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OTPUMAHHA

(57) Pedbepar:

[aHni BMHaxig CTOCyeTbCs MiNtofb, WO MICTATb
LykpoBi Kynbku 250-355 mkm (45-60 melwd), nokpwuTi
obornoHkoww 3 BOAOPO3YUHHOTO nonimepy i

NPOTUTPMOKOBOrO areHTa i repMeTUYHUM MOKPUBHUM
WwapoM, dapmMaLeBTUYHUX [030BaHMX ¢opM, AKi
MiCTATb BKa3aHi nintoni, i cnocoby iX BUTOTOBMEHHS.
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Onuc BuHaxony

[aHui BUHaxXig CTOCYETbCA HOBMX ManeHbKWUX Nintofb iTpakoHasony, Npouecy BUFOTOBIIEHHS BKasaHWX Minonb, Ta
[030BaHNX hopM AN NepoparibHOro CNOXUBAaHHS, siki MICTATb B cobi TepaneBTUYHE edeKTUBHY KiNbKiCTb BKa3aHMX
nintonbe, Npy ToMy LWo Jo30BaHa hopMa, Ska MICTUTb pa3oBy 403y, MoXe ByTu npusHadeHa oauH pas Ha goby nauieHTy,
Lo CTpakadae Ha rpubKoBy iHdpeKLito.

Po3pobrneHHs edhekTUBHOT chapMaLeBTUYHOT NPOTUIPUOKOBOI KOMMNO3KMLT, ika MICTUTL Taki NPOTUIPUOKOBI CnonykK,
AIK iTpakaHa3or1, 3Ha4YHO YCKITaAHIOETECA TUM, WO BKkasaHa NnpoTurpnbkoBa crnonyka gyXKe NoraHo po3yMHIETECS Y BOAI.
Po3unHHiCTL Ta 6iogoCTyMHICT BKa3aHOi Cnonyku MiABULLYETLCS WNSXOM Ti NOegHaHHS i3 LuKknogekcTpmHamm abo ix
noxigHuMu, sk Lie onmcaHo B naTeHTi WO-85/02767 | US-4,764,604.

B natenTi WO-94/05263, wo 6ye onybnikoBaHuin 17 GepesHs 1994, onucaHi nintoni, ki MawoTbe sgpa 3 UyKpy
600-710MM (25-30 MeT), WO MNOKPWUTI NPOTUIPMOKOBOK CMOMYKOK, YacTille iTpakoHa3onoM (abo canepkoHasonom) i
noniMepom, 30Kpema rigpokcunponinMeTinuentonosoto. MNMoKpuTi repMeTyHMM NOKPUTTSIM fApa CTaloTb rpaHynamu.
paHynn nomileHi B kancynu, siki NMPUCTOCOBaHI ANns nepoparibHoro MpuMWoMy. |TpakoHason Nerko BUBIMHAETbLCA 3
NOBEPXHI MOKPUTMX OBOMOHKOK rpaHyn, WO Cnpusie nioBuleHHo BiogocTynHocTi iTpokaHasony (abo canepkoHasony)
MOPIBHAHO 3 IHWWMKW BiGOMUMMW NepopanibsHUMKU A030BaHUMK hopMamMi iTpakoHasony.

