM BapiaHTaMu peanisaudii nepBUHHWA po3nogin
3amicHukiB ABnsie coboto pag C-3 > C-2 > C-6, y TON Yac Ak 3rigHo 3 iHWMMKU BapiaHTammn peanisadii
NEPBUHHUI PO3NOLIN 3aMiCHuKIB aBnsde cobow C-2 > C-3 > C-6. [deaki BapiaHTn peanisadii gaHoro
BUHaxXo4y BKMOYAOTb MONEKYNY ankinoBaHoOro LUMKNOAEKCTPUHY, Y AKIM MeHLla YacTuHa doparMeHTiB
3aMiCHUKIB pO3TaLUOBaHa B NOMNOXeHHI C-6, i 6inbLua yacTuHa )parmeHTiB 3aMiCHUKIB po3TalloBaHa B
nonoxeHHax C-2 i/fabo C-3. 3rigHO 3 iHWKMMK BapiaHTaMu peanisauii 4aHOro BMHAXOAY BKIOYAalOTb
MOSEKYNY arnkifioBaHOro LUMKIOAEKCTPUHY, Y SKIK (parMeHTU 3amiCHUKIB N0 CyTi PIBHOMIPHO
posnoaineHi no nosuuisx C-2, C-3 i C-6.

[0083] Komnosuuis ankinoBaHoro UWKMOAEKCTPUHY MICTUTb pPO3MN04iNn YUCHEHHOT KiNbKOCTI
pi3HOBMAIB OKPEMUX MOJSEKYN ankinoBaHOro UMWKIOAEKCTPUHY, A€ KOXEeH pisHOBUO Mae
iHauBigyanbHUii cTyniHb 3amiweHHa ("IDS"). BMICT KOXKHOro pisHOBUAY MOJSIEKYN LMKNOOEKCTPUHY B
KOHKPETHI Komno3uuii Moxe OyTu nigpaxoBaHui 3a A0MOMOIOK0 KaninspHOro enektpodopesa.
3asHadeHuit cnocib aHanisy (Hanpuknaa, KaningapHuin enektpodopes Ans 3apagkeHuX ankinoBaHux
LUMKNOAEKCTPUHIB) AOCUTb YYTNMBMIA, LWOO BigpisHUTM KOMMO3WLi, WO MICTATb TiNbku 5 % opaHoro
ankinoBaHoro UWMKNOAEKCTPUMHY | 95 % iHWOro ankinoBaHoro UWKNOAEKCTPUHY Bi4 BUXIQHOT
KOMMNO3ULT, O MICTUTb ankinoBaHWi LMKNOAEKCTPUH.

[0084] 3asHa4eHi Buwe Bapiauii OKpeMUx Pi3HOBUAIB ankinoBaHUX LUKNOAEKCTPUHIB Yy po3nogini
MOXYTb NPUBOAUTW A0 3MiHM KOHCTaHTWU PiBHOBArM KOMMEKCOyTBOPeHHA K1:1, dka y CBOW 4epry
BMNMBAE Ha HeoOXiAHI MONSAPHiI CMiBBIAHOLIEHHS AEPUBATM30BAHOIO LMKMNOAEKCTPUHY OO aKTUBHOIO
areHTa. KoHCTaHTa piBHOBArn TakoxX 0 NEBHOT MipU 3aneXuTb Bia Temnepartypu i noTpibHo matu Taki
NPUNYCTUMI CNIBBIAHOLLEHHS, LLOG 3a3HAYEHUI areHT 3anuLLIaBCAa CONOOMMI30BaAHUM MPU KONMBAHHAX
TEMMNEpaTypu, $SKi MOXYTb BUHUKHYTU B XOA4i OAepkKaHHs, 36epiraHHs, TPAHCNOPTYBaHHA i
3acTocyBaHHA. KOHCTaHTa piBHOBAarm MOXe TaKo)X 3MiHIOBaTUCA 3anexHo Big pH i noTpibHi Taki
NPUNYCTUMI CNIBBIAHOLLEHHS, LLOG 3a3HAYEHUI areHT 3anuLIaBCca CONOOMMI30BaHUM MPU KONMBAHHAX
pH, ski MOXYTb BMHUKHYTM B XOAi OAepKaHHsl, 30epiraHHA, TPaHCMOPTYBAHHA i 3aCTOCYBaHHS.
KoHcTaHTa piBHOBarn MOXEe TakoX 3MIHIOBATUCH 3aneXHO Bid MNPUCYTHOCTI iHWKWX AONOMIKHUX
pedyoBuH (Hanpuknag, OydepHux areHTiB, KOHCEPBAHTIB, aHTMOKCMAAHTIB). BiganosigHo,
CMiBBIAHOWEHHS [JEPUMBATM30BAHOrO LMKMNOAEKCTPUHY [0 aKkTUBHOrO areHta MOXHa 3MiHIoBaTu
BiJHOCHO CNiBBiAHOLUEHb, HABEAEHUX Yy AaHOMY ONKCI, W06 BHECTM NONPABKY HA 3rajdaHi BULLIE 3MiHHI.

[0085] AnkinoBaHi UMKNOAEKCTPUHKM, OTPUMaHi 3a cnocobom 3rigHo i3 JaHUM BUMHAX0A4O0M, MOXHA
BMKOPUCTOBYBATK B KOMMO3ULISIX, CNOMyKax, cnocobax i cuctemax, OnucaHux, Hanpuknag, y nateHrax
CLLA NeNe 5134127, 5376645, 5914122, 5874418, 6046177, 6133248, 6153746, 6407079, 6869939,
7034013, 7625878, 7629331, i 7635773; nybnikayiax 3assok Ha nateHT CLUA NeNe 2005/0164986,
2005/0186267, 2005/0250738, 2006/0258537, 2007/0020196, 2007/0020298, 2007/0020299,
2007/0175472, 2007/0202054, 2008/0194519, 2009/0011037, 2009/0012042, 2009/0123540;
3agBkax Ha nateHT CLUA NeNe 12/404174, 12/407734, 61/050918, 61/177718, i 61/182560; i
MibkHapogHux 3asdBkax PCT NeNe PCT/US06/62346, PCT/US07/71758, PCT/US07/71748,
PCT/US07/72387, PCT/US07/72442, PCT/US07/78465, PCT/US08/61697, PCT/US08/61698,
PCT/US08/70969, i PCT/US08/82730, NOBHUI ONUC AKUX BKMIOYEHO B AaHYy 3asBKYy 3a AOMOMOroio
NOCUNaHHsA. ATNKINOBaHi UMKNOAEKCTPUHU, OTpUMAaHi 3a cnocobamu, WO HaBeAeHi y AaHOoMy
OOKYMEHTI, MOXKHa TaKOXX BUKOPUCTOBYBATU B AKOCTI MiAXOAALMX 3aMiHHMKIB ANS iHWKUX BigoOMUX
BUAIB ankinoBaHUX LMKNOAEKCTPUHIB, WO MatoTb Ti caMi pyHKUIOHAmNbHI rpynu.

[0086] 3rigHO 3 AeskumKM BapiaHTaMu peanisauii ankinoBaHuM UMKNOAEKCTPUH NposBnae GinbLuy
PO3YMHHICTb Y BOAI, HiXK BiANOBIAHWMIA LMKNOAEKCTPUH, 3 IKOTO OAEPKYIOTb KOMMNO3MULIIO ankinoBaHoro
LMKITOAEKCTPUHY 3riQHO i3 AaHWM BUHAX0AOM. Hanpuknag, 3rigHO 3 Aeakumu BapiaHTamu peanisadii
HegepuBaTU30BaAHUI LMKNOAEKCTPUH BUKOPUCTOBYIOThL B AKOCTI BUXIOHOrO mMaTtepiany, Hanpuknag, -,
B- abo y-UMKNOAEKCTPUH, KOMEPLINHO AOCTYNHI Bia, Hanpuknag, Wacker Biochem Corp. (Adrian, M), i
iHWKMX mkepen. HegepuBatusoBaHi LUMKNOAEKCTPUHN MAOTb OOMEXEHY PO3YMHHICTb Y MOPIBHSAHHI 3
KOMNO3ULIAMK  ankKinoBaHOro  UMKNOAEKCTPUHY  3rigHO i3 JaHuM  BuHaxogom. Hanpuknag,
HeaepuBaTusoBaHi a-CD, B-CD, y-CD maloTb PO34YMHHICTb Y BOAI MPW HACU4YeHHI npuénusHo 145 r/n,
18,5 r/n, i 232 r/n, BignoBigHo.

[0087] Komnosuuito  BOAOPO3YMHHOIO  ankinoBaHOro  UMKMOAEKCTPUHY  dbakynbTaTUBHO
obpobnATe ANA  BuaaneHHa 6Ginblioi  yacTuHM  (Hanpuknaa, >50 %) HeaepuBaTM30BaHOIO
LMKNOAEKCTPUHY ab0 iHLLIMX CTOPOHHIX PEYOBUH.

[0088] Y paHOMy AOKyMeHTi TepmiHM "amkimen" i "ankin" (Hanpuknag, y rpyni -O-(C2-C6-
ankineH)SO3™ abo B ankinamiHHMX KaTiOHaX), BKMOYAKOTb MiHiMHI, UMKNIYHI i po3ranykeHi, HacuJeHi i
HeHacuyeHi (To0To Taki, Wo MiCTaTb oauH abo Binblue NOABINHUX 3B'A3KIB), ABOBANEHTHI anKineHoBi
rpynu i oQHOBaNEHTHI ankinbHi rpynu, BianosiaHo. Hanpuknaa, dparmentn SAE abo HAE y KOXHOMY
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BMNAAKy B KOMNO3MWUIT ankifnoBaHOro LUMKIOAEKCTPUHY MOXKYTb MICTUTU ankineHoBuih (@nkinbHui)
pagukan ogHoro Tuny abo pisHMX TumiB. 3rigHO 3 TakMMKM BapiaHTamu peanisaudii ankineHoBun
paagukan y parmeHnTti SAE abo HAE moxe aBnstu coboto etun, nponin, 6ytun, neHtun abo rekeun y
KO>XHOMY BMNAAKy B KOMNO3WLIT ankinmoBaHOro LMKINOAEKCTPUHY.

[0089] AHarnoriyHO B JaHOMY TeKCTi TepMiH "ankaHon" TexX BKNOYae MiHinHI, UWUKAIYHI i
po3srany>keHi, Hacu4eHi i HeHacu4eHi ankinbHi KOMMOHEHTU anKaHONbHUX TPYMN, Y SKUX TigPOKCUNbHI
rpynu MoOXxyTb OyTuM posTawoBaHi B Oyab-IKOMy MNOJIOXEHHI ankinbHoro dparMeHTa. TepMiH
"uuknoankaHon" BkNo4Yae HesamiweHi abo samiweHi (Hanpuknag, meTunoMm abo eTUnom) LUMKMiYHI
cnupTHy.

[0090] 3riaHo 3 AeAkMMU BapiaHTamu peanisauii B JaHOMY BUHaxoZi 3arnponoHoBaHa KoMNo3uuis
ankinobHoro eduipy yuknoaekctpuHy (AE-CD), wo MIiCTUTb ankinbHUin edip UMKNOAEKCTPUHY, WO Mae
cepegHin CTyniHb 3amiweHHa Big 2 Ao 9, meHwe 500 ppm docdarty i meHwe 0,5 % (mac./mac.)
xnopuay, Ae 3asHaveHa komnosuuia AE-CD Mae ONTWUYHY LWINbHICTE MeHwe 1 0. W., BUMIpAHY 3a
[0MNoOMOroto cnektpodoToMeTpii B YO-Buaumini obnacTi B gianasoHi A0BXUH XBUNb Big 245 Hv go 270
HM ANS BOAHOIO PO34MHY, WO MicTUTb 300 Mr 3asHaveHoi komnosuuii AE-CD Ha Mn pO34YmnHy, y KIOBETI
3 TOBLUMHOIO NornuHatodoro wapy 1 cM. 3rigHo 3 geskuMmu BapiaHTaMmu peanisauii 3asHa4yeHa onTuyHa
WiNbHiCTb 1 0. W. abo meHwe obyMOBNEHa areHToOM, po3KnajgaruuMm nikapcbkui 3acid. 3rigHo 3
OesaknMKn BapiaHTamMu peanisauii 3asHavyeHa KOMMO3ULUiA ankifbHOro edipy UUKNOAEKCTPUHY He €
KoMnosuuieto cynbpobytnnosoro edipy UMKNOAEKCTPUHY. 3rigHO 3 AesdKMMKU BapiaHTamu peanisauii
ankineHUi edip UUKNOAEKCTPUHY He € cynbdobyTunosum edipoMm B-UMKNOAEKCTPUHY. 3rigHO 3
AedaKMMM BapiaHTamu peanisadii 3asHaveHa komnosuuia AE-CD mae onTudHy wWinbHicTb 0,5 o. w. abo
MEHLUE, BUMIPsIHY 3a AOMOMOroto cnekrtpodotoMeTpii B Y®-BuaUMin obnacrti B gianasoHi JOBXWH
XBUIb Big 245 HM A0 270 HM ANA BOAHOIO po3ynHy, Wwo mictutb 300 mMr 3asHadeHol komnosnuii AE-
CD Ha mn po34uHy, Y KIOBETI 3 TOBLUMHOI nornuMHar4oro wapy 1 cm. 3rigHo 3 geskumu BapiaHTamu
peanisauji 3a3Ha4yeHa onTUYHa WinbHicTb 0,5 0. . a6o MeHwe 06yMOBNEHa areHTOM, po3Knagarvnm
nikapcbkuii 3acié. 3rigHO 3 aedkMMu BapiaHTaMu peanisauii 3asHadeHa komnosuuia AE-CD mae
ONTUYHY LWiNbHICTb 0,2 0. W. abo MeHLLE, BUMIPSIHY 3a AOMNOMOTOK CnekTpodPoTOMETpIl B YO-BUANUMIN
obnacTi B giana3oHi 4OBXWH XBUIb Big 245 HM a0 270 HM AN BOAHOTO PO3YMHY, WO MicTuTh 300 Mr
3asHayeHoi koMmnosuuii AE-CD Ha mMn po3ynHy, y KIOBETI 3 TOBLUMHOIO MOrAMHao4oro wapy 1 cm.
3rigHO 3 geakMMM BapiaHTamMu peanisaudii 3asHayeHa ONTU4YHAa wWinbHiCTL 0,2 0. Ww. abo MeHLe
0OYyMOBMEHA areHTOM, po3Knagatounm nikapcbkuii 3acib. 3rigHo 3 AesdkMMK BapiaHTamu peanisauii
3a3HayeHy ONTUYHY LWiNbHICTE 3a3HaveHol Komnosuuii AE-CD Bu3HavawoTb 3a AOMNOMOrolo
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOOHOMO PO3YMHY, WO MICTUTb 500 mr 3asHadeHoi komnosuuii AE-CD Ha mn po3ynHy, Y KIOBETI 3
TOBLLMHOI NOFMMHAKYOro wapy 1 cm.

[0091] 3rigHo 3 AedkMmun BapiaHTaMy peanisayii B 4aHOMY BMHaxo4i 3anponoHOBaHa KOMMNO3ULis
ankinobHoro eduipy yuknoaekctpuHy (AE-CD), wo MIiCTUTb ankinbHUin edip UMKNOAEKCTPUHY, WO Mae
cepegHin CTyniHb 3amiweHHa Big 2 Ao 9, meHwe 500 ppm docdarty i meHwe 0,5 % (mac./mac.)
xnopuay, Ae 3asHaveHa komnosuuia AE-CD Mae ONTUYHY LWUINbHICTE MeHwe 1 0. W., BUMIpAHY 3a
[0MNoMoroto cnektpodotToMeTpii B YO-Buaumini obnacTi B gianasoHi A0BxuH XBUNb Big 320 Hm go 350
HM ANA BOAHOIO PO34MHY, WO MicTUTL 300 Mr 3asHayeHoT komnosuuii AE-CD Ha MI pO34MHY, Y KIOBETI
3 TOBLUMHOIO NornuHatodoro wapy 1 cM. 3rigHo 3 AeskMMu BapiaHTaMmu peanisauii 3asHa4yeHa onTuyHa
WiNbHICTb MeHwWwe 1 o. uw. obymoBneHa ochapbniowunm areHtom. 3rigHO 3 AeAKMMKM BapiaHTamu
peanizauii 3asHadyeHa KOMMO3WUUiA ankinbHoro edipy UWKNOAEKCTPUHY HE € KOMNO3MUIEI
cynbcobyTunoeoro edipy UMKNoAeKCTpuHY. 3rigHO 3 Aesakummn BapiaHTamu peanisaudii ankinbHuin
edip UMKINOAEKCTPUHY He € cynbdobyTunoBum edipoMm B-UUKNOAEKCTPUHY. 3rigHO 3 AEesIKUMM
BapiaHTamu peanisadii 3a3HavyeHa koMmnosuuis AE-CD mae onTuyHy winbHicte 0,5 0. w. abo meHwe,
BUMIpPSAHY 32 A0MNOMOIOK CNeKTpodhoTOMETPIT B Yd-BMAMMIN o6nacTi B Aiana3oHi AOBXWH XBWUMb Bid
320 um go 350 HM AN BOAHOMO PO34KnHY, WO MICTUTb 300 Mr 3asHayeHoT komnosuuito SAE-CD Ha mn
PO34MHY, Y KIOBETI 3 TOBLLUMHOIO NornuHaioyoro wapy 1 cMm. 3rigHo 3 geskuMu BapiaHTamu peanisadii
3a3Ha4vYeHa ONTMYHA WinbHicTh 0,5 0. W. abo MeHwe obymoBneHa odapOnioyYMM areHToMm. 3rigHo 3
AedakuMu BapiaHTaMmu peanisauii komnosuuia AE-CD Mae onTuyHy LWinbHicTb 0,2 0. w. abo mMeHwe,
BUMIpPSAHY 32 A0MNOMOroK CnekTpodhoTOMETPIi B Yd-BuaMMIN obnacTi B Aiana3oHi AOBXWH XBWUMb Bia
245 um oo 270 HM gnga BOAHOrO PO34vnHy, Wo MicTutb 300 Mr 3asHadeHol komnoaudii AE-CD Ha Mmn
PO34YMHY, Y KIOBETI 3 TOBLUMHOO NornuHairdoro wapy 1 cM. 3rigHo 3 AeskuMu BapiaHTamu peanisauii
3a3Ha4YeHa onTUYHa LWinbHicTh 0,2 0. W, abo meHwe oOymoBNeHa po3knagatouuM nikapCbkuin 3acib
areHToMm. 3rigHO 3 AesAkuMu BapiaHTamu peanisaudii 3asHavyeHy OMTUYHY LWINbHICTb 3a3Ha4veHol
komnosuuii AE-CD BusHaudawTb 3a gonomoroto cnekrpodoTomeTpii B YP-Buaumin obnacrti B
AianasoHi 4oBxuH xBuUNb Big 320 HM 40 350 HM ANa BOAHOMO PO34YKHY, WO MicTUTb 500 Mr 3a3HadeHoT
komno3auuii SAE-CD Ha Mn po34ynHY, Y KIOBETI 3 TOBLUMHOIO MNOrNUHAKOYOro wapy 1 cum.
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[0092] 3rigHo 3 geskumy BapiaHTamu peanisauii cepefHin cTyniHb 3amiweHHa B AE-CD
CcTaHoBUTL Big 4,5 ao 7,5. 3rigHoO 3 AeskMMK BapiaHTamMu peanisauii cepeaHi CTyniHb 3aMileHHS B
AE-CD craHoButb Big 6 po 7,5. 3rigHo 3 AedkMMmKM BapiaHTamu peanisaudii cepeaHin CTyniHb
3amiwleHHsa B AE-CD ctaHoBuTb Big 6,2 o 6,9.

[0093] 3rigHo 3 geakumun BapiaHTaMK peanisauii B JaHOMY BUHAXOAi 3anponoHOBaHa KOMMNo3uuis,
WO MICTUTb Komno3auuito AE-CD i akTUBHUIA areHT.

[0094] 3rigHo 3 gedakMmu BapiaHTaMy peanisadii B 4aHOMY BUMHaxXodi 3anponoHoBaHa KoOMMNo3uuis
cynbdpoankineHoro edipy uuknogekctpuHy (SAE-CD), wo mictutb cynbgoankinsHun edip
LMKITOAEKCTPUHY, LLUO Mae cepegHiin CcTyniHb 3amiweHHs Big 2 Ao 9, meHwe 500 ppm doccparty i
MeHwe 0,5 % (mac./mac.) xnopuay, npuyomMy 3asHayeHa komnosuuia SAE-CD mae onTu4Hy WiNbHICTb
MeHwWwe 1 0. u., BUMIpSIHY 3a A0OMNOMOrow cnekrpodoTomeTpii B YO-BuauMin obnacti B AianasoHi
OOBXMWH XBWUMb Bid 245 HM A0 270 HM Ans BOAHOMO PO3YMHY, WO MicTUTb 300 Mr 3asHa4vyeHol
komno3suuii SAE-CD Ha MmN po3uvnHy, Yy KIOBETI 3 TOBLUMHOI MNOrfMHatodoro wapy 1 cm. 3rigHo 3
AedKMMW BapiaHTaMu peanidaudii 3a3HayeHa ONTUYHA LWiNbHICTb MeHwe 1 o.u. obymMoBneHa
MPUCYTHICTIO areHTa, po3Knajarodoro nikapcbkui 3acié. 3rigHo 3 gesikuMu BapiaHTamu peanisauii
KOMMO3uUisi cynboankinsHoro eqipy UMKNOAEKCTPUHY HE € KomMNo3uuieto cynbdobyTnnoeoro eqdipy
LMKITOAEKCTPUHY. 3rigHO 3 AesSKUMKU BapiaHTaMW peanisauii cynbdoankinbHun edip UMKNOAEKCTPUHY
He € cynbobyTunoBumM edipom B-UMKNOAEKCTPUHY. 3rigHO 3 Aesakummn BapiaHTamu peanisauii
3a3HavyeHa komnosuuin SAE-CD mae onTuuHy wWinbHicte 0,5 0. w. abo MeHwe, BUMIpSAHY 3a
[0MNoOMOroto cnektpodoToMeTpii B YO-Buaumini obnacTi B gianasoHi A0BXUH XBUNb Big 245 Hv go 270
HM ANA BOAHOIO PO34MHy, wWo Mictutb 300 Mr 3asHayeHoi komno3uuii SAE-CD Ha mn posyuHy, y
KIOBETI 3 TOBLLMHOIO MOrfnuHa4voro wapy 1 cM. 3rigHo 3 AedkumKn BapiaHTaMy peanisadii 3a3HavyeHa
onTM4YHa wWinbHicTb 0,5 o0.uw. abo meHwe oOymMOBNEHa MPUCYTHICTIO areHTa, po3Knagar4oro
nikapcbkuii 3aci6. 3rigHO 3 AeskMMM BapiaHTamu peanisauii 3a3HaveHa komnosuuis SAE-CD mae
ONTUYHY WiNbHICTb 0,2 0. W. abo MeHLIe, BUMIPSIHY 3a AOMNOMOTOK CnekTpodPoTOMETpIl B YO-BUANUMIN
obnacTi B giana3oHi 4OBXWH XBUIb Big 245 HM go 270 HM AnA BOAHOIO PO34vuHy, WO MicTUTb 300 mr
3asHayeHoi komno3uuii SAE-CD Ha M po34mMHy, Y KIOBETI 3 TOBLUMHOK NOrnAMHar4oro wapy 1 cm.
3rigHO 3 geakMMM BapiaHTamMu peanisaudii 3asHayeHa ONTU4YHAa wWinbHiCTL 0,2 0. Ww. abo MeHLe
0OYMOBNEHA HAABHICTIO areHTa, po3Knagardoro nikapcbkui 3acid. 3rigHO 3 geskumu BapiaHTamu
peanisayii 3a3HayYeHy ONTUYHY LWiNbHICTL 3a3Ha4veHoi komno3uuii SAE-CD BusHa4aloTh 3a 40ONOMOTOL0
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34uHy, Wo MicTutb 500 mr 3asHaveHoi komnosuuii SAE-CD Ha mMn po3uyunHy, y KIOBETI 3
TOBLLMHOI NOFMMHAKYOro wapy 1 cm.

[0095] 3rigHo 3 AJedkMmmu  BapiaHTamu peanisauii  3asHadyeHuMin  cynbcpoankinbHuin edip
LUMKNOAEKCTPUHY siBNiAi€ coboto cnonyky dopmynu (11):

R
0]
@]
R R .

0 R

Ry
R; R,

0]
g R

dopmyna (Il)

ae p asnsie coboto 4, 5 abo 6, i R1 He3anexxHo B KoKHOMY Bunagky Bubpanun 3 -OH abo -O-(C2-Cs
ankinen)-SOsz -T, Ae T He3anexHo B KOXHOMY BUNaaKy BUOPaHMIA 3 (hapMaLEBTUYHO NPUAHATHUX
KaTioHiB, 3a yMOBMU, LU0 LIOHaWMeHLe oauH Ri siense coboto -OH i woHaiMeHwe oanH Ry aBnsie
co6oto O-(C2-Ce ankineH)-SOs -T. 3rigHo 3 AesAKMMM BapiaHTaMu peanisauii R1 HE3aneXHo B KOXXHOMY
BUNaaKky BuGpaHuii 3 -OH abo -O-(C4 ankinen)-SOs -T, i -T y KoxxHOMY BUNaaKy siBnsie coboto Na+.

[0096] 3rigHo 3 gedakMmKn BapiaHTaMy peanisadii B 4aHOMY BUMHaxXodi 3anponoHoBaHa KOMMNO3uLis
cynbdpoankineHoro edipy uuknogekctpuHy (SAE-CD), wo mictutb cynbgoankinsHun edip
LMKITOAEKCTPUHY, WO Mae cepegHin CTyniHb 3amilleHHs Big 2 Ao 9, meHwe 500 ppm doccparty i
MeHwe 0,5 % (mac./mac.) xnopuay, Ae komnosuuisa 3asHadeHa SAE-CD mae onTuuHy LWiNbHICTL 1
0. W. abo MeHLUe, BUMIpSIHY 3a AOMOMOrol0 cnekTpodoToMeTpii B YO-Buaumin obnacri B gianasoHi
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OOBXMH xBWUNb Big 320 HM Ao 350 HM Ans BOAHOrO PO3YMHY, WO MicTUTb 300 mr 3asHayeHol
komno3suuii SAE-CD Ha MmN po3uvnHy, Yy KIOBETI 3 TOBLUMHOI MNOrfMHatodoro wapy 1 cm. 3rigHo 3
AedaKkMMW BapiaHTamu peanisadii 3asHavyeHa onTMYHAa WinbHiICTb 1 0. w. abo meHwe o0ymMOBneHa
HasaBHICTIO ochapbniooyoro areHTa. 3rigHo 3 AesKMMU BapiaHTaMu peanisadii 3asHa4yeHa KoMno3uLisi
cynboankinbHoro edipy UUKNOAEKCTPUHY HE € KoMmosuuielo cynbdobytunosoro edipy
LMKITOAEKCTPUHY. 3rigHO 3 AesSKUMK BapiaHTaMW peanisauii cynbgoankinbHun edip UMKNOAEKCTPUHY
He € cynbobyTunoBumM ecdpipom B-UMKNOAEKCTPUHY. 3rigHO 3 AesakuMKM BapiaHTamu peanisauii
3a3HavyeHa komnosuuin SAE-CD mae onTuuHy wWinbHicte 0,5 0. w. abo MeHwe, BUMIpSAHY 3a
[0MNOMOroto cnekTpodoToMeTpil B YO-BuanMIin obnacTi B gianasoHi A40BxuH XBUNb Big 320 Hm go 350
HM ANA BOAHOrO PO34MHy, WO MicTUTb 300 Mr 3asHayeHoi komnosuuii SAE-CD Ha mn posyuHy, y
KIOBETI 3 TOBLLMHOIO MOrfnuHa4voro wapy 1 cM. 3rigHo 3 AedkumKn BapiaHTaMy peanisadii 3a3HavyeHa
onTUYHA WinbHicTb 0,5 0. W. abo MeHwe obyMOBNeHa HasABHICTIO odapbniooyvoro areHra. 3rigHo 3
AesaknMKn BapiaHTamu peanisadii 3a3HadeHa koMmnosuuis SAE-CD mMae onTu4Hy LWinbHicTb 0,2 0. .
abo MeHLe, BUMIPAHY 3a A0MNOMOroto cnekTpodoToMeTpil B YO-BuanMIn obnacti B giana3oHi A0BXUH
XBUIb Bid 245 HM o 270 HM NS BOAHOTO PO34mnHY, WO MicTUTb 300 Mr 3a3HadeHoi komnosuuii SAE-
CD Ha mn po34uHy, Y KIOBETI 3 TOBLUMHOKO NOrnMHatyoro wapy 1 cMm. 3rigHo 3 geskumun BapiaHTamu
peanisauii 3asHadeHa ONTMYHA WiNbHICTL 0,2 o.uw. abo mMeHwe 00ymMOBNEHA HASABHICTIO
ohapbnioyoro areHta. 3rigHO 3 AeskMMKM BapiaHTaMu peanisauii 3asHadveHy ONTUYHY LWUiNbHICTb
3asHayeHoi komnosuuii SAE-CD Bu3HavaloTb 3a AONOMOroK cnekTpodpoToMeTpii B YP-BUAUMIN
obnacTi B giana3oHi 4oBxuH xBunb Big 320 HM g0 350 HM AnA BOAHOrO PO3YMHY, LLO MIiCTUTb 500 mr
3a3HayeHoi komno3suuii SAE-CD Ha mMn po3vnHY, y KIOBETI 3 TOBLUMHOIO NOTNMHAOYOro wapy 1 cm.

[0097] 3rigHO 3 geskMMM BapiaHTamu peanisauii cepefHi cTyniHb 3amiweHHs B SAE-CD
CcTaHoBUTL Big 4,5 ao 7,5. 3rigHoO 3 AesKkMMK BapiaHTamMu peanisauii cepeaHii CTyniHb 3aMileHHS B
SAE-CD craHoBuTb Big 6 go 7,5. 3rigHO 3 gesikmumu BapiaHTamy peanisauii cepefHin CTyniHb
3amiwleHHa B SAE-CD ctaHoBuTb Big 6,2 4o 6,9.

[0098] 3rigHo 3 geakumun BapiaHTaMK peanisauii B JaHOMY BUHAXOAi 3anponoHOBaHa KoMNo3uuisa,
WO MICTUTb Komno3uuito SAE-CD i akTUBHUWI areHT.

[0099] OaHui BMHaxia TakoX BigHOCUTBCA A0 cnocoly crabinisauii akTMBHOrO areHTa, Lo
BKMovae 3abesneyeHHs1 KOMMNO3WUiT ankinoBaHOro UUKNOAEKCTPUHY, L0 MICTUTb ankinoBaHui
LUuMKnoaekcTpuH, meHwe 500 ppm doccpaty | meHwe 0,5 % xnopugy, Npu4oMy 3asHadeHa KoMno3unuis
ankinoBaHoOro UWKNOAEKCTPUHY Mae ONTUYHY LWIMNbHICTb MeHwe 1 0. ., BUMIpSHY 3a AONOMOrolo
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34YMHY, WO MICTUTb 300 Mr 3a3Ha4yeHOT KOMMNO3UUIT anKiNnoBaHOro UMKNOAEKCTPUHY HA MN
PO3YMHY, Y KIOBETI 3 TOBLUMHOI MOrAMHAatodoro wapy 1 cMm; i KomGiHyBaHHA 3a3HA4Ye€HOT KOMNO3nLii
ankinoBaHoOro UWKMOAEKCTPUHY 3 aKTUBHMUM areHTom. 3rigHo 3 JesakumMu BapiaHTamu peanisadii
3a3Ha4YeHa ONTUYHA LWINbHICTL MeHwe 1 0. ul. 06yMOBMEHA areHTOM, PO3KIagatyvum NiKapCbKui
3acio.

[00100] Oanmin BuHaxia TakoX BigHOCUTbCA A0 crnoco®y crabinizauii akTMBHOrO aredTa, Lo
BKMovae 3abesneyeHHs1 KOMMNO3WUiT ankinoBaHOro UUKNOAEKCTPUHY, L0 MICTUTb ankinoBaHui
LMKIoaekCcTpuH, MmeHwe 500 ppm doccpaty | meHwe 0,5 % xnopugy, Npu4oMy 3asHadveHa KoMno3unuis
ankinoBaHoOro UWKNOAEKCTPUHY Mae ONTUYHY LWIMNbHICTb MeHwe 1 0. ., BUMIpSHY 3a AONOMOrolo
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34YMHY, WO MICTUTL 300 Mr 3a3Ha4YeHOT KOMMNO3ULIT ankinoBaHOro UMKMOAEKCTPUHY HA M
PO3YMHY, Y KIOBETI 3 TOBLUMHOI MOrAMHAatodoro wapy 1 cMm; i KomGiHyBaHHA 3a3HA4Ye€HOT KOMNO3nLii
ankinoBaHoOro UWKMOAEKCTPUHY 3 aKTUBHMUM areHTom. 3rigHO 3 AesikuMu BapiaHTamu peanisauii
3a3Ha4YeHa ONTUYHA LWINbHICTb MeHLe 1 0. W. odymoBneHa opapbnolUnM areHToMm.

[00101] Y paHoMy BMHaxXoAi 3anpoOMOHOBAHO cnoci® oaepXaHHa KOMMNO3WUil ankinoBaHoro
LUUKITOAEKCTPUHY, LLIO BKITHOYAE:

(a) 3amiluyBaHHSA LMKIOAEKCTPUHY 3 ankinylounm areHTOM Y NPUCYTHOCTI MigNY>KHIOKYOro areHTa 3
OOEPXKAHHAM peakUiinHOro cepeaoBua, Wo MiCTUTb ankinoBaHWW LMKNOAEKCTPUH, oauH abo BinbLue
Heba)kaHMX KOMIMOHEHTIB | 0gHYy ab0 GinbLuUe AOMILLIOK, pO3Knagatounx Nikapcbkuin 3acid;

(b) npoeeaeHHss ogHoro abo Ginblie noAinie 3 BuAAanNeHHAM oAHOro abo OGinblue Heba)kaHux
KOMMOHEHTIB i3 3a3Ha4YE€HOro peakuinHoro cepeaosuula 3 ogepXKaHHsAM YacTKOBO OYULLIEHOTO PO3YUHY,
WO MIiCTUTb 3a3Ha4YeHUn ankinoBaHWM UMKNOAEKCTPUH i 3a3HauyeHy oaHy abo Oinblue AOMILLIOK,
posknagarumnx nikapcbkuii 3acid, ae 3asHadveHun oauH abo 6Ginblwe noainie ABNATL COBOM
ynbTpadinbTpadito, giadinbTpauio, ueHTpudyryBaHHsi, eKCTpakLito, 0CaMKEHHS 3 PO3YMHHMKOM abo
pianis;

(c) 06pobKy 3a3HAYEHOT0 YaCTKOBO OYULLEHOTO po3unHy 6e3dhochaTHUM aKkTUBOBAHUM BYTINIISAM,
wo MatwTb npoBigHicTk 10 MKCM abo MeHLWe | OJepXaHHA 3a3HAYEHOro ankinoBaHoro
LUUKITOAEKCTPUHY.
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[00102] Y amaHOMy AokymeHTi TepmiHn "naptia" abo "cepia" BigHOCATLCA A0 NEPIOANYHOrO
BUPOBHMYOro umkny abo umkny obpobku Bia novaTtky umMkny obpobkm Ao KiHua umkny obpodku. 3rigHo
3 AesiKMMMW BapiaHTamMu peanisauii B JaHOMY BMHAaxXO0Ai 3anpOnOHOBaHUI Cnoci® oaepxaHHsa OinbLue
ogHiei cepii (napTil) KOMNO3WUii ankinoBaHOro UMKMOAEKCTPUHY, LWO MICTUTb arskKinosaHwuim
LUMKITOAEKCTPUH, WO BKNoYae: (a) 3MillyBaHHA UMKNOAEKCTPUHY 3  amnkinyloyum areHtom 3
OOEPXKaHHAM pPeakUifnHOro cepeaoBuLa, Wo MIiCTUTb ankinoBaHUM LUMKMOAEKCTPUH, oanH abo GinbLue
HeGa)kaHMX KOMIMOHEHTIB i oaHy abo O6inblue AOMILIOK, po3Knagarudmx nikapcbkui 3acio; (b)
npoBeaeHHA oaHoro abo Ginbwe noAinis 3 BUAANEHHAM 3a3HA4YEHOro oaHoro abo GinbLue HebaxkaHux
KOMMOHEHTIB i3 3a3Ha4YE€HOro peakuinHoro cepeaoBuLla 3 0gepP>KaHHAM YacTKOBO OYULLEHOMO PO3UKHY,
WO MIiCTUTb 3a3Ha4YeHUn ankinoBaHWM UMKNOAEKCTPUH i 3a3HauyeHy oaHy abo Oinblue AOMILLIOK,
posknagaroumnx nikapcbkuii 3acid, ae 3asHadeHun oauH abo 6Ginblie noAinis sIBNAKOTb COGOMO
ynbTpadinbTpadito, giadinsTpauito, UEHTPUAYryBaHHS, €KCTPaKLilo, 0CAIKEHHA 3 PO3YMHHMKOM abo
aianis; (c) o6pobKy 3a3HAYEHOro0 YacTKOBO OYMLLEHOTO po3uvnHy OGesdocdaTHUM aKTUBOBAHUM
BYFiNMAM, IO MalOTb 3anULLUKOBY NPOBigHICTb 10 MKkCM abo MeHLIe | ogep>kaHHsI nNapTii ankinoBaHoro
umknoaekctpuny; i (d) nosTtopeHHs (a)-(C) 3 ogepXKaHHAM iHLWWOT napTii KOMMAO3uUil ankinoBaHoOro
LUUKITOAEKCTPUHY.

[00103] 3riaHo 3 gesikumu BapiaHTamu peanisauii 3a3HadeHi Ginblie oaHiel napTii koMno3uuii
ankinoBaHoOro LUWKMNOAEKCTPUHY SABNAKOTbL COOOK LOoHAWMeHLIe 4 napTii, WOoHanMeHwWwe 5 naprin,
LWoHanMeHLWwe 6 napTii, WoHanMeHLWwe 7 napTid, woHanMeHwe 8 napTin, LWoHanMeHwe 9 napTin,
woHanmeHwe 10 napTin, woHarmeHwe 11 napTii, WoHanMeHLwe 12 napTii, woHarmeHwe 13 napTin,
LoHanMeHLWwe 14 napTin, woHarmeHwe 15 napTin, wWoHanMeHwe 16 napTin, WwoHarmeHwe 17 naprin,
LwoHanmMeHLwe 18 napTin, woHarmeHwe 19 napTii, wWoHanMeHwe 20 napTii, woHarmeHwe 30 napTin,
woHanmeHLwe 40 napTin, woHarkmeHwe 50 napTii, wWoHanMeHwe 60 napTii, woHarmeHwe 70 napTin,
woHanMeHwe 80 napTii, woHanmeHwe 90 naptin abo woHanmeHwe 100 napTiin. 3rigHO 3 AesKkUMU
BapiaHTamu peanisauii 3azHadeHi Ginblue OAHIET napTii KOMMNO3MLUii ankinoBaHOro LUMKNOAEKCTPUHY
SABNAIOTL CO0010 WOHaWMeHLe 3 napTii. 3riAHO 3 AesAKMMKM BapiaHTaMu peanisauii 3asHaveHi GinbLue
OAHieT napTii KOMNO3uLUIT anKiNOBaHOro LMKNOAEKCTPUHY ABNAIOTL coboto Bia 4 Ao 100 naprin, Big 10
ao 100 naprtii, Big 20 ao 100 naprtin, Big 30 ao 100 naprtii, Big 40 oo 100 naprtin, Big 50 ao 100
napTin, Big 10 ao 20 naptin, Big 10 go 30 naprii, Big 10 oo 40 naprin a6o Big 10 go 50 napTin. 3rigHo
3 [OesKuMM BapiaHTamu peanisauii 3asHadeHi Oinblie oaHiel napTii KOMNO3WUii ankinoBaHOro
LMKNOAEKCTPUHY ABNAIOTL coboto Big 3 Ao 100 napTin.

[00104] 3riaHo 3 gesikumu BapiaHTamu peanisauii 3a3HadeHi Ginblie oaHiel napTii koMno3uuii
ankinoBaHoOro UMKNOAEKCTPUHY OOEPXKYIOTb NPOTAroM nepiogy 4Yacy B 6 micauis, npoTaroMm nepioay
yacy B 1 pik, IPOTArom nepioay 4acy B 2 poku, NPOTArOM Nepiogy 4Yacy B 3 poku, NpoTArom nepioay
yacy B 4 poku, NpoTAroM nepiogy Yacy B 5 pokis, NpoTsaroM nepioay 4acy B 6 pokis, NpOTArom nepioay
yacy B 7 poOkKiB, NpoTAroM nepiogy 4Yacy B 8 poKiB, NpoTAroM nepiogy 4Yacy B 9 poKiB, NpoOTArom
nepioay 4acy B 10 pokie, npoTsarom nepiogy 4acy B 15 pokiB abo npotaromM nepioay vacy B 20 pokiBs.

[00105] 3rigHO 3 pgeakuMyu BapiaHTamu peanisaudii 3asHavyeHy KOMMO3WUiK ankinoBaHoro
LMKITOAEKCTPUHY OAEPXKYIOTb NEPIOANMYHO B KiNbKOCTI LwoHarmeHwe 10 kinorpam, NepioguyHo B
KinbKOCTi WoHanmMeHwe 50 kinorpam, nepiogMyHo B KiNbKOCTi  wWoHanMeHwe 100 kinorpam,
nepioagnyHo B KinbKocTi wWoHanmMmeHwe 200 kinorpam, NepioguyvHO B KiNbKOCTI woHanmeHwe 300
Kinorpam, nepiognyHo B KinbKOCTI WoHarmeHwe 400 kinorpam, NepiogMyHo B KiNbKOCTi LOHaWMEHLUE
500 «kinorpam, nepioguyHO B KINbKOCTI wWoHanMeHwe 600 kinorpam, nNepiogu4HO B  KiNbKOCTI
woHanmeHwe 700 kinorpam, nepiogMyHo B KinbKocTi woHavmeHwe 800 kinorpam, nepiogudHo B
KinbKoCTi woHanMeHwe 900 kinorpam, nepiogndHo B KiNbKOCTi woHanMeHwe 1000 kinorpam,
NepioanYHO B KiNbKOCTI LWoHanMeHwe 1500 kinorpam, abo nepiogM4Ho B KiNbKOCTI WWoHalMeHwe 2000
Kinorpam.

[00106] 3rigHo 3 aedkumK BapiaHTamm peanisauii 50 % abo GinbLue napTiin 3a3HA4YEHOT KOMNO3uLiT
ankinoBaHoro UMKNOAEKCTPUHY MarwTb BMICT xnopuay meHwe 0,1 % (mac./mac.), 65 % abo GinbLue
napTii 3a3HayeHOT KOMMO3MLii ankKinoBaHOro LMKNOAEKCTPUHY MaKTb BMICT xnopuay meHwe 0,1 %
(mac./mac.), 75 % abo GinbLue napTiin 3a3HayYeHOT KOMMO3 UL ankinoBaHOro LUMKIOAEKCTPUHY MalOTb
BMmicT xropuay MeHwe 0,1 % (mac./mac.), 80 % abo Oinblie napTii 3aszHadeHoi KoMno3uuil
ankinoBaHoro UMKNOAEKCTPUHY MarwTb BMICT xnopuagy meHwe 0,1 % (mac./mac.), 85 % abo GinbLue
napTii 3a3HayeHOT KOMMO3MLii ankinoBaHOro LMKNOAEKCTPUHY MaloTb BMICT xropuay meHwe 0,1 %
(mac./mac.), 90 % abo GinblLue napTiin 3a3Ha4YeHOT KOMMO3MULIT ankinoBaHOro UUKNOAEKCTPUHY MalOTb
BMmicT xropuay MeHwe 0,1 % (mac./mac.), 95 % abo Oinblie napTii 3asHadeHoi KoMno3uuil
ankinoBaHoro UMKNOAEKCTPUHY MarTb BMICT xnopuay meHwe 0,1 % (mac./mac.), 98 % abo BinbLue
napTii 3a3HayeHOT KOMMO3MLii ankKinoBaHOro LMKNOAEKCTPUHY MaKTb BMICT xnopuay meHwe 0,1 %
(mac./mac.), 50 % abo GinbLue napTiin 3a3Ha4YeHOT KOMMO3MULIT ankinoBaHOro UUKNOAEKCTPUHY MalOTb
BMICT xnopuay MeHwe 0,08 % (mac./mac.), 65 % abo O6inbwe napTin 3a3Ha4YeHoi KOMMNo3muil
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ankinoBaHoro UMKNOAEKCTPUHY MarTb BMICT xnopuay MeHwe 0,08 % (mac./mac.), 75 % abo GinbLue
napTii 3asHa4YeHOoi KOMNO3ULT ankKinoBaHOro LIMKNOAEKCTPUHY MalTb BMICT xnopuay medwe 0,08 %
(mac./mac.), 80 % ab6o Ginblue napTin 3a3Ha4YeHoT KOMMO3MUIT ankinoBaHOro UMKNOAEKCTPUHY MatoTb
BMICT xnopuay MeHwe 0,08 % (mac./mac.), 85 % abo O6inbwe napTin 3a3Ha4YeHoi KOMMO3muil
ankinoBaHoro UMKNOAEKCTPUHY MarTb BMICT xnopuay MeHwe 0,08 % (mac./mac.), 90 % abo GinbLue
napTii 3asHa4YeHOT KOMNO3ULT arnKinoBaHOro LIMKMNOAEKCTPUHY MalTb BMICT xnopuay medwe 0,08 %
(mac./mac.), 95 % abo GinbLue napTiin 3a3Ha4YeHOT KOMMO3MLIT ankinoBaHOro UUKNOAEKCTPUHY MalOTb
BMICT xnopuay MeHwe 0,08 % (mac./mac.), 98 % abo O6inbwe napTil 3a3Ha4YeHoi KOMMO3umuil
ankinoBaHoro UMKNOAEKCTPUHY MarTb BMICT xnopuay MeHwe 0,08 % (mac./mac.), 50 % abo GinbLue
napTii 3asHa4YeHOoi KOMNO3ULT anKinoBaHOro LIMKNOAEKCTPUHY MalTb BMICT xnopuay medwe 0,05 %
(mac./mac.), 65 % abo GinbLue napTiin 3a3HayYeHOT KOMMO3 UL ankinoBaHOro LUKNOAEKCTPUHY MatoTb
BMICT xnopuay MeHwe 0,05 % (mac./mac.), 75 % abo Oinbwe napTin 3a3Ha4yeHoi KoMMno3muil
ankinoBaHoro UMKNOAEKCTPUHY MarTb BMICT xnopuay MeHwe 0,05 % (mac./mac.), 80 % abo GinbLue
napTii 3asHa4YeHOoT KOMNO3WLT ankKinoBaHOro LIMKMNOAEKCTPUHY MalTb BMICT xnopuay meHwe 0,05 %
(mac./mac.), 85 % abo GinbLue napTin 3a3Ha4YeHOT KOMMO3MULIT ankinoBaHOro UUKNOAEKCTPUHY MalOTb
BMICT xnopuay MeHwe 0,05 % (mac./mac.), 90 % abo O6inbwe napTii 3a3Ha4YeHoi KOMMo3muil
ankinoBaHOro LUUKMNOAEKCTPUHY MaloTb BMICT xnopuay meHwe 0,05 % (mac./mac.), 95 % abo Ginbwe
napTii 3asHa4YeHOoi KOMNO3ULT anKinoBaHOro LIMKNOAEKCTPUHY MalTb BMICT xnopuay medwe 0,05 %
(mac./mac.) abo 98 % abo GinbLie napTin 3a3Ha4YeHo! KOMNO3WLii ankKinoBaHOro LMKMOAEKCTPUHY
MaloTb BMICT xnopuay meHwwe 0,05 % (mac./mac.).