TexHororisi BUrOTOBSIEHHST MOKPUTUX OBOMOHKOK Mintonb, WO € onucaHoto B nateHTi WO0-94/05263, notpebye
cneuianbHoOi METOAMKN Ta cnevianbHoro obnagHaHHa B yMoBax cnelianisoBaHoro dabpuyHoro BupobHuyTtea. [icHo,
rpaHynu, Wo onucaHi B MpOTOTUMI, BUIOTOBMNEHI 3a BignoBiQHOK CKNagHOK METOLMKOW, sfika noTpebye YncneHHol
KinbKocTi MaHinynauiiHux eTanis. Mo-nepLue, NikapCbKUn PO3HUH BUTOTOBNSETHCS LUMSAXOM PO3HUHEHHS Y MPURHSATHOMY
PO3YMHHUKY  BIiONOBIOHOI  KiNbKOCTI  MPOTUrpMOKOBOrO  areHTy Ta  rigpodinbHoro  nonimepy,  GaxaHo
rigpokcunponinmetunyentonosa (MMML). MpuAHATHa po34YMHHE CUCTEMAa € CyMILLI0 MeTurneHxropugy Ta cnupty. Y
BKasaHili cymiwi npuHanmHi 50% Bary NOBUHEH CTAHOBUTU METUIeHXIopua, Wo BUCTYNae AK PO3YMHHUK ANS NikapcbKol
peyoBUHN. OCKINbKU MAPOKCUNPONINMETUNLENIONO3a He MoXe BYyTH NOBHICTIO po3yMHEHa Yy METUMEHXITIOPUAI, A0 CyMilli
noBvHeH ByTU AogaHUi CNMPT Y KiMbKOCTI, WO CTaHOBWUTL, NpuHarimMHi, 10% Baru. B noganbLwiomy LykpoBi kynbku (25-30
MeLl) NOKPKBaITh LUIAPOM MNpenapaTy y rpaHynaTopi 3 PiAMHHOI MIQNOXKOW, Lo Mae B CBOEMY AHi MynbBepisaTop.
HeobxigHo 3 obepeXHiCTio KOHTpOmnoBaTh He Tinbkn 06'eM, LLO PO3NUNSAETbCS, ane W TemnepaTypHWUi pexum B
rpaHynsTopi 3 piOUHHOK MIAMNOXKOW, AKUA TakoX € Ayxe Baxnmeum. OTxe, Lel npouec notpebye peTenbHoro
KOHTPOIKO, KU Mae CNpUsiTU OTPUMAaHHIO BMCOKOAKICHOI npogykuii, Wwo Moxe 6yTu penpogykoBaHa. OgHak, xo4a us
TEXHOSOrsA € afeKBaTHOK, BOHA 3aNnMaeTbCA YacTKOBOW, OCKIMbKM MNEeBHa KiNbKiCTb 3anMLWKOBUX OpraHidHUX
PO34YMHHUKIB, TaKUX AIK MeTWreHxropva, MeTaHon abo eTaHon, 3anvWaeTbCa NPUCYTHBOK B MOKPWMBHOMY LWwapi. 3
METOI0 BUNYYEHHs Byab-AKNX PO3HUHHWKIB, K MOXYTb 3anuliaTucsa B NPOAYyKTi, WO € NPOMIKHUM B MpoLieci OTpUMaHHs
nikapcbKoro NOKpUMBHOrO LWapy, HeobXigHO 3acTocyBaTu eTan eKcTpa-BUCYLIYBaHHs. B noganbluoMy HaHocATb NAiBKY
Ana NoKpuTTA.

HacTynHe cTBepKeHHs, Wo MIicTUTbCA B nateHTi WO-94/05263, cTocyeTbCs TOro, WO po3Mip Saep € Baxnueum. 3
ofgHoro GoKy, SIKWO AApa HaaTo BernuKi - BOHW MaloTb HEOOCTaTHIO NOBEPXHI0, JOCTYMNHY AN HaHEeCeHHs NiKapCbkoro
MOKPMBHOIO LWapy, Wo npuasoguTb Ao Ginblw ToBCTOro wapy. Lle ycknagHioe npobnemn BUpoGHWYOro npouecy, siki
NOB'A3aHi 3 IHTEHCMBHOK MpoLieaypoto BUCYLLYBaHHS, Lo HeobXigHa ANst 3MEHLUEHHS PIBHIO 3arULLKOBMX PO3YMHHWKIB B
NOKPUBHOMY Luapi. XKOPCTKi YMOBU BUCYLLYBAHHS MOXYTb MaTK NOBGIYHMI edbeKT - BMBINbHEHHA npenapaTy 3 nintoni i,
BiONOBIgHO, NOBUHHI ByTM MaKCMManbHO KOHTPOMbOBaHI Nig 4Yac BUpOBHMYOro npouecy. 3 iHworo 60Ky, ManeHbki sapa
MatoTb BinbLUy 3aranbHy NOBEPXHIO, AOCTYMHY ANS NOKPUTTS, BHACNIOAOK HYOro MOKPUBHWUIA LIAp TOHLIWIA.

BignoeigHo, nofganblue 3HWXKEHHSI IHTEHCUBHOCTI eTany BWCYLLUYBaHHA Moxe OyTW BUKOpUCTaHe AN 3HUXKEHHSN
PiBHIO 3aNnULLKOBUX PO3YMHHUKIB. Aapa, ski 6ynu ayxke maneHekumu, Hanpuknag 500 - 600mkm (30 - 35 meww), ogHak,
Manu HegoriK - BOHW BMABWMM 3HaYHy TeHOEHLi0 o arnomepalii nig Yac npouenypu nokputta. OTxe, 6yB 3pobneHunin
BWCHOBOK, Lo po3mip sigep 600 - 710mkm (25 -30 mew) BuaBuB cebe sik onTUMarbHUWA, NpU 3acTOCYBaHHi aaep came
uporo poamipy He BigOyBanocs aHi arnomepadii, aHi 3poCTaHHsl IHTEHCUBHOCTI e€Tany BWCYLUYBaHHs, ska 6 morna
HeraTMBHO BMAMHYTW Ha NpoLec BUpoGHMLUTBA.