[00107] 3rigHO 3 geakumMu BapiaHTaMu peanisauii napTii 3a3Ha4YeHOT KOMMNO3uLil ankinoBaHoro
LUUKITOAEKCTPUHY OAEPXKYIOTb NOCHIAOBHO.

[00108] 3rigHO 3 geakumMu BapiaHTaMmu peanisauii napTii 3a3Ha4YeHOT KOMMO3uWLil ankinoBaHoro
LMKITOAEKCTPUHY OAEPKYIOTH Y MOCNIAOBHOMY nopsaky. Hanpuknag, 3rigHO 3 AedKMMKU BapiaHTaMu
peanisauii 3asHayveHi Ginblle OAHIET MapTii KOMNO3WULT anKiNnOBaHOrO LMKMNOAEKCTPUHY SBMSIOTb
cobolo LWoHanMeHwe 4 nocnigoBHI nmapTii nigpad, WOHAWMEeHWe 5 nocnigoBHMX NapTin niapsa,
LWoHanMeHwWwe 6 nocnigoBHUX NapTin nigpsd, wWoHanWMeHwe 7 nocnigoBHMX napTin niapaa,
LoHanMeHWwe 8 nocnigoBHUX NapTin nigpaa, wWoHanMeHwe 9 nocnigoBHUX napTii nigpsaa,
woHanmMeHwe 10 nocnigoBHMX NapTin nigpag, wWoHarkmeHwe 11 nocnigoBHUX MapTin niapsaa,
LWoHanMeHwe 12 nocnigoBHUX napTin niapag, woHawmedwe 13 nocniaoBHUX MapTin niapsaa,
woHanmMeHwe 14 nocnigoBHMX napTin nigpag, WoHarkmeHwe 15 nocnigoBHUX napTin niapsaa,
LwoHanMeHwe 16 nocnigoBHMX NapTin nigpag, WoHarkmeHwe 17 nocnigoBHUX nMapTin niapsaa,
LWoHanMeHwe 18 nocnigoBHUX napTin niapag, woHarWmeHwe 19 nocnigoBHUX MapTin nigapsaa,
woHanmMeHwe 20 nocnigoBHMX napTin nigpag, woHarvmeHwe 30 nocnigoBHUX napTin niapsaa,
woHanmeHwe 40 nocnigoBHMX napTin nigpag, woHarkmeHwe 50 nocnigoBHUX napTin niapsaa,
woHanmMeHwe 60 nocnigoBHMX napTin niapag, woHarkmeHwe 70 nocnigoBHUX napTin nigpaa,
woHanmeHwe 80 nocnigoBHMX napTin nigpag, woHarmeHwe 90 nocnigoBHUX napTin niapsaa,
woHanmeHwe 100 nocnigoBHUX napTin nigpaa. 3rigHo 3 AeskMMK BapiaHTamu peanisauii 3asHadeHi
Oinble oaHiel NapTii KOMNO3MLUii ankinoBaHOrO UUKNOAEKCTPUHY SABNSAIOTL COOO0I0 LLIOHANMEHLe 3
NoCniaOBHUX NAPTIi Niapaa. 3rigHO 3 AesKuMK BapiaHTamu peanisauii 3asHaveHi 6inbLue oaHiel naprii
KOMMO3MLii ankinoBaHOro UMKNOAEKCTPUHY SIBMAKOTL coboio Big 4 4o 100 nocnigoBHMX NapTiin niapsa,
Bia 10 no 100 nocnigoBHKUX napTin nigpaa, sia 20 ao 100 nocnigosHMx napTin nigpaa, sig 30 go 100
nocnigoBHUX napTin niapaa, sig 40 go 100 nocnigoBHUx napTii nigpaa, sig 50 go 100 nocnigoBHMX
naptin niapag, sia 10 go 20 nocnigoBHUX napTin niapaa, sia 10 4o 30 nocnigoBHUX NapTin Niapaa, Big
10 ao 40 nocnigoBHMX napTin niapag, ado Big 10 go 50 nocnigoBHux napTin niapsa. 3rigHo 3
AedaKkMuMK  BapiaHTamu peanisauii 3asHadveHi Oinblie oaHiel napTii KOMMO3MUiT ankinoBaHoro
LMKNOAEKCTPUHY ABNAIOTL co6oto Big 3 40 100 nocniaoBHMX NapTiin niapaa.

[00109] 3rigHo 3 AedAkMMKM BapiaHTamu peanisdauii 3a3Ha4eHi 6inblie ogHIET NOCMIAOBHMX NapTii
niapsa KoMNo3uuii ankinoBaHoro LMKNOAEKCTPUHY OAEPXKYIOTb MPOTAroM nepiogy 4acy B 6 micsdis,
NpoTArom nepioay 4acy B 1 pik, npoTaroMm nepiogy vacy B 2 poku, NpOTAroMm nepiogy vacy B 3 poku,
NPOTAroM nepioay Yacy B 4 poku, NnpoTAromM nepiogy vacy B 5 pokis, NpoTAroM nepioay 4Yacy B 6 pokis,
NpoTAroM nepioay 4acy B 7 pokiB, NpoTAromM nepiogy 4acy B 8 pokis, npoTarom nepiogy 4acy B 9
pokiB, npoTarom nepiogy 4acy B 10 pokiB, npoTsaromM nepiogy 4acy B 15 pokie abo npotarom nepiogy
yacy B 20 pokis.

[00110] 3rigHo 3 gesikmumu BapiaHTammu peanisadii 50 % abo Ginblle 3a3Ha4YeHUX NOCNiJOBHUX
napTin KOMNO3uUil ankinoBaHOro LMKNOAEKCTPUHY MaloTb BMICT xnopuagy meHwe 0,1 % (mac./mac.),
65 % abo BinbLue 3a3Ha4YEHUX NOCAIZOBHMX NAPTIA KOMMO3ULIT ankinoBaHOro LMKNOAEKCTPUHY MaIOTb
BmicT xnopuay meHwe 0,1 % (Mac./mac.), 75 % abo 6inbwe 3asHA4YeHUX NOCMIAOBHMX NapTin
KOMMO3MLii ankinoBaHoro UMKIOAEKCTPUHY MaloTb BMICT xropuay meHwe 0,1 % (mac./mac.), 80 %
abo GinbLue 3a3HaYEeHUX NOCNIAOBHUX NAPTIN KOMMNO3UUIT ankinoBaHOro LUMKMOAEKCTPUHY MaTb BMICT
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xnopugy meHwe 0,1 % (mac./mac.), 85 % abo Ginblie 3a3Ha4YeHUX NOCNIAOBHUX NAapTin KOMNO3nLii
ankinoBaHoro UMKNOAEKCTPUHY MarwTb BMICT xnopuagy meHwe 0,1 % (mac./mac.), 90 % abo GinbLue
NOCNiA0BHUX NaPTIN KOMMNO3ULT ankinoBaHoro LMKNOAEKCTPUHY MaloTh BMICT xnopuay meHwe 0,1 %
(mac./mac.), 95% abo 6inblle 3asHa4YeHUX MOCMiAOBHUX MAPTIA KOMMO3MUii  ankinoBaHOro
LUMKNOAEKCTPUHY MaloTb BMICT xnopuay MeHwe 0,1 % (mac./mac.), 98 % abo 6Ginblue 3a3Ha4YeHUx
NOCNiA0BHUX NAPTIN KOMMNO3ULT ankinoBaHoro LMKNOAEKCTPUHY MaloThk BMICT xnopuay meHwe 0,1 %
(mac./mac.), 50% ab6o 6inblle 3aszHa4YeHUX MOCMiAOBHUX MAPTIA KOMMO3MUii  ankinoBaHoOro
LUMKNOAEKCTPUHY MatTb BMICT xnopuay meHwe 0,08 % (mac./mac.), 65 % abo Ginblue 3azHadeHux
NOCnNiAOBHUX MaPTid KOMNO3ULLT ankinoBaHoro LMKMOoAEKCTPUHY MatoTb BMICT xnopuay MeHwe 0,08 %
(mac./mac.), 75% abo 6inblle 3asHa4YeHUX MOCMiAOBHUX MAPTIH KOMMO3MUii  ankinoBaHOro
LUMKNOAEKCTPUHY MatoTb BMICT xnopuay meHwe 0,08 % (mac./mac.), 80 % abo 6Ginblue 3a3HadYeHux
NOCniA0BHUX MNaPTid KOMNO3ULLi ankinoBaHoro LUMKMOAEeKCTPUHY MakoTb BMICT xnopuay MeHwe 0,08 %
(mac./mac.), 85% abo 6inblle 3azHa4YeHUX MOCMIAOBHUX MAPTIA KOMMO3MUii  ankinoBaHoOro
LUMKNOAEKCTPUHY MalTb BMICT xnopuay meHwe 0,08 % (mac./mac.), 90 % abo 6Ginblue 3azHauveHux
NOCniA0BHUX MNaPTid KOMNO3ULLi ankinoBaHoro LUMKMOAEeKCTPUHY MakoTb BMICT xnopuay MeHwe 0,08 %
(mac./mac.), 95% abo 6inblle 3asHa4YeHUX MOCMiAOBHUX MAPTIA KOMMO3MUii  ankinoBaHOro
LUMKNOAEKCTPUHY MaTb BMICT xnopuay meHwe 0,08 % (mac./mac.), 98 % abo Ginblue 3azHauveHux
NOCniA0BHUX MNaPTid KOMNO3ULLi ankinoBaHoro LUMKMOAEeKCTPUHY MakoTb BMICT xnopuay MeHwe 0,08 %
(mac./mac.), 50% ab6o 6inblle 3aszHa4YeHUX MOCMiAOBHUX MAPTIA KOMMO3MUii  ankinoBaHoOro
LUMKNOAEKCTPUHY MaTb BMICT xnopuay meHwe 0,05 % (mac./mac.), 65 % abo Ginblue 3azHa4veHux
NoCniA0BHUX MNaPTiA KOMNO3ULLi ankinoBaHoro LUMKMOAEeKCTPUHY MatoTb BMICT xnopuay MeHwe 0,05 %
(mac./mac.), 75% abo 6inblle 3asHa4YeHUX MOCMiAOBHUX MAPTIH KOMMO3MUii  ankinoBaHOro
LUUKITOAEKCTPUHY MatkTb BMICT xnopugy meHwe 0,05 % (mac./mac.), 80 % abo Oinbwe 3asHavyeHux
NoCniA0BHUX MNaPTiA KOMNO3ULLi ankinoBaHoro LUMKMOAEeKCTPUHY MatoTb BMICT xnopuay MeHwe 0,05 %
(mac./mac.), 85% abo 6inblle 3azHa4YeHUX MOCMIAOBHUX MAPTIA KOMMO3MUii  ankinoBaHoOro
LUMKNOAEKCTPUHY MaTb BMICT xnopuay meHwe 0,05 % (mac./mac.), 90 % abo Ginblue 3azHadeHux
NoCniA0BHUX MNaPTiA KOMNO3ULLi ankinoBaHoro LUMKMOAEeKCTPUHY MatoTb BMICT xnopuay MeHwe 0,05 %
(mac./mac.), 95% abo 6inblle 3asHa4YeHUX MOCMiAOBHUX MAPTIA KOMMO3MUii  ankinoBaHOro
LUMKNOAEKCTPUHY MatoTb BMICT xnopuay MeHwe 0,05 % (mac./mac.), abo 98 % abo 6inbie
3a3HayYeHux NOCnigOBHUX NAPTIA KOMMO3WUiT ankinoBaHOro UMKNOAEKCTPUHY MaloTb BMICT Xnopuay
mMeHwe 0,05 % (mac./mac.).

OaepxaHHA KOMNO3MULUIT ankinoBaHOro LUKNOAEKCTPUHY

[00111] ¥ paHOMYy BMHaxodi ONMCAHO AeKinbka crnocobiB ogepXkaHHS KOMMO3WLii ankinoBaHoro
LMKITOAEKCTPUHY. Y UINOMy, BUXIOHMW MaTepian HeaepuBaTU3OBaHOIO LMKMOAEKCTPUHY 3asHae
BNNUBY MonepegHuKka 3amiCHMKa Yy, Big HEWTpanbHOro A0 JYXHOro, BOAHOMY CEpPedoBHLLI.
MonepedHuk 3amiCHMKA MOXHa AodaBaTu MOCTynoBo abo 3a oAMH pas; KpiM TOro, nonepeaHuk
3aMiCHMKa MO)Ha gogasatu A0, nig 4Yac abo nicnsa BNNUBY HA BUXIAHWA LMKNOAEKCTPUH
dakynbTaTMBHO A0 NYXXHOro BOAHOrO cepedoBuwla. Ansa niatpumkn pH y HeobxigHOMY AianasoHi, y
Mipy HeOOXiAHOCTI, MOXNMBE A0AABAHHS 40AATKOBOT KiNbKOCTI NyxkHOoro abo 6ydepytovoi pevyoBUHMN.
Peakuilo ogepxaHHA NOXiAHUX MOXHA NPOBOAUTU NPU TEMNEPATYPI Big TeMNepaTypu HaBKOSULLHLOIO
cepeaoBULLIA A0 MiABMLLEHUX TemnepaTtyp. licna Toro, Ak gepuBartu3auis NpoWLna B HeoOXigHOMY
CTyNeHi, Tl MOXHa racuTu LWNAXOM AodaBaHHA kucnotu. PeakuiiHe cepeaoBuule nigaaloTb
aoaartkosiin 06pobui (Hanpuknaa, 0CamKEHHIO 3 PO3UYMHHUKAMM, (PINbTPYBAHHIO, LEHTPUYIyBaHHIO,
po3naploBaHHIO, KOHLEHTPYBAHHIO, BUCYLLYBAHHIO, xpomartorpadii, gianisy i/abo ynbTpadinbTpadii)
AN BUaaneHHs HebaxkaHux PeYOBUH i 04emKaHHA LinboBoOT kKoMno3uuii. INicna 3aBepLueHHs 06pobku
KOMMo3uuiss moxke nepebyesatn y opmi TBEPAOT PEYOBUHU, PiAWHM, HANIBTBEPAOT PEYOBUHMU, TENIO,
cupony, nacTu, MNOpPOWKY, KOMMMEKCY, TpaHyn, MNeneT, NpecoBaHOro maTtepiany, BiAHOBMIOBaHOT
po3BeAEHHAM TBEPAOT PEYOBMHM, CYCMNeH3il, cknonoaibHol, kpucTaniyHoi macu, amopdHoOi Macw,
AUCNEPCHUX YacToK, ApOBMHOK, eMynbCii aGo BONOroi Macu.

[00112] Y paHOMy BMHaxoAi 3anpONOHOBAaHUM CNOCIO oAepPXKaHHSA KOMMO3MLUiT ankinoBaHoro
LUMKITOAEKCTPUHY, LU0 MICTUTL ankifioBaHWW UWKNOOAEKCTPUH, AKUMKW hakynbTaTUBHO MOXE MaTu
3a4aHUA CTyMiHb 3aMilEHHs, Lo BKIOYae: KOMOIHYBaHHA BMXiAHOTO Marepiany Hes3amillleHoro
LMKITOAEKCTPUHY 3 amnKinylo4yum areHTOM Y KinbKOCTi, AOCTaTHIN Ans AOCArHEHHA 3a4aHOro CTyneHsd
3aMillleHHs, Y NPUCYTHOCTI rigpokcuay Ny>XHOro MeTany; NPOBEAEHHSA arnkinyBaHHS 3a3Ha4YeHoro
umknoaekctpuHy npu pH Big 9 4o 11 A0TH, NOKM He 3anNUWIMTLCS MeHLe 0,5 % 3a macow abo MeHLe
0,1 %, HenpopearyBaBLUOMO LMKNOAEKCTPUHY;, AOAABaHHA A04ATKOBOI KiNMbKOCTI rigpokcugy B
KiNMbKOCTi, AOCTaTHIA Ona OOCArHEHHS 3a3HA4YEHOro CTYMNEHs 3aMilleHHA, WO i A03BONAe peakuii
ankinyBaHHA MPONTU A0 KiHUS; | AoAaBaHHS A0AATKOBOT KINbKOCTI rigpokcuay Ans pyWHyBaHHA Oyab-
SAKUX 3anULLKIB ankinyio4oro areHra.

[00113] JoaaBaHHs A0AATKOBOT KiMbKOCTI rigpokcuay moxke 6yTu npoBedeHa 3 BUKOPUCTAHHAM
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Takol KiNMbKOCTI rigpokcuay i 3a Takux ymoB (TOOTO A0AAaTKOBOI KiMbKOCTI, A0AAHOro rigpokcuay,
TEMMNepaTypu, 4acy NpPOBEAEHHS TiAponi3y ankinylo4voro areHTta), ski 3abe3nevyyloTb 3HUXKEHHS
KiNTbKOCTi 3aNULLKOBOrO ankiny4yoro areHta B HEOYMLWEHOMY BOAHOMY NPOAYKTI 40 piBHA MeHwe 20
ppm abo meHwe 2 ppm.

[00114] IcHye MOXNMBICTb, LIO 3a3HAJYeHe peakuiiiHe cepeaoBulle abo 3a3HAYE€HUN YACTKOBO
OUULLIEHUIA BOASHUIA PO34vMH Byae MICTUTU HenpopearyBaBLUMIA ankinylounin areHT. ANKinyiouni areHT
MOXke OyTu po3KnageHui in situ WNsaxom AogaBaHHA A0AATKOBOT KiNbKOCTI MiAMYXKHIOKYOro areHrta
abo LWMAXOM HarpiBaHHA pPO34YMHY, WO MICTUTb 3a3HA4YeHMn areHT. PosknagaHHa HaanuLiky
ankinytodoro areHta Oyae noTpibHO y BMNaaky, AKWO MICAS MPUNUHEHHS MEpeMilllyBaHHS B
peakuiitHOMy cepeaoBuLLi MPUCYTHA HENPUNYCTUMA KiNbKICTb 3a3HAYEHOro ankinywdoro aredra.
ANKInylounn areHt moxke OyTu posknageHui in situ wWnsxom AoaaBaHHS A04ATKOBOT KiFTbKOCTI
Nigny>kKHIOKYOTo areHTa abo WNsSIXOM HarpiBaHHSA PO34MHY, WO MICTUTb 3a3HAYEHU areHT.

[00115] PosknagaHHA MOXHa NPOBOAUTU LUAISAXOM: BNSMBY HA 3a3HayeHe peakuiiHe cepeaoBuLle
BUCOKOIO TeMNepaTypolo - LoHanMeHwe 60 °C, woHanmeHwe 65 °C abo Big 60 °C go 85 °C, Bia
60 °C no 80 °C a6o Big 60 °C go 95 °C, npoTsiroM LLOHaMeEHLUE 6 rod., WoHanMeHwe 8 roa., Big 8
roa. Ao 12 roa., Big 6 rog. no72 roa. abo Big 48 rog. Ao 72 roAd., WO BUKNUKAE PO3KNagaHHSA
ankinyw4oro areHTta in Situ i 3HWXKEHHS1 KiNbKOCTi aB0 BUAANEHHSA arnkinyl4yoro areHta 3 BOAHOr0
cepegoBuLa.

[00116] Micna npoBedeHHs peakuil SK oNMcaHO B AaHOMY AOKYMEHTI, BOAHE CepefoBULLE, LUO
MICTUTb ankifioBaHWW LMKNOAEKCTPUH, MOXHAa HenTpanidysatu Ao pH 7 3 METOI0 raciHHA peakuii.
MoTim po3umH Moxke OyTM po3BeAEHUR BOAOKD AN 3HWXKEHHSA B'SAI3KOCTi, 0COBNMUBO SKWO MOTPIGHO
NPOBECTM MNoJarnblUe OYMLWIEHHS. lloganblue OYMLIEHHA MOXHa MPOBOAMTU PiSHUMWM METodaMMu,
BKIMKOYAKOYM HACTYNHI MEeToAU, ane He OoBMexXylouucb HUMU: gdiadinbTpauis Ha ycTaTKyBaHHI ang
ynbTpadinbTpauii Ans 3BiNbHEHHs1 PO34YMHY Big NOGIMHMX MPOAYKTIB peakuii, Takux K coni
(Hanpuknag, NaCl, aKkWwo B SAKOCTi OCHOBM BUKOPUCTOBYBAmNMW T[igpokcua HaTpito) i iHwi
HU3bKOMOTEKYNAPHI NoGivHi npoaykTu. MNpoaykt Moxe OyTM 00AaTKOBO KOHLEHTPOBAHUMA LLMSIXOM
ynbTpadinbTpadii. MoTiMm po3unH npoaykty mMoxe Oytu oBpobneHuii akTMBOBAHWM BYFiNNsSM ANs
NONINLUEHHA KOMNbOPY, 3HMXEHHA BMICTY 6i0NOriYHMX KOMMOHEHTIB | BUAANEHHSA iCTOTHOT YaCTKN OAHIET
abo Ginblie AOMILLIOK, po3Kknaaarymx nikapcbkui 3acié. Mpoaykt Moxe 6yTu BUAINEHUA NiAXOAALLUM
METOAOM CYLUIHHSA, Takum Sk MeTod niodinisauii, po3nopoLlyBanbHOro CylliHHS abo CywiHHA 3a
[JOMOMOrolo BakyyMmHoro 6apabaHa.

[00117] PeakuiHy CyMmilWl NO4YaTKOBO MOXHA OAEPXKYBATU LUMASXOM PO3YMHEHHS BUXIgHOro
He3aMmilWeHoro a -, B - abo y - UMKNOAEKCTPUHY Y BOASTHOMY PO34YMHI OCHOBM, 3a3Bu4Yan rigpokcuay,
30Kpema, rigpokcuay nitito, Hatpito abo kanilo. OCHOBY BMKOPUCTOBYIOTb Y KaTaniTUYHIA KiNnbKOCTI
(To6TO0 NpM MONBLHOMY CNIBBIAHOLUEHHI A0 UMKNOAEKCTPUHY MeHwe 1:1), aky BuOuparoTb Tak, wob
ogepxatu 3agaHun abo HeobXiAHWI CTyNiHb 3amilleHHA. TOOTO, OCHOBA NPUCYTHSA B KiNbKOCTi MEHLLE
OAHOr0 MONMBLHOIO €KB. HAa KOXKEH TigpOoKCUn, Wo nignsarae aepusarusadii B MONEKYNi LUKNOAEKCTPUHY.
OCKINbKM PO3YNHHICTb LMKNOAEKCTPUHIB Yy BOASIHUX pPO3dMHaX 30inMblUYeTbCA NpU  NigBULLEHHI
Temnepatypu, ans 3abesnevyeHHs NOBHOTU PO3YMHEHHA BOAHY PEAKLiAHY CyMill, LLIO MICTUTb OCHOBY i
LMKNOAEKCTPUH, HEOOXiaHO HarpiTu ao Temnepatypu 50 °C. Ak npaBuno, y xodi peakuii ankinysaHHs
BMKOPUCTOBYIOTb NEPEMILLYBAHHS.

[00118] Micna 3aBepLUEHHS PO3YMHEHHA BBOAATb ankKinyw4vuin areHTt, wWob nodatu peakuio
ankinysaHHsA. 3aranbHa KinbKiCTb ankinylouoro areHTa, WO BBOAUTLCA B X0A4i peakuii, K npasuno,
NEpPEBULLYE CTEXIOMETPUYHY KINbKiCTb, HeOOXigHy Ans 3aBepLUEHHA peakuii, Woao KinbKOCTi
UMKNOAEKCTPUHY, OCKINbKM  MEBHA 4vacCTUHa  ankinyl4voro areHra rigponisyetbcsi  i/fabo
PYRHYETLCA/PO3KNAAAETLCA HIUMM YMHOM Y XO4i peakuii i 3a paxyHOK LbOro CTa€ HeaocTynHa angd
BUKOPUCTAHHS B peakuii ankinyBaHHsa. TOYHY KiNMbKiCTb ankinylo4oro areHta, sKy HeobxigHo
BMKOPUCTOBYBATU ANA AOCATHEHHS HEOOXIAHOIO CTYMEHS 3aMilleHHSA, MOXHA BM3HA4YUTW B MPOOHMX
ekcnepumeHTax. MoBHa KiMbKICTb ankinyro4oro areHta, sika HeobXxigHa Ans MOBHOrO 3aBEPLUEHHS
peakuii, moxe OyTM BBeAeHA A0 noyatky peakuii. OCKINbKM BUKOPUCTOBYIOTb BOAHY CUCTEMY,
peakuitlo, 9K npaBuno, NpoeoaAaTb nNpu Temnepatypi mixk 50 °C i 100 °C. Peakuito MOXHa NpoBOAUTH
npu Temnepatypi meHwe 100 °C, wob He BMHMKANa HeOoOXiOHICTb BUKOPUCTOBYBATU ChewianbHe
ycTatkyBaHHA aAng po6oTu nig TMCkoM. Y winomy, niaxoaats Temnepartypu Big 65 °C go 95 °C.

[00119] Ha no4aTkosii chasi peakuii (HasuBaHow aani dasow 3 KoHTponem pH) cnig petenbHo
CTEXWUTK 3a BenuuuHow pH i niaTtpumyBaTty i LWOHaNMeHLWe B 0Gnacti OCHOBHUX 3HA4YeHb, abo B
dianasodi pH Big 8 Ao 11. Ctexutn 3a BenuuuHOK pH MOXHA TpaguuilHUMKM MeTogamu 3
BUKOPUCTAHHAM cTaHgapTHoro pH-meTpa. KopektyBaHHA pH MOXHa 34IMCHIOBATU  LUMISAXOM
[0JaBaHHA BOAHONO po34vnHy rigpokcmay, Hanpuknag, 10-15 % posuunHy. Y xoai noyatkoBoi ¢hasun 3
KOHTponem pH HenpopearyBaBLUMI LUKIOAEKCTPUH B3aEMOAIE B TaKOMy CTYMeEHi, WO B PO3YUHI
3anuwaetbca MeHwe 0,5 % 3a Mmacow abo meHwe 0,1 % 3a Macow, HenpopearyBasLLOro
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LMKITOAEKCTPUHY. TakMMm YMHOM, NO CyTi BCA BUXiAHA KiNbKICTb LUMKNOAEKCTPUHY BCTYNae B peakuito
Oyay4yn 4acCcTKOBO 3aMiLLEHOl0, ane 3i CTyneHeM 3aMmillleHHs MEHLUMM, HDK HeoOXiaHWA 3agaHui
CTYNiHb 3aMilweHHA. KinbKicTb 3annLIKOBOrO LMKNOAEKCTPUHY MOXHA BiACNiAKOBYBaTM MPOTAroM uiei
no4yaTtkoBoi dha3un, Hanpuknag, 3a 4ONOMOro BUCOKOE(MEKTUBHOT piguHHOT xpomaTorpadii (BEPX), sk
ONUCAHO HWXKYE, 10 AOCSATHEHHs1 HEOOXIaHOT KiHLEBOT TOYKM, LLIO CTAHOBUTb MeHLwe 0,5 % abo MeHLwe
0,1 % 3anuLIKOBOTO BUXIAHOTO UMKMOAEKCTPUHY. 3HayeHHa pH woxHa nigTpumyBatn i/abo
niasuwyBatn WwNaxoMm OesnepepBHOro abo OKPEMUMM  HEBENMMKUMKU  MOPUiSMM  JOAABaHHSA
KOHLIEHTPOBAHOIO PO3YMHY Figpokcuay A0 peakuinHoro cepegosuwla. OcobnmMBo PEKOMEHAYETbCA
NpoBOAUTU AoAAaBAHHA OKPEMUMMW HEBEMNMUKUMU NOPLISIMU.

[00120] MNicns cranpapTu3auii abo onTuMmisauii Npoueaypu ankinyBaHHA, KONMM BXE BiAOMO, SiKi
KOHKPETHO KiNbKOCTi peareHTiB MOXHa MOEAHYyBaTM B MNpoUeaypi And oaep>kaHHA HeobxiaHoro
CTYMeHsA 3aMilleHHA nopsd 3 HU3bKUM BMICTOM 3amnuLUKOBOrO LMKNOAEKCTPUHY, TOAi npoueaypy
[OCUTb KOHTPOMIOBATK Micns i 3aBepLUEHHS, a He Ha no4yaTky abo B npoueci nodarkoBoi cragii 3
KOHTponeM pH, wo6 rapaHTyBaTu AOCATHEHHS HU3LKOrO PIiBHSA 3anMLUKOBOro (HEMpopearyBaBLLOro)
BUXIAHOMO LMKMNOAEKCTPUHY. Y HACTYMNHIA Tabnuui onucaHui 3B'A30K MK KiNbKICTIO OyTaHCynbTOHA,
WO 3aBaHTaXXyETbCA B PeakTop, i ogepKyBaHOl B pe3ynbTaTi CEPeaHiM CTyneHeM 3amileHHa SAE-
CD.

KinbKicTb 3aBaHTa)KEHOTro OYTaHCYNbTOHA . .
A BianosiaHa npubnu3Ha 3agaHa senuunHa ADS
(npubnu3Ha Kinbkictb ekB. BC Ha monb
ana SAE-CD, wo yrsopunacs
LMKITOAEKCTPUHY)
2 2
3 3
4 4
5 5
6 5-55
7 Big 5,5 10 6,5
8 Bin6,5007
9 7-8
12 8-9

[00121] Cnia 3as3HauyuMTW, WO BUXiAHEe 3Ha4YeHHA pH peakdilHoro cepedoBULA MOXE
nepesuwlyBatu 11, Hanpuknag, nicnsg KOMOIHYBaHHS BMXIAHOT 3aBaHTAXKEHOT KiNMbKOCTi BMXIAHOro
LMKITOAEKCTPUHY | OCHOBM, ane A0 AoJaBaHHA ankinyiodoro areHta. OagHak nicna AogaBaHHA
ankinyw4oro areHTta i nodvartky peakuii pH WBWMAKO 3HMXKYETbCHA, LIO NPUBOAWUTbL A0 HEOOXigHOCTI
[04aBaHHA OCHOBM ANA NiATPUMKM OCHOBHOIO 3HayeHHs pH Big 8 go 11.

[00122] TMicna  gocsirHeHHss  HeoOXigHOro  piBHA  3aNMLUKOBOrO  HEMpopearyBaBLUOro
LMKITOAEKCTPUHY, Hanpuknag, Huxde 0,5 mac. %, y xoai pasn 3 koHTponem pH, 3HayeHHa pH MoxkHa
30inbwmTK BUWEe 11, Hanpuknag A0 PiBHSA Buwe 12, LWINSXOM A0AABAHHS A0AATKOBOT KiNbKOCTI
OCHOBM, OO 3MYCUTK peakuito NpoWTu A0 KiHug. 3HaveHHa pH moxe OyTu woHarmeHwe 12, wob
peakuisi npoTikana i3 NPUAHSITHOKO LLBUAKICTIO, ane He Takok BUCOKOW, Wo® HenpopearyBasLUM
anKinyt4YmMn areHT WBKAKO riAponi3yBaBcs, 3amiCTb TOro LWod pearyBaTu i3 LMKNOAEKCTPUHOM. Y Xoai
uiel ocraHHbOT hasn peakuii BindyBaeTbCsl A0AATKOBE 3aMILLEHHS] MOMNEKYNU LUMKNOAEKCTPUHY, MOKM
He Oyae OOCArHYTO 3adaHui CTyMiHb 3amilleHHA. CymapHa KinbKiCTb rigpokcuay, Wo A0AA€eTbCsa B
Xx0di peakuji, Sk NpaBuMo, CTaHOBWUTb MOPSAKY HeoOXxigHoro no crexiometpii nnwc 10-20 %-Bui
MOSIbHWUIA HaAMULLOK BiAHOCHO KiNbKOCTI BUKOPUCTOBYBAHOIO ankinyrdoro areHta. MoXXnuBo TakoxK
JogaBaHHa Binblie Hixk 10-20 %-BOro Hagnuuwky. Sk 3ragyBanocsi BULLE, KIHUEBY TOYKY peakuii
MOXHa Bu3HadaTu 3a gonomoroto BEPX. lMNigxoaawa TemnepaTtypa ctaHoBuTb Big 65 °C o 95 °C. Y
cuctemi BEPX 3assuyaii BUKOPUCTOBYETLCA aHIOHOOOMIHHA aHaniTM4YHa KOMOHKA 3 peecTpauieio B
pexxumi imnynbcHoT amnepomeTpii (PAD). EnooBaHHA MOXHa NPOBOAUTU 3 BUKOPUCTAHHAM rpagieHta
B CUCTEMI i3 ABOX PO3YMHHUKIB, HANPUKNag, PO3YUHHUK A - 25 MM (MINIMONAPHUIA) BOAAHUIA PO3YUH
rigpokcuay Hatpito, po3YnHHUK B - 1 M po3unH HiTpaTy HaTpito B 250 MM PO34MHI FigpoKkcuay HaTpilo.

[00123] MMicna 3aBeplieHHA peakuii ankinyBaHHA i AOCArHEHHS KiHUEBOI TOYKM 3 HU3BKUM
3anUWKOBUMM BMICTOM LMKIIOAEKCTPUHY MOXHA AojaBaTW A0AAaTKOBY KiMbKIiCTb rigpokcuay Aans
pyiHyBaHHs i/abo po3knagaHHa Oyab-sIKOro 3anuiLuKy ankinywuoro areHta. [oaaTtkoBuR rigpokcua
3a3Buyain gogarTb Yy KinbkocTi Big 0,5 40 3 MOMbHMX €KB. BIAHOCHO LMKNOAEKCTPUHY; HarpiBaHHA
peakuiiHoT cymiLLi NpoAoBXyIOThL Mpu 65 °C - 95 °C, Ak npaBuno, NpoTArom 6-72 roguH.

[00124] Nicna po3knagaHHA 3anuMLLKOBOrO ankinylyoro areHta oOTpUMMaHUuin HEOUYULLEHWA NPOAYKT
MO>HA A0AAaTKOBO 06pOBUTM 3 0aEPKAHHAM KiHLEBOrO NMPOAYKTY LLMSXOM po3BeaeHHs, aiadinbTpadil
ANS 3MEHLUEHHS KinbKOCTi ab0 OYULLEHHS NMPOAYKTY Bif HU3bKOMOMNEKYNAPHUX KOMMOHEHTIB, TaKMX K
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coni, KOHUEHTPYBaHHSA, 06pOGKKN BYTiNMAM i BUCYLLYBAHHS.

[00125] MMouaTkoBO KOHTpomeTbCa pH, WO6 y npoueci npoTikaHHSA peakuii ankinbHoi
aepusatusauii 3HaveHHs pH sanuwanocsa B aianasodi Big 8 go 11. Ha uin nodvatkosi cragii
rigpokcua, Npu3HadeHuin Ana MnonerweHHs peakuil ankinyBaHHs, MOXHA AoJaBaTu NoeTanHo abo
nopuismu. KoHTponioBaHHA pH peakuii rapaHTye, WO daHa peakuis KOHTPOMNETLCHA TakKUM YUHOM, LLO
NPakTUYHO BECb BUXIAHWWA LMKIIOAEKCTPUH Mpopearye, galwyu, y cepeaHbOMy, CTYMiHb 3aMilleHHSA
LOHaNMEHLLE OHe 3aMiLUeHHS ankKinbHOK IPYyno Ha MOMEKYNY UMKNOAEKCTPUHY. Takum YMHOM,
peareHT LUMKINOAEKCTPUHY MOBHICTIO BUTPAYAETLCA HA NOYaTKy NMPOLECY, TakK WO piBEHb 3aNULLKOBOTO
(HenpopearyBaBLLOro) LMKMOAEKCTPUHY B HEOUULLEHOMY MPOAYKTI BUSABIIAETHCA MaNUM Y NOPIBHSHHI
3 MOro BMICTOM Y HEOYMLLEHOMY nMPOAYKTI, oJepkyBaHOMY 3a AOMNOMOroK npouecy, Lo
XapakTepU3yeTbCA NOYATKOBUM 3MILLYBAHHSIM CTEXIOMETPUYHOT ab0 HAANMMULLKOBOT KiNMbKOCTi OCHOBM i3
LMKITOAEKCTPUHOM | arnkinylouuMM areHToM, a TakoX HEKOHTPONbOBAHUM MNPOTiKAHHAM peakuii. MNMicna
TOro, K YBECb BUXiZHUNA 3aBaHTAXKEHUW LMKMOAEKCTPUH 4YacTKOBO MpopearysBaB, MOXHa [oAdatu
rigpokcua, WO 3anuiumMecs, AN AOBEAEHHS1 peakuil Ao KiHudA, Ans Toro wob ogepxatu 3agaHun
HeoOXigHMI CTyMNiHb 3amilWeHHss ankinom. T[licna TOro, €K BUXiAHA 3aBaHTa)eHa KiNbKiCTb
LMKITOAEKCTPUHY BUTpaYeHa Ha nepulin dasi 3 KoHTponem pH, WBKMAKICTL NoganbWworo gogaBaHHA
rigpokcuay BXKe He ICTOTHa. TakuM YMHOM, TigpoKkcua MOoXHa BBOAWTW (Hanpuknag, y BUrnagi
po3umnHy) 6e3ynuHHO abo okpemmumu nopuismu. Kpim Ttoro, pH peakuiiHoro cepeaosuwia HeobxigHo
nigTpumMyBaTu Ha piBHi 6rM3bko 12, WO6 WBMAKICTL peakuii 6yna NPURHATHOK 3 KOMEPUIAHOT TOYKM
30py.

SHWKEHHA KiNbKOCTI | BUAANEHHS AOMILLOK Y KOMNO3UUIT UMKIOAEKCTPUHY

[00126] Kontponb pH Ha no4aTkoBin asi A03BONSAE 3MEHLUMTM KiNbKICTb A€AKMX MOBIMHMX
NPOAYKTIB Yy peakuiiHin cymiwi. Hanpuknaa, y pesynbTarti ankinyBaHHA BUAINAeTbCA kucnota, i pH
peakuiiHOT CyMmiLLi 3HUXKYETbCA (TOOTO cTae BinbLU KUCMOK) Y Mipy NPOTikaHHA peakuii. 3 ogHoro 60Ky,
NiaTPUMYIOTb OCHOBY peakuiiHOro cepegoBuula, OCKINbKM SAKWO peakuiiHe cepeaoBULLE CTae
KACNUM, peakulis CyTTEBO BMOBINMbHIOETLCS abo npunuHAeTbCA. BignosigHo, pH peakuiiHoro
cepeaoBULLIA Cria NIATPMMYBATU HA PiBHI LLIOHANMEHLIE 8 LUNAXOM A0AaBaHHA B Mipy HeOoOXiaAHOCTI
BOAHOrO PO34MHY rigpokcuay. 3 iHworo 60Ky, SKWO AONYCTUTU 3pOCTaHHA pH BuULLE AEAKOro piBHS,
Hanpuknag, Buule 12, peakuisi MoXe NpMBOAUTU A0 YTBOPEHHS BENUKOT KiNbKOCTi NOBGIMHMX NPOAYKTIB,
Hanpuknag, 4-rigpokcmankincynbdoHara i 6ic- cynboankineHoro edipy, Wo NPUBOAUTL A0 BUTPATU
BUXIAHOMO ankiny4oro areHta. LLUnaxom koHTponto pH peakuinHoro po3vuHy i nigTpumkn pH y mexax
8-12, abo 8-11, peakuis NpoTikae 3 yTBOPEHHAM BiJHOCHO HEBEMMUKOT KiNIbKOCTI NOBIMHUX NPOAYKTIB,
npuBoaAYn A0 OAepXKaHHA BiAHOCHO YMCTOI peakuiiHOl CyMili, WO MICTUTb BiAHOCHO HEBENUKY
KiNbKiCTb 3a3Ha4Y€HUX BULLE MOBIMHUX NPOAYKTIB.

[00127] 3pobneHe BULUE HaraayBaHHA MNpPO Te, WO peareHT BUKOPUCTOBYETHCA B KiNbKOCTI,
"CTEXIOMETPUYHO AOCTATHIR" i T.n., BiAHOCUTLCA A0 KiNbKOCTI peareHTy, HeobxigHOoro Ans noBHOT
AepuBaTusauii  po3rngHyToro UMKIOAEKCTPUHY A0 HeoOXiAHOro CTyneHsa 3aMilleHHs. Y agaHomy
OOKYMEHTI "rigpokcug nykHoro metany" BigHocutbes Ao LiOH, NaOH, KOH i 1.n. Akwo notpi6Ho
oAepxkaTtu NPoAYKT, WO NiaxXoautb Ana napeHTepansHOro BBeAeHHS, MoxHa Bukopuctosysat NaOH.

[00128] CTyniHb 3aMilLlEeHHS MOXHA KOHTPOMIOBATU LUNAXOM BUKOPWUCTAHHA BigMOBIAHO MEHLUOT
abo BinbLUOT KiINbKOCTI ankinylodoro areHTa 3ane)Ho Big TOro, Y BMMaraeTbcs OinblU HU3bKMIA abo
GinbLU BUCOKUI CTYNiHb 3aMilLEHHS. Y LiNoMy, y cepeaHbOMy MOXHAa A0CAITU CTYNEHS 3aMilLleHHs Bia
4.5 pno 7,5, Bin 5,5 no 7,5 abo Big 6 oo 7,1.

[00129] HeounwieHMn npoaykT Npouecy, ONUCYBAHOrO B AAHOMY AOKYMEHTI, TOOTO npoaykT,
OOEPXKYBAHWUIA MIiCNA PYNHYBAHHSA 3aNMLUKOBOrO ankinyl4yoro areHta, MiCTuTb GinbLU HU3bKY KiMNbKIiCTb
3aNULKOBOrO LUKITOAEKCTPUHY B NOPIBHAHHI i3 NPOAYKTOM, OTPUMAaHUM Y NPOLECI, NPU SIKOMY OCHOBY
004al0Tb Ha No4vaTtky OAHIE0 NopUieto, WO € We OAHIE PO3PISHANBHOIO 03HAKOK AaHOMo BUMHAaXoAay.
3asHauYeHUit HEeOoYUMLLEHUA NpPOAYKT, OAEPXKYBAHMI 3a [JAOMNOMOroK Ccnocoly 3rigHo i3 JaHum
BUHAXOAOM, $K npaBuno, Mictutb MeHwe 0,5 mac. % abo wmeHwe 0,1 %, 3anuULIKOBOrO
LUUKITOAEKCTPUHY. FK MNOACHIOETLCA HWXUE, 3a3HAYEHWA HEOYULLEHUIW NPOAYKT TaKoXK Mae Ty
nepesary, WO MICTUTb AY»Ke HWU3bKY KifbKiCTb 3aNULIKOBOrO ankinyw4yoro areHra.

[00130] Ak npaBuno, BOASHUA PO3YUH HEOUULLEHOTO MNPOAYKTY LUKNOAEKCTPUHY, OTPUMAaHMWIA
nicna posknagaHHsa 3anuLLKOBOro ankifnylouoro areHta, OvuLLyioTb 3a A0NOMOro ynbTpadinbTpauir,
Npouecy, NMpU AKOMY HEOYULLEHUH NPOAYKT MPUBOAATL Y KOHTAKT i3 HaMiBNPOHUKHOK MeMOpaHolo,
34aTHO  MNponyckaTW  HU3bKOMONEKYnspHi  gomiwkn. MonekynspHa mMaca OOMIWOK, Lo
NponyckawTbCA 4epe3 MemOpaHy, 3anexuTb Big Mexi nponyckaHHa memOpanu. [Ona paHoro
BMHAXOAy 3as3BuUYai BUKOPUCTOBYIOTb MeMOpaHy 3 Mexew nponyckaHHa 1000 OanbtodiB ("Oa").
JiaginbTpadito i/fabo ynbTpadinbTpaudilo MoXHa NPOBOAUTU 3a AOMNOMOrow (PinbTpyounx MemopaH 3
Mexer nponyckaHHa 500 — 2000 [a, 500-1500 Oa, 750-1250 Oa a6o 900-1100 Oa a6o 6nm3bko
1000 [Ja. HeoOGxigHUM npoaykT, WO MICTUTBCS B KOHLUEHTpAaTi, NoTiM nigaatwTb nogansuin o6pobui
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aKTMBOBAHWM BYIiNMAM ANSA MO CyTi NOBHOTO BUAANEHHS AOMILLOK, pO3Knaaal4mx nikapCbkuin 3acio.
HeounweHnin BOASHUIA pPO3YMH NPOAYKTY LMKMOAEKCTPUHY (TOBTO pO34YMH, odep)KyBaHWW nicnsi
pyriHYyBaHHS 3anWLLKOBOrO asnkinyw4yoro areHTa, ane A0 OYMLUEHHS) Mae 3a nepesary Te, LUO BiH
MICTUTb MEHLLUEe 2 ppm 3anuLLIKOBOrO ankinyl4oro areHta B MepepaxyHKy Ha macy po3uvnHy abo
MeHwe 1 ppm, abo meHwe 250 ppb. HeounlleHun po3yMH MOXKE TaKOX MO CyTi HE MICTUTU
3aNULLKOBOTO ankinylo4oro areHra.

[00131] KiHueBuin ToBapHu NpoaAykT MOXe OyTu BuAineHWint HA AaHOMy €Tani, Hanpuknag,
Wrsaxom (PiNbTPpyBaHHA ANS BUAANEHHSA aKTUBOBAHOIO BYFMMSA 3 HACTYMHUMM PO3NAaplOBaHHAM BOAM
(Hanpuknag, 3a AONOMOrOK BIAroOHY, PO3NUNIOBANbHOIO CyLWIHHA, niodpinizaudii i T.n.). lMNMepesaroto
KiIHLLEBOro NPOAYKTY, OAEPXKYBAHOIO 3rigHO i3 AaHUM BUHAX0AOM, € AYXKE HU3bKUIA 3aNULIKOBWUIA BMICT
ankinyw4oro areHTa, Hanpuknag, MeHLWe 2 ppm y nepepaxyHKy Ha Macy cyxoro (To6To Takoro, wo
MiCTUTb MeHLe 10 % BOAM 3a MACOI0) KiHLUEBOro npoaykrty abo meHwe 1 ppm, abo meHwe 250 ppb,
abo no CyTi MOBHA BIACYTHICTb 3aNMLUKOBOTO arnkinyio4voro areHta. KiHUeBMA NpoaykT, WO MICTUTb
MeHwe 250 ppb ankinywo4oro areHta, BiANOBIAHO € A04ATKOBOK PO3PI3HANBHOK 03HAKOKO AAHOro
BUHaxoay. [licna 3aBeplUEHHA ankinyBaHHA OO0 [AOCSATHEHHS HeoOXiAHOro CTyneHsa 3amilleHHsI
ankinyto4vMn areHT BiQHOBIMIOKTL LUMIAXOM JY>KHOIO Tigponidy, sk ONMCaHO BULUE, TOOTO LUMNSIXOM
004aTKOBOro AoAaBaHHA Tigpokcuay B KiNbKOCTI | Npu ymoBax, AOCTaTHIX ANS 3HWXKEHHA KiNbKOCTI
HenpopearyBaBLUOrO ankinyt4yoro areHta B CyxoMy MpPOAYKTi 40 HeoOXiAHOro piBHA Huxk4e 2 ppm,
Hwxde 1 ppm abo Hwkuve 250 ppb.

[00132] AkTMBOBaHE BYriNNs, WO NiAXOAUTb ANS BUKOPUCTAHHS B cnocobi 3riaHo i3 gaHum
BUHAXOAOM, MOXe He Mictutn docdartie, a Takox Moxe OyTu nopowkonodibHum abo
rpaHynbLoBaHum, abo ABnsATM CobO cycneHsito abo KawkonodibHy CyMmilll, NPUrOTOBMEHY 3 TaKoro
BYrinns. Y UINOMy akTMBOBAHE BYFiMMA, WO He MIicTUTb docdatie, ABnsie cobo BYrinms, WO He
3a3Hano akTMByBaHHs abo iHWOro Buay BNinBY hOCAOPHOLO KUCMOTOI0.

[00133] [bkepena BMXiAHOI CUPOBUHM ANA AKTUBOBAHOIO BYINNA MOXYTb SBRATU COGOKO
BYrreueBMICHI MaTepianu Taki, 9K ropixoBa Likapnyna, Topd, AepeBUHa, KOKOCOBE BOMOKHO, MIrHiT i
3anuwkn Big nepepobkn HadTtu. Lli BuxigHi maTtepianu nigaaiTb abo disnyHiin, abo XiMidHiIn
akTusawii.

[00134] disnyHa akTuBauia BuXigHOro marepiany 34iMCHIOETLCA 3a AOMNOMOrOK BUKOPUCTaHHSA
rasie i BigOyBaeTbcsa Yepes kapOoHizauilo, akTuBaUito/OKMCHEHHA abo Tx komGiHadio. Mpu kapboHisauii
BUXiAHWIA MaTepian niggaloTb niponisy npu Temnepatypax Bia 600 go 900 °C nig 4ac BiACYTHOCTI
KACHIO (Hanpuknag, B iHEPTHIN aTtmocdepi aproHy abo asoty). Npu akTuBauii/OKUCHEHHI BUXiOHWNA
MaTtepian niggatTb BNNUBY OKUCHIOKOYOT atmocdepu (Hanpuknazg, Aiokcuay BYIMeuto, KUCHIO abo
napw) npu Temneparypax sule 250 °C (Hanpuknag, npu Temneparypax Big 600 go 1200 °C).

[00135] XimiyHa akTuBaUia 34IACHIOETLCA Nepea kapOoHi3alielo, y Xoai SKoi BUXigHun martepian
NPOCOYYIOTb XiMIMHUM peareHToM. 3rigHo 3 gesakumMy BapiaHTamu peanisauii 3asHadYeHUn XiMivHWUIA
peareHT aBnse coboo KUCMOTY, CUMNbHY OCHOBY abo Cinb. 3riaHO 3 AeskuMKu BapiaHTamu peanisauii
3a3HAYEHUN AKTUBYIOMMIA XiMIYHWMI peareHT, saBnae cobor (ocdopHy KMCNOTy, rigpokcua Kanito,
rigpokcua Hatpilo, xnopua kanbuito abo xmopua UMHKY. 3rigHO 3 geskuMu BapiaHTamu peanisauii
nicng XiMidHOT akTuBauii BUXigHUIA MaTtepian nigaawTb kapOoHisauii npu GinbLl HU3LKIA Temneparypi,
HiXK 3a3BMYail BUMKOPUCTOBYIOTb Y BMNAAKy BMXIAHOrO marepiany, AKMi He nigaasanu XiMivHin
aktusauii. 3rigHO 3 AesKMMKW BapiaHTamu peanidauii nicng xiMiYHOT akTuBauil BUXiAHWA MaTepian
nigaatTb kapboHisauii npn 450-900 °C.

[00136] IcHye pi3sHOMAHITHWA acOPTUMEHTU akTMBOBaHWX BYrinb. Hanpuknag, komnadia Norit-
Americas npoMucnoBo Bunyckae Ginblie 150 pisHMX COpPTiB i Pi3HOBMAIB AaKTUBOBAHOIO BYriNns nia
ToBapHumu 3Hakamu Darco®, Hydrodarco®, Norit®, Bentonorit®, Petrodarco® i Sorbonorit®.
3asHauveHi BYrinns BigpPisHAKTLCA 3a pPO3MIPOM 4acToK, obnacTi 3acTOCyBaHHs, METoAy aKTuBaUil i
dyHKUiOHANLHOCTI. Hanpuknag, aeski akTMBOBaHi BYTinna onTMMi3oBaHi Ana BuganeHHst hapOyBaHHs
i/abo 3anaxy. |HLWI akTMBOBAaHI BYriNna ONTUMI30BaHi Ana BUAaneHHs Ginkie, pparMeHTiB MiHEpanbHUX
KMCNoT i/abo amiHOKMCNOT, abo ANsi OCBITNEHHS PO3YMHIB.

[00137] Ana BMKOPUCTAHHSI B AAHOMY BUHAaX0Ai MiaXoaaTb, ane He 0OMEXXYHTbCA HUMU HACTYIMHI
aKTUBOBAHI BYrinmnsA: rpaHynsoBaHe Byrinns Darco® 4x12, 12x20 ab6o 20x40 3 nirHity, akTuBoBaHe
napom (Norit Americas, Inc., Amersfoort, NE); Darco® S 51 HF (3 nirHiTy, akTuBoBaHuin napom,
nopowok), a Takox Shirasagi® DC-32, nopolwikonoaibHe abo rpaHynbOBaHE BYrNNS 3 AEPEBUHMU,
akTupoBaHe xnopuaom UMHKY (Takeda Chemical Industries, Ltd., Osaka, JP).

[00138] Byrinns, aktueoBaHi d0COpPHOI KUCNOTOLO, AKi BUKOPUCTOBYBANUCA B PiBHI TEXHILU AnA
OUNLLEHHA anKinbHUX eddipiB LUMKNOAEKCTPUHY, AK MpaBunO, He nNigxoaAaTb ANA BWUKOPUCTAHHA B
AaHOMy BUHaxoAi; 40 Hux BigHocaTbes: Darco® KB-G, Darco® KB-B i Darco® KB-WJ, a Takox Norit®
CASP i Norit® CN1.

[00139] Y pmaHOMy BMHaxoAi 3anpONOHOBAaHMI CMOCIO OAEPKAHHA KOMMO3WUIT ankinoBaHOro
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LUMKITOAEKCTPUHY, LIO MICTUTb ankinoBaHWW LUMKMOAEKCTPUH, LWO BKYae: (a) 3MilyBaHHA
LMKITOAEKCTPUHY 3 arnkinylouuMM areHTOM 3 OAEPXKaHHAM peakuinHOro cepeaoBulla, WO MICTUTL
ankinoBaHWW UMKNOAEKCTPUH, OAMH abo Oinblie HebakaHUX KOMIMOHEHTIB i ogHy abo Oinblue
JOMILLIOK, po3knagaw4mx nikapcbkuin 3acid; (b) npoeeaeHHa oaHoro abo O6inbwe noainie 3
BUAANEHHAM 3a3Ha4YeHoro oaHoro abo Ginblie HebaxkaHMX KOMMOHEHTIB i3 3a3HAYEHOro peakuiinHoro
cepedoBula 3 ogepXKaHHAM YacTKOBO OYULLIEHOTO PO3YMHY, LLUO MICTUTH 3a3Ha4YeHui ankisioBaHui
LUMKNOAEKCTPUH | 3a3HayeHy oaHy abo Oinbluie AOMILLIOK, po3Knajarumx nikapcbkuin 3acid, ae
3a3HavyeHun oauH abo OGinblie noAinie ABNAKTbL €060  ynbTpadinbTpadilo, giadinbTpadito,
LEeHTpUYryBaHHA, €KCTpakLilo, 0CaMKEHHA 3 po3vMHHMKOM abo giani3; i (¢) 06pobky 3a3Ha4yeHoro
YACTKOBO OYMLLEHOTO po3unHy 6e3docaTHMM aKTUBOBAHMM BYINMNAM | OQEPXaHHA 3a3HAYEHOro
ankinoBaHoro LUMKNOAEKCTPUHY, A€ 3a3HadeHe OesdocdarHe akTMBOBaHe Byrinna He 6yno
aKTMBOBAHO 3 BUKOPUCTAHHAM XITOPUAY LMHKY abo napu.

[00140] Y npaHOMy BMHAxXOA4i TAKOX 3anpONOHOBAHO CMoci® oaep>KaHHS KOMNO3ULIi ankinoBaHOro
LUMKITOAEKCTPUHY, LIO MICTUTb ankinoBaHWW LUMKMOAEKCTPUH, LWO BKYae: (a) 3MilyBaHHA
LMKITOAEKCTPUHY 3 arnkinylouuMM areHTOM 3 OAEepPXKaHHAM peakuinHoro cepeaoBulla, WO MICTUTb
ankinoBaHWW UMKNOAEKCTPUH, oAMH abo Oinbwe Heba)kaHMX KOMMOHEHTIB i oaHy abo 6inbLue
JOMILLIOK, po3knagaw4mx nikapcbkuin 3acid; (b) npoeeaeHHa oaHoro abo O6inbwe noainie 3
BUAANEHHAM 3a3Ha4YeHoro oaHoro abo Ginblue HebGaXkaHMX KOMMNOHEHTIB i3 3a3HA4YEHOro peakuiiHoro
cepedoBuLla 3 ogepkKaHHAM YacTKOBO OYULLIEHOTO PO3YMHY, WO MICTUTb 3a3HaYeHUn ankinosaHwui
LUMKNOAEKCTPUH | 3a3HayeHy oaHy abo Oinbluie AOMILLIOK, po3Knajarumx nikapcbkuin 3acid, ae
3a3HavyeHun oauH abo OGinblie noAinie ABNAKTbL cobO0l0  ynbTpadinbTpaudito, AaiadinbTpadito,
LEHTPpUYryBaHHA, €KCTpakLilo, 0CaMKEHHSA 3 PO34YMHHUKOM abo aiani3; i (C) 06pobKy 3azHauYeHoro
YaCTKOBO OYULLEHOTO pPO34MHY OesdocdaTHuM akTUBOBaAHWM BYFNNAM, WO MakwTb 3asULLIKOBY
nposigHicTb 10 MKCM ab0 MeHLUe, i oaep)KaHHS1 3a3HA4YeHOro arnkinoBaHOrO LMKNOAEKCTPUHY, Ae
3a3HadveHe besocdaTHe akTUBOBaHE BYrinns He Byno akTMBOBaHO 3 BUKOPUCTAHHAM XITOPUAY LIMHKY
abo napw.

[00141] 3rigHO 3 AedkMmu BapiaHTamu peaniszaudii BmicT dochaTiB y 3a3Ha4veHin koMnosuuii
ankinoBaHoro UWKNOAEKCTPUHY CTaHOBUTb MeHwe 200 ppm, meHwe 150 ppm, meHwe 125 ppm,
MeHwe 100 ppm, meHwe 95 ppm, meHwe 90 ppm, meHwe 85 ppm, meHwe 80 ppm, MeHLwe 75 ppm,
MeHwe 70 ppm, meHwe 65 ppm, meHwe 60 ppm, meHwe 55 ppm, meHwe 50 ppm, meHwe 45 ppm,
MeHwe 40 ppm, meHwe 35 ppm, meHwe 30 ppm, meHwe 25 ppm, MeHwe 20 ppm, MeHwe 15 ppm,
MeHwe 10 ppm abo mMeHwe 5 ppm. 3rigHO 3 AesdkuMmK BapiaHTamu peanisauii BMicT cocdarie y
3a3HayeHi KoMNo3uLii ankinoBaHOro LUKNOAEKCTPUHY KOMNO3uMUiA cTaHoBUTb Big 200 ppm ao 5 ppm,
Bia 150 ppm go 5 ppm, Big 125 ppm ago 5 ppm, Big 100 ppm go 5 ppm, Biga 75 ppm ago 5 ppm, Big 50
ppm ao 5 ppm, Big 150 ppm go 10 ppm, Big 125 ppm ao 10 ppm, Big 100 ppm ao 10 ppm abo Big 75
ppm go 10 ppm.

[00142] BigHOCHa KifbKIiCTb aKTUBOBAHOIO BYFiNNA, WO 3aBAHTAXKYETLCA, B OCTAaTOMHOMY MNiACYMKY,
3aneXxuTb Bif KiNbKOCTi aB0 KOHUEHTpauii ankinoBaHoro UMKNOAEKCTPUHY, 0hapOniolodmx areHTiB, i
OOMILLIOK, WO po3knajalTb nikapcbki 3acobu, a TakoK Big QisM4yHMX BNACTUBOCTEN
BUKOPUCTOBYBAHOIO0 akTMBOBAHOrO BYrinnA. Y WinioMy, MacoBe CHiBBIAHOLUEHHA UWKNOOAEKCTPUHY A0
aKTUBOBAHOTO BYFINMA Ha KOXHOMY LMKNi 06pobku craHosuThb Big 5:1 go 10:1, Big 6:1 oo 9:1, Big 7:1
0o 9:1, Big 8:1 go 9:1, Bia 8,3:1 no 8,5:1, Bia 8,4:1 oo 8,5:1 abo 8,44:1 3a macoto.

[00143] BukopuctoByBaHMiW Yy AaHOMY [AOKYMEHTI TepmiH "umkn o6pobku" BigHOCUTBCS A0
NpUBEOEHHA B KOHTAKT 3a4aHoi KiNbKOCTi KOMMO3WUUiT UWKMOAEKCTPUHY i3 3a4aHO  KinbKiCTIO
akTUBOBAHOTO BYrinns. Liukn oBpobku MOXKHA 3AiMCHIOBATU y BUINSAi OAHOKpaTHOI o6pobku abo
GaraTopasoBoi (3 peUupKynsaLieo) NPoTOYHOT 00pobku.

[00144] Y npuknagax, WO NpMBOAATLCA B AaHOMY AOKYMEHTI, AOKNagHO onucaHi npoueaypu,
BUKOPUCTOBYBAHI ANS OUIHKM | NOPIBHAHHA e€(eKTUBHOCTI pPi3HUX COpTiB, NapTid, Axepen i Tunis
aKTMBOBAHOIO BYFINMA Npu BUAAneHHi odHiei abo 6Ginblue AOMILIOK, WO pO3KNagaloTb NiKapCbkKi
3acobu, i ogHoro a6o 6inbwe oapOnoYMX KOMMOHEHTIB, WO MPUCYTHI Y peakuintHOMy cepeaoBuLLj
abo B po3umnHi SAE-CD. Y uinomy, TexHonoriyHe cepeaosuuie abo posyunH obpobnsaoTs akTUBOBAHUM
BYFiNNAM Npu nepeMillyBaHHi npotarom 120 xB. AKLWIO BUKOPUCTOBYETLCA cunyde, ApibHoaucnepcHe
abo nopowikonoaibHe akTUBOBAHE BYFiMMs, BOHO MOXe OyTU BUIMyYeHe LUNSXOM QinbTpyBaHHSA
piavHu, WO MICTUTb BYTINNA, Yepes pinbTpylounin matepian 3 ogepKaHHAM OCBITNEHOrO po34ynHy.

[00145] ®inbTpytodi MemOpaHu MOXYTb OyTW BUrOTOBMEHI 3 Hennony, Tednony (Teflon®),
nonigininigeHgTopuay (PVDF) aGo iHworo cymicHoro wmartepiany. Po3Mip nop y inbTpytodin
MeMOpaHi npu HeobXiAHOCTI MOXKHA BapiloBaTW 3aNeXHO Big po3Mipy abo MONEKyNAPHOT Macu 4acTok,
BiZOKPEMIIOBAHKUX Bif pO34mMHY, WO MicTUTb SAE-CD.

[00146] Y npuknagax, WO NpUMBOAATLCA B AaHOMY [AOKYMEHTI, AOKNAAHO ONUCaHi METOAMUKK
ogHoro abo Ginble npoueciB noginy i/abo OYMLLEHHA BOAHOIO pPeakuifiHOro cepeacBuLla 3rigHO i3
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JaHUM BMHaxoAoM. PeakuinHui po3vmH po36aBnstoTb BOAAHUM PO3YMHOM i nigaarTb diadinbTpauir,
nig vac sikoi 06'eM KOHUEHTpaTy MiATPUMYIOTb MO CYTi NOCTinHMM. [iadinbTpadio MoxkHa npoBoAUTH
yepes dinbTp Ha 1000 [a, Tak wob oanH abo Ginbwe Heba)kaHWX KOMMOHEHTIB NPOXOAMNN 4Yepes
GdinbTp, ane OCHOBHA 4acTMHA ankinbHoro edipy, WO NPUCYTHA B KOMMO3MUIT ankinoBaHoro
LMKITOAEKCTPUHY, 3anuianacsa B KOHUEHTpaTi, a He npoxoauna yepes inbTp pasom 3 inbTpaTtom.
MoTim npoBoAAThH yNbTpadinbTpauilo, Npu sk 06'eéM KOHLUEHTpATy 3MEHLUYETbCS, a KOHLUEHTpauis B
KOHUEHTpaTti Tum caMmumMm 30inbluyeTbes. PinbTp i3 MeXe nponyweHHs N0 MONEKYNSAPHin maci
6nmsbko 1000 [a moXHa Tako)K BMKOPUCTOBYBATM Ang ynbTpadinbTpauii. KoHueHTpaTr MICTUTb
ankinoBaHWW UMKNOAEKCTPUH, AKMI NMOTiM Moxe 6yTu niggaHui obpobui akTMBOBaHMM BYTiNNsM, SK
OMNMUCaHo B JAHOMY AOKYMEHTI.

[00147] 3asHaueHi oauH abo OGinbwe HebaXkaHUX KOMIMOHEHTIB MOXYTb BKIKOYaTU, HE
006MeXXyBaTUCA HAMKU, HU3bKOMOTEKYISAPHI AOMILIKM (TOBTO AOMILLKM 3 MONEKYNApPHOK mMacoto 500 [a
abo MeHLIE), BOAOPO3UNHHI i/abo BOAOHEPO3UMHHI ioHM (TOGTO Cconi), riAponi3oBaHMM ankinylouni
areHT, 5-(rigpokcumeTtun)-2-doypanbaeria, HenpopearysaBlUMn BUXIOHWMA LUKIOAEKCTPUH, MPOAYKTH
PO3KNagaHHA UMKNOAEKCTPUHY (Hanpuknag, npoAykTu posknagaHHa i/abo po3puBy Kineub, LLO
YTBOPIOIOTBCS 3 HEMPOPEAryBaBLUOro LIMKIOAEKCTPUHY, YACTKOBO MPOPearyBaBLUOrO LUKIOAEKCTPUHY
ifabo SAE-CD), HenpopearyBaBLIMiA ankinytodun areHt (Hanpuknag, 1,4- ©OyTaHCynbTOH) i X
KOMOBiHaLi.

[00148] 3rigHo 3 AedkMMK BapiaHTamu peanidauii KOMNo3uuil 3rigHo i3 JaHMM BMHaxXo40M MO CYTi
He MICTATb oaMH abo OBinblLue areHTiB po3knagarumux nikapcbkuit 3acid. MpucyTHICTL ogHoro abo
Oinblle areHTiB po3knagarymx niKapCbkUm 3acid, MoxHa BM3HauuTk, inter alia, 3a agonomorowo
cnektpodoTomeTpii B Y®-Buaumin obnacti  ("Y®/Bua.obn."). Y pagaHOMy [AOKYMEHTI "areHT,
posknagarunin nikapcbkui 3acio” abo "gomilika, posknagatoya nikapcbkuii 3acib" BigHOCUTLCA A0
Monekynu, dparmeHTa, i ToMy nofdibHoro, sika po3knagae AesiKi akTUBHI KOMMOHEHTU Y BOASIHOMY
po3umnHi. Cnig po3ymiTh, WO areHT, po3knajawyuin nikapcbkui 3acib, Moxe posknagatu He BCi
nikapcbki 3acobu, 3 AKUMU MOXKHA KOMOBIHYBATW KOMMO3ULKO ankinoBaHOTO LUMKNOAEKCTPUHY, 3aNEXHO
Big XiMIYHOT CTPYKTYpM nikapcbkoro 3acoby i MexaHismy Roro posknagaHHsi. 3rigHo 3 Aeskumu
BapiaHTamu peanisauii MOnekyna, Lo po3knajae nikapCbKUin 3acifé, Mae ONTUYHY LWNbHICTL B Y-
BUAMMIN oBnacTi cnekTpa, Hanpuknaa, MakCMMyM OMTUYHOT LWiNbHOCTI NPK A0BXMWHI XBUNi Big 245 HM
Jo 270 HM.

[00149] MpucyTHICTL areHTiB po3knagarumux nikapcbkui 3acid, y Komnoswuuii ankinoBaHoro
LUMKNOAEKCTPUHY MOXKHA BUMIPATU B OAUHULSX NOrMMHAHHA (0. wl.) B Y®-BMaumin obnacti cnekrpa.
3rigHo 3 Aeskumu BapiaHTaMu peanisadii 3asHa4yeHa KOMMNO3uUia ankinoBaHoro LMKNOAEKCTPUHY Mae
ONTUYHY WiNbHICTb MeHwe 1 o. w,, meHwe 0,9 o. w,., meHwe 0,8 o. Ww., meHwe 0,7 o. Ww., meHwe 0,6
0. W, 0,5 0. w., meHwe 0,4 o. w., meHwe 0,3 0. w., meHwe 0,2 0. w. abo meHwe 0,1 0. L.

[00150] OnTHYHa WINbHICTb PO3YUHY € FiHINHOIO (PYHKUIEID KOHUEHTpauil 3rigHo 3 hopmynoto:

A=c¢lc

ae

A = onTU4YHa WiNbHICTb

€ = KoecpilieHT NOrnMHaHHsA

| = TOBLUMHA NOrMMHAKOYOro Wapy (A0BXKUHA ONTUYHOIO LUNAXY)

C = MOJIbHA KOHUEHTpauis.

[00151] TMpucyTHICTb areHTa, PO3KMNaAaKdoro nikapcbkuinm 3acid, y kKomnosuuii ankinoBaHoro
LUMKNOAEKCTPUHY MOXHA BUMIPIOBATM 3a AOMOMOIO0 cnekTpodoTtomeTpii B YO-BuaUMIin obnacti B
AianasoHi 4OBXUH XBUNb 245 A0 270 HM i3 BUKOPUCTAHHSAM KIOBETU, LLUO Mae TOBLUMHY MOrMAUHAKYo0ro
wapy 1 cm. 3rigHO 3 AedkMMKM BapiaHTamu peanisaudii 3asHadyeHa KOMMNO3WULiS ankinoBaHoro
LMKITOAEKCTPUHY MAE ONTUYHY LUIMbHICTE MeHLWe 1 0. W. Npu JOBXWUHI XBUni Big 245 HM ao 270 HM
ANs BOOAHOMO PO34nHy, WO MicTUTb 200 Mr 3a3Ha4veHol KOMNO3MUIT ankinoBaHOro LUMKNOAEKCTPUHY Ha
M PO3YUHY, MeHLIE 1 0. W. NpyU AO0BXWHI xBWUMi Big 245 HM A0 270 HM ANS BOAHOrMO PO34YMHY, LLUO
MicTUTb 300 Mr 3a3Ha4Y€eHOoT KOMNO3NLiT ankimioBaHOro LMKNOAEKCTPUHY HA M PO3YKMHY, MeHLLE 1 0. L.
npu OOBXWHI xBuUni Big 245 HM Ao 270 HM ANSA BOAHOIO po3yuHy, WO MicTutb 400 Mr 3asHadeHoT
KOMMNO3ULIT ankinoBaHoro LMKNOAEKCTPUHY HA MM PO3YKMHY, MeHWe 1 0. L. Npu AOBXWHI XBWUNi Big 245
HM A0 270 HM AnNs BOAHOMO PO3YMHY, WO MicTUTb 500 Mr 3asHayeHoi KOMNO3uuii ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,9 0. w. abo meHLe npu A0BXUHI XBUNI Big 245 HM Ao 270 HM angd
BOAHOMO PO34MHY, WO MICTUTb 200 Mr 3a3HavYeHOT KOMMO3MUIT ankKinoBaHOro LUMKNOAEKCTPUHY Ha MII
po3uunHy, 0,9 o. u. abo MeHLIe Npu AOBXUHI XBUNI Big 245 HM A0 270 HM ANA BOAHOIO PO34MHY, LLIO
MicTUTb 300 Mr 3a3Ha4YeHOT KOMMO3ULIT ankinoBaHOro UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,9 o. w. abo
MEHLUE NpW AOBXWHI xBUNi Big 245 HM go 270 HM AnNA BOAHOrO pPO34YMHY, WO MICTUTL 400 Mmr
3a3HAYEHOT KOMMO3UUIT ankKinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,9 o. uw. abo MeHwe npu
OOBXMWHI xBuni Big 245 HM o 270 HM ANA BOAHOMO pPoO3ynHy, WO MicTutb 500 Mr 3asHayeHoi
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KOMMO3MLii ankinoBaHOro LUMKNOAEKCTPUHY Ha MN po3unHy, 0,8 0. wl. abo MeHLe npu JOBXWHI XBUNi
Bia 245 HM go 270 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 200 Mr 3asHayeHol KOMNo3uuii
ankinoBaHoro UMKNOAEKCTPUHY Ha MN po3ynHy, 0,8 0. Wl abo MeHLLE Npyu AOBXMWHI XBUIi Big 245 HM
Ao 270 HM Agna BOAHOrO Po34vuMHy, wo Mictute 300 Mr 3asHayeHoi KOMMNO3WUii ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,8 0. . abo mMeHLe npu A0BXUHI XBUNI Big 245 HM Ao 270 HM angd
BOAHOMO PO34YMHY, WO MICTUTbL 400 Mr 3a3Ha4YeHOT KOMMO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
po3uunHy, 0,8 0. w. abo MeHLIe nNpu AOBXUHI XBUNI Big 245 HM A0 270 HM ANA BOAHOIO PO34MHY, LLIO
MiCTUTb 500 Mr 3a3Ha4YeHOT KOMMO3ULIT ankinoBaHOrO UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,7 o. w. abo
MEHLLE NpW AOBXWHI xBuUni Big 245 HM go 270 HM Ans BOAHOIO PO3YUHY, WO MicTUTL 200 Mr
3a3HA4YEHOT KOMNO3UUIT ankinoBaHOro UMKMNOAEKCTPUHY HA MN po3uuHy, 0,7 0. w. abo MeHwe npu
OOBXMWHI xBuni Big 245 HM o 270 HM ANA BOAHOMO pPoO3ynHy, WO MicTutb 300 Mr 3asHayeHoi
KOMMO3MLi ankinoBaHOro LMKNOAEKCTPUHY HA MN po3unHy, 0,7 0. w. abo MeHLLE Npu OOBXWHI XBUTI
Bia 245 HM ago 270 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 400 Mr 3asHayeHol KOoMNo3uuii
ankinoBaHoro UMKNOAEKCTPUHY Ha MN po3unHy, 0,7 0. ul. abo MeHLLE Npyu AOBXMWHI XBUIi Big 245 HM
Ao 270 HM gna BOAHOMO PO34YMHY, WO MICTUTb 500 Mr 3a3Ha4yeHoOl KOMMO3MUilT ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,6 0. . abo mMeHLe npu A0BXUHI XBUNI Big 245 HM Ao 270 HM angd
BOAHOMO PO34YMHY, WO MICTUTL 200 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
po3umnHy, 0,6 0. ul. abo MeHLIe Npu AOBXMHI XBUNI Big 245 HM A0 270 HM ANS BOAHOIO PO3YMHY, IO
MicTUTb 300 Mr 3a3Ha4YEeHOT KOMMO3ULIT ankinoBaHOrO UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,6 o. w. abo
MEHLLE NpW AOBXWHI xBuUni Big 245 HM go 270 HM Ans BOAHOIO PO3YUHY, WO MicTUTL 400 Mr
3a3HAYEHOT KOMMNO3UUIT ankinoBaHOro LUMKMNOAEKCTPUHY Ha Mn po3uduHy, 0,6 o. uw. abo MeHwe npu
OOBXMWHI xBuni Big 245 HM o 270 HM ANA BOAHOMO pPoO3ynHy, WO MicTutb 500 Mr 3asHayeHoi
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,5 0. wl. abo MeHLe npu JOBXUHI XBUNi
Bia 245 HM go 270 HM Ans BOAHOMO pPO34YMHY, WO MicTUTL 200 Mr 3asHa4deHol KOMMo3uuii
ankinoBaHoro UMKNOAEKCTPUHY Ha MN po3ynHy, 0,5 0. ul. abo MeHLLe Npyu AOBXMWHI XBUIi Big 245 HM
Ao 270 HM Agna BOAHOrO Po34vuMHy, wo Mictutb 300 Mr 3asHadeHoi KOMMO3WUil ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,5 0. wl. abo meHLe npu A0BXUHI XBUNI Big 245 HM Ao 270 HM angd
BOAHOMO PO34YMHY, WO MICTUTbL 400 Mr 3a3Ha4YeHOT KOMMO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
po3uunny, 0,5 o. u. abo MeHLe npu AOBXUHI XBUNI Big 245 HM A0 270 HM ANA BOAHOIO PO34MHY, LLIO
MiCTUTb 500 Mr 3a3Ha4YeHOT KOMMNO3ULIT ankinoBaHOro UMKMOAEKCTPUHY Ha MN po3yvuHy, 0,4 o. w. abo
MEHLLE NpW AOBXWHI xBuUni Big 245 HM go 270 HM Ans BOAHOIO PO3YUHY, WO MicTUTL 200 Mr
3a3HAYEHOT KOMMNO3UUIT ankKinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,4 0. w. abo MeHwe npu
OOBXMWHI xBuni Big 245 HM o 270 HM ANA BOAHOMO pPO34ynHy, WO MicTuTb 300 Mr 3asHayeHoi
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,4 0. wl. abo MeHLe npu JOBXWHI XBUNi
Bia 245 HM ago 270 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 400 Mr 3asHayeHol KOoMNo3uuii
ankinoBaHoOro LUMKNOAEKCTPUHY HA MN po3yunHy, 0,4 aGo MeHL 0. L. Npy AOBXWHI XBUNI Big 245 HM Ao
270 HM Ana BOAHOMO PO34YMHY, WO MicTUTb 500 Mr 3asHadeHOl KOMMO3WUii ankinoBaHoro
LUMKNOAEKCTPUHY Ha MM po3ynHy, 0,3 0. . abo meHLe npu A0BXWHI XBUNI Big 245 HM Ao 270 HM ans
BOAHOMO PO34MHY, WO MicTUTb 200 Mr 3asHadeHoOi KOMMO3uUil ankinosaHoro uuknoaekctpuHy, 0,3
0. W. abo MeHLLEe Npu AOBXWUHI xBuUni Bia 245 Hm go 270 HM ANA BOAHOTO PO34MHY, WO MicTUTb 300 Mr
3a3HAYEHOT KOMMO3UUIT ankinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,3 o. w. abo MeHwe npu
OOBXMWHI xBuni Big 245 HM o 270 HM ANA BOAHOMO pPoO3ynHy, WO MicTutb 400 Mr 3asHayeHoi
KOMMO3MLii ankinoBaHOro LUMUKNOAEKCTPUHY HA MM po3unHy, 0,3 0. w. abo mMeHLe npu JAOBXWUHI XBUNi
Bia 245 HM go 270 HM Ans BOAHOMO pPO3YMHY, WO MicTUTL 500 Mr 3asHa4vyeHoli KOMMO3uuii
ankKinoBaHoOro UMKNOAEKCTPUHY Ha MN po3unHy, 0,2 0. ul. abo MeHLLE Npyu AOBXMWHI XBUIi Big 245 HM
Ao 270 HM Agna BOAHOMO PO34uMHY, WO MicTuTb 200 Mr 3a3HadeHoi KOMMO3WUil ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,2 0. . abo mMeHLe npu A0BXUHI XBuUni Big 245 HM ao 270 HM angd
BOAHOMO PO34YMHY, WO MICTUTL 300 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
po3uunHy, 0,2 0. u. abo MeHLIe Npu AOBXUHI XBUNI Big 245 HM A0 270 HM ANA BOAHOIO PO34MHY, LLIO
MicTUTb 400 Mr 3a3HAYEHOT KOMMNO3WULIT ankinoBaHOro UUKNOAEKCTPUHY HA MM po3dnHy abo 0,2 o. w.
abo MeHLUe Npyu AOBXWHI XBUNI Big 245 HM A0 270 HM ANg BOAHOINO PO3YMHY, LLIO MicTUTh 500 Mr
3a3Ha4YeHo T KOMMO3uMUiT ankinoBaHOro UUKNOAEKCTPUHY HA MIT PO3UNHY.

[00152] [MpucyTtHicTb ochapbnioYOro areHTa y 3asHadYeHinl  KoMnosuuii - ankinoBaHoro
LUMKNOAEKCTPUHY MOXHa BUMIPIOBATU 3 BUKOPUCTAHHAM CNeKTpodhoTOMETpIl B YO-Buaumin obnacTi B
dianasoHi goexuH xeunb Big 320 HM A0 350 HM i3 BUKOPUCTAHHAM KIOBETMU, LLUO Ma€ TOBLUUHY
nornuHatodoro wapy 1 cm. 3rigHo 3 AeskMMu BapiaHTamu peanisauii 3asHadyeHa KOMMo3uuis
ankinoBaHoOro UMKNOAEKCTPUHY Mae ONTUYHY WiMbHICTbL MeHLwe 1 O. W. npu gOBXWUHI xBuni Big 320 HM
Ao 350 HM agna BoAHOro pPo34vuMHy, Wwo MictuTb 200 Mr 3a3HadeHoi KOMMO3WUil ankinoBaHoro
LMKITOAEKCTPUHY Ha M PO3YnHY, MeHwe 1 0. w. npu aoBxuHi xsuni Big 320 HM go 350 HMm ans
BOAHOMO PO34YMHY, WO MICTUTL 300 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
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pPO34KHYy, MeHWe 1 0. W. npy A0BXKHI xBuni Bigd 320 HM A0 350 HM NS BOAHOMO PO3YKUHY, LLIO MICTUTb
400 Mr 3asHayeHOT KOMNO3MUIT ankinoBaHOro LMKIOAEKCTPUHY HA MI PO3YMHY, MeHLwe 1 0. . npu
AoBxuHi xeuni Big 320 HM go 350 HM ANa BOAHOrMO pPoO3ynHy, WO MicTuTb 500 Mr 3asHayeHoil
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,9 0. w. abo MeHLe npu JAOBXWHI XBUNi
Bia 320 HM ago 350 HM Ana BOAHOMO pPO3YMHY, WO MicTUTL 200 Mr 3asHayeHol KOMMO3uuil
ankinoBaHoro UMKNOAEKCTPUHY Ha MN po3ynHy, 0,9 0. ul. abo MeHLLe npyu AOBXMHI XBuni Big 320 HM
Ao 350 HM agna BogHOro po3yvuHy, wo Mictute 300 Mr 3asHadeHoi KOMMO3WUil ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3ymnHy, 0,9 0. w. abo meHwe npu goBxuHi xeuni Biga 320 HM ao 350 HM anga
BOAHOMO PO34YMHY, WO MICTUTbL 400 Mr 3a3Ha4YeHOT KOMMO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
po3uunHy, 0,9 o. w. abo MeHLe npy AOBXMHI xBuni Big 320 HM a0 350 HM AnNA BOAHOrO PO3YMHY, LIO
MiCTUTb 500 Mr 3a3Ha4YeHOT KOMMO3ULIT ankinoBaHOro UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,8 o. w. abo
MeHLWe npu AoBxuHI xBuni Big 320 HM go 350 HM Agns BOAHOTO PO3YUHY, WO MicTUTL 200 Mr
3a3HAYEHOT KOMMNO3UUIT ankinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,8 0. w. abo MeHwe npu
AoBxuHi xeuni Big 320 HM go 350 HM ANa BOAHOrMO pPoO3ynHy, WO MicTuTb 300 Mr 3asHayeHoil
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,8 0. w. abo MeHLle npu JOBXWHI XBUNi
Bia 320 HM go 350 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 400 Mr 3asHa4yeHol KOMMO3uuii
ankinoBaHoro UMKNOAEKCTPUHY Ha MN po3ynHy, 0,8 0. ul. abo MeHLLe npyu AOBXMHI XBuni Big 320 HM
Ao 350 HM Agna BOAHOrO PoO34vuMHY, WO MicTUTb 500 Mr 3asHadeHoi KOMMO3WUil ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,7 0. w. abo meHwwe npu aoBxuHi xeuni Biga 320 HM ao 350 Hm anga
BOAHOMO PO34YMHY, WO MICTUTL 200 Mr 3a3Ha4YeHOT KOMMNO3MUIT ankKinoBaHOro UMKMOAEKCTPUHY Ha M
po3uunny, 0,7 o. w. abo meHLe npu AoBXuHI xBUnNi Big 320 HM A0 350 HM ANA BOAHOrO PO34MHY, LLIO
MiCcTUTb 300 Mr 3a3Ha4YeHOT KOMMO3ULIT ankinoBaHOro LUMKNOAEKCTPUHY HA MN po3udnHy, 0,7 o. w. abo
MeHLe npu AoBxuHI xBuni Big 320 HM go 350 HM Agns BOAHOIO PO3YUHY, WO MicTUTL 400 Mr
3a3HAYEHOT KOMMO3UUIT ankinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,7 0. w. abo MeHwe npu
AoBxuHi xeuni Big 320 HM go 350 HM AnNA BOAHOrO PO34YMHY, WO MICTUTL 500 Mr 3asHa4veHol
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,6 0. wl. abo MeHLle npu JOBXWHI XBUNi
Big 320 HM ago 350 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 200 Mr 3asHayeHol KOMNo3uuii
ankinoBaHoro UMKNOAEKCTPUHY Ha MIT po3uunHy, 0,6 0. ul. abo MeHLLe npyu AOBXMHI XBuni Big 320 HM
Ao 350 HM agna BogHOro po3yvuHy, wo Mictute 300 Mr 3asHadeHoi KOMMO3WUil ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,6 0. . abo meHwe npu aAoBxuHi xBuni Biga 320 HM ao 350 HMm anga
BOAHOMO PO34YMHY, WO MICTUTb 400 Mr 3a3Ha4YeHOT KOMMNO3MUUIT ankinoBaHOro LUMKMOAEKCTPUHY Ha M
po3uunHy, 0,6 o. u. abo meHLe npu AoBXuUHI xBUnNi Big 320 HM A0 350 HM ANA BOAHOrO PO34MHY, LLIO
MiCTUTb 500 Mr 3a3Ha4YeHOT KOMMO3ULIT ankinoBaHOro UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,5 o. w. abo
MeHLWe npu AoBxuHI xBuni Big 320 HM go 350 HM Agns BOAHOTO PO3YUHY, WO MicTUTL 200 Mr
3a3HAYEHOT KOMMNO3UUIT ankKinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,5 0. uw. abo MeHwe npu
AoBxuHi xeuni Big 320 HM Ao 350 HM AnNa BOAHOro poO3yuHy, WO MicTUTb 300 Mr 3asHadeHoi
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,5 0. wl. abo MeHLe npu JOBXUHI XBUNi
Biga 320 HM ago 350 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 400 Mr 3asHayeHol KOMNo3uuii
ankinoBaHoro UMKNOAEKCTPUHY Ha MN po3unHy, 0,5 0. ul. abo mMeHLle npyu AO0BXMHI XBuni Big 320 HM
Ao 350 HM Agna BOAHOrO PoO34vuMHY, WO MicTUTb 500 Mr 3asHadeHoi KOMMO3WUil ankinoBaHoro
LUMKNOAEKCTPUHY HA MM po3unHy, 0,4 0. w. abo meHwe npu aoBxuHi xeuni Big 320 HM ao 350 HMm anda
BOAHOMO PO34MHY, WO MICTUTb 200 Mr 3a3HadYeHOT KOMMO3MUIT ankinoBaHOro LUMKNOAEKCTPUHY Ha MII
po3uunny, 0,4 o. w. abo mMeHLe npu AoBXUHI xBUNi Big 320 HM A0 350 HM ANA BOAHOrO PO34MHY, LLIO
MicTUTb 300 Mr 3a3Ha4YeHOT KOMMO3ULIT ankinoBaHOro UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,4 o. w. abo
MeHLIEe npu AoBXWHI xBuni Big 320 HM o 350 HM AnNA BOAHOrO PO34YMHY, WO MICTUTb 400 Mmr
3a3HAYEHOT KOMMNO3UUIT ankKinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,4 0. w. abo MeHwe npu
AoBxuHi xeuni Big 320 HM go 350 HM ANa BOAHOrMO pPoO3ynHy, WO MicTuTb 500 Mr 3asHayeHoil
KOMMO3MLii ankinoBaHOro LUUKNOAEKCTPUHY HA MN po3unHy, 0,3 0. wl. abo MeHLe npu JOBXUHI XBUNi
Big 320 HM ago 350 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 200 Mr 3asHayeHol KOMNo3uuii
ankinoBaHoro umknoaekcTpuny, 0,3 o. w. abo meHwe npu AoBXWUHI xBUnNi Big 320 HM ao 350 HM anga
BOAHOMO PO34YMHY, WO MICTUTb 300 Mr 3a3Ha4YeHOT KOMMNO3UUIT anKinoBaHOro UMKNOAEKCTPUHY HA MN
po3uunny, 0,3 o. w. abo meHLe npu AoBXuUHI xBUNi Big 320 HM A0 350 HM ANA BOAHOrO PO34MHY, LLIO
MiCTUTb 400 Mr 3a3Ha4YEeHOT KOMMO3ULIT ankinoBaHOrO UMKMOAEKCTPUHY Ha Mn po3uunHy, 0,3 o. w. abo
MeHLWe npu AoBxuHI xBuni Big 320 HM go 350 HM Agnsg BOAHOIO PO34YUHY, WO MicTUTL 500 Mr
3a3HAYEHOT KOMMO3UUIT ankKinoBaHOro LUMKMNOAEKCTPUHY HA MN po3uuHy, 0,2 0. uw. abo MeHwe npu
AoBxuHi xeuni Big 320 HM go 350 HM ANa BOAHOTO pPO3YUHY, WO MicTUTb 200 Mr 3asHa4veHol
KOMMO3MLiT ankinoBaHOro LUUKNOAEKCTPUHY HA MM po3unHy, 0,2 0. wl. abo MeHLle npu JOBXWHI XBUNi
Bia 320 HM ago 350 HM Ans BOAHOMO pPO3YMHY, WO MicTUTb 300 Mr 3asHayeHol KoMno3uuii
ankinoBaHOro LMKIOAEKCTPUHY Ha MIT po3unHy, 0,2 0. w,. abo MeHwWe npu JOBXMWHI XBWAi Big 320 HM
Ao 350 HM agna BOAHOrO Po34vuMHy, WO MicTUTb 400 Mr 3asHadeHoOi KOMMO3WUil ankinoBaHoro
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LUMKNOAEKCTPUHY HA MN po3vnMHy abo 0,2 o. w. abo meHLwe npu AoBXWHI xBuni Big 320 HM a0 350 HM
ANs BOAHOMO PO34nHy, Wo Mictutb 500 Mr 3asHavyeHOl KOMMNO3WLiT ankinoBaHOro LUUKNOAEKCTPUHY HA
MIT PO3YKHY.

[00153] He Oyayum 3B'I3@aHMMM KOHKPETHOMO TEOPIEID, BBaXKAKOTb, LIO areHT, pevyoBuHa abo
dparMeHT, po3knagarodi nikapcbki 3acobu, moxe BKModaTtu ogHy abo BinbLue HU3LKOMONEKYNSIPHUX
pevyoBUH (Hanpuknag, peYoBUHY 3 MOMNEKYNApHow Macow MeHwe 1000 fa), y Tomy uuchi, He
OBOMEXKYIOYNCh HUMU, PEYOBUHU, LLO YTBOPIOKOTLCA AK MOGIMHMIA NpOoAYKT i/aGo npoaykT po3knagaHHs
B peakuiiHin cymiwi. 30kpemMa, A0 PEYOBMH, LLO PO3KNaaalrTb NikapcbKi 3acobu, BiAHOCATHLCS, HE
OOMEXYIOUMCh HUMU, TNIKO3UAHWUNA (parMeHT, MONEKyna LUMKNOAEKCTPUHY 3 PO3KPUTUM KinbLEM
LYKOpP, WO BiAHOBNIOE, NMPOAYKT PO3KNadaHHA TMoKo3u (Hanpuknag, 3,4- AnOeOKCUrMNIOKO30H-3-eH,
kapOOoHINMICTKi po3knagatodi pe4yoBUHU, Taki Ak 2- dypanbaerig, 5-rigpokcuMeTun -2-dypanbaerig i
T.M.), a TAKOX X KoOMmBiHaLiT.

[00154] 3rigHo 3 geakumu BapiaHTamu peanisauii KOMNO3MUIA ankinoBaHOro UUKNOAEKCTPUHY
MICTUTb MeHLwe 1 mac. %, meHwe 0,5 mac. %, meHwe 0,2 mac. %, meHwe 0,1 mac. %, meHwe 0,08
Mac. % abo meHwwe 0,05 mac. % ranigHoT coni ny>kHoro MeTany.

[00155] 3rigHo 3 gedkumu BapiaHTaMmyW peanisaudii 3asHadyeHa KOMMO3uWUisA ankinoBaHoro
LMKITOAEKCTPUHY MICTUTb MeHwe 1 mac. %, MmeHwe 0,5 mac. %, meHwe 0,25 mac. %, meHwe 0,1
Mac. %, meHwwe 0,08 mac. % abo meHw 0,05 mac. % rigponizoBaHOro ankinyro4doro areHra.

[00156] 3rigHo 3 JedkMmmu BapiaHTamyW peanisaudii 3asHadyeHa KOMMO3uWUiA ankinoBaHoro
LMKITOAEKCTPUHY MiCTUTL MeHLwe 500 ppm, meHwe 100 ppm, meHwe 50 ppm, meHwe 20 ppm, MeHLWe
10 ppm, MeHwe 5 ppm, meHwe 2 ppm, MeHwe 1 ppm, meHwe 500 ppb a6o meHwe 250 ppb
arnkinyl4oro areHTa.

[00157] 3rigHo 3 AJedkumu BapiaHTamMyW peanisaudii 3asHadyeHa KOMMO3uWUiA ankinoBaHoro
LUMKNOAEKCTPUHY MiCTUTb MeHwe 0,5 mac. %, meHwe 0,2 mac. %, meHwe 0,1 mac. % abo meHwe 0,08
Mac. % HegepuBaTU3OBAHOIO LIMKIOAEKCTPUHY.