MpnGnunaHo 460Mr nintonb, Wo gopisHoe npnbnuaHo 100Mr iTpakoHasony, 6ynu NoMileHi B Kancynu 3 TBEPAOro
xenaTtuHy (poamip 0), | ABi Taki Kancynu NpusHayanuca ans NpunomMy oguH pas Ha aoby nauieHTam, Wo cTpaxaanu Ha
rpmbkoBy iHdekuito. 3aranbHa Bara npenaparty, WO CroXuBanacs npoTaroMm Aobu, Takum YnMHOM, cTaHoBuna 2x(460
+97) ~ 1010Mr. Kancynu npogatoTbcs B GaraTbox KpaiHax nig ToproBok Mapkow "Sporanox ™", [ns OOCATHEHHs
OaxkaHoro NpoTUrPUOKOBOro edhekTy HeObXIiOHO, Ha Xarnb, NpMiMaTK ABi Kancynu HanpukiHui ixi. Binbw 6axaHo 6yro 6
MaTu Taky dapmaleBTU4HY [o30BaHy ¢opMy, ogHa oouHUUA kol micTuna © HeobxigHy noboBy [03Yy akTMBHOMO
iHrpedieHTy, 3aMiCTb ABOX TakUX OAUHULb.

|ITpakaHason abo
(£)-unc-4-[4-[4-[4-[[2-(2,4-pnxnopdeHin)-2-(1H-1,2,4-Tpia3on-1-un-meTtun)-1,3-guokconan-4-injmeTtokcun]dpeHinl-1-n
inepasin]deninl-2,4-gurigpo-2-(1-meTunnponin)-3H-1,2,4,-tpiason-3-oH € NPOTUrPUOKOBOK  CMOSMYKOK  LUMPOKOTO
cnekTpy Ail, Wo npu3HadeHa Ana nepopanibHOro, napeHTeparnibHOro Ta MICLEBOro 3acTOCyBaHHS, fka onucaHa B
naTeHTi US-4,267,179. Oudbtopuctuii aHanor uiei crnonyku canepkaHason abo (+)-umc-4-
4-[4-[4-[[2-(2,4-pnpTOpheHin)-2-(1H-1,2,4-Tpiason-1-in-meTun)-1,3-guokconan-4-nnjmetokcn]derin]-1-ninepasin]de
Hin-2,4-gurigpo-2-(1-metnunnponin)-3H-1,2,4,-tpiazon-3-oH Mae nigBulleHy akTuBHiCTe npotu Aspergillus spp. i
onucyeTbea B nateHTi US-4,916,134. Ak ITpakaHason, Tak i canepkaHasosn € CyMiLllLWI YOTUPbOX AiacTepeoisomepis,
npouec BWFOTOBIIEHHS Ta BWMKOPWUCTaHHS LUWX Cnornyk onucyetbca B nateHTi WO-93/19061: piactepeoisomepu
iTpakaHasony i canepkaHasony Bu3HadeHi aK [2R-[2  o,40,4(RM)]]l, [2R-[20,,40,4(SM)]], [2S-[201,40,4(SH)]],

4-
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[2S-[20,40,4(R*)]]. TepmiH "iTpakoHason", AKUA BMKOPUCTOBYETbCA TYT | Hagani, LIMPOKO iHTepnpeTyeTbes i

OXOMNJIOE BiNlbHO-OCHOBHI hopMu Ta chapmaLeBTUHHO NPUIRHATHI coni iTpakoHasony abo ogHoro 3 Moro cTepeoisomepis,
abo cyMill OBOX YM TPbOX TaKMX CTepeoisomepiB. BaxaHow cnonykow iTpakoHkasony € (+)-unc-copmMa BinlbHO-OCHOBHOT
dopmMu. KncroTHi chopMn MOXyTb OyTW OTpUMaHi BHacnigok peakuii MiXk OCHOBHMMMK ¢opmMamu Ta BignoBigHWMK
kncrnoTamu. BignoigHi  KMCMOTWM  BKMOYaOTb, Hanpuknagd, HeOopraHivHi kucroTn, a came: rigpoxnopucty abo
rinpo6poMUCTY KWCIOTY, CipYaHy KUCMOTY, a30TUCTY KUCMOTY i ToMmy nogibHe; abo opraHidHi KMCroTu Taku