[00158] Mig TepmiHOM "KOMMNNEKCHMIA" pPO3yMilOTb "TakMW, LIO € 4YacTMHOK knartpata abo
KOMMMEKCY BKMOYEHHA 3", ToOTO "KOMNnekCHW" nikapCbkuin 3aci® € 4JacTuHow knatpata abo
KOMMNIIEKCY BKITIOYEHHS 3 ankinoBaHWM LMKNOAEKCTPUHOM. TepMiH "Oinblia yactuHa" o3Havae 50 %
abo Ginbwe 3a macolo abo Big KiNMbKOCTi PeYOBUHU B MONAX. TAKMM YMHOM, KOMMO3MLIS 3rigHoO i3
JaHUM BUHAXOA0M MOXE MICTUTW aKkTUBHMI areHT, Ginbwe 50 mac. % AKOro BXOAWTb Y KOMMMEKC i3
ankinoBaHWM LMKMOAEKCTPUHOM, PakTuyHa BIACOTKOBA 4YacTKa KOMMEKCHOTO AaKTMBHOMO areHta
BapilOETbCA 3amMexHO BiJ KOHCTAHTU PIBHOBArM KOMMNIEKCOYTBOPEHHS, LUO XapakTepusye npouec
KOMMNIEKCOYTBOPEHHS KOHKPETHOIO LIMKMOAEKCTPUHY 3 KOHKPETHWM aKTUBHUM areHTom. [aHui
BUHaxia TaKkoXX BKMlOYae BapiaHTU peanisaudii, y AKMX akTUBHWW areHT HE YTBOPIOE KOMMMEKC i3
LUUKITOAEKCTPUMHOM abo B SKMX NULLE HE3HA4YyHa 4YacTKa aKTMBHOTO areHTa YTBOPKOE KOMMMEKC i3
ankinoBaHUM UMKNOAEKCTPUHOM. Cnig 3asHayuTW, WO ankinoBaHUWM UMKNOAEKCTPUH MOXKE
YyTBOPIOBaTM OAMH abo0 AeKinbka iOHHMX 3B'A3KIB 3 MO3UTUBHO 3aPSIKEHOI CNONyKOW. Taka ioHHa
acouiauia MoxXe mMaTu MicUe Hesane)He Big TOro, Yu 3B'd3aHa NO3UTUBHO 3apsakeHa pevyoBMHA B
KOMMNIEKC BKMIOYEHHS i3 LIUKNOAEKCTPUHOM.

[00159] Ak nokasaHo Ha @Il 6, nicna ynbTpadinbTpauii HeounweHoro npoaykty SBE-CD, y
HbLOMY MPUCYTHI AOMILLIKW, TaKi 5K B-LUMKNOAEKCTPUH i 4-rigpokcudbyTtan-1- cynboHoBa kucnora (4-
HBSA). lMNMicna apyroi KONMOHKW 3 akTUBOBaHWUM BYFIfNAM, KifbKiCTb AOMILLIOK B-LUKNOOAEKCTPUHY i 4-
rigpokcubyTtaH-1-cynbOHOBOI KMCNOTM Oyno 3HmkeHo. OgHak sk nokasaHo Ha PIT. 6, nicna aBox
KOMOHOK Y NPOAYKTI NPUCYTHI BinbLuUi KiNbKOCTI xnopuay.

[00160] ¥ npoueci OYMLLEHHS 3 BUKOPUCTAHHAM aKTUBOBAHOIO BYTINMSA, HE3BaXKaloUM Ha Te, LUO
KiNbKICTb areHTiB, WO pO3KnagalTb MiKapCbkKUM 3acib, 3HWKEHa, Yy NPOAYKTI ankinoBaHOro
LUMKNOAEKCTPUHY NPUCYTHI OinbLui KinbKoCTi xropuay. Lle Benuka KinbKicTb Xnopuay B NPOAYKTI
ankinoBaHOro LUKNOAEKCTPUHY MOXKE B3AEMOAIATU 3 aKTUBHUM areHTOM i NPUBOANTU A0 PO3KnagaHHs
aKTUBHOrO areHta. OTke, HeoOXiAHO 3HWXKYBATU BMICT XNOpuay B MNPOAYKTI  ankinoBaHoro
LUUKITOAEKCTPUHY, 0OCOBMNMBO AKLLO aKTUBHUIA areHT YyTIUBUIA 40 XJ0puay.

[00161] BusHaA4yeHHA TOro, 4v YyTNMBA akTMBHA PEYOBMHA A0 Xnopuay, Moxe OyTu 3aiiCHeHe
daxiBueM y AaHin obnacTi TEXHIKM 3 BUKOPUCTAHHAM BigOMUX METOIB.

[00162] Ak nokasaHo Ha ®IT. 7, nicnga ynbTpadinbTpadil piBeHb 3anNULWIKOBOro xnopuay nagae
nNpubnu3Ho Ao HynsA. Micna noganbloro OYMLWEHHSA 3 BUKOPUCTAHHAM ABOX KOJMOHOK akTUBOBAHOMO
BYFiNns, BMICT Xopuay BiAHOBNIOETLCA B po3ymnHi SBE-CD.

[00163] ¥ xoA4i 04YMLLEHHA akTUBOBAHUM BYTINMSAM, BOAa NPOXOAUTb YEPE3 KOSNOHKY akTUBOBAHOIo
BYFifNA 40 BCTAHOBNEHHA NPOBIAHOCTI HA NOCTIKHOMY PiBHI Nepea AogaBaHHAM po3dnHy SBE-CD. Y
HacTynHin Tabnuui HaBeaeHi AOKNaaHi AaHi Mo KiNbKOCTI BOAWM i OTPMMAaHMX PIBHAX NPOBIAHOCTI,
BUMIPAHUX ANS KOMOHOK 3 aKTUBOBAHWM BYrinnsaM. Ak BMAHO B Tabnuui, HaBiTb y NapTiax, y sKux
Bukopuctosyeanu 70000 niTpie BoAM ANA NpOMUBaAHHA akTUBOBAHOMO BYFINMS neped AoaaBaHHAM
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posunHy SBE-CD, gomiwka xnopuay 6yna BusBneHa B kKiHUeBoMy posunHi SBE-CD.

Ne naprii Bona () I_(on_OHKa 1 I_(on_OHKa 2
MpogigHicTb (MKCM) MNposigHicTb (MKCM)

17CX01F.HQO0075 35000 17,97 17,7

He BknioveHa 70000 16,01 17,84
17CX01F.HQ00076 36800 18,5 36,3
17CX01F.HQO0077 5420 52,0 34,7
17CX01F.HQ0O0067 7850 12,74 12,43
17CX01F.HQ00068 7256 9,72 9,3
17CX01F.HQ00069 12131 8,86 5,58
17CX01F.HQO0070 4670 6,44 8,05
17CX01F.HQO0071 6442 6,4 6,37
17CX01F.HQ00072 7500 10,98 4,74
17CX01F.HQO0073 7800 13,03 12,45
17CX01F.HQO0074 2000 4,57 8,35
17CX01F.HQO0078 20630 9,68 13,14

[00164] binbLu cyTTEBE AOCHIAKEHHS 00pOoBKU Nepea i B xoai UMPKYNsLUil 3 aKTUBOBAHWUM BYTiNMsM
nokasano, wo Hanbinbllie AodaBaHHA xnopuay BiAOYBa€TbCA B NepLUi AeKinbka XBUNUH LUPKynauil
po3unHy SBE-CD 4epes wwiap akTuBoBaHOro Byrinns. Ak nokasaHo Ha ®II. 8, BMICT AOMILLIKK xnopuay
y ABOX KOMepuinHux naptiax SBE-CD gopiBHoe npubnusHo Hymnio nicna yneTpadinbTpauii i 3Ha4Ho
3pocTae nicns o6pobKu aKTMBOBAHMM BYFINMAM MPOTArOM NEPLUMX 5 XBUMKUH 3 NaAiHHSAM BMICTY Yepes
10 i 20 xBUNUH.

[00165] Ak nokasaHo Ha ®II'. 9, icHye npaAMa Kopensuia MK piBHEM Xnopuay, NepeHeceHoro B
po3unH SBE-CD, i piBHeMm npoBigHocCTi BogHoro amusy. Ha ®II'. 9 BuMipioBanu piBeHb NPOBIAHOCTI B
nepLlin KONMOHUi 3 aKkTUBOBAHUM BYriNNAM i B APYrid KOMOHUI 3 akTUBOBaHWMM BYyrinnaM. byno
BUABMNEHO, LLO PiBHI NPOBIAHOCTI CNIBBIAHOCATLCA 3 PIBHEM 3aNULLKOBOro Xnopuay B KiHUEBIW TBepain
pedoBuHi SBE-CD, Ak BumipsaHo 3a ponomorow mMetogy ZIC pHILIC ana BumipioBaHHA BMICTY
3anuuwikoBoro xnopuay. OTXe, AaHi BUMIpIOBAHHA NPOBIAHOCTI, OTPUMaHi HanpukiHUi npouecy
NPOMMBAaHHS, CMIBBIAHOCATLCA 3 PIBHEM 3aNULLKOBOTO XIopuay B KiHuesomy npogykTi SBE-CD.

[00166] PiBeHb xnopuay B KOMMNO3WUIT ankinoOBaHOrO LUKMNOAEKCTPUHY MOXe OyTU BU3HAYEHUN 3
BUKOPUCTAHHSIM Oyab-Akoro crnocoly, 3asBuuan BMKOPUCTOBYBaHOro daxiBuamMu B AaHin obnacTi
TeXHikW. 3rigHO 3 geskuMK BapiaHTamu peanisadii piBeHb Xnopugy BUMIPIOIOTb i3 BUKOPUCTaHHAM
aeTektopa 3apagxeHoro aeposonio (CAD).

[00167] 3rigHo 3 gesakuMy BapiaHTamu peanisauii piBeHb xnopuay, BUMIpSHUWA y NepepaxyHKy Ha
MacoBe ChiBBiAHOLUEHHA (Mac./mac.), Y KOMNOo3uuii ankinoBaHoro UMKMOAEKCTPUHY CcTaHoBuTb 1 %
abo meHwwe, 0,9 % abo meHwe, 0,8 % abo meHwe, 0,7 % abo MmeHwe, 0,6 % abo meHwe, 0,5 % abo
MeHwe, 0,4 % abo meHwe, 0,3 % abo meHwe, 0,2 % abo meHwe, 0,1 % abo meHwe, 0,09 % abo
MeHLe, 0,08 % abo meHwe, 0,07 % abo meHwe, 0,06 % abo meHwwe, 0,05 % abo meHLue, 0,04 % abo
meHwe, 0,03 % abo meHwe, 0,02 % abo meHwe abdo 0,01 % abo meHwe. 3rigHO 3 AEAKUMMU
BapiaHTamu peanisauii piBeHb Xnopuay B KOMMO3MUIT ankinoBaHOro LUUKIOAEKCTPUHY CTaHOBUTL Bif
1% po 0,01 %, Big 0,9 % no 0,01 %, Big 0,8 % a0 0,01 %, Bia 0,7 % no 0,01 %, Bia 0,6 % no 0,01 %,
Bia 0,5 % ago 0,01 %, Big 0,4 % no 0,01 %, Big 0,3 % no 0,01 %, Big 0,2 % go 0,01 %, Big 0,1 % po
0,01 %, Big 0,09 % pno 0,01 %, Big 0,08 % no 0,01 %, Big 0,07 % po 0,01 %, Big 0,06 % no Bia
0,01 %, Big 0,05 % go 0,01 %, Big 0,04 % o 0,01 % abo Big 0,03 % 70 0,01 %.

[00168] ¥ gaHOMy AOKYMEHTI TepMiH "NPOBIAHICTL" BIAHOCUTLCA A0 34aTHOCTI BOAHOIO PO3YUHY
NPOBOAUTU ENEKTPUYHUIA CTPYM MK ABOMA enekTpogaMu nNpu NeBHin Temnepartypi. CTpym Teye 3a
[OMOMOTO0 iOHHOro nepeHocy. Omke, npu 36iNbLUEHHI KINbKOCTI iOHIB, LLIO MPUCYTHI Yy BOASHOMY
PO34mHi, po3unH 6yae matu Ginbll BUCOKY MPOBIAHICTb. 3rigHO 3 AesKMMU BapiaHTamu peanisauil
TemnepaTtypa, npu sKii NpoBoAATb BUMIPIOBAHHA MPOBIAHOCTI, MOXe cTaHoBuUTK Big 4° C po 37 °C.
3rigHo 3 geakumu BapiaHTamu peanisaudii Temneparypa, npu Sk NPpoBOASATL BUMIPIOBAHHS
nNpoBigHOCTI, MoXe cTaHoBWUTKM Big 15°C pgo 25°C. 3rigHo 3 AeskuMu BapiaHTamu peanisauii
TemnepaTtypa, Npy K NPOBOAATL BUMIPIOBaHHA NPOBIAHOCTI cTaHoBUTL 25 °C.

[00169] OanHMUS BUMIPIOBAHHSA NPOBIAHOCTI ABNSAE COBO00 MIKPOCIMEHC HA CaHTUMETP (MKCM/CM).

[00170] T[poBigHICTb BOAHOrO 3MWBY AaKTMBOBAHOIO BYriNNA Moxe OyTu BU3HA4eHa 3
BUKOPUCTAHHSIM Oyab-Akoro crnocoly, 3asBuuan BMKOPUCTOBYBaHOro daxiBuamMu B AaHin obnacTi
TexHikn. JrigHO 3 AeskMMKM BapiaHTaMmu peaniszaudii NpPoBIAHICTE BUMIPIOIOTb i3 BUKOPUCTaHHAM
BUMIpHMKA NPOBIAHOCTI. 3rigHO 3 geakumu BapiaHTamu peanisaudii NPOBIAHICTE BUMIPIOIOTL i3
BUKOPUCTaHHAM iOHHOT Xpomartorpadil.
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[00171] 3rigHO 3 Aesikumm BapiaHTaMu peanisauii NpoBigHICTbL BoAHOrO 3MuBy 6e3chocdaTHoro
aKTMBOBAHOTO BYTINMA BUMIPIOIOTL Nepes A0AaBaHHAM YaCTKOBO OYMMLLEHOrO PO3YMHY arnkinoBaHoro
LMKITOAEKCTPUHY. 3rigHO 3 AeSKMMU BapiaHTamMu peanisayii NpoBigHICTb BOAHOIO 3MUBY aKTUBOBAHOIO
BYFiNnsa nepen A0AaBaHHSAM YaCTKOBO OYMLLEHOTO PO3YMHY arnkimoBaHOrO LUMKMOAEKCTPUHY CTAHOBUTb
MeHwe 35 MkCm, meHwe 34 mkCm, meHwe 33 MKCM, meHwe 32 MKCM, meHwe 31 MkCMm, meHwe 30
MKCM, MeHwe 29 MKCM, meHwe 28 MKCM, meHwe 27 MKCM, MeHwe 26 MKCM, meHwe 25 mkCwm,
MeHLe 24 MKCMm, meHwe 23 MKCMm, meHwe 22 MKCM, meHwe 21 MKCM, meHwe 20 MKCM, MeHLe 19
MKCM, MeHwe 18 MKCM, meHwe 17 mMkCMm, meHwe 16 MKCM, meHwe 15 mMKkCMm, meHwe 14 mkCm,
MeHwe 13 MKkCM, meHwe 12 mMkCwm, meHwe 11 MkCMm, meHwe 10 mkCwm, meHwe 9 MKCM, MeHwe 8
MKCM, MeHwe 7 MKCM, meHwe 6 mMKkCMm, meHwe 5 MKCM, meHwe 4 MKCM, meHwe 3 MKCM, MeHLle 2
MKCM abo meHwe 1 MkCM. 3rigHO 3 geskMMKu BapiaHTamu peanisdauii NpoBiAHICTb BOAHOIO 3MUBY
aKTUBOBAHOIO BYFiNMs Mepeg  A04ABAHHAM  YaCTKOBO  OUULLIEHOTO  PO3YMHY  amnkinoBaHoro
LMKITOAEKCTPUHY cTaHoBUTL Big 10 mkCm go 15 mkCwm, Big 5 MkCm go 15 mMkCwm, Big 5 MkCm go 10
MKCM, Big 4 mkCm go 10 mkCm, Big 3 mkCm go 10 mkCm abo Big 4 MkCm ao 8 MKCM.

[00172] 3rigHo 3 gesakumMy BapiaHTaMu peanisauii akTMBoBaHe BYrinna npomueatotb 1, 2, 3, 4, 5,
6, 7, 8, 9, 10, 11, 12, 13, 14 a6o 15 pa3 nepen A0AABAHHAM 4YACTKOBO OYULLEHOrO PO3YUHY
ankinoBaHoro UWKNOAEKCTPUHY. 3rigHO 3 AesakuMy BapiaHTamu peanisaudii akTMBOBaHe BYrinms
npomuBatoTb 1 abo Ginbwe, 2 abo Ginbwe, 3 abo Ginbwe, 4 abo Ginbwe, 5 abo Ginbwe, 6 abo
Ginbwe, 7 abo BinbLue, 8 abo Ginblwe, 9 abo Ginbwe abto 10 abo Ginblwe pasiB nepen Ao0AaBAHHAM
YACTKOBO OYULLEHOTO PO3UNHY anKinoBaHOro LMKIOAEKCTPUHY.

[00173] HaBiTb KONM akTMBOBaHE BYrifNg B KOMOHLi NPOMUBAIOTL BOAOID, MOXE MaTu Micue
HENoOBHE 3MOYyBaHHA akTUBOBAHOro BYrinnsA. Npu 34iMCHEHHI npouedypyu NPOMUBAHHA HEMOXIUBO
KOHTPOJIIOBATK KaHanipyBaHHs B LIapi Byrinns. BeaxatoTb, Wo Ginbl peTenbHe NPOMUBAaHHS BYTiNns
[0 noYaTKy UMpKynauil po3yMHy ankinoBaHOro UMKNOAEKCTPUHY, NpuBede A0 3HMXKEHHA abo
3anobiraHHs BCiX NoganbluMX A0AaBaHb 3anULLKOBOrO Xropuay i3 npoaykTy KOMNO3uLii ankinoBaHoro
LMKNOAEKCTPUHY.

[00174] 3rigHO 3 AesKkMMKM BapiaHTamu peanisauil akTUBOBaHE BYrinnNg AodaloTb Y cneuianbHy
CUCTEMY €EMHOCTENW 3 obnagHaHHAM, WO MepeMillye i CUCTEMOIO CMT. AKTUBOBAHE BYriNns
3aBaHTaXyOTb i3 HACTYMHUM MPOMMUBAHHAM JeKiflbkoMa nopuisMu BOAW NpU 3adaHii LUBWMAKOCTI
nepemillyBaHHs NPOTAroM 3agaHoro nepioay 4vacy. icna npomMuBaHHA BOAOHO LLAP BOAU BMAANAIOTb
i3 3a3HaYeHOT cneuianbHOT EMHOCTI | NPOBOAATL A404AaTKOBE NPOMUBaHHA BoAo. icna goaaTkoBux
NPOMMBaHb BOAOID BU3HAYAIOTb NPOBIAHICTb aKTUBOBAHOIO BYTINNA i KONM 3HAYEHHA NPOBIAHOCTI CTae
HUXXYE 3a4aHOro PiBHA, BYFiNma CycneHayoTh Y BOAi | HaKauyloTb y Kamepy ansa syrinna. icna usoro
akTUBOBAHE BYrinnsl 6yae rotoee AN A0AaBaHHA PO3YMHY ankinoBaHOro LUUKNOAEKCTPUHY. 3agaHui
piBEHb NPOBIAHOCTI MOXE CTaHOBMTKW, Hanpuknag, meHwe 35 MKCM, MeHwe 34 MkCM, meHwe 33
MKCM, MeHwe 32 MKCM, meHwe 31 mMkCm, meHwe 30 MKCM, MeHwe 29 MKCM, MeHwe 28 MKCM,
MeHLe 27 MKCM, meHwe 26 mkCm, meHwe 25 MKkCM, meHwe 24 MKCM, meHwe 23 MKCM, MeHLUe 22
MKCM, MeHwe 21 MKCM, meHwe 20 mMkCMm, meHwe 19 MKCM, meHwe 18 MKCM, meHwe 17 MKCm,
MeHLwe 16 MKkCm, meHwe 15 mkCm, meHwe 14 mMkCm, meHwe 13 MKCM, meHwe 12 MkCMm, meHLe 11
MKCM, meHwe 10 MKCMm, MeHLwe 9 MKCM, MeHwe 8 MKCM, meHwe 7 MKCM, meHwe 6 MKCM, MeHwwe 5
MKCM, MeHwe 4 MkCMm, meHwe 3 MKCM, meHLe 2 MKCM abo meHwe 1 MKCM.

[00175] MepemiwyBaHHa Moxe OyTu BUMipsiHE B obepTax 3a xBunuHy (06/xB). 3rigHO 3 A€SIKUMM
BapiaHTamMu peanisauii LUBUAKICTb NepemillyBaHHS MOXe CTaHOBWTU, Hanpuknag, Big 5 06/xs go 300
006/xB. Hanpuknaga, LWBMAKICTb NepemillyBaHHs Moxe crtaHoButu 5 06/xB, 10 06/xB, 20 06/xB, 30
06/xB, 40 06/xB, 50 06/xB, 60 06/xB, 70 06/xB, 80 06/xB, 90 06/xB a60 100 06/xB. Yac nepemillyBaHHS
MOX€ CTaHOBMTM Big 1 xBUnuHM Ao 5 ai6. Yac nepemillyBaHHS MOXEe CTAHOBUTU, Hanpuknag, 5
xBuUInuH, 10 xBunuH, 20 xBunuHd, 30 xeunuH, 40 xBunuH, 50 xBunuH, 60 XBUNUH, 2 rOANHK, 3 rOAUHN, 4
roanHn, 5 roauH, 6 roauH, 7 roauH, 8 roauH, 9 rogmu, 10 roguH, 11 roauH, 12 roawH, 24 roauvH, 2
nobu, 3 pobu abo 4 nobu. 3rigHo 3 geAKMMK BapiaHTaMKn peanisauii Yac nepemillyBaHHsl CTAHOBUTb
BiA 5 xBUNUH Ao 1 roanHu, Big 5 XBMNUH A0 2 roauH, Big 5 xBunuH A0 3 roguH, Big 5 xBunuH ao 4
roauH, Big 5 xBunuH go 5 roaud, Big 10 xBunuH 4o 1 roamuu, Big 10 xsunuH Ao 2 roguH, Big 10
XBUIMMH A0 3 roauH, Big 10 xBunuH Ao 4 roauH, Big 20 xBunuH Ao 1 roguHu, Big 20 xBUNUH A0 2
roguH, Big 20 xsunuH go 3 roguH, Big 20 xsunuH go 4 roguH, npo 30 xBunuH o 1 roguHu, Big 30
XBUMNWH A0 2 roauH, Big 30 xBunuH Ao 3 roanH abo Big 30 xBUNKUH 40 4 rOANH.

[00176] 3rigHO 3 AesKkMMKM BapiaHTamu peanisauii B CUCTEMi EMHOCTEN MiATPUMYIOTb KiMHATHY
Temnepatypy (25 °C) y xoai npoMMBaHHA BOAOK. 3rigHO 3 AeAKUMMW BapiaHTamu peanisauii cuctemy
E€EMHOCTEN MOHa HarpiBaTM B X0di npouecy NPOMMBAHHA BOAOIK. 3rigHO 3 AesKMMMW BapiaHTamu
peanizauii Temnepatypa MOXe CTaHOBWUTW, Hanpuknag, Big 30°C po 100 °C. Hanpuknag,
TemnepaTypa oxonoakeHHs moxe craHosutu 30 °C, 40 °C, 50 °C, 60 °C, 70 °C, 80 °C, 90 °C abo
100 °C. Yac HarpiBaHHSA MOXe CTaHOBWUTM Big 1 XBUNMHKM A0 5 Oi6. Yac HarpiBaHHA MOXE CTaHOBUTH,
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Hanpuknag, Bia 5 xeunud o 4 ai6, Big 5 xeunud go 60 xeunuH, Big 10 xsunuH ao 50 xeunuH, Big 20
xBunuH o 40 xeunuH, Big 30 xBunuH o 60 xBunuH, Big 2 rogMH Ao 24 roguH, Big 3 rognH go 12
roauH, Bia 4 roanH Ao 10 roaud, Bia 5 roguH Ao 9 roauH, Biag 6 roanH Ao 8 roaud, Big 2 Aidé oo 4 Ai6
abo Big 3 pi6 go 4 gi6. 3rigHo 3 AedAkMMK BapiaHTamu peanisauii Yac HarpiBaHHs CTAHOBUTbL Big 5
XBUITMH A0 1 roAnHK, Big 5 XBUNWH 40 2 roAuvH, Big 5 XBUIMH A0 3 roguH, Big 5 XBUNWH A0 4 roauH, Big
5 xBunuH o 5 roauH, Bia 10 xBunuH Ao 1 roauHu, Big 10 xBUNUH 40 2 roauH, Big 10 xBunuMH 4o 3
roaud, Big 10 xBunuH go 4 roguH, Big 20 xBunuH 40 1 roauHu, Bia 20 xBunuH Ao 2 roauH, Big 20
XBUIMH A0 3 roauH, Big 20 xBunuH ao 4 roaud, Big 30 xBunuH Ao 1 roauHun, Big 30 xBunuH go 2
roauH, Big 30 xBunuH Ao 3 roanH ado Big 30 xBUNWUH 40 4 rOAUH.

[00177] 3riaHO 3 gesakuMK BapiaHTaMun peanisadil akTMBOBaHe BYTifNg NPOMUBAIOTL Y KaMepi ans
BYFiNNa A0 AOCATHEHHS MEBHOrO PiBHA MpoBigHOCTI. Micnsa, aaHe akTuBoBaHe Byrinna Oyae rotose
ANS JOAABaHHA PO3YUHY anKinoBaHOro LMKMOAEKCTPUHY.

[00178] 3rigHOo 3 AeskuMKM BapiaHTamu peanisauil akTUBOBaHe BYrinNsA MNpPOMUMBaOTbL A0
OOCAITHEHHA MOCTIMHOrO pPiBHA NPOBIAHOCTI 3 HaCTYNHUM A04AaBaHHAM BigOMOT KiNbKOCTi pO3vnHY
ankinoBaHOro UMKMOAEKCTPUHY YEpe3 akTMBOBAHE BYINNA, SKe BiAKMAAOTb Nepes AO0AABaHHAM
J04aTKOBOTO PO3YUHY arkifioBaHOTO LIMKNOAEKCTPUHY.

[00179] 3rigHO 3 AedkMmu BapiaHTamu peanisadii ¢dpasa "nocTinHa NpoBIgHICTL" O3Ha4ae, Lo
NPOBIAHICTL BOAW NICNA KOHTAaKTY 3 akTMBOBAHWM BYTNNAM € NpuOMM3HO OQHAKOBOK Yy ABAa Pi3Hi
MOMEHTU Yacy. TakuMm YMHOM, aKTUBOBAHE BYTiNNS MOXHa NPOMUTU A0 "MOCTIMHOT NPOBIAHOCTI", AKLLO
NPOBIAHICTL BOAM MICNS1 KOHTAKTy 3 aKTMBOBAHWM BYIMNAM He 3MiHMMAcsa Oinblue HiK HA NeBHUN
BiJCOTOK 3a NEBHYy KiNMbKiCTb 4acy. [eBHMI BiaCOTOK MOxe OyTM B Aianasoni Big 1 oo 25 %,
Hanpuknag, 10 % i neBHa KiNbKiCTb 4Yacy Moxe ©OyTu B gianasodHi Big 10 XBUNMH A0 2 TrOAMH,
Hanpuknag 1 rogauHa. ®axiBuam y AaHin obnacti TexHikm Oyae 3pOo3ymino, WO NEBHUA BiACOTOK i
NEeBHA KiNbKiCTb Yacy MOXyTb BapitoBaTUCA B MOPIBHAHHI 3 ONUCAHUMWN 3HAYEHHSIMU NPU HEOOXIAHOCTI.
3rigHo 3 iHWMMK BapiaHTamu peanisadii dpasa "nocTinHa nNpPOBIAHICTL" MOXe oO3HadaTu, uWo
NPOBIAHICTL BOAW A0 KOHTAKTy 3 akTUBOBAHMM BYIiNNSAM € NpuOnM3HO OQHAKOBOKO i3 MPOBIAHICTIO
BOAM MNICINA KOHTAKTY 3 aKTMBOBaHUM BYTiNNSM.

[00180] 3rigHO 3 AeakMMKM BapiaHTamu peanisaudii akTMBOBaHe BYriNms nigaalwoTb MepLUoMy
cnocoby NPpOMMBAHHA BYFiNNSA, WO BKNIOYAE A04aBaHHA BOAM, MPOCOYEHHSA aKkTUBOBaHOrO BYrinns y
BOAi i 3nMBaHHA BOoAW. Boay moxkHa nogaBaty B NPAMOTOYHOMY HaMNPAMKY, Hanpuknag, 3Bepxy BHUS,
abo B 3BOPOTHOMY BiA NPOTOKY HanpaAMKy, Hanpuknaza, 3Hu3y Haropy. B ogHoMy 3 BapiaHTiB
peanisauii akTMBOBaHe BYTIiNMA 3anuiatTb NPOCOYyBaTUCA NPOTATOM MEBHOT KiNbKOCTI Yacy A0 3nMBy
BOAW. Hanpuknag, akTMBOBaHe BYFiNMs MoXHa 3amMoyyBaTu NPOTAroMm LoHarimeHwe 10 xsunuH, 20
xBunuH, 30 xBunuH, 40 xBunuH, 50 xBunuH, 60 xBunuH, 70 xBunuH, 80 xBunuH, 90 xsunuH, 100
xBunuH, 110 xBunuH, 120 xeBunuH, 150 xBunuH, 180 xBunuH, 210 xBunuH, 240 xBuUnNuH, 270 XBUIWH,
300 xBunuH, 330 xBunuH, 360 xBunuH, 390 xBunuH, 420 xBunuH, 450 xBunuH, 480 xBunuH abdo
Ginbwe. BignoBigHO A0 O0AHOrO 3 BapiaHTiB peanisauii akTMBOBaHe BYFNMA  3anuLialoTb
npocodyBatuca nporarom npudnusHo 30 xBunuH. Mepwnii cnocié NpPoMMBaHHA BYFINMS MOXHAa
noBTOploBaTM Byab-sIKy KiNbKiCTb pas. Hanpuknaa, neplimm cnoci® npoMMBaHHA BYFINNA MOXHa
noetoptoBatu 1, 2, 3, 4, 5 abo Ginbwe pa3s. BianoeiaHO A0 OAHOro 3 BapiaHTIB peanizauil nepLuni
cnocib NpoMUBaHHA BYTINMA NOBTOPIOIOTL 3-4 pasu.

[00181] 3rigHO 3 AeAkMMM BapiaHTaMy peani3auii akTMBOBaHE BYriNAA MOXHa niggasaTtu apyromy
cnoco®y NpOMMBAHHA BYINMA nicna nepworo crnoco®y npomMuBaHHA Byrinns. Opyrui  cnoci®
NPOMMWBAHHA BYFiNNA MOXe BKMOYaTK NPOTiKaHHA BOAW NO aKTUBOBAHOMY BYTinm. 3rigHO 3 AeSKUMHU
BapiaHTaMmu peanisauii Bogy nponyckaloTb N0 akTUBOBAHOMY BYFISINIO B TOMY > HanpsiMKy, y sSIKOMY
nogaesanu BoAy B nepLlioMy crnocobi npoMMBaHHA BYrinns. 3rigHoO 3 iHWKWMK BapiaHTaMu peanisauii
BOAY MPOMNYCKalOTb NO aKTUBOBAHOMY BYFINMIO B iHWOMY HanpsMKY, Y MOPIBHAHHI 3 HanpsiMKOM, Yy
AKOMY nojasanu BOAy B MepLomMy cnocobi npoMmBaHHA Byrinnsa. Hanpuknag, Bogy MoxkHa nogasatu
B MNepLioMy cnoco®i NpoOMMBAHHSI BYFiNNS B 3BOPOTHOMY BiJ MPOTOKY HanpsMmKy i Bogy MOXHa
nogaeatu Mo akTMBOBAHOMY BYFNMIO B APYroMy cnocobi NPOMMBAHHA BYFifnA B NPAMOTOYHOMY
HanpamKy. Boay MoxHa nogasatu Mo akTMBOBAHOMY BYFIAIMIO MPOTArOM MEBHOT KiNbKOCTI 4vacy.
Hanpuknag, Bogay mMoxHa nogasatu Mo akTMBOBAHOMY BYFiNNI0 NpPOTAroM woHanMmeHwe 10 XBUMNKH,
20 xBunuH, 30 xBunuH, 40 xeunuH, 50 xsunuH, 60 xBunuH, 70 xBunuH, 80 xBunuH, 90 xsunuH, 100
xBunuH, 110 xBunuH, 120 xBunuH, 150 xBunuH, 180 xBunuH, 210 xBunuH, 240 xBunuH, 270 XBUNUH,
300 xBunuH, 330 xBunuH, 360 xBunuH, 390 xBunuH, 420 xBunuH, 450 xBunuH, 480 xBunuH abdo
Ginbwe. Hanpuknag, Bogy MOXHa nogaBatu MO aKTUBOBAHOMY BYTFINMKO NPOTAroM npubnusHo 1
roanHu, NpubnusHo 2 roguH, npubnuaHo 3 roanH, npubnusHo 4 roguH abo npubnusHo 5 roamH. Boay
MOXHa nojasaTu NO akTMBOBAHOMY BYFiNMO Npu BUTpaTi woHanmeHwe 50 niTpie 3a roauHy, 100
niTpie 3a roguHy, 150 niTpis 3a roguHy, 200 niTpis 3a roguHy, 250 nitpie 3a roauHy, 300 niTpis 3a
roanHy, 350 nitpis 3a roguny, 400 niTpiB 3a roauHy, 450 niTpis 3a roguHy, 500 niTpiB 3a roguHy abo
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Ginbwe. Hanpuknaa, Bogy MO)Ha NogaBatu Mo akTUBOBAHOMY BYFiNM0 npu BuTpaTti npudnusHo 100
niTpiB 3a roguny, npubnuaHo 200 nitpie 3a roauHy, npuénusHo 300 niTpiB 3a roauHy, npuénusHo 400
niTpie 3a roguHy, npubnuaHo 500 nitpie 3a roauHy, npudnusHo 600 niTpie 3a roauHy, npuénuaHo 700
niTpie 3a roguHy, npubnuaHo 800 niTpie 3a roguHy, npubnusHo 900 niTpie 3a rogauHy, abo NpubnM3Ho
1000 niTpiB 3a roauHy. Opyruin cnoci®é npoMMBaHHS BYTINMNs MOXKHAa NOBTOPIOBATU OyAb-5IKY KiMbKiCTb
pas. Hanpuknag, apyrui cnocié npomMmBaHHA BYrinns MoxHa nosToptoBaTtu 1, 2, 3, 4, 5 abo BinbLue
pas3. BianosigHO A0 oaHOro 3 BapiaHTiB peanidauii ApPyrun Cnocid NPOMMBAHHA BYIINNA MOXHA
noBTopoBaTu 3-4 pasu.

[00182] 3rigaHO 3 AedkMMK BapiaHTaMu peanisauii 3anuLIKOBY NPOBIAHICTE BOAW TECTYIOTb Micns
apyroro cnocoby npomMuBaHHA Byrinnga. BignosigHo a0 ogHOro 3 BapiaHTiB peanisauii  Akwo
3anMLIKOBA MNPOBIAHICTb CTAHOBUTL MeHLIe abo AOopiBHIOE HEOOXIAHIN KiNMbKOCTI, CNOCiO NpOMUBaHHS
BYFiNNS BBaXAKTb 3aBEPLUEHNUM, ane AKWO 3anuLIKOBA NPOBIAHICTb BULLE, HK HEOOXiAHA KiNbKiCTb,
LWOHANMEHLLE OAMH 3 MepLoro cnocoby NPpOMMBAHHA BYFINMS i APYrMiA CNocid NPpOMMUBAHHA BYriNNs
NOBTOPIOIOTL 0AMH abo Binblue pas. HeobxiaHa KiNbKiCTb 3anuLLIKOBOT MPOBIAHOCTI MOXe CTaHOBUTU
10 mkCm abo meHwe, 9 MKkCMm abo meHwe, 8 MkCMm abo meHwe, 7 MKCMm abo MmeHwe, 6 MkCm abo
MeHLwe abo 5 MkCm abo meHLwe.

[00183] KiHueBMIA BUXig ankinoBaHOro UMKNOAEKCTpUHY (y BuAINeHin i/abo ounlleHin abo
YACTKOBO OYULLEHIN DOPMI), OTPUMAHOrO Micns 3aBepLUeHHsA npouecy 6yae Bapitoatuca. KiHuesun
BMXiZ ankifioBaHOrO LMKNOAEKCTPUHY B MEPEPAXYHKY HA BUXIAHUIA UMKITOAEKCTPUH MOXE CTAHOBUTM
Bia 10 % a0 95 %, Bia 15 % Ao 90 %, Bia 20 % ao 85 %, Big 30 % Ao 85 %, Biga 35 % o 85 %, Big
40 % po 85 %, Bia 45 % no 80 %, Bia 50 % ao 80 %, Big 55 % Ao 80 %, Bia 60 % Ao 80 %, Bia 50 %
no 90 %, Big 55 % po 90 %, Big 60 % g0 90 %, Big 70 % no 90 %, Big 80 % Ao 90 %, Big 60 % go
98 %, Bia 70 % no 98 %, Big 80 % a0 98 % ab6o Big 90 % A0 98 %. 3rigHO 3 AESIKUMMW BapiaHTaMM
peanizauii KiHUEBMA BWUXiO ankinoBaHOro LUMWKMOAEKCTPUHY B NEpepaxyHKy Ha BUXIAHWA
UMKnoaekcTpuH ctaHoBuTb 80 % abo Ginblue, 85 % abo Ginblie, 90 % abo Ginbwe abo 95 % abo
GinbLue.

3acTocyBaHHA KOMMNO3ULi ankinoBaHOro UMKNOAEeKCTPUHY

[00184] Kpim iHWwMx cnocobiB 3acToCyBaHHA, KOMNO3WLiIO ankinoOBaHOIO LUMKIOAEKCTPUHY 3rigHO i3
JaHNM BMHaxo4o0M MOXHa BUKOPUCTOBYBATU Ang conobinisauii i/abo crabinisauii wumpokoro cnekrpa
PisHUX maTtepianis i ANA ogepXKaHHA CMONyK Ans pisHMX cnocobiB 3acTocyBaHHA. [JaHa komMnosuuis
ankinoBaHoOro LUWKNOAEKCTPUHY MOe 3abe3nedvyBaTu MiABULLEHY PO3YMHHICTL i/abo nigBULLIEHY
XiMiYHY, TEpMOXiMiYHY, TigponiTUUHY /abo OoTOoXiMiUHY CTabinbHICTL [HWKMX KOMIMOHEHTIB Y
komno3suuii. Hanpuknag, KOMNO3uLil0 ankinoBaHOro LMKNOOAEKCTPUMHY MOXHA BUKOPUCTOBYBaTWU ANis
crabinisauii akTMBHOro areHTa y BOAHOMY cepeaoBulli. KomMnosuuito ankinoBaHOro LUKNOAEKCTPUHY
MOXHa TaKOXX BWMKOPWUCTOBYBATU AN MiABULIEHHA PO3YMHHOCTI aKTMBHOIO areHta y BOAHOMY
cepenoBuLL.

[00185] 3asHavyeHa KOMNO3MLIA ankinoBaHOro UMKNOAEKCTPUHY 3rigHO i3 JaHUM BUHaX040M MOXe
BKMOYaTh oauH abo Binblue akTUBHUX areHTiB. 3a3HayeHi oauH abo Ginblue aKTUBHUX areHTiB, LLO
MICTATLCA B KOMMO3WLIT 3rigHO i3 4aHMM BMHaxX040M, MOXYTb CUSNbHO BiAPI3HATUCA MO PO3YUHHOCTI Y
Bodi, OGiogocTtynHocTi i rigpodpinbHoCTi. [0 akTMBHMX areHTiB, AnA SKMX 0CcoBnMBO  AOUINMbHO
BUKOPUCTOBYBATU AAHUI BUHAXid, BiAHOCATLCA HACTYMHI: HEPO3YMHHI Y BOAI, NOraHO PO34YMHHI Y BOA|,
ManopO34YMHHI Yy BOAI, MOMIPHO PO3YMHHI Yy BOAi, PO34YMHHI Yy BOAI, Ayke AoOpe pPO3YMHHI y BOAi,
rigpochobHi i/abo rigpodinbHi TepaneBTUYHI areHTu. Ak 6yae 3po3ymino daxiBueBi B gaHin obnacrti
TEXHIKM, 0anH abo BinblUe aKTUBHMX areHTiB, WO MICTATLCS B KOMMNO3ULIT 3rigHO i3 AaHUM BUHAXOA0M,
Yy KOKHOMY BUMAAKy HE3anexkHo BuOuparwTb cepel OyAb-sKUX BifOMUX aKTUBHMX areHTiB, a TaKox
cepen KOMMOHEHTIB, L0 PO3KPUBAKOTLCA B AaHOMY AOKyMeHTi. HeoboB'sa3koBo, Wob 3asHayeHi oaunH
abo OinblUe aKTMBHMX AareHTiB YTBOPIOBANU KOMMMEKC i3 ankinoBaHUM UMKNoaeKCTpuHom abo
YTBOpPIOBaNM ioHHWI acouiat 3 ankinoBaHUM LMKNOAEKCTPUHOM.

[00186] Komnosuuii, WO MIiCTATb ankinoBaHWW UMKNOAEKCTPUH i oAuH abo OBinblue akTUBHUX
areHTiB, MOXyTb OYTU OTpUMaHIi LUNSIXOM KOMOIHYBAHHS ankinoBaHOro LUMKMOAEKCTPUHY, OTPUMAHOIO
3rigHo 3 Oyab-AkMM 3i cnocoBiB, onucaHux y AaHOMY AOKYMEHTI, i ogHoro abo Oinblue akTMBHUX
areHTiB. 3rigHoO 3 AeaAkMMM BapiaHTamu peanisauil KOMOGiHYBaHHA BKNIOYAE PO3YMHEHHSA amnKinoBaHOro
LUMKNOAEKCTPUHY | oaHOoro abo Oinblue aKTMBHMX areHTiB y TOMYy CamMOMy PO3YMHHUKY. 3rigHo 3
AeaKMMMW BapiaHTamu peanisauii po34unHHUK ABNsie coboio Boay. [eski BapiaHTu peanisadii 404aTKOBO
BKIMOYAIOTb BUCYLLYBAHHS PO3YMHY, LU0 MICTUTb arnkinoBaHWW LUMKNOAEKCTPUH i oauH abo 6Ginbu
AKTUBHUX areHTiB. PO3YMH MOXHA BUCYLLMTU 3 BUKOPUCTAHHAM OyAb-sIKMX nigxoasilumx 3acobis,
BKMOYAO4YM, ane He O0OMEeXylounucb HuMM, cyOnimauiiHe CywiHHA (niodinizadito), CyLUiHHSA
PO3NUIEHHAM | pPO3NUAIOBanbHe CYLWIHHA B NCEBAO03PiAXeHOMY wapi. |Hwi BapiaHTM peanisauii
BKITIOYAIOTb CyXe 3MiLlYBAHHA ankinoBaHOro LUMKMNOAEKCTPUHY i 0aAHOro abo Ginblue akTMBHUX areHTiB.

[00187] [lo akTMBHMX areHTiB, y LiNOMy, BigHOCATLCA (pidionorivHo abo hapmakonoriyHo akTUBHI
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PEYOBUHU, LLO BUSBIIAIOTb CUCTEMHMIT abo MicueBui BNNMUB, abo BNNUB AEKINbKOX BUAIB, HA TBAPWH i
MOANHY. AKTUBHI areHTW TakoX BKIIOYaKTb MECTUUMAW, repdiumau, iHCEKTUUMAMW, aHTUOKCUAAHTH,
iHiLiaTopu pocTy pocnuH, 3acobu cTepunisadii, katanisaTopu, XiMidHi peareHTn, Xap4oBi NPOAYKTH,
>KUBUMbHI  PEYOBMHWU, KOCMETWYHI Mpenapartu, BiTaMiHW, IHrGITOpM CTEPUNbHOCTI, iHiUuiaTopK
pPOAIOYOCTi, MIKpOOpraHiammu, apomatusaTopu, nigconoaxysadi, ounwlyrodi sacobu, dapmaleBTUYHO
edEKTMBHI aKTUBHI areHTu i iHWi noAdibHi cnonykn Ansi 3acTocyBaHHA y dhapmaueBTULi, BETEpUHAaPpIT,
cafiBHMUTBI, AOMALUHLOMY rOCnodapcTBi, XapdoBiKn ranysi, KyniHapii, CifnbCbKOMY rocnogapcrsi,
KOCMETULj, NPOMUCIOBOCTI, NPU YULLEHHI, Y KOHAMTEPCbKUX Bupobax i B SIKOCTIi apomaTusartopis.
AKTUBHUIA areHT moxke OyTW MPUCYTHIM Yy HENTpanbHii, iOHHIN, COMbOBI, OCHOBHIWA, KWCMOTHIN,
NPUPOAHIA, CUHTETUYHIN, AiacTepeOMEpPHIn, i3OMEPHIN, eHaHTIOMEPHO YUCTIN, paueMidHii, rigpaTHin,
XenaTHin copmMi, a TakoxX y BUrnaai noxigHoro, aHanora abo iHwin BnacTuein gpopmi.

[00188] Tunosi chapmaueBTUHYHO €PEKTUBHI aKTUBHI areHTU BKIIIOYMAKOTb >KUBWUMbHI PEYOBUHK i
areHTu, reMaTororiyHi areHTU, eHAOKPUHHI i MeTabonivHi areHTu, cepueBO-CYAWUHHI areHTU, HUPKOBI i
ceyocTareBi areHTu, pecnipaTtopHi areHTW, areHTW UeHTpanbHOT HEPBOBOI CUCTEMM, LUMYHKOBO-
KALLKOBI areHTu, yHriyuaHi areHTn, npoTuiHEKUinHi areHTn, OGionoridHi i iMyHOMOriYHI areHTwy,
AepMaTonorivyHi areHTu, odTanbMidHi areHTU, aHTUHEONNACTUYHI areHTu, AiarHoCTUYHI 3acobu. [o
npuknagis *MBUNbHUX PEYOBUH | areHTiB BiAHOCATLCA MiHeparnbHi PevYoBUHU, MIKPOENEMEHTH,
aMiHOKMCNOTWU, NINOTPOMHI  peyvyoBUHKW, EPMEHTU | XenaToyTBOplOwYi areHTu. [lpuknagamu
remMaTonoriyHMX areHTiB € KPOBOYTBOPIOIOWI areHTu, aHTUTPOMOOUMUTApPHI areHTU, aHTUKOArynsiHTM,
noxigHi KymapuHy i iHOaHZiOHy, KoarynsHTu, TpoMOOMiTUYHI 3acobu, areHTu npoTu CEpPnoBUAHO-
KNITUHHOT ~ aHeMil, remMopeonoriYHi  areHTu, aHTUreMmodinivyHi  areHTu, KPOBOCMUHHI areHTw,
nnasmo3amiHHUKK i remiHn. Mpuknagamm eHAOKPUHHMX | MeTAbOMIYHMX areHTiB € CTaTeBi TOPMOHM,
areHTU MaTkoBOro CKopodeHHsa, BicdocdoHaTu, npoTuaiabeTuyHi areHTn, areHTu AN nNigBULLEHHS
BMICTY FFOKO3U, KOPTUKOCTEPOIAN, aapeHOKOPTUKANbHI CTEpOian, napaTtupeoigHuii FOPMOH, Niku ang
NiKyBaHHA WNUTOBUAHOT 3aM03K, FOPMOHK POCTY, TOPMOHK 3a4HbLOT YacTKK rinodpisza, okTpeoiga aueTar,
iMirnyuepasa, KanbLMTOHIH nococs, Hartpito deHundytupar, ©6etaiH 6e3BOAHWMA, UMCTeaMiHa
OuTapTtpar, HaTtpito 6eH3oaT i HaTpitlo dpeHunaueTar, OpOMOKpUNTUHA Me3unaTt, KabeproniH, areHTu
Big moaarpu, aHtuaoTu. o pyHriuMaHux areHTis, WO MigXoAsaTb ANs BUKOPUCTAHHA B KOMOiHaUIT 3
KOMMNO3ULIED ankinoBaHOro LUWKNOAEKCTPUHY 3rigHO i3 AaHWM BWHAXOAOM, BIiAHOCATLCS, ane He
OOMEXKYIOTBCA  HMMM, MOCAKOHA30J1, BOPWUKOHA30J, KIOTPMMA30Jl, KETOKOHAa30s, OKCMKOHAa3of,
CEepTakoHa30m, TETKOHAa30M, bnyKoHa30mM, iTpakoHason i MikoHason. [1o HellponenTu4Hux 3acobis, WO
nigxoasaTb ANsi BUKOPUCTAHHA B KOMOIHAUT 3 KOMMNO3MUIEIO ankinoBaHOro UMKMOAEKCTPUHY 3riAHO i3
JaHUM  BMHAaXO0[OM, BIiOHOCATbCA, ane He OOMEXYTbCA HUMM, KNo3amniH, MpoXnoprnepasiy,
ratonepigon, TiopuaasiH, TIOTUKCEH, pUCNEpPIgoH, TpudhnyonepasuHa rigpoxnopua, XnopnpomasiH,
apuninpason, nokcaniH, IOKCUTaH, onaH3anid, KkBeTianiHa pymapat, pucnepuaoH i 3aunpacuaoH.

[00189] MNpuknagn cepueBO-CYAWHHUX areHTiB BKMNIOYAKOTb HOOTPOMHI areHTW, NpOTUapUTMIYHI
areHTu, 6énokaropu KanbLiesux KaHanis, CYAWHOPO3LWNPIOBanbHi 3acobmu,
aHTUaApeHEepPrivHi/cuMnaToniTuYHi  3acobu, aHTaroHiCTU CUCTEMU PEHIH-aHTOTEH3UH, KOMOiHauii
AHTUMNEPTEH3MBHUX areHTiB, areHTu nNpoTun PeoXpOMOLMTOMU, areHTW ANA rinepTOHIMHUX Kpusis,
areHTWU NpoTu rinepniniaemii, kombiHauii areHTiB NpoTK rinepninigemii, CyauHHO3BYXKYIOUi areHTu aAns
BUKOPUCTAHHA MpPKW WOLi, CMONK ANS BUAANEHHS Kanitlo, AuHaTpieBa Cinb eTuneHanamiHTeTpaouToBol
KMCNOTKU, KapaionneridHi po3ynHu, areHTu Ans BUKOPUCTaHHA NPU He3poLLyBaHHi BOTanoBoi NPOTOKM,
ckneposytounii  areHtu. [puknagum HUpKOBUX 3acobiB i 3acobiB ana ce4vyocTtaTeBOl CUCTEMU
BKMNIOYAIOTb: BHYTPILUHLOTKAHUHHI areHTU NpPoTU LUKUCTUTY, dbochaT Uentono3n Hartpilo, areHTu NpoTu
iMNoTeHUji, aueTorigpokcamoBy kucnoty (aha), areHTn ansa ipuradii ceqocTaTteBOi CUCTEMU, areHTU
AN 3HWXKEHHSA BMICTY LUMCTUHY, MiaNy>HIOBa4i Cedi, NigKMCnoBadi cedi, aHTUXOMiHepriyHi 3acobu,
CeyO0Bi XoniHeprivHi 3acobu, noniMepHi peareHTU Ansa 3B'A3yBaHHA docdarie, BariHanbHi npenapartm i
aiypetukn.  Tpuknagamu  pecnipatopHUX  areHTiB €  OpOHXONITMYHI  3acobu, aHTaroHIcTu
NEWKOTPUEHOBUX PELENTOPIB, iHrGITOPM YTBOPEHHA NENKOTPUEHIB, 3acobu And iHransuii, areHTu
NpoTU 3aknageHocTi Hocy, AauxanbHi depmeHTn, nereHesi [lMAP, aHTuricTamiHHi npenapartu,
HEHApKOTUYHI  MPOTMKALLNMLOBI 3acobu | BigxapkyBanbHi 3acobu. [puknagamu areHTiB  Ans
LeHTpanbHOT HEPBOBOT cUCTEMU € cTuMmynsaTopu LUIHC, HapKOTUYHI aHanbreTUKN-aroHiCTU, HapKOTUYHI
aHanbreTUKU-aroHiCTU-aHTaroHiCTM, aHanbreTUKW LeHTpanbHOT Aaii, auetaMmiHodeH, caniyunaTty,
HEHaPKOTUYHI aHamnbreTUkn, HeCTepoigHi npoTu3anarnbHi areHTW, areHTu Big MirpeHi, NPOTUPBOTHI
3acobu/ areHTU Big 3aKONMUCYBAaHHA, CeAaTUBHI areHTW, aHTUAENPECaHTWU, HEMPONENTUYHI areHTH,
iHribiTopn xoniHecTtepasu, HebapOiTypaTHi 3acnokiinuei i CHOTBOPHI areHTW, CHOTBOPHI, LLUO
npoaatoTbca 6e3 peuenta, 6apbiTypaTHi 3aCMNOKINNMUBI | CHOTBOPHI areHTu, L0 aHEeCTe3yoThb 3acobu
3aranbHOi  Aii, iH'eKUiiiHi  MicueBi 3HeOOmIooYi, NPOTUCYAOMHI 3acobu, M'A30Bi  penakcaHTH,
aHTUNAaPKIHCOHUYHI areHTn, ageHo3nHdocdat, XOSNIHEPrUYHI CTUMYNATOpPWM M'A3iB, Aucynbdypam,
areHTW Ans CTPUMYBAHHA TArM A0 NaniHHg, punyson, NoxiaHi rianypoHOBOT KWUCNOTU, TOKCUHM
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6oTyniHyca. lMpuknagamy LUMYHKOBO-KULLIKOBUX areHTiB € 3acobu ana areHtu H pylori wnyHka,
aHTaroHicth H2- rictramiHOBMX peuenTopiB, iHrGITOpUM NPOTOHHOrO Hacocy, cykpandar,
npocTarnaHgiin, aHtauuan, LUAYHKOBO-KULWIKOBI aHTUXOMIHEPTIYHI/NPOTUCYAOMHI areHTu, mecanami,
HaTpii oncanasuH, guHaTpin Gancanasua, cynbdacanasuH, uenekokcud, iHpnukcumab, Teracepos
MarneaT, NPOHOCHI, nNpoTuaiaperiHi 3acobu, aHTunaTyneHTu, iHriGiTopu ninasu, LNYHKOBO-KULLKOBI
CTUMYNATOPU, NepeTpaBnioloyi hPepMeHTH, WYHKOBI NigKUCAOBaYi, riapoxonepeTukn, areHtu ang
PO3YMHEHHS >KOBYHOIO KaMeHo, npoayktu and obpobku poTa i ropna, saranbHi 4e3040paHTH,
aHopekTanbHi npenapatu. Mpuknagamu NPOTUIHAEKUIMHUX areHTiB € NeHiunniHv, uedanoCnopuHm i
crnopiaHeHi A0 Hux aHTubioTukn, kapbaneHemu, MoHobGawrammu, xnopamdeHikon, XiHONOHMU,
PTOPXIHONOHW,  TeTpauMKMiHK,  Makponian, CNEeKTUHOMIUWH, CcTpenTorpamiHi,  BaHKOMILWH,
OKCanoAWHOHKW, JiHKO3aMmiau, opanbHi i napeHTepanbHi amiHOrNiKo3nau, KOMiCTUMETaT HaTpilo,
noniMikcuHy b cynbdart, GauutpauuH, MeTpoHigason, cynbdoHamign, HITpodypaHu, ypoTporiHMm,
aHTaroHicTn cponartiB, NPOTUrpMOKOBI Npenapatu, NPpoTUManapiiiHi npenapartu, NpoTUTYOEPKYNbO3Hi
3acobu, ameboumaun, NpPOTUMBIPYCHI 3acobu, 3acobu npoTM pPeTpoBIpyCiB, NenpocTtatuyHi 3acobm,
NPOTUNPOTO30MHI 3acobK, TMICTOroHHI 3acobu, a TakoXX NPOTHIHAEKUINHI PEYOBUHU, PEKOMEHAOBAaHI
cdc (UeHTpamu no KOHTponto i npocdhinakTuui 3axsoptoBadb). Mpuknagu 6ionoriyHmx i iMyHOMNOMNYHMX
areHTiB BKITHOYAIOTb iMYHOrNoOymniHW, areHTWU HA OCHOBI MOHOKNOHANbLHUX @HTUTIN, @HTUBEHIHKN, areHTn
aKTUBHOT iMYyHi3aUil, anepreHHi ekCTpakTu, iIMyHOSOriYHI areHTKU, NPOTUPEBMATUYHI areHTu. MNpuknagn
AepMaTtonoriyHUX areHTiB BKIOYalTb MiCUEBI aHTUTICTaMiHHI npenapartu, Micuesi NPOTUiHdEKUinHI
areHTu, NpoTusanarnbHi areHTu, NPOTUNCOpIa3Hi areHTn, npoTuceboperiHi areHTn, apHiky, 3acobu, Wwoe
B'SDKYTb, OUMLLYIOYi 3ac00u, KancanuuH, pyriHytodi 3acobu, ocyLuytodi areHTu, bepMeHTHI npenaparm,
MiCLEBI KEpAaTOMITUYHI, KepaTONiTUYHIi areHTu, eKCTPaKT CBMHAYOT MediHkM, MicueBi 3Heboniowui
3acobu, miHokeuaun, endnopHITUHY rigpoxnopua, areHTu ang oToximioTepanii, NIrMEHTYIOMI areHTy,
NPOAYKTH i3 cymaxa A40HOCHOrO ANs MiCLEBOro 3acTOCYBaHHS, aHTaroHIiCT NipUMiguHY ans MicUeBOro
3aCTOCYBaHHA, MNIPUTIOH UWHK, PEeTUHOIAKN, peKkcuHoiam, ckabiumaw/negukyniuuamn, areHtu ans
3aroeHHA paH, NOM'SKLUYIOYI areHTU, 3axXUCHi PEYOBUHKU, COHLE3AXUCHI PEeYOBUHWU, OCHOBWU Mas3emn i
abpasuBu, abpasuMeu i NiHIMEHTW, nNepes'asyBanbHi MaTepianu i rpaHynu, @i3ionoriyHi NPOMUBHI
po3unHu. MNpuknagamun ohTanbMOMOrYHUX areHTiB cryaTb Npenapatv ANA NiKyBaHHA rNaykoMu,
crabinisatopu mMactouuTiB, o(pTanbMOMOriMHI aHTUCENMTUKKU, areHTU Ans O4HOT dhoToTepanii, OuHI
3MaLLUEHHS, LWTYYHI Crbo3n, ohTanbMONOriYHI rinepoCcMOonapHi Npenapatu, NPOAYKTU AN KOHTaKTHUX
niH3. MNpuknagamm aHTUHEONNACTUYHUX areHTiB € ankinylodi areHTu, aHTUMETaboniTu, aHTUMITOTUYHI
areHTu, eninoaodinoTOKCUHN, aHTUBIOTUKK, TOPMOHU, PEPMEHTH, padiothapMaleBTUYHI npenapaTw,
KOOpAMWHALiMHI KOMMMNEKCU NNaTWHW, aHTpaueHaioH, 3amilleHi CeYOBMHM, NOXigHi MeTunrigpasuHy,
noxigHi imigasoTeTpasuHy, UMTONPOTEKTOPHI 3acobu, iHribiTopn Tonoisomepasu OHK, moaudikaTtopu
BionorivHoT BigMoBiai, peTuHoiaun, pekcuHoian, MOHOKITOHAaNbHI aHTUTINA, iHriGitopu
NPOTETHTUPO3UHKIHA3K, nopdumep HaTpilo, MmiToTaH (0, p'-ddd), Tpuokcug muw'sky. [Mpuknagu
JiarHOCTUYHMX areHTiB BKMNOYaTh 3acobuM AiarHOCTUKM in vivo, GionoriyHi npenapaTtu ans giarHoCTUKK
in Vivo, PEHTITEHOKOHTPACTHI areHTu.

[00190] MNpuknagn akTUBHMUX areHTiB TaKOX BKIIOYMAIOTb CMOMYKKW, YyTNUBI 4O BMICTY Xnopuiis.
Mpuknagamym akTUBHUX areHTiB, YyTNMMBMX A0 BMICTYy XnopuaiB, € iHribitopu npoteocom, Taki 6K
B6opTesomibd, gucynbdupam, eniranokatexii-3-ranat, caniHocnopamig A i kapdpunsomio.

[00191] HaBeaeHuin BULLIE CMIUCOK aKTUBHUX areHTiB HE CMig po3rnagaTu 9K BUMEPNHUIA; Le nuwie
npuknagnM YUCIIEHHOI KiNbKOCTI BapiaHTiB peanisaui, po3rnsHyTuUX y pamMkax AaHOro BuHaxoay. Y
CMOJSYKM 3a JaHUM BUHAXO0AO0M MOXKHA TaK0X YBOAUTW BaraTto iHLWMX aKTUBHUX areHTiB.

[00192] Cnonyky 3rigHO i3 AaHMM BMHAxXo0AO0M MO)KHA BUKOPUCTOBYBATW ANA AOCTABKM ABOX abo
Oinblue akTUBHUX areHTiB. ¥ CKnaji 3rigHo i3 JaHUM BMHAXO0A0M MOXYTb OyTu npeactaBnedi Ti abo
iHWi KOHKPEeTHi komMOiHauUii akTMBHMX areHTiB. [esAki komGiHaUil akTUBHUX areHTiB BKMO4YalTb: 1)
NepLUMA Nikapcbkuii 3acibé 3 nepLloro Knacy nikapcbkux npenapartiB i BiAMiHHI Apyri niku 3 TOro x
Knacy nikapCcbkux npenaparis; 2) NnepLumnin nikapcbkuii 3acidé 3 nepLloro Knacy nikapcbkux npenaparis i
BiAMIHHI Apyri NikM 3 iHWOro knacy nikapcbkux npenapari; 3) nNepLnin nikapcbkuii 3acié 3 nepumm
TNoM 6GionoriMHOT aKTMBHOCTI i BiAMIHHI aApyri nikM i3 npubnusHo TUM e TunoMm 6GionorivyHoi
AaKTUBHOCTI; 4) NepLUMi Nikapcbkui 3aci6 3 nepumMmM Tunom GionoridHOT akTMBHOCTI i BiAMIHHI Apyri Niku
3 iHWKMM TUNom BionorivHoT akTMBHOCTI. Mpuknaan KoMOiIHALIN akTUBHUX areHTiB HaBeAeHi B AaHOMY
OOKYMEHTI.

[00193] AKTMBHMI areHT, WO MICTUTLCS B CKNadi 3rigHO i3 AaHUM BUHAxXo4OM, MOXe OyTu
NPUCYTHIM Yy BUrNA4i CBOET papmMaueBTUYHO NPUAHATHOT Cconi. BUKOPUCTOBYBAHUW y AaHOMY
OOKYMEHTI TepMiH "tbapmaueBTUYHO MPUMAHATHA Cinb" BiAHOCUTBCA A0 NOXiAHUX CNOMyK, LWO
PO3KPUBAIKOTb, A€ aKTUBHWWA areHT MoaudpikoBaHWi 3a AOMNOMOroK B3aeMOAil 3 KMCMNOTOW i/abo
OCHOBOW, HeoOXigHMMW Ana YTBOPEHHS IOHHO 3B'A3aHoi napu. [llpuknagamu dapmaueBTUYHO
NPUAHATHUX CONEW € TpaauUiiHi HETOKCUYHI coni abo YeTBEPTUHHI aMOHIlHI CONi CNONyK, YyTBOPEHI,
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Hanpuknag, 3 HETOKCUYHUMU HeopraHiyHumu abo opraHiyHuMu kucnotamu. Migxoasili HETOKCUMHI
coni BKMIOYAOTb COMi, OTPUMAHI 3 HEOPraHiYHMX KUCMOT, Takux fK condHa, GpOMUCTOBOAHERA,
cipyaHa, cynboHoBa, cynbhamiHoBa, dpocpopHa, a3oTHa i iHLWI KMCAOTK, BigoMi dhaxiBuaM y AaHin
obnacTi TexHiku. Coni, OTPUMAaHI 3 OpraHivyHMX KMCIOT, TaKMX K amiHOKMCNOTU, OLTOBA, MPONiOHOBA,
OypWTUHOBA, [MiKONEBa, CTEAapMHOBA, MOMOYHA, 90My4YHa, BUHHA, NMMMOHHA, ackopbiHoBa, nMamoBa,
ManeiHoBa, rigpokcumaneiHoBa, ¢deHunourtoBa, rnTamMiHOBA, OeH30oliHa, caniuunosa,
cynbhamiHoBa, 2-aueTokcubeH3onHa, dymapoBa, TONyoncynb@goHOBa, MeTaHCynb(pOHOBA,
eTaHaAucynbOHOBA, LIABMEBA, i3€TUHOBA i iHWMX KUMCNOT, BigoMmux daxiBUaM y AaHi obnacri
TexHikn. dapmaueBTUYHO MPUAHATHI COMi, WO NiAXOAATb ANS BUKOPUCTAHHA B AAaHOMY BUHaxo4i,
MOXYTb OYTM OTPUMAaHi 3 aKTUBHOIO areHTa, Lo MICTUTb OCHOBHY ab0 KUCMOTHY rpyny, TPaaulinHumm
XiMiMHUMKU  MeTodamu. [HWi nigxogawi coni MO)XHa 3HaAWTM B AOBIAHUKY MO (papmaueBTuLi
"Remington's Pharmaceutical Sciences" (17th ed., Mack Publishing Co., Easton, PA, 1985);
iHcbopMauis, WO pPO3KPUBAETLCA B AAaHOMY AXKepeni, WO BiAHOCUTLCA 40 AaHOro BMHaxo4y, BKMAYEHa
B AAaHWI ONUC 3a AONOMOTOIO MOCUNAHHSA Y BCiA NOBHOTI.

[00194] OaHui BMHaxig TakoX BIiAHOCUTbLCA A0 cnocoby crabinisaudii akTMBHOrO areHta, Lo
BKMovae 3abesneyeHHs1 KOMMNO3WUiT ankinoBaHOro UUKNOAEKCTPUHY, L0 MICTUTb ankinoBaHui
uuknoaekctpud, meHwe 500 ppm docdaty i meHwe 0,5 % xnopugy, Ae 3asHavyeHa KOMMO3uuis
ankinoBaHoOro UWKNOAEKCTPUHY Mae ONTUYHY LWIMbHICTL MeHwe 1 0. ., BUMIpSHY 3a AONOMOrolo
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34MHY, WO MICTUTb 300 Mr 3a3HadeHOT KOMMO3MUIT ankinoBaHOro LMKNOAEKCTPUHY Ha MI
PO3YMHY, Y KIOBETI 3 TOBLUMHOI MOrAMHAatodoro wapy 1 cMm; i KomGiHyBaHHA 3a3HA4Ye€HOT KOMNO3nLii
ankinoBaHoOro UWKMOAEKCTPUHY 3 aKTUBHMUM areHTom. 3rigHo 3 JesakumMu BapiaHTamu peanisadii
3a3Ha4YeHa ONTHUYHA LWiNbHICTL MeHWwe 1 0. ul. 00yMOBMEHA areHTOM, pPO3KNagaluum MikapcbKui
3acio.

[00195] Oanmin BuHaxiag TakoX BigHOCUTbCA A0 crnoco®y crabinizauii akTMBHOrO aredTa, Lo
BKMovae 3abesneyeHHs1 KOMMNO3WUiT ankinoBaHOro UUKNOAEKCTPUHY, L0 MICTUTb ankinoBaHui
uuknoaekctpud, meHwe 500 ppm docdaty i MeHwe 0,5 % xnopugy, Ae 3asHavyeHa KOMNOo3uuis
ankinoBaHoOro UWKNOAEKCTPUHY Mae ONTUYHY LWIMNbHICTb MeHwe 1 0. ., BUMIpSHY 3a AONOMOrolo
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOMO PO34MHY, WO MICTUTb 300 Mr 3a3HadeHOT KOMMO3MUIT ankinoBaHOro LMKNOAEKCTPUHY Ha MII
PO3YMHY, Y KIOBETI 3 TOBLUMHOI MOrAMHAatodoro wapy 1 cMm; i KomGiHyBaHHA 3a3HA4Ye€HOT KOMNO3nLii
ankinoBaHoOro UWKMOAEKCTPUHY 3 aKTUBHMUM areHTom. 3rigHo 3 JesakumMu BapiaHTamu peanisadii
3a3Ha4YeHa ONTUYHA LWINbHICTb MeHLLEe 1 0. W. odymoBneHa opapbniolUnuM areHToMm.

[00196] Cnoci6 crabinizauii akTMBHOro areHTa MoxXe OyTu peanisoBaHMn AN KOMNO3WLii, LLO
MICTUTb 0AuH abo BinbLUe akTMBHUX areHTIiB | KOMNO3ULLIIO ankinoBaHOro LMKNOAEKCTPUHY, LLIO MICTUTb
ankinoBaHuin umknogekcTpuH i MeHwe 100 ppm docdaty, y Burngaai "cyxoro" posyuHy, piakoro
PO34YMHY, CNONyKW ANA iHranadii, KoMnosuuii Ans napeHTepanbHOro 3acToCyBaHHA, TBEPAOro
PO34MHY, TBEPAOT CyMIlLi, rpaHynATa, renio, a TakoX y BUrMNA4I HWKWX BapiaHTiB KOMNO3MWUIiA 3
AKTUBHUMM areHTamu, BisoMumMmn axiBusM y AaHin obnacTi TEXHIKK.

[00197] 3riaHOo 3 pgedAkMmKM BapiaHTamm peanisauii crnoci6é crabinizauii akTMBHOro areHTta
3abe3nevye NpUCyTHICTb 2 % abo meHwwe, 1,5 % abo meHwe, 1 % abo meHwe abo 0,5 % abo meHwe
areHTa, po3Knagarudoro nikapcbkuin 3acid, abo odapbniolovoro areHta, nicnsa BUTPUMYBAHHS
KOMMO3uuii, wo MicTuTb oaMH abo Oinblue akTUBHMUX areHTiB i KOMMO3ULi ankinoBaHOro
LUMKITOAEKCTPUHY, WO MICTUTL ankinoBaHun uuknogekctpud i MmeHwe 500 ppm docdarty, npu
Temnepatypi 80 °C npotarom 120 XBUNUH.

[00198] 3rinHo 3 pgedkMmy BapiaHTamu peanisauii cnoci®é crabinisauii akTMBHOro areHTta
3abe3nevye NpUCYTHICTb 2 % abo meHwe, 1,9 % abo meHwe, 1,8 % abo meHwe, 1,7 % abo meHLue,
1,6 % abo meHwe, 1,5 % abo meHwe, 1,4 % abo meHwe, 1,3 % abo MmeHLwe, 1,2 % abo meHwe, 1,1 %
abo meHwe, 1 % abo meHwe, 0,9 % a6o meHwe, 0,8 % abo meHwe, 0,7 % abo meHwe, 0,6 % abo
meHwe, 0,5 % abo meHwe, 0,4 % abo meHwe, 0,3 % abo meHwe, 0,2 % abo meHwe abdo 0,1 % abo
MEHLUE Xnopuay nicnst BATPUMYBAHHST KOMNO3WLT, WO MiCTUTb oAuH abo Binblue aKTUBHUX areHTiB i
KOMMNO3ULiO ankisioBaHOro LMKNOAEKCTPUHY, LLO MICTUTb ankinoBaHUW LUUKNOAEKCTPUH i MeHwe 500
ppm cdoccaTty, npu Temnepatypi 80 °C npotarom 120 XBUMKH.

[00199] AHanoriyHO, 3rigHO 3 AesKMMM BapiaHTamu peanisauii cnocié crabinisauii akTuBHOro
areHTa 3abeanevye NPUCYTHICTb aKkTUBHOIO areHTa, 3a pesynbTaTamMu KinbKicHOro aHanisy, 98 % abo
OinbLe, 98,5 % abo 6inbwe, 99 % abo 6inbwe ado 99,5 % abo Ginblle akTUBHOrO areHTa nicns
BUTPUMYBAHHSA KOMMO3MUiT, WO MiCTMTb oaMH abo 6Ginblle AaKTUBHMX areHTiB i KOMMO3WULi0
ankinoBaHoro UWKNOAEKCTPUHY, LWO MICTUTb ankinoBaHWW LUWMKNOAEKCTPUH i MeHwe 500 ppm
docpaty, npu Temnepatypi 80 °C npoTarom 120 XBUNUH.

[00200] 3riaHo 3 pgedAkMmKM BapiaHTamm peanisauii crnoci®é crabinizauii akTMBHOro areHTta
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3abe3nevye KOMNO3ULiKO ankinoBaHOro UUKNOAEKCTPUHY, LLIO MICTUTb ankinoBaHWM LUMKNOAEKCTPUH, 3
BMmicToM dhocdhaTiB MeHwe 400 ppm, meHwe 300 ppm, meHwe 200 ppm, meHwe 125 ppm, MeHLWe
100 ppm, MeHwWwe 75 ppm abo meHLwe 50 ppm.

[00201] 3riaHo 3 pgedAkMmKM BapiaHTamm peanisaudii crnoci®é crabinizauii akTMBHOro areHTta
3abe3nevye KOMMO3MULi0 ankinoBaHOro LMKNOAEKCTPUHY, LLO MICTUTb ankKiNnoOBaHWA LUKMNOAEKCTPUH,
e 3asHadeHa KOMMO3ULis ankinoBaHOro LUMKNOAEKCTPUHY Mae ONTUYHY wWinbHicTb 0,5 o.w. abo
MEHLUE, BUMIPsIHY 3a AOMOMOroto cnekrtpodotoMeTpii B Y®-BuaUMin obnacrti B gianasoHi JOBXWH
XBUMb Big 245 HM o 270 HM AnNA BOAHOMO PO3YUHY, WO MICTUTb 300 Mr 3asHa4yeHoi KOMNo3uuii
ankinoBaHOro UUKMNOAEKCTPUHY Ha MIT PO3YMHY, Y KIOBETI 3 TOBLUMHOIO NOTMMHAKYOro wapy 1 cm.
3rigHO 3 geakMMM BapiaHTamu peanisauii 3asHayeHa ONTU4YHa wWinbHicTb 0,5 0. Ww. abo MeHLwe
0B6YMOBNEHA areHTOM, PO3Knagatounm nikapcbkuii 3acib.

[00202] ¥ uinoMmy, ankinoBaHWW UWKNOAEKCTPUH € MPUCYTHIM Yy KiNbKOCTI, AOCTaTHIW ans
crabinisauii akTuBHOro areHta. [JoCTaTHbOIO KiNbKICTIO MOxe OyTh MonbHe cnieBigHoweHHA Big 0,1:1
ao 10:1, Big 0,51 pmo 101, Big 0,81 gmo 101 a6o Big 1:1 g0 5:1 (ankinoBaHui
LMKITOAEKCTPUH: aKTUBHUIA areHT).

[00203] LlMknoaekcTpuH y Takiin koMOiHOBaHIA KOMNO3uLii He 060B'A3KOBO NOBUHEH YTBOPIOBATU
3B'A30K 3 iHLUAMKW PEYOBUHAMM, LLIO MICTATLCA B Hild, HanNpuknaja, 3 akTUBHUM areHToMm. OaHak AKLO
LMKNOAEKCTPUH YTBOPIOE 3B'A30K 3 iHLLOIO PEYOBUHOLO, Lie MOXKe BigbyTUCA B pe3ynbTarti hopMyBaHHS
KOMMMNEKCY BKIMIOYEHHS, iOHHOT napu, BOAHEBOIO 3B'A3Ky i/abo BaH-Aep-BaanbCoBOT B3aEMoil.

[00204] AHIOHHWIA AepuBATU3OBAHUIA LMKITOAEKCTPUH MOXE YTBOPIOBATM KOMMNEke abo
YTBOPIOBATK 3B'A30K iHLIOrO TUMY 3 areHToM, ioHi3yeMum nig Aieto KUCnoTu. BukopuctoByBaHui y
JAaHOMY AOKYMEHTi TEPMIH "areHT, ioHi3yeMuii nig aieto KMCnoTu" po3yMmitoTb Ak Byab-siKy CNonyky, sika
iOHI3YETBLCH B NPUCYTHOCTI KUCNOTU. ATeHT, iOHI3yEMUIA Nig Ai€t0 KUCAOTU, MICTUTb LLLIOHANMEHLLE OaHY
OYHKLiOHANbLHY rpyny, Lo iOHI3yeTbCA Mg aieto kucnot abo Npu NOTPaNMsSHHI B KUCNE CepeoBULLE.
Mpuknagamy yHKUIOHANbHUX rPyn, WO iOHI3YIOTLCA Nig Aieto KUCNOTU, € NEPBUHHI aMiHW, BTOPUHHI
aMiHW, TPETUHHI aMiHK, YEeTBEPTUHHI aMiHW, apOMaTUYHiI aMiHW, HEHACUYEHI amiHWU, NEPBUHHI TiONM,
BTOPWUHHI Tionu, Cynb@OHIEBI CMONYKW, MAPOKCUSbHI CMONYKW, €HOMW i iHWi pe4vyoBMHM, BiAOMI
daxisugm B 06nacTi ximii.

[00205] CTyniHb, Yy AKOMY iOHI3yEMUIN KUCIMOTOK areHT 3B'A3YETbCS 32 PaxyHOK HEKOBANEHTHOIO
iOHHOTO 3B'A3KY B MOPIBHSAHHI 3 YTBOPEHHSIM KOMIMMEKCIB BKIIOYEHHS, MOXe OyTu BU3Ha4YeHa
CMEKTPOMETPUYHUMMN MeTodamu, Hanpuknaga, metogamu 'H-AMP, 3C- AMP a6o kpyrosoro
ANXpoi3Ma, a TakoX LUNAXOM aHanisy gaHux aszoBoi PO3YMHHOCTI ANA iOHI3YEMOro KUCNOTOO areHTa i
AHIOHHOTO [EepuBAaTM30BAHONO LMKNOAEKCTPUHY. daxiBeub y AaHii obnacTi TexHiku 3moxe
BUKOPUCTOBYBATMW 3a3HadeHi TpaguuiiHi MmeToan Anst npubnu3HoOro BUSHAYEHHS CTYMNEHS 3B'A3yBaHHS
KOXKHOTO TUMy, LLO Mae MiCUA y PO34MHi, ANA BU3HAYEHHSA TOro, Yn BinbyBaeTbCA YTBOPEHHA 3B'A3KIB
MDK 4acTKamMu NepPEeBadKHO 3a pPaxyHOK HEKOBANEHTHOro iOHHOro 3B'A3yBaHHs abo 3a paxyHoK
YTBOPEHHS KOMMMEKCIB BKNIOYEHHA. B yMOBax nepeBarM HEKOBANMEHTHOrO iOHHOMO 3B'A3yBaHHSA Haj
YTBOPEHHAM KOMMMEKCIB BKIMKOYEHHS, CTYNiHb YTBOPEHHS KOMMJIEKCIB BKIIOYEHHA, MO [aHUM
BUMIipoBaHHAM meTogom SAMP abo kpyroeoro gmxpoisma, Oyae 3aHmKeHa, HEe3BaXKaloum Ha Te, Lo
AaHi No (pa3oBiil PO3YMHHOCTI BKa3ylTb Ha 3Ha4HEe 3B'A3YyBaHHA MDK 4YacTKamu Mpu 3a3HayvYeHux
yMOBaXx; KpiM TOro, BfacHa pPO34YMHHICTb iOHI3YEMOro KUCMOTOK areHTa, BU3HadeHa BUXo4a4n 3 gaHux
no ¢pasoBiii PO3YMHHOCTI, K NpaBuno, dyae BULLIE OYiKyBAHOT NPU LUX YMOBAX.

[00206] BukopucCTOBYBaHUI Yy AAHOMY [AOKYMEHTI TepMiH "HEKOBaneHTHUM iOHHWA 3B'A30K"
BiQHOCUTBLCA A0 3B'A3KY, YTBOPEHOIO MK aHIOHHOK 4acTKOK | KaTiOHHOK 4acTKow. 3B'A30K €
HEKOBANEHTHUM, TaK LU0 3a3HA4Y€Hi 4YacTKM CNiNbHO YTBOPKWTbL Cinb abo iOHHY napy. AHIOHHUIA
AepuBaTuU3oBaHU LUKIIOAEKCTPUH HaJa€ aHIiOHHY YacTKy iOHHOT napu, a ioHI3yeEMUI KMCNOTOK areHT
Hagae KaTiOHHY 4acTKy iOHHOT napu. OCKifbKM aHiOHHWA OepuBaTU30BAHUN LUMKMOAEKCTPUH €
GaratoBaneHTHUM, ankinoBaHWW UUWKNOAEKCTPUH MOXE YTBOPKOBATU iOHHY napy 3 oaHieio abo
AeKiNnbKoMa MOMNEKynamu ioHi3yeMnxX KUCNoTaMu abo iHLLIMX KaTiOHHUX areHTiB.

[00207] Pigka cnonyka 3rigHoO i3 JaHUM BUHaxo40M Moxe OyTu nepeTBopeHa Ao TBEPAOro cknaay
ANs HacTynHoro BigHOBNEHHA. BigHoBnioBaHa TBepaa KOMMO3WUIA 3rigHO i3 AaHUM BWMHaxoaoMm
MICTUTb aKTUBHWUI areHT, AepUBaTU3OBAHUN LMKNOAEKCTPUH i, pakynbTaTUBHO, WOHANMEHLLE OOHY
dapmaueBTUYHY AOMNOMIDKHY pedqoBUHY. BigHoBnioBaHa komnosuuis moxe OyTu BigHOBNEHa 3a
[JOMOMOTOK BOAHOT piAuHKU 3 YTBOPEHHSIM piakoi cnonyku, npuaatHoi ana 36epiraHHs. Komnosuuis
MOXe MICTUTU AOMIWKY (Big MiHIMANbHOrO BMICTY KOMMJSIEKCY BKMIOYEHHS A0 WOro BiACYTHOCTI)
TBEPAOro AEepMBaTM30BAHOINO LMKNOAEKCTPUHY | TBEpAA pedoBUHA, WO MICTUTb aKTUBHWIA areHT, i,
dakynbTaTUBHO, WOHANMEHLLIE OAHY TBepay drapMaueBTUYHY AOMNOMDKHY PEYOBUHY, MPUYOMY A0
BIAHOBNEHHA cnonyku Oinblla 4YacTMHa aKTMBHOIO areHta He 3B'A3aHa B KOMMMEKC i3
AepuBaTuU3oBaHUM LUUKMOAEKCTPUHOM. ANbTEPHATUBHO, KOMMNO3ULUIA MOXE MICTUTU TBEpPAY CyMill
AEepPUBATU30BAHOTO LMKMOAEKCTPUHY | aKTMBHOIO areHTa, y SKi Ginblua YacTMHA aKTUBHOIO areHTa
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3B'A3aHa B KOMMMEKC i3 AepuBaTu3OoBaHUM LUMWKNOAEKCTPUHOM A0 BiAHOBMEHHA. BigHonioBaHa
TBEpAA KOMMO3MUIA MOXKE TaKoX MICTUTU AEpPUBATU30BAHWMW LUUKNOAEKCTPUH | aKTUBHWUA areHT,
npuyoOMy NO CyTi BeCb abo woHaMeHLe Binblua YacTUHa akTUBHOMO areHTa 3B'3aHa B KOMIMEKC i3
AEepMBaTM30BaHNM LIMKNOAEKCTPUHOM.

[00208] BigHoBnioBaHa TBepAa KOMMO3MUIA MOxe OyTu oTpumaHa 3a Oyab-SKMM 3 HACTYMHUX
crnocobiB. CnoyaTKy o4ep>KyloTb pigKy CMOMyKy 3riAHO i3 AaHMM BMHAxX040M, NOTIM OAEPXKYIOTb TBEPAY
Ccrnonyky LwwnaxomM niodpinizauii (cybnimauiiHOro CyLliHHA), CYLUIHHA PO3MNUNEHHAM, cybnimauiiHoro
CYLUIHHA 3 PO3MUIEHHAM, BUCAZKYBaHHAM 3 PO3YMHHMKA, CTEPUNBHOTO CYLUIHHA PO3NUIEHHAM,
PiSHMMM NPoOLLECaMn 3 BUKOPUCTAHHAM HaZKPUTUYHKUX abo BNn3bko-HAAKPUTUYHUX PiguH, abo iHWuMu
MEeToA4aMn OAEpPXaHHSA TBepAuX CMONyK ANs BiAHOBMEHHA, Bioomumu dhaxiBuam y agaHdin obnacTi
TEXHIKM.

[00209] Pigkuit HOCIW, WO BXOAUTb A0 CKMagy 3rigHO i3 AaHMM BMHaxo4OM, MOXE BKIOYaTH
piakMin BOAHWMW HOCIK (Hanpuknag, BoAy), BOASAHMW PO3YUH CNUPTY, BOASAHWIA PO3YUH OPraHiyHoro
PO3YMHHUKA, HEBOAHWI PiAKMUIA HOCIN i IX KOMBiHaLIT.

[00210] Cnonyka 3rigHO i3 JaHMM BMHaxXOAOM MOXE BKNo4YaTu oaHy abo 6Ginbie
dapMmaueBTUYHUX AOMOMIXKHMUX PEYOBUH, TakUX AK TpaguUinHWMIA KOHCEPBAHT, MPOTUMNIHHWA areHT,
aHTUOKCUAAHT, OydepHUIn areHT, NIAKUCMIOIYMUIA areHT, MignyXHIOKYMA areHT, 06'eMOyTBOPIOIOUNIA
areHT, OapBHMK, nNiACMMIOBAY KOMMIIEKCOYTBOPEHHS, KpPiO3axXUMCHUIA 3aci®, enekTponiT, rnwoKosa,
eMynbcudpikaTop, mMacno, nnactucpikaTop, niACMMIOBAY PO3YMHHOCTI, crabinisatop, perynsTop
TOHIYHOCTI, apomarusatopu, nigconoakysadi, agcopOeHTn, aHTMaaresus, Pe4vYOoBUHA, WO 3B'A3YE,
poO3pigKyBay, HaMoOBHIOBA4Y ANS NPSAMOro MNPECyBaHHsS, PO3MyLUyBad, PEYOBUHA, O nominwye
KOB3aHHS, areHT, WO 3Masye, 3aMyTHIOBaY, NOMIPYOYMIA areHT, KOMNSEKCOYTBOPOBaY, BiaayLLKK, iHLUI
JOMOMDKHI  pe4vyoBMHM, BigoMi paxiBusM y pJaHin obnacti TexHikm, abo kombGiHaUil 3a3Ha4YeHux
PEYOBUH.

[00211] BukopuctoByBaHMn y OAHOMY [AOKYMEHTI TepMiH "aacopOeHT" mae Ha yBasi areHT,
34aTHUIA YTPUMYBATKU iHLII MOMEKYNM Ha CBOIAW NOBEPXHiI 3a paxyHOK isudHuMx abo XimiuHuX
(xemocopbuisi) dakTtopie. Taki cnonyku, B AKOCTi npuknagie i 6e3 0OMEXeHHs, BKMOYalOTb
nopowkonoaibHe i akTMBOBaHe AepeBHE BYINNSA i iHWI MaTepianu, Bigomi daxiBuam y aaHin oénacri
TEXHIKM.

[00212] BukopuctoByBaHWW Yy AaHOMY AOKYMEHTI TepMiH "nMiany>KHIOYUIA areHt" o3Hadvae
CMONYKY, BUKOPUCTOBYBaHY AN 3a0e3MNedeHHsA NYXHOro cepefoBuwla ans crabinbHOCTI NpoaykKTy.
Taki cnonyku, B sIKOCTI npuknaais i 6e3 0OMeXKeHHs, BKIIOYaTb PO34YMH aMiaky, kapboHaT amoHito,
AneTaHonamMiH, MOHOeTaHonamiH, rigpokcua kanito, 6opat Hartpito, kapboHaTt Hatpito, GikapboHaT
HaTpIlo, rigpoKcua HaTpilo, TpUeTaHonamiH, AMeTaHonamiH, opraHivHi OCHOBM aMiHHOIO TUMNY, OCHOBHI
aMiHOKMCNOTK, TPONAaMIH i iHWI pe4oBUHU, Bigomi dhaxiBUaM y AaHin o6nacTi TEXHIKN.

[00213] BukopuctoByBaHWW Yy AaHOMY [AOKYMEHTI TepMiH "NiAKACIIIOIOYMMIA areHT" npunyckae
CMONYKY, BUKOPUCTOBYBaHY Ans 3abe3neyvyeHHs KUCMOoro cepegosuwla Ans crabinbHOCTI NpoaykTy.
Taki crnonyku, B 4€KOCTi npuknagie i 06e3 O0OMeXeHHsl, BKMOYalTb OLTOBY KUCMNOTY, KUCHI
aMiHOKMCNOTWU, NMUMOHHY KUCROTY, (bymMapoBy KWUCNOTY i iHWI Q-TigPOKCUKUCIOTU, COSSAHY KUCROTY,
ackopbiHOBY KMCMOTY, POChOpPHY KUCNOTY, CipvyaHy KACNOTY, BUHHY KUCMNOTY, a30THY KUCHOTY i iHLLI
pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00214] BukopucTtoByBaHWin Y 4aHOMY OOKYMEHTI TEPMIH "aHTMaaresnB" 03Ha4ya€e KOMMOHEHT, LUO
3anobirae nNpuUNUMNaHHIO iHrpedieHTiB TBepaoi A03yeMOi Cnonyku a0 npecie i Ao npec-copm
TabneTtyounx MawuH y npoueci BupobHuuTBa Tabnetok. Taki cnonyku, B SKOCTI npuknagie i 6es3
OOMEXEHHs, BKMO4YalTb CTeapar MarHio, Tanbk, Ccreapar Kanbuito, rnigepunderenar,
NONieTUNEHrNIKONb, FigpPOBaHy POCAWHHY Ofilo, MiHEepanbHe Macno, CTeapWHOBY KWUCRNOTY i iHLi
pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00215] BukopuctosyBaHuii y JaHOMY AOKYMEHTI TEPMIH "CNony4yHa pedoBuHa" 03HaYae Cnonyky,
BMKOPUCTOBYBaHY, LIOO BUMKMNMKATW afresitd 4acTok NOpOLWKY y TBEPAMX AO3yeMuX Cromnykax. Taki
CMOMNyKKn, B AKOCTi Npuknaais i 6e3 obMexXeHHs, BKNIOYaloTb rymiapabik, anbriHoBy KUCMOTY, HATPiEBY
Cinb kapOokCcMMeETUNUENONo3n, Noni(BiHINMIpONiAOH), UYKOP, WO MpPEeCyeTbCs, ETUMNUENonosy,
XKenaTuH, PiaKy rrwko3y, METUNUENIONO3Y, NOBIAOH, NONEPEaHbO KNENCTE3NPOBAHUI KPOXMarb i iHLLi
pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00216] Mpu HeobXiAHOCTI CNOMyYHIi PEYOBMHM MOXHA TaKOXX YBOAUTU B niKapcbki opMu.
Mpuknagm CNOMyYHUX PEYOBUH BKMOYAKTb rymiapabik, TparakaHToBy Kamenb, >KenaTuH, KpoxXmarb,
MaTepianu Ha OCHOBI LIEMONO3K, Taki Ik METUNLENIONO3a i HaTpieBa Cinb KapOOKCUMETUNLIENIONO3MN,
anbriHOBI KMCMOTM i iX coni, NONIETUNEHIMNIKONb, T'yapoBy kameab, nonicaxapuau, OEHTOHITH, LyKpw,
iHBepTOBaHi Uykpu, nonokcamepu (Pluronic™ F68, Pluronic™ FI27), konareHu, anb0ymiH, XKenaTuH,
LENIONOo3Hi NoniMepu B HEBOAHMX PO3UMHHUKAX, KOMOiHAUIT 3a3HAYEHMX PEYOBUH i iHLLI PEYOBUHM,
BigoMi dhaxiBusam y AaHol obnacTi TexHikn. [o iHLWMX CNOMyYHUX PEYOBUH BIAHOCATLCS, Hanpuknag,
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noninponineHrnikonb, cnisnoniMep MONIOKCUETUNEH-NOMINPONINEH, cknagHi edgipu Ha OCHOBI
nonietuneHa, cknagHun edip copbity i nonieTuneHa, nonieTuneHokcua, komOGiHauii 3ragaHux
PEYOBUH i iHLLIi pe4YOBUHU, Bigomi dhaxiBUAM y AaHin o6nacTi TEXHIKK.

[00217] Ak BUKOPUCTAHO B AAHOMY AOKYMEHTI, TPAAULINHUIA KOHCEPBAHT SIBMSIE COBOKO CNONYKY,
BUKOPUCTOBYBaHY LLUOHAWMEHLLE ANS 3MEHLUEHHSI LUBUAKOCTI, 3 KO 3poctae Biodnopa, a Takox
niaTpumye 6iodnopy Ha NOCTINHOMY piBHI a0 3HWXKyeE Ti nicna 3abpyaHeHHA. Taki CNonyku, B SKOCTI
npuknagis i 6e3 oOMexeHHsl, BKMoYaloTb GeH3ankoHilo xnopua, OGeH3eToHilo xnopuga, 6eH30MHy
KMCNOTY, BEH3NNOBUIA CNUPT, LETUNMIPUAKNHIIO xnopua, xnopdyraHon, deHon, PeHineTUNoBUi CNupT,
HITpaT PeHUnpTyTU, auetaT PEHUNPTYTU, TUMEpPO3an, MEeTa-Kpe3or, MipicTUn-rama nikoniHis xnopua,
OGeH3oar kanito, copbar kanito, 6eH3oaTr HaTpilo, NponioHaT HaTpilo, copBiHOBY KMCNOTY, TMMON,
METUI-, €TUN-, Nponin- i 6ytunnapabenn, a TakoxXK iHWI peyvoBMHK, BigOMI (haxiBUsiM y AaHin obnacrTi
TexHikn. Cnig po3ymiTh, WO AesKi KOHCEPBAHTM MOXYTb B3aEMOAIATM 3  ankinoBaHWUM
LMKNOAEKCTPUHOM, LLIO 3HUXKYE e(PEKTUBHICTb KOHCEPBAHTY. [poTe, 3a paxyHok nigbopy KOHCEPBAaHTIB
i KOHUEHTpauiln KOHCepBaHTY i ankinoBaHOro LUMKMOAEKCTPUHY MOXHA oJep»xaTu ChONyku i3
NPUAHATHUM CTyNeHeM KoHcepBauil.

[00218] BukopucToByBaHi B JaHOMY [JAOKYMEHTI TepMiHM "po3pigkyBay" abo "HanoBHooBay"
03Ha4awTb IHEPTHY PEYOBMHY, BMKOPUCTOBYBAHY B SIKOCTi HamMOBHIOBa4Ya AN AOAaHHA OO'€éMHMUX,
TEKYYMX BNACTUBOCTEN i XapakTePUCTUK CTUCKANbHOCTI, HeoOXiaHMX MNpu oaepxKaHHi pigkoi abo
TBEpAoi nikapcbkoi popmu. Taki cnomnyku, B AKOCTi Npuknaais i 6e3 obMeXXeHHS, BKMOYAOTb Piakui
HOCI (Hanpuknag, Boay, CNUPT, PO3YMHHMKK i T.M.), rigpooptodocdaT Kanbuilo, KaoniH, nakrosy,
OeKCTpo3y, kapboHaT MarHilo, caxapo3y, MaHHIT, MIKPOKpUCTanivyHy LUEMnonosy, NOPOLLKONOAibHyY
LEenonosy, BUCAMKEHMN KapOoHaT KanbLito, COpbIT i KpoXManb, i iHWi pe4oBUHU, BigoMi daxiBuam y
JaHin obnacTi TeEXHIKK.

[00219] BukoprucTOBYBaHUI Y AaHOMY AOKYMEHTI TEPMIH "HANOBHIOBAY ANS NPAMOro npecysaHHa"
O3Ha4ae Cnonyky, BUKOPUCTOBYBaHy B MPECOBAHUX TBEPAMX NiKapcbkux dropmax. Taki cnonyku, B
SKOCTI nNpuknaais i 63 0OMeXXeHHs, BKMoYatoTh rigpooptodocdart kanbLito, a TakoX iHLLI PEYOBUHM,
BigoMi (paxiBusiM y AaHili 06NaCTi TEXHIKK.

[00220] BwukopuctoByBaHWin y [OaHOMY [OOKYMEHTI TEpMiH "aHTMOKCMAAHT" O3Hayae areHT,
iHTOYIOYMI OKUCHEHHSA | Y Takmin Cnocié BUKOPUCTOBYBaAHUI ANsl 3anobiraHHa pyWHYyBaHHA npenaparis
Yy pes3ynbTaTi OKMCHOTo npouecy. Taki Cnonyku, B SKOCTI Npuknagis i 6e3 obMexXeHHs, BKIHO4YaloTb
aueToH, MeTabicynbdiT Kanito, cynbgit Kanito, ackopbiHOBY kucnoTy, ackopbinnanbmitaT, NMMMOHHY
KMcnoTty, 6yTunbOBaHUR TigpokcuaHison, OyTUNbOBAHUIA TiAPOKCUTONYON, rinodgocdopucTy KUCnoTy,
MOHOTHOIMILEPUH, Nponinranart, ackopbaT HaTpilo, UMTpaT HaTpito, cynbdia HaTpIlo, CynbgiT HATPIlO,
BicynbdiT HaTpito, dopmanbaerig-cynscokcunaT Harpito, Tiornikonesy kucnoty, EATA, neHteTar,
MeTabicynbiT HaTpilo i iHWI pe4oBMHU, BigoMi dhaxiBUaM y AaHin o6nacTi TEXHIKN.

[00221] BukopucTtoByBaHWi y AaHOMY AOKYMEHTI TepMmiH "OyepHun areHt" o3Ha4ae Cnonyky,
BUKOPUCTOBYBAaHY Ans 3anobiraHHA 3aMiHM pH npu po3BeaeHHi abo gogaBaHHi kucnotu abo nyra. Taki
Cronykn, B SKOCTi npuknagiB i 6e3 0OMe)KeHHs, BKMNIOYalOTb OLUTOBY KWUCNOTY, auetar Hartpito,
aguniHoBy KMUCIOTY, GEH30MHY KUCNOTY, 6eH3o0aT Hatpito, BOpHY KMCMOTY, BGopaT HaTpilo, NTIMMOHHY
KMCNOTY, MiUMH, MaNEiHOBY KWUCMOTY, ogHo3aMiweHun drochaTt HaTpilo, ABosamileHHuin docdart
HaTpito, 4-(2-rigpokcueTun)- 1-ninepasuHETaHcynb@OHOBY KUCIOTY, MOMOYHY KUCMOTY, BUHHY
kucnoty, Metadocdar kanito, dpocdar Kaniio, 0gHOOCHOBHUI aueTtaTt HaTpito, GikapboHaT HaTpilo,
TpUC, TapTpat HaTpito, 06e3BOAHMIA UMTPAT HaTpilo | aurigpar, a TakoX iHWi PevYoBUHU, BiAOMI
daxiBUAM y AaHin 06nacTi TEXHiKK.

[00222] Oo cnonykM 3rigHO i3 JaHUM BMHaxX0AOM MOXe OyTu  AogaHuin  niacunoBad
KOMMNIEKCOYTBOPEHHA.  [pUCYTHICTL  Takoro  areHta JO03BONMSE  3MIHUTWM  CMIBBIOHOLWIEHHSA
LUMKNOAEKCTPUH/AKTUBHUI KOMMOHEHT. MiacmMnioBay KOMMNNEKCOYTBOPEHHSA sIBNSiE coBoto cnonyky abo
CMONyKU, WO nNiacunoe(toTb) KOMMNIEKCOYTBOPEHHA aKTUBHOIO areHta i3 UWKNOAEKCTPUHOM.
Migxoasawi niacunoBadvi KOMMNNEKCOYTBOPEHHA BKMOYAKTb OAMH abo OGinbwe dapMakonoridyHo
iHEPTHMX BOAOPO3YMHHUX MoOMiMepiB, TIAPOKCMKUCNOTK | iHWI OpraHidHi crnonyku, 3assuuyan
BMKOPUCTOBYBaAHI B KOHCEPBOBAHWX CMOMyKax AMs MNOCUMEHHA KOMMIIEKCOYTBOPEHHS KOHKPETHOrO
areHTa i3 UMKnogeKkCTPUHYMU.

[00223] TigpodinbHi noniMepn MOyTb OYTM BMKOPWUCTAHI B SAKOCTi areHTiB, LUO MiACUIIIOIOTb
KOMMMNEKCOYTBOPEHHA i PO3YMHHICTL i/abo BOAK, WO PeayKylOTb AKTUBHICTb, 3 METOIO MOJIMLIEHHS
XapakTepUCTUK CMONYK, WO MICTATbL KOHCEPBAHT Ha OCHOBI uuknoaekcTpuHy. JNlodTtcoH (Loftsson)
PO3KpUB pad noniMepis, WO NigxXxoasiTb AN BUKOPUCTAHHA B KOMOGIHAUT i3 UMKNOAEKCTPUHOM
(HepepuBaTM3oBaHuM abo aepuBaTU3OBaHUM) AN NOCUNEHHS €EKTUMBHOCTI i/abo BNAaCTUBOCTEN
uuknoaekcTpuny. Migxogawi noniMepu poskpuTi B HAacTynHux axepenax: Pharmazie 56:746 (2001);
Int. J. Pharm. 212:29 (2001); Cyclodextrin: From Basic Research to Market, 10th Int'l Cyclodextrin
Symposium, Ann Arbor, MI, US, May 21-24, p. 10-15 (2000); PCT Intl Pub. No. WO 99/42111;
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Pharmazie 53:733 (1998); Pharm. Technol. Eur. 9:26 (1997); J. Pharm. Sci. 85:1017 (1996);
European Patent Appl. No. 0 579 435; Proc. of the 9th Int'l Symposium on Cyclodextrins, Santiago de
Comostela, ES, May 31-June 3, 1998, pp. 261-264 (1999); S.T.P. Pharma Sciences 9:237 (1999);
Amer. Chem. Soc. Symposium Series 737 (Polysaccharide Applications):24-45 (1999); Pharma. Res.
15:1696 (1998); Drug Dev. Ind. Pharm. 24:365 (1998); Int. J. Pharm. 163:115 (1998); Book of
Abstracts, 216th Amer. Chem. Soc. Nat'l| Meeting, Boston, Aug. 23-27 CELL-016 (1998); J. Controlled
Release 44:95 (1997); Pharm. Res. (1997) 14(11), S203; Invest. Ophthalmol. Vis. Sci. 37:1199
(1996); Proc. of the 23rd Int'l Symposium on Controlled Release of Bioactive Materials 453-454
(1996); Drug Dev. Ind. Pharm. 22:401 (1996); Proc. of the 8th Int'l Symposium on Cyclodextrins,
Budapest, HU, Mar. 31-Apr. 2, 1996, pp. 373-376 (1996); Pharma. Sci. 2:277 (1996); Eur. J. Pharm.
Sci. 45:5144 (1996); 3rd Eur. Congress of Pharma. Sci. Edinburgh, Scotland, UK September 15-17,
1996; Pharmazie 51:39 (1996); Eur. J. Pharm. Sci. 45:5143 (1996); U.S. Patents Nos. 5,472,954 i
5,324,718; Int. J. Pharm. 126:73 (1995); Abstracts of Papers of the Amer. Chem. Soc. 209:33-CELL
(1995); Eur. J. Pharm. Sci. 2:297 (1994); Pharm. Res. 11:5225 (1994); Int. J. Pharm. 104:181 (1994);
i Int. J. Pharm. 110:169 (1994); onuc sIKNX BKMIOYEHO B JaHy 3asBKy 32 AOMNOMOro NocunaHb Yy BCii
MOBHOTI.

[00224] [HwuMK niaxogAwMMKM noniMepamMn € Aobpe BigOMi AOMOMDKHI PEYOBUHM, LUMPOKO
BUKOPUCTOBYBaAHI y hapmMaueBTUYHUX CMONyKax i Onucadi, Hanpuknag, y HacTynHuX mkepenax:
Remington's Pharmaceutical Sciences, 18th ed., pp. 291-294, A.R. Gennaro (editor), Mack Publishing
Co., Easton, PA (1990); A. Martin et al., Physical Pharmacy. Physical Chemical Principles in
Pharmaceutical Sciences, 3d ed., pp. 592-638 (Lea & Febinger, Philadelphia, PA (1983); A.T.
Florence et al., Physicochemical Principles of Pharmacy, 2d ed., pp. 281-334, Macmillan Press,
London, UK (1988), onuc AKMX BKMOYEHO B AaHy 3asiBKY 3a AOMNOMOrO NOCWUNAaHb Y BCi MOBHOTI.
Kpim TOro nigxogawumyu € BOAOPO3YWHHI MPUPOAHI noniMepu, BOAOPO3YMHHI HaMIBCUHTETWUYHI
nonimepun (Hanpuknag, BOAOPO3YMHHI NOXiAHI LEenonosn) i BOAOPO3YUHHI CUHTETUYHI nonimepu. o
NpUPOaHUX NOsliMepiB BIAHOCATLCA noflicaxapugun, 30Kpema, iHymniH, NEeKTWH, noxigHi anbriHy
(Hanpuknag, anbriHaT HaTpilo) i arap-arap, a TakoX NOMINenTUAMn, Taki AK KaseiH i xenatuH. [o
HanIBCUHTETUYHMX nNOMiMepiB  BIiAHOCATBCA NOXiAHI  UENoNo3n, Taki Ak METULUEenonosa,
rigpokcueTunuenionosa, rigpokcunponinuentonosa, TXHi 3MiLLaHi edipu, Taki K
rigpokcunponinMeTUunuenionosa i iHwi 3amiwadi edipu, Hanpuknag rigpokCMeTUn-eTUNUenonosa i
rigpokcunponineTunuentonosa, dpranar rigpoKCUnponinMeTUNUentonosmn, KapbokCumeTunuenionosa i
il coni, 0cobnuBo HaTpieBa Cinb KAPOGOKCUMETUNUEMONO3U. [10 CUHTETUYHUX NONIMEPIB BiAHOCATLCA
noxiaHi noniokcueTuneHa (NonNieTUNEHrNikoni), MONIBIHINbHI  nNoxigHi  (MONIBIHINOBUI  CRMPT,
nonisiHiNniponigoH i nonictuponcynbgoHar) i pi3Hi cnisnoniMepyu akpunoBOi KUCNOTU (Hanpuknaa,
kapbomep). |HLI NPMPOAHI, HANIBCUHTETUYHI | CUHTETUYHI NoniMepu, WO He 3raaaHi B AaHOMy OMUCI,
ane 3aJO0BONbHAIOMI  KPUTEpPIAM  PO3YMHHOCTI Yy  BOAi, papmaueBTUYHIA  NPUAHATHOCTI i
dapMakonorivHiin IHEPTHOCTI, TaKoX BBaXKalOTbCA TakKUMW, LLO BIiAHOCATLCA A0 cepu AaHOro
BMHaxoay.

[00225] BukopucToByBaHUi y AaHOMY AOKYMEHTI TEpPMiH "BiaayLuka" o3Ha4ae NOPIBHAHO NeTydy
pevyoBuHy abo komOiHaUil0 pPEeyvYoBMH, WO HaAAAlTb BUPAKEHWW apomar, 3anax abo naxoLui.
Mpuknagamu 3anawHWX PEYOBMH € Ti 3analuHi pedoBUMHM, Be3neka AKkux, y UinoMy, 3aTtBepakeHa
KepyBaHHsIM 32 KOHTPONEM Haa Xap4OBUMM NPOAyKTamu i nikapcbkumn 3acobamm CLLA.

[00226] BukopuctoByBaHM Yy AaHOMY OOKYMEHTI TepMiH "MOninwyloyYa KOB3aHHS pPEYOBUHA
O3Ha4a€e areHT, BUKOPWUCTOBYBAHWM Yy TBEPAUX NiKAPCbKMX (popmax Ans MONerweHHs TeKy4yOoCTi
TBEepAoi mMacu. Taki cnonyku, B sSKOCTi npuknaais i 6e3 oOMexeHHs1, BKMIOYaloTb KONMOTAHUA aiokeua
KPEMHIIO, KYKYPYA3AHWA Kpoxmanb, TanbK, CUMiKaT Kanbuilo, CUNIKAT MarHito, KONOigHWMI KpeMHin,
optodocdaT kanbUito, rigporenb KPEMHIIO i iHLI pe4oBUHU, BigoMi dhaxiBUAM Y AaHii 06nacTi TEXHIKK.

[00227] BukopuctoByBaHuWi Yy AaHOMY AOKYMEHTI TepMiH "smallyBanbHa peqoBuHA" O3Hadvae
PEYOBUHY, BUKOPUCTOBYBAHY Y TBEPAMX MiKAPCLKUX POPMaXxX ANS 3MEHLUEHHA TEPTA NPU NPECYBaHHI.
Taki cnonyku, B SIKOCTI npuknaais i 6e3 oOMeXeHHs, BKMIOYalOTh CTeaparT Kanblilo, cTeapar marHito,
NonieTUNEeHrnikonb, Tanbk, MiHeparnbHe Macno, CTeapuMHOBY KUCIOTY, cTeapart LMHKY i iHLWi pedoBUHU,
BigoMi (paxiBusiM y AaHiin 06nacTi TEXHIKK.

[00228] BukopucTOoBYBaHMI Yy AaHOMY [AOKYMEHTI TepmiH "3aMyTHIOBay" 03Hayae Crnonyky,
BMKOPUCTOBYBAHY ANS AOAAHHA MNOKPUTTIO HENPO30POCTi. 3aMyTHIOBAY MOXHA BUKOPUCTOBYBATM
okpemo abo B koMOiHauii 3 GapBHMKOM. Taki Cnonyku, B SKOCTi npuknaaiB i 6e3 obMexxeHHs,
BKIMIOYAKOTb AiOKCUA TUTAHY, TamnbK, a TaKOX iHLWI pe4vyoBMHK, BigoMi dhaxiBuaM y AaHii obnacrti
TEXHIKU.

[00229] BukopuctosyBaHuii y 4aHOMY AOKYMEHTI TEPMIiH "NOMIpyloYnin areHT" o3Hadae Cronyky,
BUKOPUCTOBYBaHY ANS AOAAHHS TBEPAMM MiKapCbkum ¢hopmam npuemMHoro 6nucky. Taki cnonyku, B
SAKOCTI npuknagie i 6e3 0OMe)KeHHs, BKMYalTh KapHaybcbkum BiCK, Ginuid BIiCK, a TaKOX iHLLUi
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pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00230] BukopucToByBaHWW Yy AaHOMY AOKYMEHTI TepMiH "po3nywyBauy" oO3Hayae Chosyky,
BMKOPUCTOBYBAHY Y TBEPAMX MiKapcbkux hopMax ANs MOSErUEHHA PyWHYBaHHA TBEPAOI mMacu Ha
GinblWw ApibHI YacTkn, aki nerwe aucnepryotbcsa abo posunHsOTbCA. MNpuknagn posnywysadis, B
SAKOCTI npuknagie i 6e3 0OMeXeHHs, BKMOYAOTh KpoxMmani, Taki K KyKypyA3siHUA KpoxXmanb,
KapTOMNAHUIA KpOXMmanb, NONepeAHbO KNencresmpoBaHi i MoaudiikoBaHi Kpoxmani Ha iXHil OCHOBI,
nigconomkysadi, rmuHKU, 6EHTOHIT, MiKpOKpUCTanivyHy uenonody (Hanpuknag, Avicel®), kanbLUjieBy Cinb
KapOOKCUMETUILENIONO3KU, HAaTPIEBY Cinb KPOCKApMENO3W, anbriHOBY KWUCMOTY, anbriHaT HaTpito,
Lenono3y-nonakpunid kanio (Hanpuknag, Amberlite®), anbriHaty, KpaxmanrnikonsaT HaTpIlo, kKameai,
arap, ryap, nnoam pibkKOBOro gepesa, Kapanio, NeKTWUH, TparakaHToBYy Kameab, KPOCMOBIAOH i iHLi
pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00231] BukopuctoByBaHM Yy aAaHOMy [AOKYMEHTI TepMiH "crabinisaTop” o03Hauae Cnonyky,
BUKOPUCTOBYBaHY Aanda crabinisauii nikapcbkoro 3aco®y Big BMnMBY QisMYHKMX, XiMiYHMX abo
BioxiMiyHMX npoueciB, Aki mornu 6 3HM3UTM TepaneBTUMHY AaKkTUBHICTL areHTa. [lpuknaau
crabinisaropiB, B AKkocTi npuknaaie i 6e3 obMexXeHHs, BKMOYaKTb anbOymiH, CManoBYy KWUCMOTY,
KpeaTuHiH, MiUMH i iHWi amMiHOKUCNOTK, HiauMHamig, aueTuntpunTodaHaT HaTpilo, OKCUA LMHKY,
caxaposy, [NIOKO3y, NnakTo3y, copbiT, MaHHIT, rniuepuH, NOMIETUNEHINIKOMI, KanpunaT HaTpilo,
caxapuHaT HaTpilo i iHLWI pe4YoBUHK, BiAOMI (haxiBUAM y AaHih 06NacTi TEXHIKK.

[00232] BukopuctoByBaHWi Yy AaHOMY [OOKYMEHTI TepMiH "perynaTop TOHIYHOCTI" o03Hauvae
CMONyKy, BMKOPUCTOBYBaHy ANA perynioBaHHs TOHIMHOCTI pigkol cnonyku. lNiaxoadauwi perynaropu
TOHIMHOCTI BKMIOYaOTh FNILEPUH, NakTO3y, MaHHIT, AEKCTPO3y, XNOpMA HaTpilo, cynbdart HaTtpilo,
copOiT, Tperanosy i iHWI pevoBuHK, Bigomi daxiBuamM y AaHin obnacTi TexHiku. B ogHoMy 3 BapiaHTiB
peanisaujii BUHaxo4y TOHIYHICTb Pigkoi cnonykn npubnm3Ho JOpPIBHIOE TOHIMHOCTI KpoBi abo KpOB'aHOT
nnasmm.

[00233] BukopuctoBsyBaHuii Yy 4aHOMY AOKYMEHTI TEPMiH "MPOTUNIHHUIA areHT" o3Havae Crnonyky
abo cnonyku, wWo 3anobiratoTb abo 3HMXKYIOTb KiNbKICTb MiHKU, LLIO YTBOPIOETLCA HA MOBEPXHi PiaKoi
cnonyku. liaxoaswi NpPOTUNIHHI areHTW BKIYAlOTb AUMETUKOH, CUMETWUKOH, OKTOKCMHON i iHLi
pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00234] BukopuctoByBaHUn y AaHOMY AOKYMEHTI TEpMiH "06'éMOYTBOPIOIOYMIA areHT" o3Havae
CMonyKy, BUKOPUCTOBYBaHy Ans 30inblueHHA o06'emy TBepaoro npoaykry i/abo, wo aonomarae
KOHTPOJIIOBATKU BMACTMBOCTI CNONyKM B npoueci nioginisauii. Taki cnonyku, B 9KOCTi npuknagie i 6e3
OOMEXXEHHS, BKMIOYAIOTh [AEKCTPaH, Tperanosy, caxaposy, NOMiBiHINNiponiaoH, NakTosy, iHO3WUTOn,
copbit, aumeTuncynbdokcua, rniuepuH, anbOymiH, NakTOGIOHYT KanbLilo, a TAKOX iHLII PEYOBUHMU,
BigoMi (paxiBusiM y AaHili 06NaCTi TEXHIKK.

[00235] BukopuCTOBYBaHMUI Y A@HOMY AOKYMEHTI TEPMIH "KPio3axMCHMI 3aci®" 03Ha4ae Cnonyky,
BUKOPUCTOBYBaAHY ANs 3axXUCTy aKTUBHOIO TepaneBTUYHOro areHta Big ismuHoro abo xiMmidHoro
po3knagaHHa B npoueci niodinisauii. Taki cnonyku, B AKOCTi NpuknajiB i 6€3 00MeXeHHs1, BKNIOYaloTb:
anMeTuncynbdokeua, rniuepud, Tperanosy, NPONINeHrnikonb, MONIETUNEHITIKONb, a TakoX iHLi
pPeYoBUHU, BiAOMI dhaxiBLAM Y AaHih 06nacTi TEXHIKK.

[00236] BukopuctoByBaHuin y JaHOMY AOKYMEHTI TepMiH "emynbratop" abo "eMynbrytounii areHt"
0O3Ha4ae Crnonyky, Wo A0JaeTbCsa A0 0AHOro abo AeKinbkox hazoBMX KOMMOHEHTIB €MyIbCil 3 METO
crabinisauii Toukm aucnepcHoi hasu B gucnepciiHoMy cepefoBuLLi. Taki CNONyku, B AKOCTi NPpUKNaais
i 6e3 oOMEeXeHHA, BKIIOYATb NEUUTUH, MOMIOKCUETUNEH-NONIOKCMNPONINEHOBI NpOCTi  edipn,
noniokcueTuneH-copbiTaH moHonaypar, nonicopbaru, cknagHi ecipu copbitaHa, cTeapunoBuin CNupT,
TWUIOKCANos, TparakaHToBY Kamedb, KCaHTaHOBY Kamedb, rymiapabik, arap, anbriHOBY KWUCIOTY,
anbriHat HaTpilo, OeHTOHIT, kapbomep, HaTpieBy Cinb KapOOKCUMMETUNLUENIONO3U, XONECTEPUH,
XKENaTuH, TiaPOKCMETULENONO3yY, riAPOKCMNPONINUENONo3y, OKTOKCUHOM, OneinioBMiA  CiupT,
NONIBIHINOBWI CNMPT, NOBIACH, NPONINEHINIKONb MOHOCTEapaT, naypuncynsdaT HaTpilo, a TaKoX iHLWi
pPeYoBUHU, BiAOMI dhaxiBUAM Y AaHih 06nacTi TEXHIKK.

[00237] Oo cnonyku 3rigHo i3 4aHMM BMHAxXoAo0M Moe OyTu AoaaHMi NiaCUNIOBad PO3YMHHOCTI.
MigcunioBay po3YMHHOCTI aBnge cobokw crnonyky abo cnonyku, WO Nigcunioe(oTb) PO3UMHHICTb
aKTUBHOIO areHTa B piakin cnonyui. MPUCYTHICTb TaKoro areHTa A403BOSNSAE 3MIHUTU CNiBBIAHOLLUEHHS
LUMKNOAEKCTPUH/AKTUBHUI areHT. MNMigxoaauli nigcuntoBayvi po3YMHHOCTI BKMKOYaTh oguH abo Binblue
OpraHiMHMX PO3YMHHWKIB, OETEPreHTiB, MWUM, NOBEPXHEBO-AKTUBHWUX PEYOBUH | iHLIMX OpraHivHux
PEYOBMH, 3a3BUYal BUKOPUCTOBYBAHMX Y NiKapcbkux 3acobax AnA napeHTepanbHOro BBEAEHHS 3
METOI0 NiABULLEHHA PO3YNHHOCTI MEBHOIO areHTa.

[00238] [Migxoaawi opraHiyHi PO3YMHHUKM  BKMIOYAKOTb, Hanpuknag, eTaHon, rnilepuH,
NONIETUNEHINIKONI, NPONINEHINIKONb, NONOKCOMEPU i iHWI PO3YUHHUKK, Bigomi dhaxiBUaM Yy AaHin
obnacTi TExHikK.

[00239] Cnonyku, WO BKNOYaOTb KOMMO3MWUIT ankinoBaHOro UMKNOAEKCTPUHY 3rigHO i3 AaHum
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BUHaxoA4oM, MOXYTb MICTUTW Macna (Hanpuknazg, HeneTydi macna, apaxicoBe Macno, KyHXYyTHe
Macno, OaBOBHsSIHE Macno, KyKypyA3siHe Macno, MacnMHOBE Macno i T.M.), >XUPHi KUCNOTU
(Hanpuknag, oneiHoBY KMCNOTY, CTEAPUHOBY KUCMOTY, i30CTE€apUHOBY KUCHOTY i T.M.), eipn XXMPHUX
KMCNOT (Hanpuknag, eTunonear, isonponinMipucrar i T.1.), rniuepuan >XUPHUX KUCNOT, alueTUboBaHi
rniuepuan >XKMPHUX KUCNOT i 1X KomOiHauii. Crnonyku, WO BKMOYMAKOTb KOMNO3WUIT ankinoBaHoro
LMKITOAEKCTPUHY 3rigHO i3 AaHMM BUHAXOAOM, MOXYTb TakKOX MICTUTU CNUPTKU (Hanpuknag, eTaHon,
isonponaHon, rekcageuuwnoBuW COUPT, [NIUEPUH, NPOMINEHrnikonb i T.M.), KeTanu rniyepuHy
(Hanpuknag, 2,2-gumetun-1,3-auokconaH-4-metaHon i T.0.), npocti edipn (Hanpuknag,
noni(etunedrnikons) 450 i T.n.), HadpTOBI ByrnesoaHi (Hanpuknaa, miHepanbHe Macno, NeTponaTym i
T.N.), BOAY, NOBEPXHEBO-AKTUBHI PEYOBWUHMW, CYCNEHAYIOWI areHTU, eMYNbrylodi areHTn, a Takox ix
KOMOiHaLLT.

[00240] Cnig po3ymiTH, WO CNOMyKU, BUKOPUCTOBYBAHI B o6GnacTi hapmaueBTUYHUX CMOMYyK,
3a3BMYan MatoTb Aekinbka yHKUin abo cnykaTb AEKiNbKOM UinaM. TakuM YMHOM, SKLIO Ha3BaHa B
JaHoMy OMUCi cnonyka 3ragyeTbCca nuiie oauH pa3s abo BUKOPUCTOBYETLCA MPU BUSHAYEHHI JEKINbKOX
TepMiHiB, Ti 3aBgaHHss abo (yYHKUIA He NOBWHHI pos3rnsgatucst Ak oOMmerkyBaHi BUMHATKOBO LUMM
Ha3BaHUMM 3aBAAHHAMU aB0 PYHKLISMMU.

[00241] Cnonyky, WO BKNIOYaOTb KOMMO3ULiIIO ankinoBaHOro UMKNOAEKCTPUHY 3rigHO i3 AaHUM
BUHAXOA0M, MOXYTb TaKOXK MICTMTM BionoriyHy cinb (coni), xmopua Hatpilo, Xnopua kanitw i iHuwi
enekTponitu.

[00242] Ockinbkn gesiki akTUBHI areHTU MOXYTb 3a3HaTW OKWCHOro po3KnajaHHA, pigka cnonyka
3rigHoO i3 gaHMM BUHaxo4OM MOXE NO CYTi HEe MICTUTU KUCHIO. Hanpuknaz, BinbHWW MPOCTip Haj
NPOAYKTOM Yy KOHTEMWHEpI, WO MICTUTb PiaKky cnonyky, Moxe OyTu 3BiNbHEHWUR Big KMCHIO abo no CyTi
3BiNMbHEHUWA Big KUCHIO, abo0 KiNbKICTb KUCHIO MOXe OyTu 3MEHLUEHa LUNAXOM MPOAYBKU BINbHOIO
NPOCTOPY Ha4 NPOAYKTOM iHEPTHUM ra3om (Hanpuknag, a3oToMm, aproHoM, AiOKCUAOM BYFFELUo i T.M.),
abo 6apboTyBaHHSM IHEPTHOrO rasy yepes pigky cnonyky. [ins Tpueanoro 3éepiraHHsi, piaky Cnomnyky,
WO MICTUTb aKTUBHWI areHT, niggaHy OKMCHOMY po3KnagaHHio, mMoxHa 36epiratu B 6€3KMCHEBOMY
cepenoBuili abo B CepeaoBULLi 3i 3HMXKEHMM BMICTOM KWUCHIO. BuganeHHs KUCHIO 3i CMOMyKu
noninwmutb i 36epiraHHA BiAHOCHO BNNUBY aepoOHMX MIKPOOpPraHismiB; pasoMm 3 TUM, O0O0AaBaHHS
KUCHIO 10 CKnaay noninwuTb Ti 36epiraHHsa BigHOCHO BNNUBY aHaepOBHUX MIKPOOPraHi3MiB.

[00243] Bupas "dhapmaueBTUHHO NPUAHATHUI" BUKOPUCTOBYETLCA ANA MO3HAYEHHA Takux
peYvYoBUH, MaTepianiB, KOMMNO3uULUii i/abo nikapcbkux opmM, siki, BiANOBIAHO pPETENbHOMY MEAUYHOMY
OOCMIMKEHHIO, MNIAXOAATb ANA 3aCTOCYBAHHA B KOHTAKTI i3 TKAHWMHAMK NIOAWHU | TBapuH 6e3 nposiBy
3aiMBOT TOKCUYHOCTI, MOAPA3HEHHs, aneprinHol peakuii i iHwux npobnem abo ycknagHeHb,
NOPIBHAHHUX 3 PO3YMHWUM CMIBBiAHOLWIEHHAM nepesar i pu3unkis.

[00244] BukopuctoByBaHi B JAHOMY AOKYMEHTI TEPMiHK "nauieHT" abo "cyb'ekT" po3yMiloThCA SIK
TENMOKPOBHI TBAPWHU, 30KPEMA, CCaBUi, HaNpPUKnag, Kiwku, cobaku, MULLi, MOPCbKI CBWHKMW, KOHI,
KOpPOBMW, BiBLji, TBAPUHMU, LLLO HE € JIIOAbMU, a TAKOX M0aun.

[00245] Cnonyka 3rigHO i3 AaHUM BMHaxX04O0M BKMOYAE aKTUBHWUIA areHT B ePEeKTUBHIN KiNbKOCTI.
Mig TepmiHOM "edyeKTUBHA KiNbKICTL" PO3YMIlOTb KiNbKICTb akTUBHOTO areHTa, A40CTaTHS KinbKicTb And
Toro, wob gocartn HeobxigHoT abo BaxkaHoi BianoBiai, abo iHaKLWe KaxKyuu, KinbKiCTb, 4OCTATHA AnNS
TOro, wob aocarty icToTHOT GionorivHOT BiANOBIAi Npy BBEAEHHI CYD'€KTOBI.

[00246] Komnosuuii 3rigHO i3 AaHUM BUHaAX0AOM MOXYTb BXOAMTM B CMNOMYKW ANA NiKapCbKUX
dopm, Taki sIK BiAHOBMWOBAHA TBepaa dopma, Tabnetka, kancyna, nirynka, nactunka, nnacrtup,
OCMOTUYHEe obnagHaHHs, oniBeub, CBiYKa, IMMNAHTAT, NbOASHMK, LUMMy4Ya KOMMO3WLiA, piaMHa ans
iH'eKUiN, po3unHM ANa o4en abo HOCOBOT MOPOXHMHM, a TAKOX MOPOLLUKM abo PO3YMHU ANS iHransuin.

[00247] Y paHOMYy BMHaxodi TaKOX 3anpoOnOHOBAaHiI cnocobu oaep)kaHHs pPigkoi CNonyku, Lo
MICTUTb 0AuH abo BinbLUe akTMBHUX areHTIiB | KOMNO3ULLIIO ankinoBaHOro LMKNOAEKCTPUHY, LLIO MICTUTb
ankinoBaHWW UUKNOAEKCTPUH i MmeHwe 500 ppm docdary. Mepumn cnocid BkNoYae: NPUroTyBaHHN
MEepLOro BOAHOIO PO3YUHY, LLO MICTUTb KOMMO3ULIKO ankifoBaHOrO LMKIOAEKCTPUHY; NPUTrOTyBaHHS
Apyroro posunHy abo cycneHsii, wo MiCTTb oanH abo OBinblue aKTUBHMX areHTiB; i 3MillyBaHHS
MEPLUOro i APYroro po3ynHy 3 OAEMKAHHAM PIiAKOT Cnonyku. AHanoriYyHUm Apyruin cnocid Bkniovae
JojaBaHHA oagHoro abo OGinblue akTUBHMX areHTiB 6e3nocepeaHbOo A0 MEPLIOro po3unHy 6es
NPUroTYBaHHS APYroro posyuHy. TpeTih cnoci® Bknovae aoJaBaHHA KOMMO3MLUiT amnkinoBaHoro
LUMKNOAEKCTPpUHY 6e3nocepedHb0 A0 PO3YMHY/CYCNeHsil, Wo MIiCTaTb oguH abo Ginbll akTUBHUX
areHTiB. YeTBepTuit cnoci® BKNOYae A0AaBaHHA PO3YMHY, LLIO MICTUTH 0AUH abo Binblue akTUBHUX
areHTiB, A0 nopoLkonogibHoi abo apibHoaucNepcHOT KOMMNO3WUIT ankinoBaHOro LUUKNOAEKCTPUHY.
Matun cnoci® BKkNouae agoaaBaHHA ogHoro abo OGinblue akTMBHMX areHTiB 6esnocepedHbOo A0
nopowkonoaiéHoi abo ApibHoAMCNEPCHOT KOMMO3MULiT ankinoBaHOro UMKNOAEKCTPUHY 3 HACTYMHUM
[OJAaBaHHAM OTPMMAHOT CyMillli A0 Apyroro po3yuHy. LLoctuii cnoci® Bknovae NpuroTyBaHHA piakoi
Crnonyku 3a 0yab-gkMM i3 3a3HauyeHnx BuLLE cnocobiB, NOTIM BiadineHHA TBEPAOTro MaTepiany LNsXom
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nioginisadii, CyLiHHA PO3NUNEHHSIM, CTEPUIBLHOIO CYLUIHHA PO3NUNEHHAM, CyOniMaUIiiHOrO CyLUIHHA 3
PO3NUIEHHAM, BUCAMKYBAHHAM 3 PO3YMHHMKA, MPOLECOM 3 BUKOPUCTAHHAM HaAKpUTU4YHOI abo
OnM3bKO-HAAKPUTUYHOT piguHM abo iHWMMKM MeTodamu MPUroTyBaHHA MOPOLUKY ANS BiAHOBIEHHS,
BiJOMUMU cepeaHim dhaxiBUaM Y AaHih 00nacTi TEXHIKK.

[00248] KoHkpeTHi BapiaHTu peanisauii cnocobiB ogepKaHHA PiaKoT CNOMyKW BKIIOYAKTb HACTYMHI
BapiaHTu: 1) cnoci6, Wo A04aTKOBO BKIKOYAE (PiNbTPYyBaAHHA CMOMNYKM B CTEPUITbHUX YyMOBax 4epes
dinbTpytounii matepian 3 poamipamu nop 0,1 mkm abo Ginbwe; 2) pigky cnonyky CTepunidyloTb
LUNSIXOM ONpoMiHEeHHA abo 06pobkn B aBTokNaei; 3) cnocib A40AaTKOBO BKIOYAE BiadiNneHHa TBEPAOro
NPOAYKTY 3 PO3YMHY; 4) PO3YMH NPOAYBAKOTb a30TOM, aPrOHOM abo0 iHLIMM iHEPTHUM ddapMaLEBTUYHO
NPUAHATHUM ra30M, TaK WO BUAANSAETbCA 3HAYHA YACTKA KACHIO, PO3YMHEHOIO Y PO3UMHI i/aB0 KUCHIO,
wo nepebyBae B KOHTAKTI 3 MOr0 NOBEPXHEIO.

[00249] Y paHOoMy BMHaxoA4i Tako) 3anponoHoBaHa BiAHOBMIOBaHa TBepda dhapmaueBTUYHA
KOMMO3MLisl, WO MIiCTUTb oauMH abo 6Ginblle akTUBHUX areHTiB, KOMMO3WULi0 ankinoBaHOro
LMKITOAEKCTPUHY i, paKynbTaTUBHO, LWOHAWMEHLLE We OAHY (hapMaueBTUYHY AOMNOMIKHY PEYOBUHY.
AKWo Taky KOMMNO3WUiO BiAHOBIIOIOTb PIAWHOIO Ha BOAHIA OCHOBI 3 OAEpPKAHHAM KOHCEpPBOBAHOT
pigkoi cnonyku, ii MO)Ha BBOAMTU CyB'€KTOBI WNSAXOM iH'ekuil, iHGY3il, mMicCueBO, 3a AOMNOMOrow
iHransauii abo nepopanbHo.

[00250] [eqaki BapiaHTM peanizaudii BigHOBMNWOBAHOI TBePAOi dapMaueBTUYHOT KOMMO3UUii
XapakrepusyTbes TUM, Wo: 1) dapMaueBTUYHA KOMNO3ULIS MICTUTb CYMiLL KOMMO3ULIT ankKinoBaHoro
UMKNOAEKCTPUHY | TBEPAOT PEYOBUHU, LIO MICTUTb OAWH abo Oinblie akTUBHUX areHTiB |,
dakynbTaTMBHO, LIOHaWMeHLWe we oaHy apMmaueBTUYHY AOMNOMDKHY pPEeYOBUHY, NPUYOMY A0
BiAHOBNEHHA ©Oinblla 4YacTuUHA aKTUBHOINO areHta He 3B'A3aHa B KOMMMNEKC i3 ankinoBaHuMm
UMKNOAEKCTPUHOM; i/abo 2) Komnosuudia MICTUTb TBepAy CyMill KOMMO3WUIT  ankinoBaHOro
LUMKNOAEKCTPUHY | 0AHOro abo Ginblue aKTUBHMX areHTiB, MPUYOMY A0 BigHOBMEHHS OinbLua YyacTuHa
3asHadeHux oaHoro abo Oinblle AaKTMBHUX areHTiB 3B'3aHa B KOMMNMNEKC ankinoBaHuMm
LUKITOAEKCTPUHOM.

[00251] Komnosuuis 3rigHO i3 AaHUM BMHaxX0A0M MOxe OyTW BUKOpUCTAHa y hapMaueBTUYHIN
nikapcbkin cdopmi, dapmaueBTUYHIn koMno3uuii abo B iHWIiM noaibHin komGiHauii marepianis.
KomMno3auuii ankinoBaHoOro UMKNOAEKCTPUHY TakoXX 3aCTOCOBHi, HE OOMEXYIOUMCb 3a3HAYEHUM, B
SIKOCTi aHanITUMHUX pearexTiB, nigcunioBavis i/abo nobaBoK 40 Xap4yOBUX i KOCMETUYHUX NPOAYKTIB, a
TaKoX B IKOCTi areHTiB 415 OYMLLEHHSA HABKOJULLIHBOIO CEPEaOBULLA.

[00252] Ha ocHOBi HAaBeAEHOrO BULLE ONUCY | HABEAEHUX HMXME NpUKnaaie 3aBuyanHuin dhaxiseub
y AaHin obnacTi TeXHikM 3MOXKe 3aCTOCOBYBATU AaHWUI BUHAXiA BIANOBIAHO A0 hopMynu BUHaxoay 6es
HeoOXiAHOCTI NMPOBEAEHHA 3aHAATO BEMNWKMX €KCnepuMeHTiB. 3ragaHui Bulle onuc Oyae kpatile
3pO3yMinIMI 3 ypaxyBaHHAM HaCTyNHUX Npuknagis, WO AOKMagHO ONUCYIOTb Aedki npoueaypu and
OAEpKaHHA MOMEKyn, KOMMO3uUin i cnonyk BigNnoBiAHO OO AAaHOro BMHaxXoAy. YCi NOCMNAaHHA Ha Ui
npuknagn pobnarbCa 3 iNOCTPATUBHUMM LiNsMKU. HuxdenoaaHi npuknagn NoBUHHI po3rnaaaTtuca He
K BUYEPMHi, a nuwe 4K inocTpaudii AeKiNnbKoX 3 BENWKOI KiNbKOCTI BapiaHTiB peanisauii,
nepenbadvyBaHmx JaHUM BUHAXOAOM.

MPUKINAON

MPUKNAL 1

BusHayeHHs1 pO34YUHHOCTI aKTUBHOIO areHTa

[00253] MopiBHANBbHA ouiHKa edekTy contobinidauii pisHMX KoMno3uuin cynbdoankinbHux edipis
LUMKNOAEKCTPUHY Ha hapmMaueBTUYHI akTMBHI areHTWM NMpoBOAWNKU B Takun cnocib. Ba3osi po3unHu
KOXKHOTO 3 0OpaHMX UMKNOAEKCTPUHIB 3 KOHUeHTpauieto 0,04 M roTyBanu 3 BUKOPUCTAHHAM OYULLEHOT
Boau. [lposopicTb pO34YMHiB  BMU3HA4YanuM BisyanbHUM oO6CTexeHHAM abo 3a  [A0MOMOrow
iHCTpyMeHTanbHUX 3acobiB. PO34YMH BBAXKAETbCA NPO30PUM, SKLLO BiH MPO30OPUIA LLIOHANMEHLLE Npu
ouiHUi Heo306poeHuM nornagom. KoxkeH 3 hapMaueBTUUHUX aKTUBHUX areHTiB, sIKi AOCNigpKyBanu y
ABOX gocrigax, amiwysanu 3 2 mn abo 4 mn BogHoro posunHy SAE-CD.

[00254] 3BaxkyBanu KinbKoCTi apMaueBTUYHUX aKTUBHMX areHTiB, WO NEPEBULLYIOTH TXHIO
nepeabdavyBaHy PO3YMHHICTb, i NOMiILIANK iX y pbnakoHn 3 TeNOHOBUM MOKPUTTAM i KPULLKOIO, LLIO
3arBuHYyeTbCA. KinbKiCTb KOXHOIMO 3 aKTUBHUX areHTiB CTAaHOBUMO LWOHanWMeHwe 3 mr/mn. MoTim y
KOXXeH (prakoH yBOAMNM BIiAMOBIAHY KiNbKICTb PO34YMHY UmknogekcTpuHy (abo 2 mn, abo 4 wn).
dnakoHu cTpyllyBanu i nigagaBanu ynbTpasByKoBin o6pobui, wod nonerwmtn 3sModyBaHHs TBEPAMX
peYvYoBUH piauHoto. MoTim hnakoHn nomiwanm Ha nabopatopHui werikep abo 6apabaHHuit 3milyBay
AN BCTAHOBMEHHA piBHOBarn. ®nakoHWM MNepioaguyHO niggaBanu BidyanbHOMY OOCTEXEHHIO, o6
NepPEKOHaTUCH, O TBEPAI KOMMOHEHTW 3MOYYIOTBCA HANEXHWM YMHOM i nepebyBaloTb y KOHTaKTi 3
piguHoto. MoTiM 3 pianHn y dnakoHax nepioanyHo Biabupanu npobu Ans BUSHAYEHHSA KOHLUEHTpauii
dapMaueBTUYHOrO akTUBHOIO areHTa B PO34uHi. AK npaBuno, BUMIPIOBAHHA 3paskiB NpoBOAWUNKM 3
NepioaANYHICTIO B 24 roaAunHN.
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[00255] Biabip npob i3 dnakoHiB AnNA BU3HAYEHHS PO3YMHHOCTI aKTMBHOrO areHta 3A4iiCHIoBanm
AeKaHTYBaHHAM NO 1 MM PO3YMHY i3 INAKOHIB 3 MOXMMBUM HaCTYNHUM LeHTpUdyryBaHHAM. MoTim
BigaineHnn ueHTpudpyrat BiacinbTpoByBanuM 3a AOMOMOrolo wnpuuesoro ¢inbtpa 0,22 MKM i
po3baBnanu pyxnuBo d)aso 40 HeobXiAHOT KOHUEHTpauil B Aiana3oHi kanidbpoeaHoi Kpueoi. Micns
UbOro 3pasku adanisysanu wmetogom BEPX ana Bu3HayeHHs KOHUeHTpauil contobinizoBaHux
nikapcbKnX NOXigHUX.

MPUKNAL 2

Bu3HayeHHA BMICTY BONOIMH

[00256] Ons BuM3HA4YEHHA BMICTY BOJSIOrM B ankKifoBaHUX LMKNOAEKCTPUHYX BUKOPUCTOBYBAsIU
HacTynHy npoueaypy. BusHaueHHa 3giicHIOBanM y ABOX gocnigax 3 BUKOPUCTaAHHAM 3pa3skiB no 250
Mr Ha KynoHomeTpi no metoay Kapna ®iwepa komnanii Brinkman (Brinkman Instruments Co., IL).
Bioome HaBiwyBaHHA TBEpPAOro UMWKIOAEKCTPUHY BBOAUNM B KynoHomeTp Kapna ®iwepa i
BUMIpIOBanNu 3aranbHy KinbkKicTb BoAW B 3pasky. [ani 3aranbHy KinbKiCTb NPUCYTHLOT B 3pasky BOAM
nepepaxoByBanv Ha Macy TBEPA0T PEHOBUHM, OAEPXKYIOUN BiACOTKOBUI BMICT BONOMM B 3pa3ky.

MPUKNAQL 3

AHaniz MeToaoM KaninapHoro enekrpodgopesa

[00257] AHanis komno3uuin noxiaHux SAE-CD meTogoM KaninapHoro enekrpodopesa npoBognnu
3rigHO 3 HacTynHow npoueaypoto. Ons aHamisy posyuHiB noxigHux SBE-B-CD i SBE-y-CD
BUKOPUCTOBYBaNM CUCTEMY ANsl kaninspHoro enektpocdopesa Beckman P/ACI 2210, obnagHaHy
aetektopom Y® nornuHaHHA (Beckman instruments, Inc., Fullereton, CA). MNogin nposogunu npu
Temnepatypi 25 °C 3a gonomMorow kanindpa i3 nnaeneHoro ksapuy (BHYTPiWHiA giameTtp 50 MKmM,
3aranbHa AoBXWHA 57 cM, edekTuBHaA AOBXMHA 50 CM) 3 BUKOPUCTAHHAM pyxnuBoro Gydepa 3i
ckopekTtoBaHum pH, wo mictute 30 MM ©6eH3oiHoT kucnotu i 100 MM TPUC (Tpuc-rigpoKCUMETUI-
aMmiHOMeTaHon).

[00258] MNepen KOXKHUM yBEAEHHAM 3pa3ka Kaninap npoMmueanu sogoto, 0,01 H. posunHom NaOH i
pyxnueuMm Bydpepom. Oetektop 6yB BCTAaHOBNEHUI HA 214 HM. BenuunHa nogaBaHoi Hanpyru - 30 kB.
3pasky1 BBOAMNN METOAOM YNOPCKYBaHHA Nig TUCKOM: 20 cekyHa npu Tucky 0,5 psi.

MPUKNAL 4

[00259] Komnosuuia noxigHoro a-CD, wo Mae ogHoMoaanbHUM npodinb po3noainy, moxe 6ytu
oTpuMaHa 3a npuknagom 5 abo 3a Oyab-AKMM METOAOM i3 LUWUTYEMUX Yy OAHOMY [OKYMEHTI
niTepaTtypHux [>Kepern, 3a BUHATKOM TOro, wo 3amictb B-CD abo y-CD BukopuctoBywoTb a-CD.
Tunosuin SBE-a-CD oaepxKyloTb 3@ HACTYNHOK NPOLEAypolo, Npy SKi a-LWMKIOAEKCTPUH Y BOAHOMY
NyXHOMY CEpedoBULLI 4epuBaTM3yIOTb 3a AOMNOMOrol nonepegHuka SBE 3 ogepxxaHHam SBE-a-CD.
a- CD po3unHAloThL Yy BogaHoMy po3dnHi NaOH, HarpisatoTb Ao Temnepartypu 70 °C i nepemilyoTs 4o
NMOBHOTMO PO3YNHEHHA. [10 3aBEPLUEHHIO PO3YMHEHHA TEMNEpaTypy peakuinHol Cymilli NiaBULLYIOTb A0
70-75 °C. TMoTim nmpotaroMm woHanMmeHwe 30 xBunuH gogawTb 1,4- GyTaHCynbTOH. BenmuuHy pH
KOHTPOSIOKOTb MPOTArOM NepLuMx 4 roguH; i peakuii 403BONAIOTL NpoTikaTM npu Temnepartypi 70 °C
LWoHalMeHLWwe aodatkoBi 16 roguH. PeakuiiHy CyMmill OXONOMKyHOTb i po3baBnsoTb BOAOK
(NpubnM3HO ogHa TPETMHA CyMAPHOro 06'emy peakuinHoi cymiwi). Oani po3ymH o6pobnatoTk Byrinmsm
(0,07 r Byrinna Ha 1 r UMKNOAEKCTPUHY), HEWTpanisyoTb posunHoMm HCI go pH 6-6,5 i dinbTpyloTh
yepe3s 0,45-MikpOHHUI INbTP. PO3UYUH OUNLLYIOTH 3a AONOMOTOI0 ynbTpadinsTpadii Ha membpani 650
MWCO. KiHueBy Touky ynbTpadinbTpaudii BM3HA4aloTh LWNAXOM KanindapHoro enekrpodopesa,
npuyomMy inbTpat nokasyBaB MOBHY ab0 nNpakTMYHO MOBHY BiACYTHICTL 4-rigpokcubyran-1-
cynboHOBOI kucrnotn i/abo auHatpieBoi coni 6ic(4-cynbdobyTunosoro) ediipy, a Takox no
OCMOMSIPHOCTI, MpuYoMy 3pasku inbTpaty Mmictunu mano abo 30BCIM He MICTMRM ioHIB. Po3unH
dinbTpyBanu 4vepes 0,22-MiKpOHHUA iNbTp | HenTpanidysanu ao pH 6-6,5. OTpumaHuii po34ynH
KOHUeHTpyBanu Ao npubnusHo 50 % Ha poOTOpHOMY BMNApHUKy npu Temnepartypi 50-60 °C nig
BaKyymMOM 3 TUCKOM Hmxde 30 MM pT. CT. Po3unH niggasanu cybniMauiiHoOMy CYLLIHHIO 3 O E€PXaHHAM
SBE-a-CD y Burnsgi 6inoi Teepaoi pe4oBuUHM.

MPUKNAL 5

Cuhres SBEe.s-B-CD

[00260] Komnosuuilo SBEee-B-CD cuHTE3yBanu 3a HaCTYNHOK npoueaypolo, y skl B-
LUUKIMOAEKCTPUH JEepvBaTM30BYBanNM 3a [JONOMOrOK nonepegHuka SBE y nyKHOMY BOAHOMY
cepeposuli 3 ytBopoM SBEgs-B-CD. BoasHWid po3yuH rigpokcuay HaTpilo roTyBanu LUMSIXOM
JofasaHHA 61,8 kr rigpokcuay HaTtpito Ao 433 kr BOAM 3 YTBOPEHHAM 12,5 %-ro posdnHy (mac./mac.).
BmicTt peaktopa HarpiBanu go 40-50 °C, nicns 4doro 3a 30-60 xeunuH ysogunu 270 kr B- CD.
Temnepatypy peakuinHol cymiwi gosoaunu fo 65-95 °C no seeaeHHA npoTtarom 30-60 xBunuH 259 kr
1,4-6yTaHcynbToHA. [pOTAroM HacTynHux 6 roaMH pH po3ynH nigTpumysanu Buue 9, 3a 40NOMOroK
BOAHOMO PO34YMHY rigpokcuay Hatpito. o 3akiHYeHHIO peakuil B peakuiinHy cyMiw gogasanu we 13,5
Kr rigpokcuay HaTtpito y Burnagi 20 %-Horo posduHy. Temnepatypy peakuiiHoT cymilli niaTpumyBanu B

44



10

15

20

25

30

35

40

45

50

55

60

UA 121095 C2

Mexax 70-80 °C g0 AOCSArHEHHA AOCUTb HU3bKOrO BMICTY 1,4- ByTaHCynbTOHA. BMICT oxonoaxysanu
0o Temnepatypu Hwkye 30 °C, notim pH peakuiiHol cymiwi gosogunu go 6,5-7,5 3a gonomoroto
BOAHOTO PO3YUHY CONSHOT KUCMOTU. Y pesynbTaTi 4aHoro npouecy oaepxkysanu 350-450 kr SAE-CD.

MPUKINAL 6

HiacbinbTpauis i ynbTpadinbtpauina SBEss-p-CD

[00261] SBEs.6-B-CD i3 npuknagy 5 oduLyBany 3a HaCTYMHOK METOAUKOKW. PeakuiiHui po3yuH
posbaBnanu wnsxom goaasaHHa 800 kr soau. Po3umH nepeHocunu i posbasnsanu, goaatoun we 500
Kr Bogu. MNounHanu giadineTpadito 3a 40NOMOroK aBTOMaTUYHOI cucTteMu ynetpadginsTpadii Helicon
komnaHii Millipore 3 BUKOPUCTAHHAM pEreHepyeMmUX LENONO3HUX memopaH 1000 MWCO, HaMoTaHux
y BUrnaai cnipani Membpa, Lo MatwTb nnowly, WwoHanmMeHwe 750 kB. dyTiB i MigTpUMyoumnx cTanictb
006'emy po3unHy (£ 1 %) AoTK, NOKKM 3pa3ok ynbTpadinbTpaty He 6yae mictutn 25 ppm abo MeHLe
Xrnopuay Hatpito. PO34MH KOHUEHTPYBanu MeToaoMm ynbTpadinsTpauii 40 ogep)aHHs NOTPIGHOT Macu
PO3UNHY.

MPUKNAL 7

O6pobka SBEe.s-B-CD Byrinnsam 3rigHoO i3 JaHUM BUHAXO0A0M

[00262] Nicna aiacinbTpauii i ynbTpadbinbTpadii B npuknagi 6, SBEes-B-CD ounwyBanu Byrinnsim
3a HacCTYMHOK MNpoueaypolo. Y KOMOHKY 3aBaHTaxkunu 32 kr (npubnmsHo 11-12 mac. % (11,8-12
Mac. %) Big BUXiAHOT KifIbKOCTi B-LUUKNOAEKCTPUHY) FPaHynbOBaAHOIO akTMBOBAHOMO BYrinna Shirasagi®
DC32 i peTenbHO NpoMUAM BOAOK OO AOCATHEHHS MOCTIMHOT NPOBIAHOCTI 3paskiB BOAHOMO 3MUBY.
CniBeiaHowweHHs1 SBEss-B-CD 00 akTMBOBAHOIO BYTiNMs craHoBMNo 6nu3bko 8,4:1-8,5:1 (npubnusHo
8,44:1). No 3akKiHYEHHIO NMPOMMBAHHA 3aBepLUyBany NEpPLUMA UUKN 06pobkM LLNAXOM NponyLeHHs (3
peunpKynauieto) peakuinHoro po3yunHy Yyepes BYrinng npoTAroM LWOHaWMeHLWwe 2 rogut.

[00263] Y apyry konoHky 3aBaHTaxunu 32 kr (npudnusHo 11-12 mac. % Big BMXiAHOT KiNbKOCTI B-
LMKITOAEKCTPUHY) TpaHyNbOBaHOro akTMBOBaAHOro Byrinna Shirasagi® DC32 i peTenbHO npoMunu
BOAOK 4O AOCATHEHHA NOCTIMHOT NPOBIAHOCTI 3pas3kiBs NPOMUBHOT BoAW. M0 3aKiHYEHHIO NMPOMMUBAHHA
3aBepLUyBanu Apyruin Uukn o6pobKM LINSAXOM MNPONYLLUEHHS PEakUiiHOro po3uvMHy 4vepes Byrinns
NPOTArOM LOHaNMeEHLUE 2 TOAUH.

MPUKINAL 8

KoHuUeHTpyBaHHs i BUaineHHs SBEss-B-CD

[00264] O6pobneHi ByrinnaAm po3dnHn SBEs.s-B-CD, oTpumani B npuknagi 7, KOHUEHTpyBanu i
BUAINAMKW 3a HACTYMNHOIO npoueaypoto: posdunH SBEses-B-CD dinbTpyBanu 4vepes 0,65-MIiKPOHHUIA i
0,22-MiKPOHHUI DINbTPU | NOTIM KOHLUEHTPYBanM Npu 3HW>KeHoMy Tucky Big -0,6 Gap ao -0,7 6ap npwu
TemnepaTtypi Bia 65 °C go 72 °C i nepemiwyBaHHi 3i wBnakicTio 70-100 06./xB A0 oAepKaHHA PO3UYUHY
SBEss-B-CD 3 koHueHTpauieto 50 mac. %. KOHUEHTpOBaHUi po3ynH OXONO4XKyBanu Ao TEMNepaTypu
Hux4e 60 °C i cpinbTpyBanu Yepes 0,65-MikpoHHUI | 0,22-MIKPOHHWIA iNbTPU. PiNbTPOBAaHU PO3YKMH
nigaasanu posnumioBasibHOMY CYLUIHHIO 3a AONOMOIOK CUCTEMW ANA CYLWIHHA B KUMNNSYOMYy Liapi
("FSD") npu TemnepaTypi Ha Bxogi 170 °C, nouyatkoBomy Tucky 20 Gap i Ha kamepax 1-3 3
BCTaHoBReHUMK Temnepatypamu 125 °C, 105 °C i 100 °C, BianoBigHo.

MPUKNAL 9

BusHaueHHs xapakTepy 3amilleHHs yuknoaekctpuny metogammn 'H-AMP, 3C-AMP, COSY-AMP i
HMQC Ha npunagi Bruker Avance® 400 abo 500 y posunHax D20

[00265] BusHadeHHA xapakTepy 3aMilleHHA npoBOAMNKM 3rigHO 3 METOAO0M, OMUCYBaHUM Y
Mpuknagi 6 nybnikauii WO 2005/042584; peneBaHTHi YaCTUHM OMUCY AKOT BKNIOYEHI B AaHy 3asABKY 3a
JOMOMOTOK NOCUMAHHS.

MPUKIAL 10

MopieHsinbHa 0bpo6ka ByrinnsM SBEes-B-CD

[00266] Tunosun npoaykt SBEse-p-CD ouuwiysanu Byrinnsm 3a HACTYMHOIO npoueaypoto: Y
KONMOHKY 3aBaHTaxkunm 32 kr (npubnusHo 11-12 mac. % (11,8-12 mac. %) Big BUXigHOT KinbkocTi B-
LMKITOAEKCTPUHY B NpUKNagi 5) rpaHynboBaHOro akTuBoBaHoro Byrinna Shirasagi® DC32 i petenbHo
NPOMUAN BOAOK OO0 AOCATHEHHS MOCTIMHOI NPOBIAHOCTI 3paskiB BOAHOro 3mMuBYy. M0 3akiHYEHHIO
NPOMMBAHHA peakuiiH1in PO34YMH NPoNycKanu Yepes BYrinna NpoTaroMm WoHanMeHLWwe 2 roguH.

MPUKNAL 11

AHanis gomiwok | B SBEss-p-CD

[00267] 3pa3sku SBEes-B-CD 06pobnsAnv akTMBOBaAHMM BYriNnsM oAuH abo ABa pasu 3rigHo i3
npuknagamun 10 i 7, BignoBiagHO, KOHUEHTPYBaNu i BUAINANKU 3a METOAMKOK, ONUCAHOIO B Npuknagai 8, i
noTiM aHanisyBanu 3a A0MNOMOrow cnekrpodoToMeTpii B YO-BuaumMinn obnacti. AHanis npoBoaunu
LUNAXOM PO3YMHEHHSA NigxoaaLwoT KinbkocTi SBEss-B-CD y Boai (Hanpuknag, Big 0,1 r 4o 6 r SBEe.s-B-
CD 3 KOopeKTyBaHHAM Ha BMICT BOAM PO3YMHANM B 10 Mn BOAM) 3 OAEPXKAHHAM PO3YMHIB, LLO MICTATb
Bia 1 mac. % no 60 mac. % aepuBaTtu3oBaHOro LUKNOAEKCTPUHY.

[00268] OO6pobneHi ByrinAAM PO3YMHU  LUMKMOAEKCTPUHY aHanisyBanu 3a A0NOMOroH
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cnektpodoTomeTpa Yd/BuaumMoi obnacrti Perkin Elmer Lambda 35 npu ckaHysaHHi Big 190 Hm go 400
HM 3i wenakictio 240 HM/XB i WMpPKHI WinuHu 1,0 HM. Tepea aHani3om gadi Ans 3paskiB KOpekTyBanu
Ha nornMHaHHa Boau. Y®/BMAMMI CMNEKTPU MNOIMUHAHHA po3dnHiB SBEss-B-CD 3  pisHUMUK
KOHLIEHTpauUisMu nicna ogHiel abo aBox 06pobOK akTUBOBAHWUM BYTINNsAM NPeACTaBneHi B rpadivtin
cdopmi Ha @ir. 1§ 2, BiANOBIAHO, HA AKUX HaBeaeHe rpadivHe yaBneHHa ans naptii SBEes-B-CD nicns
oaHiel abo aBox 06pobOK aKTMBOBAHUM BYTiNMsM, NpoaHanisoBaHmx 3a gonomorow Y& metoay. OaHi
®ir. 1 AeMOHCTpYIOTh, WO NpKU OAHOKpaTHIn 06pobui po3unHy SBEeses-B-CD akTmBoBaHMM BYrinnsm
OaHUA  pPO3YMH MICTUTb Oinbll BUCOKY KOHLUEHTpAUilo AOMILLOK, L0 MAakTb MOIMMMHAHHA B
Yo/suanmomy cnektpi. JaHi @ir. 2 AeMOHCTPYOTh, WO Apyra obpobka BYrinnsAM 3HWXKYE BMICT
JOMILLIOK, LLIO MalOTb MOTMUHAHHA B Y®/BUAUMOMY Aiana3oHi, LoHaNMeHLe B N'sATb pasiB abo GinbLue.

MPUKIAQL 12

AHanis gomiwok |l B SBEss-B-CD

[00269] TunoBuin 3pasok SBEes-B-CD aHanisysanu meToom cnekTpodoTOMeTpil B YD-BuaAnMINA
obnacTi 3a HacTynHot npoueaypoto: 50 mac. % po3unH SBEses-B-CD rotyBanu LWNSIXOM PO3UYMHEHHS
541 r SBEes-B-CD, 3 KOpekTyBaHHAM Ha BMIiCT BOAW B MNY)KHOMY PO3YMHI, WO MicTUTE 12,5 1
rigpokcuay Hatpito B 100 mn Boaun. BuxiaHuii po3ynH aHanisysanu 3a 4ONOMOroo cnektpod)oToMeTpa
Yo-suagumin obnacti Perkin EImer Lambda 35; ckaHyBaHHs npoBoaunu B Aianasodi Big 190 HM Ao
400 Hm 3i wenakictTio 240 HM/XB i WMpKHI WinvHn 1,0 HM. MNepea aHanisaomM gaHi 3paska KopekTyBasu
Ha NOrfMHaHHA Bogu. Po3uvnH nomiwanu B niv npu Temneparypi 60 °C go 168 roa. 3pasku po3ymnHy
aHanisysanu yepes 24 roa., 72 rog., 96 roa. i 168 roa.

[00270] Ha ®ir. 3 HaBegeHe rpachiyHe yaBneHHA pe3ynbTaTiB BAAUBY XXOPCTKUX YMOB HarpiBaHHs i
ny>kHoro cepegosuiia Ha komno3uuii SBEees-p-CD. [HaHi @ir. 3 gemoHCTpylOTb, WO 3a 24 rop.
BUHWUKMNO CUMbHE NOrfMHAHHA NPWU AOBXWHI XBUMi 245-270 HM, Npu4oMy Le NOrnMHaHHA 3pocTae B
Mipy BNNMBY HarpiBaHHs i nyra Ha 3pa3ok. Yepes 168 rog. (7 gib) makCUMym NOrMUHAHHA NPU JO0BXMWHI
XBUNi 245-270 HM 3piC A0 TaKOT XK BENMUYUHW, AK ANS NOTMUHAHHA 3 MAKCUMMyMOM NpudnusHo 230 HM.
Cnig TakoX 3a3HaunTK, WO NOrMUHAHHA NpKu A0BXMHI xBuni 320-350 HM TakoX 3pocTae B Mipy BNAMBY
Ha 3pasok. Lli gaHi nokasyoTb, WO KOHUEHTpaUil AOMILIOK po3Knaaatrumnx nikapcbki 3acobu, wo mae
NOrMUHAHHA MPU OOBXWHI XBUNi 245-270 HM i opapOnoKYOro KOMMOHEHTa, 3 MOrMUHAHHAM Npu
[oBXMHI xBuni 320-350 HM 3pocTaloTh y Mipy BNIMBY HArpiBaHHA i/abo nyra Ha 3pasok.

MPUKIAL 13

BumiptoBaHHa odapbniolounx areHTiB

[00271] Komnosuuii SBEs.s-B-CD, niggaHi ogHo- abo gsopasosin 06podui akTMBOBaHUM BYTINAM
(srigHo i3 npuknagamu 10 i 7, BignoBiAHO) noegHyBanu 3 PYHriLMAHUM akKTUBHUM hapMaUeBTUYHUM
iHrpeaieHTom (APIl) TpuasonbHoro tuny (nocakoHason, npuabaHuii y komnadii Schering-Plough y
BUrNAAI BOAHOT cycneHsii ansa opanbHoro BBedeHHs, Noxafil®). MNpoueaypa roTyBaHHS CROMNyKu
onMcaHa Hux4e.

[00272] 3pasku BOAHOrO po34vMHy pyHriunaHoro TpuasonoHoro APl (5 mr/mn) i komnosuuito
SBEss- B- CD (100 mM, pH 3) ogepxyBanu 3 BuKOpuUCTaHHAM SBEess- B- CD naprin NeNe
17CX01.HQO0044, 17CX01.HQO0037, 17CX01.HQO0035, 17CX01.HQO0033 i 17CX01.HQ00029.
Yci 3pasku po3uvnHie ¢inbTpyBanu yepes 0,22 mikpoHHui MNBOP inbTp i posnueanu no ¢nakoHax.
Ona npo6 BUXiAHMX PO3YUHIB BUMIDIOBANM NOTMUHAHHA B YP-BuaAUMIN 06NacTi B KIOBETI TOBLUMHOK 1
cm hipmmn Hunter Ha cnekTpodoTtomeTpi YO/Buanmoi obnacti Perkin Elmer Lambda 35, ckaHyBaHHS
Big 190 HM a0 400 HM 3i weKnakicTio 240 HM/XB | WMpUHOLO WinuHm 1,0 HM, | aHanidysanu npobu Ha
konopumMeTpi Hunter Labs Ultrascan® 3 BUKOPUCTAHHSM YHIBEPCANbHOIO NporpamMmHoro 3abesneyeHHs
Hunter Labs, sepcia 4.10. Nepea BumiptoBaHHAMW JaHi AnNs 3pasKiB KOPeKTyBanu Ha MNOrfIMHaHHSA
Boau. MoTim nopuii 3paskis, WO 3anumnniMcd, noMiwanu B niy i3 Temnepatypoto 60 °C npotarom 7
OHIB i NOTiM 3aHOBO aHanisysanu 3MmiHW KONbOPY 3a AOMNOMOrol Tiel X npoueaypu. OTpumMaHi gaxi
HaBeJeHi B HACTYMHUX Tabnuuax.

BuxiaHi po3unHu SBEese- B- CD: aHanis Y®/Buanmumx cnexkrpis
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Y& aHani3 (Makc. onT. WiNbHICTb NpK

Ne napTii 30 %-ro po3uuHy B- CD| YmMoBu 06pobku Byrinnam A =245-270 Hm)

IBokpaTHa o6pobka
17CX01.HQO0044 rpaHynbLOBaHUM BYTiNMsM 0,05
(Shirasagi® DC-32)

IeokpaTHa o6pobka
17CX01.HQO0037 rpaHynbLOBaHUM BYTiNMsM 0,11
(Shirasagi® DC-32)

IBokpaTHa o6pobka
17CX01.HQO0035 rpaHynbOBaHUM BYTiNMsiM 0,16
(Shirasagi® DC-32)

OaHokpaTHa 0b6pobka
17CX01.HQO0033 rpaHynbOBaHUM BYTiNMsiM 0,25
(Shirasagi® DC

OaHokpaTHa 0b6pobka
17CX01.HQ00029 rpaHynbLOBaHUM BYTiNNAM 0,32
(Shirasagi® DC

KonopumeTpuyHuii aHania posunHy SBEss-B-CD

SBEs.s.s- CD

(100 MM) YMoBU 06poBku BYrinnsim

t=7 gHis npu 60 °C (DE)

OBokpatHa 06pobka
17CX01.HQ00044 rpaHynbLOBaHUM BYTiNNAM 0,08 0,01
(Shirasagi® DC-32)

OBokpatHa 06pobka
17CX01.HQO00037 rpaHynbOBaHUM BYTINNAM 0,12 0,15
(Shirasagi® DC-32)

OBokpatHa 06pobka
17CX01.HQO0035 rpaHynbLOBaHUM BYTiNNAM 0,09 0,18
(Shirasagi® DC-32)

OaHokpaTHa 06pobka
17CX01.HQO0033 rpaHynbLOBaHUM BYTiNNAM 0,2 0,41
(Shirasagi® DC-32)

OaHokpaTHa 06pobka
17CX01.HQ00029 rpaHynbLOBaHUM BYTiNNAM 0,12 0,38
(Shirasagi® DC-32)

L= ceiTnictb; 100 ans ineanbHo 6inoro konbopy i 0 ANs YOPHOro;
a = Mipa IHTEHCUBHOCTI YEpPBOHOI0 KOMbOPY MNPU NO3UTUMBHUX 3HAYEHHAX, CipUA Konip npu
HYNbOBOMY 3HAYeHHI, Mipa iIHTEHCUBHOCTI 3€MEHOr0 KONbOPY NPU HEFaTUBHUX 3HAYEHHSX;
b = mipa IHTEHCUMBHOCTI >KOBTOI0 KONbOPY MNPU NO3UTUBHUX 3HAYEHHAX, CIPUIA KORIP NPU HYNbLOBOMY
10 3HaYeHHI, Mipa IHTEHCUMBHOCTI CUHLOTC KONbOPY MPU HEraTUBHUX 3HAYEHHSAX;
DE = cyma BigxuneHnb Benuunt v (AL2 + Aa? + Ab?) Big cTanaapty
KonopumeTpuuHuiA aHania po3ynHy TpuasonbHoro API/SBEs.s-B-CD

Cronyka AHanis B obnacti Y®/Buanmoro cnekrpa (DE)
t=0 (DE) t=7 aHiB npu 60 °C (DE)
17CX01.HQ00044 0,46 437
17CX01.HQ00037 0,2 3,76
17CX01.HQ0O0035 0,24 4,43
17CX01.HQ00033 0,45 5
17CX01.HQ00029 0,36 6,26
15 L= ceiTnictb; 100 ans ineanbHo 6inoro konbopy i 0 ANs YOPHOro;

a = Mipa IHTEHCUBHOCTI YEpPBOHOI0 KOMbOPY MNPU NO3UTUMBHUX 3HAYEHHAX, CipUA Konip npu
HYNbOBOMY 3HAYEHHI, Mipa iIHTEHCUBHOCTI 3€51IEHOT0 KONbOPY MPU HEFATUBHUX 3HAYEHHSX;
b = mipa IHTEHCUMBHOCTI >KOBTOI0 KONbOPY MNPU NO3UTUBHUX 3HAYEHHAX, CIPUIA KORIP NPU HYNbLOBOMY
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3HaYeHHI, Mipa iIHTEHCUBHOCTI CUHBOIO KOMbOPY NPU HEFAaTUBHUX 3HAYEHHSX;

DE = cyma BiaxuneHnb Benuunt ¥ (AL2 + Aa? + Ab?) Big cTanaapry.

[00273] Y aHanis npogemMOHCTpyBaB, O BMICT Y®-akTUBHUX OOMILLUOK, LLO MPUCYTHI Y BUXIOHIN
koMnosuuii SBEes-B-CD, 3HA4HO Hmx4e nicna ABOpasoBoi 0O6poOKM KOMNO3WUIA LMKIOAEKCTPUHY
aKTUBOBAHMM BYrinnsiM. AHania Ha konopumetpi Hunter komnosuuii SBEess-B-CD nokasas GinbLu
HMU3bKi 3HadYeHHAa DE ans tux naptii SBEes-B-CD, saki Oynu asopa3oBo 0OpobneHi akTMBOBaHMX
BYrinnamM. Takum YMHOM, BinbLu HU3bKI PiBHI AOMIiLLIOK Yy komno3uuii SBEe.s-B-CD, niaganin asopasosin
06pobui aKTMBOBAHUM BYTINMNSIM, MPUBOAATb A0 3HUXKEHHST YTBOPEHHS 0hapbniovnX areHTIB.

MPUKNAQL 14

Po3gineHi posunin SBEes-B-CD, nigaani Tennosin o6pobui, a notim 06pobui Byrinnam

[00274] EdbekT Big HarpiBaHHS KOMNO3MWUIT AepUBaTU30BAHOIO LMKMNOAEKCTPUHY 3MiAHO i3 AaHUM
BMHAX0A0M BMBYaANM B Takui cnoci6. Komnosuuito SBEs.s-B-CD, oTpumaHy BianoBigHo A0 npuknaay 5,
PO3YMHANN Y BOASHOMY PO34MHi i aHanisyBanu MeToaoM crnektpodotomeTpii B YP-Buauminn obnacri.
3okpema, oaepxkyBanu 30 Mac. % po34nH B-UMKNOAEKCTPUHY LUNAXOM po3dnHeHHsa 70 r SBEss-B-CD,
naptii Ne 17CX01.HQ00044 (maca kopekTyBanacs Ha BMIiCT Boau), B 230 Mn Boau. JaHuin BuxigHun
PO34YMH aHanisyBanu 3a Aonomorow cnekrpodotomerpa Yd/Buaumoi obnacti Perkin Elmer Lambda
35 npu ckaHysaHHi Big 190 HM o 400 HM 3i wBKMAKICTIO 240 HM/XB i WKMPKHI wWinuam 1,0 HM. MNepeg
aHanisaoM AaHi 3paska KopeKkTyBanu Ha NornuMHaHHa Boau. Po3ynH HarpiBanu npu nepemiwyBaHHi 4o
Temnepatypn 70 °C npotdarom 48 roguH. Po3ynH OxOonoKyBanu A0 KiMHATHOT Temnepartypu i
po3ainanu. [Jo KoXHOT 3 Nopuiin po34ynHy Aogasanu nonepeagHbo NPOMUTE rpaHynbOBaHe akTUBOBaHE
Byrinna Shirasagi® DC32. PosunHn SBEes-B-CD nepemiwysanu npotarom 3 TroAuH, MOTIM
aKkTuBoBaHe BYrinnga sigdinbtposysanu Ha 0,22-mikpoHHoMy MNBA® dinbTpi. Po3unHn aHanisysanu 3a
aonomoroto cnektpodotomerpa Yo/Buaumoi obnacti Perkin ElImer Lambda 35 npu ckaHyBaHHi Bif
190 HM go 400 HM 3i weugkictio 240 HM/XB i WKMpKHI Winuun 1,0 HM. MNepea aHanisom gadi gng
3paskiB KOPEKTYBanm Ha NOrfUHaHHSA BOAW.

[00275] OTtpumaHi gaHi HaBeaeHi B rpaddivHin popmi Ha @ir. 4. Ha Pir, 4 nokasaHi gaHi no
NOrMUHAHHIO PO3YMHY B YO-BuaMMIn obnacti 4o Tennosoi 06pobku (+ + + +), Biapasy nicng TennoBoi
06pobkn npoTarom 48 rogMH (mmmm) i MiCNS BNMMBY akTMBOBAHOIO BYNNA Npu 3aBaHTaxkeHHi 0,24
Mac. % (sesseees), 10 Mac. % ( ), 25 mac. % (e¢¢¢) | 50 mac. % (oooo) (y nepepaxyHky Ha
KoHueHTpauito SBEss-B-CD). HaBegeHi gaHi nokasyloTb, O BMAMB TEMMOBOI 0OpoBKM Ha pPO3YUH
SBEss-B-CD npotarom 48 roauH npuBoauTb A0 icTOTHOro (npubnmaHo Ha 95 %) 3pocTaHHA
MaKCUMYyMY MOFMMHAHHS MPU AOBXMWHI xBUNi 245-270 HM. MpoTte, 06pobka akTMBOBAHUM BYTiNMsiM
3HWXKYE MOMMUHAHHA B UbOMY JianasoHi AOBXWH XBWUNb. TakMM YMHOM, KiNbKiCTb AOMILLKA, WO
posknagae nikapcbki 3acobu, WO Mae MOrMMHAHHA NPU AO0BXMWHI XBUNI 245-270 HM, 3pocTae npwu
HarpiBaHHi, ane mMoxe 0yTu 3MeHLLEHA 3a A0MOMOrot 06poBKKu BYTiNMaM.

MPUKIAL 15

CrabinbHicte SBEss-B-CD DS i API

[00276] MopiBHANbHA ouiHka pisHux napTin SBEss-B-CD, nigaaHux ogHOKpaTHin abo ABOKpaTHIn
06pobui akTMBOBaHMM BYrinnsaAM, y KombiHauii 3 aHTuncuxotudHum APl (apunipasonom), npoBoannu
3a gonomMoroto cnektpodotomeTpii B YO-Buauminn obnacti i aHanisy BEPX. 3aranbHa npoueaypa,
BMKOPUCTOBYBaHa Ans ouiHkM ctabinbHocTi cnonyk SBEs.s-B-CD/ API, HaBogUTLCA HUKYE.

[00277] Bynn oTpuMaHi BOAAHI po34nHU, WO MICTATL 3pa3ku APl (apunipasona) 3 KOHUEHTpauieto
7,5 mr/mn APl i 150 wmr/mn SBEes-B-CD. Y BOAy AoaaBanu BWHHY KUCMOTY A0 MPUNUHEHHS
PO3YUHEHHS, NOTIM Y PO3YUH BMHHOT KMCNOTK BBOAMNM SBEes-B-CD. Micns uboro B po3vynMHu BBOAUNU
APIl, akui posumHsiBca npubnusHo depe3d 10 xBUMMH nicns BBeAeHHA. Cymiwl nepemillysanm
npubnusHo 1 roguHy, o6pobnsanu HarpiBaHHAM i iNbTpyBanu depes crepunbHuin inbTp. OaHui
npouec BWUKOHYBAnmu 3 HacTynHumu naptismu SBEse-B-CD, geski 3 AKMX 3a3HanM OHOKpaTHY
06poBKy akTMBOBAHMM BYFINMAM, a iHWI ABOKpaTHY oOpobKy akTmBoBaHuM Byrinnsm (SBEs.s-p-CD,
naptii  NeNe 17CX01.HQO00021, 17CX01.HQ00025, 17CX01.HQ00029, 17CX01.HQO0035,
17CX01.HQO00036, 17CX01.HQ00037, 17CX01.HQ00038, 17CX01.HQO0039, 17CX01.HQ00040,
17CX01.HQO0041, 17CX01.HQO0042, 17CX01.HQO00043 i 17CX01.HQO0044). 3paskn po34vuHiB
nomiwanu B kamepy 3i crabinisoBaHuMu ymoBamu npu Temnepartypi 50 °C Ha CTpoK A0 9 TWXKHIB.
3pasku Bigbupanu yepes 4 TkHI | yepe3 9 TWXKHIB | aHanidyBanu metogom BEPX ans Bu3Ha4veHHsA
CTyneHa po3knagaHHsa API.

[00278] 3pasku BOASIHUX PO3YMHIB aHanisyBanM METOAOM CNekTpodoTOMETpPIl B YP-BUAUMIN
obnacTi 3a 4ONOMOrol HacTynHoi npoueaypu. bynu otpumadi 30 mac. % po3uUnHU B-UMKITOAEKCTPUHY
LUMSIXOM PO3YMHEHHS 3paskiB 3a3HayeHux Buwle naptin SBEees-B-CD (Maca kopekTyBanaca Ha BMICT
BOAW) Y BOAi. PO34unHM aHanisyBanu 3a AONOMOroto cnekrpodoromerpa Yo/Buaumoi obnacti Perkin
Elmer Lambda 35 npu ckaHyBaHHi Big 190 HM g0 400 HM 3i LWIBMAKICTIO 240 HM/XB | WUMPUHI WinuHu 1,0
HM, kioBeTy 1 cMm. lepen aHanisom JaHi Ans 3paskiB KOPeKTyBanu Ha NOrnMHaHHAa Boau. Hukue
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HaBeaeHi Tabnuui 3 AaHUMK, OTPUMAHUMK B 3a3HAYEHUX AOCNIAKEHHAX.
OaHi npo naprtii SBEee-B-CD i BMICT iHrpeaieHTiB, LU0 NOrMMHaKTL B YO

NeNe napTtii 30 %- X po34uHiB KinbkicTb 06po6ok Yo aHanis SAE-CD (makc. onr.
SBEe.s-B-CD aKTMBOBAHWUM BYTiNmnsm WinbHICTb Npu A =245-270 Hm)
17CX01.HQ00021 1 0,21
17CX01.HQ00025 1 0,44
17CX01.HQ00029 1 0,21
17CX01.HQO0035 2 0,16
17CX01.HQO0036 2 0,14
17CX01.HQ00037 2 0,15
17CX01.HQ00038 2 0,1
17CX01.HQ00039 2 0,09
17CX01.HQ00040 2 0,09
17CX01.HQ0O0041 2 0,08
17CX01.HQO0042 2 0,07
17CX01.HQ00043 2 0,1
17CX01.HQ00044 2 0,05
AHani3 gomiwok B SAE-CD i API
SBEss-B-CD AHanis API
(150 mr/mn) =0 =4 TxH. A aHani3 =9 TuxH. A anHanis
API (7,5 mr/mn) B npu 50 °C (t=0>1=4 TuxH.) npu 50 °C (t=0>1=9 Tn>xH.)
17CX01.HQ00021 0,05 0,90 0,85 1,24 1,19
17CX01.HQ00025 [ 0,00 1,08 1,08 1,42 1,42
17CX01.HQ00029 [ 0,23 1,04 0,81 1,52 1,29
17CX01.HQ00035 [ 0,08 0,63 0,55 0,96 0,88
17CX01.HQ00036 | 0,08 0,58 0,50 0,87 0,79
17CX01.HQO00037 [ 0,08 0,65 0,57 0,85 0,77
17CX01.HQ00038 | 0,07 0,52 0,45 0,78 0,71
17CX01.HQ00039 | 0,07 0,55 0,48 0,86 0,79
17CX01.HQO00040 [ 0,00 0,21 0,21 0,53 0,53
17CX01.HQ0O0041 0,00 0,27 0,27 0,51 0,51
17CX01.HQO00042 [ 0,00 0,34 0,34 0,64 0,64
17CX01.HQ00043 | 0,07 0,61 0,54 1,00 0,93
17CX01.HQ00044 | 0,00 0,13 0,13 0,35 0,35

[00279] HaBeaeHi aaHi nokasyoTb, Wo APl 3a3Hae 3HA4HO OinblU CMNBHOTO PO3KNAaAaHHS, KOMK
o6'egHaHe 3 napTiamu SBEs.e-B-CD, niggaHumu Tinbkn 0gHOKpaTHIn 0O6pobui akTUBOBAHUM BYFINAM.
Cnonyka API, wo mictute SBEes-B-CD, naptii 17CX01.HQ00025, mana HanbinbLumMii BMICT AOMILLOK,
WO MawTb NOrmMHaHHA B Y@ obnacTti (Makc. onT. winbHictb = 0,44 oa. normn.), Npudomy cymapHe
posknagaHHa APl uyepes 9 TwxkHiB cknano 1,42 %. Maptii SBEe.s-B-CD, niaaaHi aeopasosiit 06pobui
aKTUBOBAHWUM BYFIMNAM, BiAPISHANNCA MNOMITHO GinNbll HU3bKUM BMICTOM JOMILIOK, LIO MAaloTb
nornuHaHHA B YO obnacTi, i cryniHb posknagaHHa API. CtyniHb posknagaHHa APl npu 36epiraHHhi
npotarom 9 TWUxHIB nNpu TemnepaTypi 50 °C kopenioBana 3 KOHUEHTpaUielo NPUCYTHIX Y KOMNO3ULisfX
JOMILLIOK, LLI0 MalTb NornumHaHHa B Y& obnacti. Hanpuknag, y cknaai API, wo mictue SBEees-p-CD
naptii 17CX01.HQ00044 (wo MaloTb AOMILUKK, LLO MOIMMUHAOTECA B Y® o6nacTi 3 MakCMMarnbHUM
NorfMHaHHAM = 44 oj. norn.) cymapHe posknagaHHa APl vyepes 9 TuxkHiB npu 50 °C cknano Tinbku
0,35 npu 50 °C.

[00280] Ha &Il'. 5 rpagiuHo npeacraBneHa Kopenauia MK novyaTtkoBUM MNOTNUHAHHAM B YO-
Buaumin obnacti pisHux naptin SBEse-B-CD) npu goBxuHax xBunb 245-270 HM i cTyneHem
po3KknagaHHs akTUBHOIO NiKapCbKOro KOMMOHEHTA, BUMIPSHOTO Yyepes 4 i 9 TuxkHiB. Buxoaauu 3 gaHux

Ha Pir. 5, MO)KHa 3pOBUTU BUCHOBOK, LLIO SIK Yepes 4 TUXKHI ), TaK i yepes 9 TxHiB "“@” ™)
CTyMiHb po3knagaHHa APl 3pocTae 3 KOHUEHTpAUieo AOMILLOK, WO PO3KNaaatTb nikapcbki 3acobm,
Lo nornuHaTb B YO-BUAMMINK o6nacTi, npucyTHix komnosuuii SBEe.s-B-CD.

MPUKNAL 16

BumiptoBaHHA AOMILLOK LUNAXOM 06po6Ku

[00281] 3pasku SBEss-B-CD nicna peakuiiHoi 06pobku (Mpuknag 5), nmicna ynbTpadinsTpadii
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(Mpuknag 6), nicna gpyroi konoHku 3 Byrinnam (Mpuknag 7), nicnsa koHueHTpyBaHHA (Mpuknag 8) iy
BUrNAAI KIHLEBOro NPOAYKTY BiAOKpeMmnoBanu, igeHTudikyBanu i KinbKiCHO ouiHlOBany 3a 4ONOMOroo
anapata Shimadzu Prominence 20A HPLC i konoHku ZIC® pHILIC (150%4,6 mMm, 5 mkm, 200 A, PEEK
Merck Sequant™ SN 1479) 3 BUKOPUCTaHHAM JeTekTopa 3apsaxeHoro aeposonio Corona (ESA
Bioscience). MeToa rpagieHTa pyxnueoi dasu 3aiiicHioBann 3 BUKOpUCTaHHAM cymiwi 100 MM
dopmiaTty amoHito (pH gosoaunu o 4,6), meTtaHony, 2-nponaHona, i auetoHitpuna 15/5/20/65 (A) i
cyMmiwi posunHy 30 mM cpopmiaTy amoHito (pH gosogunu go 4,6), metaHony, 2-nponadHona, i
aueToHiTpun 65/5/20/10 (B). PosuunH 3paska Captisol® ogepxyBanu 3 KOHUEHTpauieto npubnusHo 40
Mr/MI y cymiwi aueTtoHiTpun ana BEPX/Boga i aHanisysanu B NOPIBHSAHHI 3 OTPUMaHUM PO3YUHOM
MOPIBHAHHA 3  BIiAOMOIW  KOHUEHTpauietlo  4-rigpokcudyrtaH-1-cynb@oHoBOi  kucnotu, Bic-(4-
cynbobyTMnoBoro) edpipy AuHATPIO, Xnopuay, HaTpito, docdarty, aiokcuaa KpemHio i B-
LMKITOAEKCTPUHY B CYMILLi aUETOHITpUn/soga B Mexax npunycTMMoro BMICTy AOMIWOK. BanigauiiHe
OOCMIMKEHHS MoKasano, wo cnocid € crneyndivyHuM, NiHIMHUM y MeXax MPUNYCTUMOro BMICTY
JOMILLIOK, TOYHUM i CTaBinbHUM. BUKOPUCTaHWUI TpafieHT HABEAEHMI Y HACTYMHIA Tabnuui.

Yac (xB) % B

0 20
15 35
28 90
32 90
36 15
38 20
45 20

[00282] Ak nokaszaHo Ha PI. 6, nicns ynbTpadinbTpauii HeounweHoro SBEss-B-CD npoaykTy,
MPUCYTHI AOMILUKK, Taki 9K B-UMKNOAEKCTPUH i 4-rigpokcubytaH-1- cynbgoHoBa kucnota (4-HBSA).
Micna Apyroi KONOHKM 3 aKTMBOBAHWM BYFNNAM KINbKICTb AOMILLOK B-UMKNOAEKCTPUHY | 4-
rigpokcmbyTaH-1-cynboHOBOI kucnotn 6yno sHmxeHo. OgHak, Ak nokasaHo Ha @Il 6 y npoaykri
nicns ABOX KONOHOK NPUCYTHI BinbLui KiNbKOCTi xnopuay.

MPUKINAL 17

BuMiptoBaHHA KOHUEHTpaUil xnopuay

[00283] 3pasku SBEss-B-CD nicna peakuiHoi 06pobkn (Mpuknag 5), nicna ynbTpadinbTpauii
(Mpuknag 6), nicna apyroi konoHku 3 Byrinnam (Mpuknag 7), nicnsa koHueHTpyBaHHA (MNpuknag 8) i y
BUMMALI KIHUEBOTO NPOAYKTY aHanidyBanu 3 BUKOPUCTAHHAM [AETEKTOpa 3apsagXXeHOro aeposonio
Corona (ESA Bioscience).

[00284] Ak nokasaHo Ha @I 7, nicna ynbTpacdinbTpauii 3anuLWKOBUIA piBEHb Xnopuay Bnas
npubnusHo Ao Hyns. Micna 4oAaTkOBOro OYULLEHHS 3 BUKOPUCTAHHAM ABOX KOJTOHOK 3 aKTMUBOBAHWUM
BYFiNNsM BMICT XNOpuAay BiAHOBMBCA B po3unHi SBEs.s-B-CD.

MPUKIAL 18

BuMiptoBaHHA KOHUEHTpaUil xnopuay

[00285] 3pasku SBEss-p-CD nicna peakuiiHoi 06pobku (Mpuknag 5), nmicna ynbTpadinsTpadii
(Mpuknag 6) yepes 5, 10 i 20 xBUNKUH NicnNA Ao4aBaHHA B NepLUy KOSIOHKY 3 aKTUBOBaHWM BYTINNAM i
yepes 5, 10, i 20 xBunNuH nicns AodaBaHHA B APYry KOMOHKY 3 aKTMUBOBaHWM BYTiNNAM aHanisysanu 3
BUKOPUCTAHHAM AeTeKTopa 3apagxeHoro aeposonio Corona (ESA Bioscience).

[00286] Ak nokasaHo Ha ®IT. 8 BMICT AOMILLOK XNopuay y ABOX KOMepUiiHux napTiax SBEs.s-B-CD
CTaHOBUTb MPUONKU3HO HyMb Micnsa ynbTpadinbTpauii i CyTTeBo 3pocTtae nicna 06pobkn akTMBOBaAHUM
BYFiNNAM NPOTAroM nepwmx 5 xsunuH i nagae vyepes 10 i 20 xBUNUH.

MPUKIAL 19

OunLLEHHA aKTUBOBAHOTO BYrifNA 3 BUKOPUCTAHHAM cnevlianbHoi CUCTEMU EMHOCTEN

[00287] AkTuBOBaHe BYrinnA MOXHa AogaTu B cneuianbHy CUCTEMY €MHOCTEN 3 MiILIankow i
CUCTEMOIO CUT. AKTMBOBAaHE BYFNNA MOXHA 3aBaHTaXMTKU 3 HACTYNHWM NPOMUBAHHAM AEKifbKoma
nopuisMu BOAW NPW 3adaHin LUBMAKOCTI NepemillyBaHHA MpPOTArom 3agaHoro nepiogy. [licna
NPOMMBAHHA BOAOIO LUAp BOAM MOXHa BUAYYUTKU 3i cneuianbHOI CUCTEMU EMHOCTEW | NPOMUTH
004aTKOBOK KinbkicTio Boau. [icna gogaTkoBUX MPOMMBAHL BOAOK MPOBIAHICTb BOAHOrO 3MUBY
MOXHA BU3HAYUTU 3 BUKOPUCTAHHAM iOHHOT xpomartorpacdii (konoHka 4,0x250 mm USP L50 a6o
aHanoriyHa 3 pyxnusoto ¢hasow 4 mM GikapboHaTy HaTpilo B cymiwi MeTaHon/Boga (1:9), WIBUAKICTb
notoky 1 mn/xe, o6'em 3paska 20 mkn i yac xpomatorpadyBaHHa 10 XxB), i KONM MpPOBIAHICTb
CTaAHOBUTb HMXYE 3a4aHOr0 PiBHA, BYFNMS MOXHa cycrneHayBaTu y BOAi i 3akayaTu Hasag y Kamepy
ana Byrinna. icns uboro akTuBoBaHe Byrinns Oyae rotoBe AnNs A0AaBaHHA [0 PO3YUHY
ankinoBaHOro LUKMOAEKCTPUHY.
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MPUKIAL 20

OuneHHs SBEss-B-CD 3 BUKOPUCTAHHAM akTUBOBaHOIO BYTINMA i3 3a4aHUM PiBHEM NPOBIAHOCTI

[00288] Y konoHKy 3aBaHTaxunu 32 kr (npnbnmsHo 11-12 mac. % (11,8-12 mac. %) Big BUXigHOI
KiNMbKOCTi B-LUUKNOAEKCTPUHY) rpaHynbOBaHOro akTueBoBaHoro Byrinns Shirasagi® DC32 i peTenbHo
NPOMMUIN BOAOI A0 AOCATHEHHA NPOBIAHOCTI 3pa3kiB NpoMuBHOT Boagnu MeHLwe 10 MKCM, Ik nokasaHo
B HacTynHin Tabnuui. MpoBigHICTb BU3HA4YanM 3 BUKOPUCTAHHSIM IOHHOT xpomaTtorpacdii (konoHka
4,0x250 mMm USP L50 abo aHnanoriyHa 3 pyxnueow ¢asoo 4 mM GikapboHaTy HaTtpilo B CyMilli
MeTaHon/soga (1:9), weunakicte NoToky 1 mn/xe, o6'em 3paska 20 Mkn i Yac xpomartorpacdysaHHa 10
xB, 25 °C).

[00289] CnieBigHOWweHHA SBEes-B-CD A0 akTMBOBaAHOIO BYrinnsA cTaHoBUno npubnuaHo Big 8,4:1
0o 8,5:1 (npubnusHo 8,44:1). MNicna NPOMUBAHHA PeakUinHWMI PO3YNH NPONycKanu (3 peuupkynauieto)
Yyepes BYrinng NpoTAroM LWoHanMeHLwwe 2 roanH AN 3aBEPLUEHHA NEPLUOro Lukny o6pobku.

[00290] ¥ apyry KonoHky 3aBaHTaxunm 32 kr (npubnusHo 11-12 mac. % (11,8-12 mac. %) Big
BUXIAHOT KiNbKOCTI B-UMKNOAEKCTPUHY) rpaHynbOBaHOro akTMBoBaHOro Byrinna Shirasagi® DC32 i
peTenbHO NPOMUAN BOAOK A0 AOCATHEHHSA NPOBIAHOCTI 3paskiB NPOMUBHOT BOAN MeHWwe 10 MKCM,
BUMIPSAHOT 3 BUKOPUCTaHHAM iOHHOT XpoMartorpadii (konoHka 4,0x250 mm USP L50 a6o aHanorivyHa 3
pyxnueoio paszoto 4 MM GikapboHaTy HaTpilo B cymiwi metaHon/soga (1:9), WBMAKICTbL NOTOKY 1
Mn/xB, 06'eMm 3paska 20 mkn i yac xpomatorpadpyBaHHa 10 xB, 25 °C), Ik NOKaszaHO B HACTYMHIN
Tabnuui. lMicng NpOMUBAHHA peakUiiHWA PO34YMH NPOMNYCKanM Yepes BYTiNna NnpoTsirom LWOHANMeHLe
2 roguH Ans 3aBepLUEHHS APYroro umkny o6pobku.

[00291] Micna apyroro uukny o6pobkn SBEse-B-CD aHanisysanu 3 BUKOPUCTAHHAM JeTekTopa
3apsaxeHoro aeposonto Corona (ESA Bioscience) ans BU3HadeHHA KOHUEHTpauii xnopuay.

[00292] Ak nokaszaHo B 3a3HaueHin Tabnuui, yci 3pasku manu BmicT xrnopuay 0,07 % abo meHwe,
ae 6 3 9 3paskiB manu BMicT MeHwe 0,05 % (Mexa BUABNEHHA ANA IOHHOrO xpomartorpada). Lle €
NOMIMWEHHAM BiAHOCHO BUMIPIOBaHb 3 BUKOPUCTAHHAM MNOMEPEAHbLOr0 METOAY, MOKa3aHOro Ha
Il 10, y aKOMYy MOKa3HMK ePEKTUBHOCTI NPU OOCATHEHHI piBHA xnopuay medwe 0,10 % craHoBuUB
Tinbkn 65 % (44 3 68 3paskis). Lle Takox € 3HA4YHUM MORINWEHHAM BiAHOCHO nonepeaHbLoro MetToay
ANnS 3paskiB, Aki nponyckanu 4yepes ABa LMKNM 0BpoOKM akTMBOBAHUM BYFiNNAM, AK NOKa3aHO Ha
®I. 10, y AKOMY nokasHuK edPEeKTUBHOCTI NPU JOCATHEHHI piBHA xnopuay meHwe 0,1 % craHoBuB
Tinbkn 48 % (20 3 42 3paskiB).

SBEss-B-CD BuMict xnopuay KonoHka 1 KonoHka 2 CepeaHsi
Maprii Ne. (mac./mac.) | nposigHictb (MKCM) | npoBigHicTb (MKCM) | npoBigHicTb (MKCM)
17CX01.HQ00080 0,07 10,00 10,00 10,00
17CX01.HQ00081 0,06 9,90 6,10 8,00
17CX01.HQ00082 <0,05 6,92 8,87 7,90
17CX01.HQ00083 <0,05 8,91 8,16 8,54
17CX01.HQ00084 <0,05 9,35 8,68 9,02
17CX01.HQ00085 <0,05 8,53 8,95 8,74
17CX01.HQ00086 <0,05 6,92 8,10 7,51
17CX01.HQ00087 <0,05 8,32 8,46 8,39
17CX01.HQ00088 0,07 10,00 10,00 10,00
MPUKNAL 21

OuuLLEHHA aKTMBOBAHOTO BYrifNA 40 NOCTINHOro piBHA NPOBIAHOCTI

[00293] ¥ konoHKy 3aBaHTaxunu 32 kr (npnbnmsHo 11-12 mac. % (11,8-12 mac. %) Big BUXigHOI
KiNbKOCTiI B-LUUKNOAEKCTPUHY) rpaHyrnbOBaAHOM0 akTUBOBAHOrO BYrinns Shirasagi® DC32 i petenbHO
NPOMMUIN BOAOK A0 AOCArHEHHS NOCTIMHOT NPOBIAHOCTI 3pa3kiB NPOMMBHOT BoaW. Micnsa npoMuBaHHA
BOAOI YaCTUHY PO3YMHY asKifioBaHOro0 LMKMOAEKCTPUMHY MOXHa A04aTW B €MHICTb i MPONYCTUTK
yepes BYrinns NpoTAroM 3agaHoro nepiogy 4vacy 4o BUBaHTaKeHHA. [oAaTKOBY KiNbKIiCTb PO3YMHY
ankinoBaHoro UMKNOAEKCTPUHY MOXHa A04aTW B E€MHICTb i MPOMNYCTUTU Yepe3 BYrinnNsg MNpPOTArom
LOHaWMEHLUE 2 FTOAWH A8 3aBEPLUEHHSA NEPLLOTo LKy 06pobku.

[00294] Y apyry KONOHKY 3aBaHTaxunu 32 kr (npubnusHo 11-12 mac. % (11,8-12 mac. %) Big
BUXIAHOT KiNbKOCTI B-UMKNOAEKCTPUHY) rpaHynbOBaHOro akTMBoBaHOro Byrinna Shirasagi® DC32 i
peTenibHO NPOMWUNKU BOAOK A0 AOCATHEHHA NOCTIMHOT NPOBIAHOCTI 3paskiB NpPoMWBHOI BOoAWU. [licna
NMPOMMBaHHA BOAOK YACTUHY PO3YMHY ankKiNnoBaHOrO UMKNOAEKCTPUHY MOXHa A04aTW B €MHICTb i
NPONYCTUTU Yepes BYTiNMg NPOTAroM 3agaHoro nepiogy vyacy 4o BUBaHTaXKeHHs. [JoaaTKoBY KinbKiCTb
PO3YMHY arnkinoBaHOro LMKNOAEKCTPUHY MOXHA Ao4aTW B EMHICTb | NPONyCTUTM 4vepes3 Byrinng
NPOTArOM LUOHANMEHLUE 2 TOAUH ANS 3aBEPLUEHHS MEPLUOro LMKy 06podku.

MPUKIAQL 22

51



10

15

20

25

30

35

40

45

50

55

60

UA 121095 C2

OuUULLEHHSA aKTUBOBAHOTO BYTINNS i3 3aCTOCYBaHHAM CMOCOOIB NPOMUBAHHS | MPOCOYEHHS

[00295] Y nepLuy KONMOHKY i APYry KONOHKY 3aBaHTaxkyBanm * kr (npubnusHo *% mac. (*% mac.)
BUXIAHOT KiNbKOCTi aKTUBOBAHOIO LMKNOAEKCTPUHY) rpaHynbOBaHe akTuBoBaHe Byrinna Shirasagi®
DC32, HanoBHIOBanNM OYMLLEHO BOAOID B 3BOPOTHOMY Bif MPOTOKY HanpsaMKy (3HWU3Y Haropy) i
3anuwanu sigcroloBatucd. Yepes 30 xeunuH Boay BUAANANM 3i KONOHKKW. [Nepluy KOMOHKY i gpyry
KONMOHKY APYIUi pas HamoBHIOBANM OYMLLEHOK BOAOK B 3BOPOTHOMY Bif MPOTOKY HanpaAMKy (3HU3Y
Haropy) i sanuwanu sigcrooBaTtucd. Yepes 30 xBunvH Boay BUAANANN 3 KOMOHKW. [epLly KOMOHKY i
APYry KOJNOHKY TPETili pa3 HanoBHIOBANM O4YMLLEHOK BOAOK B 3BOPOTHOMY Bif MPOTOKY HanpsMKy
(3HM3y Haropy) i 3anuwanu sigcrotoBatucs. Yepes 30 xsunuH Boay BUAANSANN 3 KONOHKMU.

[00296] Oani, nepLuy KONOHKY i APYry KOMOHKY HanoBHIOBaNU OYULLEHOIO BOAOK B 3BOPOTHOMY Bia
NPOTOKY HanpAMKY i 3anuwanu sigcrowoBatuca. Yepes 4 roauHu ouduleHy Body nponyckanu no
KOMOHKaM y 3BOPOTHOMY Big MPOTOKY HanpsaAMKy 3 BuTpartol npubnusHo 100 niTpis / roa. B nepuuin
KonoHui i npuénuaHo 300 niTpiB / roa. B APYrii KONMOHLi NPOTAroM 3 roauH.

[00297] Oani, ounweHy Boay nponyckand B NPAMOTOYHOMY HamnpsMKy yepes nepuly KOMOHKY i
apyry konosky. Micna npudnuaHo 1000 niTpiB ounLLEHOT BOAW, TECTYBaNM MPOBIAHICTbL BOAWU. SAKLIO
BUMIipsiHA NPOBIAHICTb cTaHoBUIa MeHLwe 10 MkCM/CM, NpoLec NPOMUBAHHA BBaXKanu 3aBepLUEHNUM.

[00298] Akwo BumipsHa npoBiaHicTb O6yna Ginbwe 10MKCM/CM, NPUTPUMYBANUCS A0AATKOBOT
npoueaypu npoMmMBaHHsA. CnovaTtky, BOAY BUAANANMW 3 NEPLLOT KOMOHKKW | Apyroi KoNoHkW. Jani, nepwy
KOMOHKY i APYry KOJIOHKY HaMOBHIOBAnu OYMLLEHOI BOAOI B 3BOPOTHOMY Bif NPOTOKY HaNpPSMKY i
s3anuwianu sigcrooBaTtucs. Yepes 2 rogvHu OYMLLEHY BOAY MPOMNycKany no KOMOHKax y 3BOPOTHOMY
BiJ NMPOTOKY HanpsaAmKy 3 BuTpatolo npubnusHo 100 niTpiB / roa. B nepuii konoHui i npuénusHo 300
niTpis / rog. B ApYrin KONOHUi NPOTArom 2 roguH. MNoTim, ounweHy Bogay nponyckanu B NpMOTOYHOMY
HanNpPsAMKy 4Yepes3 nepuly KOMOHKY i Apyry KonoHky. Micna npudnusHo 1000 niTpie ouneHOT BOAM,
TecTyBanu NpoBigHICTb BOAW. AKLLO BUMipOBaHa NpoBigHicTb ctaHoBuna meHwe 10MkCm/cMm, npouec
NPOMUBAHHSA BBaXKanu 3aBepLUeHNM. SAKLIO BUMIpIOBaHa NpoBigHicTb 6yna Ginbwe 10mkCMm/cm cragii
JaHoro absaly NOBTOPIOBANM A0 AOCATHEHHS] BUMIPSIHOT NPOBIAHOCTI MeHLwe 10MKCM/CM.

BNCHOBKU

[00299] Ui npuknaaun iniocTpyloTb MOXNKUBI BapiaHTW peanisadii gaHoro suMHaxody. Xo4ya BuLle
onucaHi pisHi BapiaHTK peanisauii 4aHOro BUHaxXoA4y, Cnig po3yMiTu, WO BOHW NpeacTaBfeHi nuwe B
SKOCTI nMpuknagiB i He oOMexyloTb paMKu JaHoro BuHaxoay. Ans dpaxiBus y BignoigHin oGnacri
TexHikn Oyae OYEBMAHO, WO MOXHA BHECTU PpisHi 3MiHM y dopMmy | agetani peanisadii, He
BiAXMNSAOYNCH B CYTHOCTI i 06'eMy BUHaxoay. Takum YMHOM, LUMPOTY i 06'eM g4aHOro BUMHaxoay He
cnig obmexkyaty 6yab-AKMM i3 ONMCaHMX BULLE BapiaHTIB peanisauii; ane cnig BU3Ha4aTtu TiNnbku Ha
niacrasi opMynu BMHaxoay, NPeAcTaBneHol HAXKYE, | eKBiBaNeHTIB i MyHKTIB.

[00300] Cnig 6paTtn oo yBaru, Wo Ang iHTepnpeTauii opMynu BUHaxody Cnii BUKOPUCTOBYBATU
po3ain "HoknagHun onuc BuHaxody", a He po3ginu "KopoTkui onuc BuHaxoay" i "Pedbepat". Y
posainax "KopoTkun onuc BuHaxoay" i "Pedepat” MoxXyTb BUknagatuca oauH abo Ginblue, ane He BCi
npuKknagu BapiaHTiB peanidauin gaHoOro BMHAxXody B TOMY BWUIMAZI, SK BOHO nepeadavanocs
BUHAXIAHUMKOM (BMHAXiOAHMKAMMK); OT>KE, BOHM HE Mpu3Ha4veHi ana obmexeHHs o00'emy AgaHoro
BUHaxoA4y i npuknageHoo opMyrioro BuHaxoay.

[00301] Yci pisHi acnekTu, BapiaHTu peanisauin i mogucikadii, onucaHi B aaHii 3assui, MoxHa
noegHyeartu B Oyab-ski KOMOIHALT.

[00302] Yci aokymeHTW, HaBedeHi B AaHOMYy [AOKYMEHTI, BKMOYalouM >KypHanbHi cTatTti abo
pedepatn, onybnikoBaHi abo BignosigHi 3aaBku Ha naTeHT CLUA abo iHO3emHi 3asiBkM, BUAaHi abo
iHO3eMHi naTeHTn, abo Oyab-AKi iHWI AOKYMEHTWU, B YCill NOBHOTI BKIOYEHi B AAHWUI AOKYMEHT 3a
[JOMOMOTOI0 MOCUIAHHSA, BKMIOYAoYM BCi AaHi, Tabnuui, girypn i TEKCT, WO MICTATbLCA B HaBeAEHUX
JOKYMEHTax.

POPMYJIA BUHAXOLY

1. Cnoci6 ogepaHHA KoMno3uuil cynbdoankinbHOro edqipy UMKNOAEKCTPUHY, WO MICTUTb
cynbdoankineHui edip UMKNOAEKCTPUHY, KU BKIIOYAE:

(a) 3milWyBaHHA LUMKITOAEKCTPUHY 3 ankinylounm areHTOM 3 OAEepXKaHHAM peakuiiHoro cepegosuula,
WO MICTUTb CynboankineHun edip UMKNOAEKCTPUHY, 0aMH abo Binblie Heba)kaHUX KOMMOHEHTIB W
0aHy abo GinbLUe AOMILLIOK, PO3KNaaalounx nikapcbkuii 3acio;

(b) npoeeaeHHa oaHoro abo Oinbwe noAinis 3 BUAANEHHAM 3a3HA4Ye€HOro oAaHoro abo Ginblue
Heba)kaHMX KOMMOHEHTIB i3 3a3HA4YeHOro peakuiiHOro cepedoBuLLa 3 OAEMKAHHAM 4YacTKOBO
OUYULLEHOMO PO3YUHY, LLIO MICTUTb 3a3HaYeHuin cynbdoankinbHuin edpip UMKNOAEKCTPUHY Ta 3a3HaYeHy
oagHy abo Ginblie AOMILIOK, po3Knagaroumnx nikapcbkui 3acib, ge 3asHadveHun oamH abo OGinblue
noainie ABNAKTb €000  ynbTpadinbTpauilo, AaiadinbTpadito, LUEHTPUEDYryBaHHA, EKCTPakKLito,
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OCaPKEHHS 3 PO3YMHHMKOM abo Aaiani3; i Ae 3asHayeHa ogHa abo Ginblie AOMILLIOK, PO3KNaaar4mx
nikapcbkuii 3acid, BuOpaHi 3 rpynu, WO CKNagaeTbCa 3 [NiKO3MAHOro dparmeHTa, MOJEKYMu
LUUKITOAEKCTPUHY 3 PO3KPUTUM KifbLIEM, BiJHOBIIIOIOYOIO LYKPY, MPOAYKTY PO3KNagaHHs rMioKo3u, a
Takox ix 0yab-AKoT KomBiHaUiT;

(c) opepxkaHHA 6e3pochaTHOro akTMBOBAHOIO BYFINMS, WO Mae 3anuLIKOBY NpoBiaHicTb 10 mkCMm abo
MEHLUE 32 AOMOMOrol cnocody, AKMA BKMOYAE BNAUB HA akTUBOBAaHE BYriNNSA MNeEpLUUM CNOCOOOM
NPOMMBAaHHS BYFINMs, WO BKOYAE 4OAABAHHA BOAU, MPOCOYEHHS BYTINNA y BOAI Ta 3NMBAHHA BOAM; i
(d) 06pobKy 3a3HAYEHOr0 YaCTKOBO OYMLLEHOTrO PO3YMHY 3asHaudeHum GesdocdaTHUM akT UBOBAHUM
BYFiNNaAM, LLIO Mae 3anuKoBy npoBigHicTb 10 MkCm abo MeHWwe, W oaepKaHHA 3a3Ha4YeHoro
cynbdoankineHoro edipy LUMKNOAEKCTPUHY,

e 3a3HadeHa KoMno3uuia cynbdoankinbHoro edipy LUMKNOAEKCTPUHY MAE ONTUYHY LLINbHICTb MEHLUE
0,5 0.1, oBymMOBREHy areHTOM, pO3KMajgaloyuMM MiKapcbKui 3acid, BUMIPSHY 3a [OMNOMOrol0
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOOHOMO0 Po3uvnMHy, wWo Mictutb 300 mMr 3asHadeHoi Komnosuuii cynbchoankinsHoro edipy
LUUKITOAEKCTPUHY Ha MIT PO3YMHY, Y KIOBETI 3 TOBLLMHOIO NOMMMHAKYOro Wwapy 1 cm.

2. Cnoci6 3a n. 1, Ak BiAPISHAETLCA TUM, O 3a3HAYEHUI NEPLUNIA CMOCiO NPOMUBAHHS BYTINMA
BKMNOYAE NPOCOYEHHA BYTINMA Yy BOAI NPOTAroM WoHanmeHLwe 20 XBUMNWUH.

3. Cnoci6 3a n. 2, kit BigPI3HAETLCA TUM, WO 3a3HAYEHUIA MepLunMin cnocié NpoMUMBaHHA BYTINMs
BKITIOYAE NPOCOYEHHS BYTINMs y BoAi NpoTAroMm npubnmsHo 30 XBUNUH.

4. Cnoci6 3a Oyab-AkMMm 3 nn. 1-3, AKWA BIiAPISHAETBECA TUM, WO 3a3HA4YeHWW nNepLunin cnocib
NPOMMBAaHHS BYTIiNMs BKIIOYAE JOAABAHHA BOAWU B 3BOPOTHOMY Bif MPOTOKY HaMpsIMKY.

5. Cnoci6 3a O6yab-AkuMm 3 nn. 1-4, AkMii AOAATKOBO BKMIOYAE NOBTOPEHHSA 3a3HAYEHOro MepLLoro
cnocoby NPpOMMBAHHA BYTNMA LWOHANMEHLUE ABA pasu.

6. Cnoci6 3a 6yab-akum 3 nn. 1-5, akuii 4OAATKOBO BKIOMAE MICMS 3a3HAYEHOro MepLloro cnocody
NPOMUBAHHSA BYTINNS APYrMin Cnoci® NpOMUBAHHSA BYTINMS, LLO BKIIOYAE NPOTIKAHHS BOAMW 3a BYTinnsMm
y NPSAMOTOYHOMY HanpsAMKY.

7. Cnoci6 3a n. 6, 9kMn BIAPISHAETLCA TUM, WO 3a3HAYEHUA APYrMiA cnoci® NpoOMMBAHHA BYrinns
BKMNOYAE NpPOTiKaHHA BOAM 3a BYriANAM Yy MPSAMOTOYMHOMY HanpsMKY NPOTAroM LWoHavmeHwe 1
rOAWHMN.

8. Cnoci6 3a n. 6, akun BIAPISHAETLCA TUM, WO 3a3HAYEHUA APYrMiA cnoci® NpOMMBAHHA BYrinns
BKITIOYAE NPOTiKaHHA BOAM 3a BYTIMAAM Y NPAMOTOYHOMY HanpAMKy NpoTArom npubnusHo 3 roguH.

9. Cnoci6 3a 6yab-AkumM 3 nn. 6-8, AKMA 4O4ATKOBO BKIMIOHMAE TECTYBAHHS 3aNMLLKOBOT MPOBIAHOCTI
BOAM MICMS 3a3HAYEHOTo Apyroro cnocodby NPOMUBAHHA BYTINNA i, SAKLWO 3anuLLIKOBA MPOBIAHICTb BOAM
cTaHoBUTb Binblie 10 MKCM, MOBTOPEHHSA LUOHAWMEHLLE OJAHOrO i3 3a3HA4YeHOro MepLoro crnocody
NPOMMBAaHHS BYFINAS Ta 3a3HAYEHOro Apyroro cnoco®y NpoMUBAaHHA BYFinmAs 4OTHU, MOKW 3anuLLKOBa
nposigHicTb Boau 6yae craHoBuTn 10 MkCM abo meHLwle.

10. Cnoci6 3a Oyab-akum 3 nn. 6-9, AKMA BIOPIBHAETBCA TUM, LIO 3a3Ha4YeHa KOMMO3uuisi
cynbdoankineHoro eipy UMKNOAEKCTPUHY MICTUTL MeHLwe 0,5 % (Mac./mac.) xnopuay.

11. Cnoci6 3a Oyab-akum 3 nn. 6-9, AKMA BIOPIBHAETBCA TUM, LIO 3a3Ha4YeHa KOMMO3uuisi
cynbdoankineHoro eipy UMKNOAEKCTPUHY MICTUTbL MeHLwe 0,1 % (Mac./mac.) xnopuay.

12. Cnoci6 3a Oyab-akum 3 nn. 6-9, AKMA BIOPIBHAETBCA TUM, LIO 3a3Ha4YeHa KOMMO3uuisi
cynbdoankineHoro edipy LMKNOAEKCTPUHY MicTUTb MeHwe 0,05 % (Mac./mac.) xnopuay.

13. Cnoci6 ogepXxaHHS WOHaMMeHLLe 9 NOCNiAOBHUX MapTii KOMNO3UUin cynbdoankinbHoro edipy
LUUKITOAEKCTPUHY, O MICTUTb CynbgoankineHui edip UMkNnogekcTpuHy T1a meHwe npubnuaHo 0,05 %
(mac./mac.) xnopuay, NnpuyomMy Crnocid ans ogep>KaHHA KOXHOT napTii BKNovae:

(a) 3milWyBaHHA LUMKIIOAEKCTPUHY 3 ankinyl4unm areHTOM 3 OA4eprKaHHAM peakuiiHOro cepeaosuua,
WO MICTUTb CynboankineHun edip UMKNOAEKCTPUHY, 0aMH abo Binblie Heba)kaHUX KOMMOHEHTIB W
oagHy abo Ginblie AOMILIOK, po3Knagaruux Nikapcbkuin 3acib; ae 3asHadveHa ogHa abo Ginblue
JOMILLIOK, po3Knagatounx nikapcbkuii 3acié, BubpaHi 3 rpynu, WO CKNagaeTbCsa 3 TNiKO3UAHOro
dparmeHTa, MONEKYNU UUKNOAEKCTPUHY 3 PO3KPUTUM KinbLEM, BiJHOBIIOIOYOIO LYKPY, NPOAYKTY
PO3KNagaHHs rMIOKO3M, a TaKOX iX Oyab-s1KOT KOMOIHALLT;

(b) npoeeaeHHa oaHoro abo 6GinbLle noAinie 3 BWAANEHHAM 3asHayeHoro ogHoro abto 6GinbLie
Heba)kaHMX KOMMOHEHTIB i3 3a3HA4YeHOro peakuiiHOro cepedoBuLLa 3 OAEMKAHHAM 4YacTKOBO
OUYULLEHOMO PO3YNHY, LLIO MICTUTb 3a3HaYeHUi cynbdoankinbHuin edip LMKNOAEKCTPUHY Ta 3a3HaYEHY
oagHy abo Ginblie AOMILIOK, po3Knagaroumx nikapcbkuit 3acid, ae 3asHadeHui oaumH abo BinbLue
noainie ABNAKTb €000  ynbTpadinbTpauilo, AaiadinbTpadito, LUEHTPUEDYryBaHHA, EKCTPakKLito,
OCaKEHHA 3 PO3YMHHUKOM abo aianis: i

(c) 06pobKy 3a3Ha4YEHOro YaCTKOBO OUULLEHOTO pO3unHy 6esdhochaTHUM aKTUBOBAHUM BYTINMAM, LLIO
Ma€ 3anuLLKOBY nNpoBigHicTb 10 MKCM abo MeHLWe, i oaepXkaHHA 3a3Ha4YeHoro cynb@oankinbHOro
edipy UMKIOAEKCTPUHY,
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e 3a3HadeHa KkoMno3suuia cynbdoankinbHoro edipy LUMKNOAEKCTPUHY MAE ONTUYHY WIMbHICTb MEHLUE
0,5 0.1, obymOBREHy areHTOM, pPO3KNagakyuMMm nikapcbkui 3acib, BUMIpsSHY 3a AOMNOMOrol
cnektpodoTomeTpii B YP-Buaumin obnacri B gianasoHi AOBXUH XBUINb Big 245 HM o 270 HM angd
BOAHOIMO0 Po3udnHy, wWo Mictutb 300 Mr 3asHayeHoi KoMNo3uuii cynbgoankinsHoro edipy
LUUKITOAEKCTPUHY Ha M PO3YMHY, Y KIOBETI 3 TOBLUMHOIO MOrMUHAYoro wapy 1 cm.

14. Cnoci6 3a n. 13, Skui BigPI3HAETLCA TUM, LLIO OAEPKYIOTh LLOHANMEHLUE 15 NOCNiAOBHMX NAPTIN.
15. Cnoci6 3a n. 13, skuin BigPI3HAETLCA TUM, LLIO OAEPKYIOTb LLIOHaNMeHLWwe 20 NocniAoBHUX NapTil.
16. Cnoci6 3a n. 13, Skui BigPI3HAETLCA TUM, L0 OAEPXKYIOTh LOoHanMeHwe 30 nocniaoBHMX NapTin.
17. Cnoci6 3a 6yab-akuM 3 nn. 13-16, Akuii BiAPISHAETLCA TUM, LLO 3a3HA4YeHi NOCMiAOBHI napTii
OAEPKYIOTb NPOTAromM nepiogy Yacy B 10 pokis.

18. Cnoci6 3a O6yab-akuM 3 nn. 13-16, Akuii BiAPISHAETLCA TUM, LLO 3a3HA4YeHi NOCMiAOBHI napTii
OAEPKYIOTb NPOTArOM nepiogy Yacy B 5 pokis.

19. Cnoci6 3a 6yab-akuM 3 nn. 13-16, Akuii BiAPISHAETLCA TUM, LLO 3a3HA4YeHi NOCMiAOBHI napTii
OAEPXKYIOTb NPOTArOM nepiogy Yacy B 3 poku.

20. Cnoci6 3a 6yab-akum 3 nn. 1-19, sk BIAPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro eipy UMKNOAEKCTPUHY A0AATKOBO MICTUTbL MeHwe 500 ppm docdaTy.

21. Cnoci®6 3a 6yab-akum 3 nn. 1-19, sk BIAPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro eipy UMKNOAEKCTPUHY AOAATKOBO MICTUTL MeHwWwe 125 ppm docdarTy.

22. Cnoci6 3a Oyab-Akum 3 nn. 1-21, Akuii BiAPISHAETBCA TUM, WO 3a3HA4YeHa 3anuLLKOBAa
NPOBiAHICTb CTaHOBUTbL 9 MKCM abo MeHLLE.

23. Cnoci6 3a Oyab-AkuMm 3 nn. 1-21, AkMii BiAPISHAETBCA TUM, WO 3a3HA4YeHa 3anuLLIKOBa
NPOBiAHICTb CTaHOBUTH 8 MKCM ab0o MeHLLE.

24. Cnoci®6 3a 6yab-akum 3 nn. 1-23, sSkuin BIAPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro edipy UMKNOAEKCTPUHY MICTUTb MeHLwe 0,01 % (Mac./mac.) xnopuay.

25. Cnoci®6 3a 6yab-akum 3 nn. 1-23, sSkuin BIOPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro eipy UMKNOAEKCTPUHY MICTUTbL MeHLwe 0,005 % (Mac./mac.) xnopuay.

26. Cnoci®6 3a 6yab-akumM 3 nn. 1-23, sSkuin BIAPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro edipy UMKNOAEKCTPUHY MICTUTL MeHwe 0,0001 % (mac./mac.) xnopuay.

27. Cnoci®6 3a 6yab-akumM 3 nn. 1-26, sk BIOPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULis
cynbdoankineHoro eipy UMKNOAEKCTPUHY Ma€E CEPEHIN CTyNiHb 3aMilleHHsA Big 2 Ao 9.

28. Cnoci®6 3a 6yab-akum 3 nn. 1-26, sk BIOPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro edipy UMKNOAEKCTPUHY Ma€E CepeaHin CTyniHb 3amilleHHs Bia 4,5 go 7,5.

29. Cnoci®6 3a 6yab-akumMm 3 nn. 1-26, sk BIAPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULiN
cynbdoankineHoro eipy UMKNOAEKCTPUHY Ma€E CEPEHIi CTYNiHb 3aMmilleHHs Big 6 oo 7,5.

30. Cnoci6 3a Oyab-sikum 3 nn. 1-29, gkuii BiOPISHAETBCA TUM, WO 3a3HA4Ye€Ha KOMMO3ULiN
cynbdoankineHoro edipy UMKNOAEKCTPUHY Mae ONTUYHY LWINbHICTL MeHwe 0,2 0. W., BUMIpSHY 3a
[0MNoOMOroto cnektpodoToMeTpii B YO-Buaumini obnacTi B gianas3oHi 4OBXUH XBUNb Big 245 Hv ao 270
HM ANA BOAHOrO0 PO34YMHY, WO MicTUTb 300 Mr 3asHavyeHol KOMMNo3uuii cynbcpoankinbHoro egipy
LUUKITOAEKCTPUHY Ha M PO3YMHY, Y KIOBETI 3 TOBLUMHOIO MOrMUHAYoro wapy 1 cm.

31. Cnoci® 3a n. 30, akuii BIAPISHAETBCA TUM, LLUO 3a3Ha4YeHa OMTMYHA LWiNbHICTb 0B6yMOBMEHa
areHToM, po3KIiagatounm nikapcbkuii 3acib.

32. Cnoci6 3a 6yab-akuM 3 nn. 30-31, AkMi BiAPI3HAETLCA TUM, LLIO 3a3HAYEHY ONTUYHY LLiMNbHICTb
BM3HAYAIOTb 34 AOMNOMOrO0 cnekTpodoToMeTpil B YP-BuauMin 0bnacTi B Aiana3oHi JOBXUH XBUINb Bia
245 HM pgo 270 HM AnNg BOAHOrMO pPO34YMHY, WO MicTUTb 500 Mr 3asHadeHoi KoMMo3uuii
cynbdoankineHoro edipy UUKNOAEKCTPUHY Ha MIT PO34YMHY, Y KIOBETI 3 TOBLUUHOIO MOFNIUMHAIOYOro
wapy 1 cm.

33. Cnoci6 3a Oyab-sikum 3 nn. 1-32, akuii BiOPISHAETBCA TUM, WO 3a3HA4YeHa KOMMO3ULis
cynbdoankineHoro edipy UMKNOAEKCTPUHY Ma€ ONTUYHY WINbHICTb MeHwe 1 0. LW., BUMIpSHY 3a
[0MNoMoroto cnektpodotToMeTpii B YO-Buaumini obnacTi B gianasoHi A0BxuH XBUNb Big 320 Hm go 350
HM ANA BOAHOrO0 PO34YuHy, WO MicTUTb 300 Mr 3asHaveHol KOMMNo3uuii cynbgoankinbHoro edipy
LUUKITOAEKCTPUHY Ha M PO3YMHY, Y KIOBETI 3 TOBLUMHOIO MOrMUHAYoro wapy 1 cm.

34. Cnoci6 3a Oyab-sikum 3 nn. 1-32, akuii BiOPISHAETBCA TUM, WO 3a3HA4Ye€Ha KOMMO3ULis
cynbdoankineHoro edipy UMKNOAEKCTPUHY Mae ONTUYHY LWiNbHICTL MeHwe 0,5 o. Ww., BUMIpsHY 3a
[0MNoMoroto cnektpodotToMeTpii B YO-Buaumini obnacTi B gianasoHi A0BxuH XBUNb Big 320 Hm go 350
HM ANA BOAHOrO0 PO34YMHY, WO MicTUTb 300 Mr 3asHavyeHol KOMMNo3uuii cynbcpoankinbHoro egipy
LUUKITOAEKCTPUHY Ha M PO3YMHY, Y KIOBETI 3 TOBLUMHOIO MOrMUHAYoro wapy 1 cm.

35. Cnoci6 3a 6yab-AkumM 3 nn. 33-34, Akuil BigpPISHAETLCA TUM, LU0 3a3HA4YeHa ONTUYHA LWiMNbHICTb
obGymoBneHa 3abapBnolYUM areHToM.

36. Cnoci6 3a 6yab-AkuM 3 nn. 33-35, Ak BiAPI3HAETLCA TUM, LLIO 3a3HAYEHY ONTUYHY LWiMNbHICTb
BM3HAYAIOTb 34 AOMNOMOrO0 cnekTpodoToMeTpil B Y®-BuAUMIN 06nacTi B Aiana3oHi JOBXWH XBUIb Bia
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320 um go 350 HM Ana BOAHOMO pPO3YMHY, WO MicTUTL 500 Mr 3asHadeHol KoMMo3uuii
cynbdoankineHoro edipy UUKNOAEKCTPUHY Ha MIT PO34YMHY, Y KIOBETI 3 TOBLUUHOIO MOFNIUMHAIOYOro
wapy 1 cm.

37. Cnoci6 3a Oyab-Akum 3 nn. 1-36, Akui BigpPISHAETBLCA TUM, WO 3a3HadvyeHe OesdocchaTHe
aKTMBOBAHE BYriNNA NPOMUBAIOTb PO3YMHHUKOM [0 [OCATHEHHSA EIOWNOBAHMM  PO3YUHHMKOM
3anuLIKOBOT NPOBIAHOCTI.

38. Cnoci6 3a Oyab-Akum 3 nn. 1-36, Akl BigpPISHAETBLCA TUM, WO 3a3Ha4vyeHe OesdocchaTHe
aKTMBOBAHE BYriNNs MpPOMUBAIOTL BOAOK A0 JOCATHEHHS BOAHOTO 3MWBAHHSA  3asIULLKOBOT
NPOBIAHOCTI.

39. Cnoci6 3a 6yab-akMM 3 nn. 1-38, kM BiAPI3HAETBCA TUM, WO 3a3HAYEHUN CynbdoankinsHMi
edip UMKNOAEKCTPUHY ABnse coboto cynbdoankinbHuin edip umknogekctpudy popmynum (I):

o R

, hopmyna (1)
ae p asnge coboto 4, 5 abo 6, i R1 He3anexHo B kKO>HOMY Bunagky Bubpanuin 3 -OH abo -O-(C2-Ce-
ankineH)-SOs-T, e T He3anexHO B KOXHOMY BUMaAKy BuOpaHui 3 hapmaueBTUYHO MPUAHATHUX
KaTioHiB, 3a yMOBMU, LU0 LIOHaWMeHLe oauH Ri siensie coboto -OH i woHaimMeHwe oanH Ry aABnsie
coboto -O-(C2-Cs-ankineH)-SOs-T.
40. Cnocib 3a n. 39, 9kun BigPISHAETLCA TUM, WO R1 HE3ANEXHO B KOXKHOMY BUNAaAKy BUBpaHuii 3 -
OH abo -O-(Cs-ankineH)-SOs~-T, i -T y KO>)KHOMY BUNagky Aensie coboo Na+.
41. Cnoci6 3a Oyab-skum 3 nn. 39-40, Akui BigpPISHAETBCA TUM, WO cynbdoankinbHui edip
LUUKITOAEKCTPUHY BNAe coboto cynbdobyTunosuii edip umknogekctpudy (SBE-CD).
42. Cnocib 3a 6yab-akumM 3 nn. 1-41, Aknii 4OAATKOBO BKIKOYAE KOMOIHYBAHHA 3a3HAYEHOT KOMMO3ULii
cynboankinbHoro edipy LUMKNOAEKCTPUHY 3 OAHIE0 abo Ginblue AONOMIKHUMUW PEYOBUHAMM.
43. Cnocib 3a 6yab-akuM 3 nn. 1-42, 9KMin BiOPISHAETBCA TUM, LLIO KOMNO3MUiS CynbdoankinbHOro
edipy UMKNOAEKCTPUHY Ma€E CepeHiin CTyMiHb 3amillieHHs Bia 6,2 0o 6,9.
44 TpoaykT, oaepxaHuii 3rigHo 3i cnocodom 3a 6yab-sikum 3 nn. 1-43.
45. Cnocib ogepxxaHHaA hapMmaleBTUYHOT KOMNO3ULIT, KM BKMIOYAE:
oAepKaHHA cynbgoankineHoro eqdipy UMKNOAEKCTPUHY 3rigHO 3i cnocobom 3a Byab-akum 3 nn. 1-43; i
KOMOIHYBaHHS 3a3HA4Y€HOro cynbdoankinbHoro edipy UMKIOAEKCTPUHY 3 kapdin3omiGom.
46. dapmaueBTUYHA KOMMNO3MLISA, OTpPUMAaHa 3rigHo 3i cnocobom 3a n. 44.

55



UA 121095 C2

0.35 |t N
0.25 iy

0.15
0.1+
R T —
0

HHHICTE

i
i

B 117

«
L&

Biven i)

180 215 240 265 290 315 340 385 380
Josausa xxnm

®ir. 1

0.1
008
_oos -
5007+
2 0.08 -
£003 -

{3{3«; I T

0

13 s

i

180 215 240 285 200 315 340 365 380

Jomssma xpim

®bir. 2

56



UA 121095 C2

¥ 3

o
4]

1N

i ; _ ' VX TR
5 . BT - L. O, g ) ‘f g TFvag ™

: , - " ».' ‘i . ?ﬁargﬁ‘é
; o \\\gwnﬁagm~ v

X

a

%

HIABHICTS

rer. 3
- N

Onuvsa

. PR
g

by B

215 240 265 290 315 340 365 390
Jiomuscainn X8

®ir. 3

e e RSB ayrlum
- + Urox wevpinass
W e
» & 8% myvinwm
w & SOSEYHAMR

LY S ) T
!Q‘E - ya;@“ oy
i TV

G R S8 D OB S DR DH OB OB T e
2 CHERGY S0t B (S g
R E O R R 5

Sy

220 245 & 285
Hosxuea xsum

oir. 4

57



Poswnananng AP (wac %)

UA 121095 C2

Possaagansg AP

L £ TUMBIE 1.

- il ~ G Titunin

g {1 2

0.3

Q.4

)

[Tovargosa abdeopiuis & V@-puamsill obaaori (=245270 us)

®ir. 5

LogiCAD mnowa nixa)}

o ey v

TTocramiiiumg asania Toaimox s SBE-CD

oot HEEA,  collieTEmep ~ie= X AOPHE mﬁm o

R

2

_._.-u—l-'ﬂ_'_’_"

C e g e o ey e

b

P — AR e A

58

dir. 6

1 . = L
OBt v SRR pavill, SasiEmcEEn obpots Y4r. Jurireeane 24 nipoiue By rinem, Jadnse s

— -
P ECHITY SRR, Hlomeen.

prosum,

S s



UA 121095 C2

Eomsespanmis xaopyiy B xox opoueey zas SBE-CD

:
/

&

‘\‘ayggrwﬂ*”“"*“‘ — e

podios s wasimseei Jaxinseume ofpolis Miphesomy Deo oitineeme Tanimucuns Kinnomy oraxis
postyanii Wi ) wyTiAR BORUESTEY BRNES

Py

Lop(Tlaowa viva CAD}
&
»

®ir. 7

Piscih Xnopuiy & xoni ofpobkn SBE-CD

T o 3 T e T e D
T T S N 1SR FRRRIONE Pl 1

Ve nicns 16000 5 . Towiwesmr Y oo nfipotie 1-u Fipotiun laoipobas | LaoGpulia  Jaohpotes D oGpotex
RATINNAM § Nit syehuuns B ke wrdaman 30 xp wysinnsw Sxe Byrissast (0 myrinwae 3 e

®ir. 8 -

TpoBiasicTs 1 SAMHMKOBMH BMICT XHOPMAY B napmii

T

006

GOs

o0e
- 003

- 402

a0t |

5 s 58 $% 60 61 82 63 &4
Tiapria 17001 HO000X

aioun Masietiphie (231) i Benmne (342) oo THC PHILIC 56 CF-

Oir. 9

59



UA 121095 C2

Cuammenng SBEg ¢-5-CD 2 suKODHCTaHHNM 2CTRBOBAROND BYFULIA, HPOMBTONG AD
TOCTIREONO Pisss NPOR{THOCTI

2

=4
8 3
crgreenaens

§

§

Xnopug (% Mac./mac.)
;

=
2

ol e o e W el e o o o o oW o e e e W oM e = e o P R B R ]

EE R SRS R R I SR T TR - S h R A R i & R R R T - A R R R S (R R

Ouumennn SBEg ¢-8-CD 3 BukopacTanHAM aKTHEOBAROTO BYTians, OPOMHTOTO 33
sMeronukoio 3 puctany 20

-3
e
i
]
4
|
I
|
|
|
i

Xnopua, (% mac./mac.)

a0 b . e e e s e e s ;_:
s

Sl S
ﬁ»ﬁ@ﬁﬁ@m%»xw

-

dir. 11

60




UA 121095 C2

008

Xnopuk (% mac./Mac.)y

Oummenss SBEg 6-B-CD 3 BAKOPHCTANNAM AKTABOBANOTO BYTLUI, POMKTONO 32
seroaukoro 3 Hpucrany 22

1
L 2
[ )
L 3
L ]
»
F 3
4

&
+
>
$
+

L d

L

»&«*3@&«&’3

£ 3

" S P 5 @
i ff“’f@ff TE LSS {}ff

»

dir.12

Komn'toTepHa BepcTka J1. LlixaHoBChka

MiHiCTEpCTBO PO3BUTKY EKOHOMIKM, TORFIBNI Ta CiNbCLKOro rocnogapctea YkpaiHu,
Byn. M. Mpywescbkoro, 12/2, M. Kuis, 01008, YkpaiHa

O “YKpaiHCbKuiA iHCTUTYT iHTENeKTyanbHOi BNacHocTi”, Byn. MMasyHoBa, 1, M. Kuis — 42, 01601

61




	Page 1 - ABSTRACT/BIBLIOGRAPHY
	Page 2 - DESCRIPTION
	Page 3 - DESCRIPTION
	Page 4 - DESCRIPTION
	Page 5 - DESCRIPTION
	Page 6 - DESCRIPTION
	Page 7 - DESCRIPTION
	Page 8 - DESCRIPTION
	Page 9 - DESCRIPTION
	Page 10 - DESCRIPTION
	Page 11 - DESCRIPTION
	Page 12 - DESCRIPTION
	Page 13 - DESCRIPTION
	Page 14 - DESCRIPTION
	Page 15 - DESCRIPTION
	Page 16 - DESCRIPTION
	Page 17 - DESCRIPTION
	Page 18 - DESCRIPTION
	Page 19 - DESCRIPTION
	Page 20 - DESCRIPTION
	Page 21 - DESCRIPTION
	Page 22 - DESCRIPTION
	Page 23 - DESCRIPTION
	Page 24 - DESCRIPTION
	Page 25 - DESCRIPTION
	Page 26 - DESCRIPTION
	Page 27 - DESCRIPTION
	Page 28 - DESCRIPTION
	Page 29 - DESCRIPTION
	Page 30 - DESCRIPTION
	Page 31 - DESCRIPTION
	Page 32 - DESCRIPTION
	Page 33 - DESCRIPTION
	Page 34 - DESCRIPTION
	Page 35 - DESCRIPTION
	Page 36 - DESCRIPTION
	Page 37 - DESCRIPTION
	Page 38 - DESCRIPTION
	Page 39 - DESCRIPTION
	Page 40 - DESCRIPTION
	Page 41 - DESCRIPTION
	Page 42 - DESCRIPTION
	Page 43 - DESCRIPTION
	Page 44 - DESCRIPTION
	Page 45 - DESCRIPTION
	Page 46 - DESCRIPTION
	Page 47 - DESCRIPTION
	Page 48 - DESCRIPTION
	Page 49 - DESCRIPTION
	Page 50 - DESCRIPTION
	Page 51 - DESCRIPTION
	Page 52 - DESCRIPTION
	Page 53 - DESCRIPTION
	Page 54 - DESCRIPTION
	Page 55 - DESCRIPTION
	Page 56 - DESCRIPTION
	Page 57 - DESCRIPTION
	Page 58 - DESCRIPTION
	Page 59 - DESCRIPTION
	Page 60 - DESCRIPTION
	Page 61 - DESCRIPTION
	Page 62 - DESCRIPTION
	Page 63 - DESCRIPTION

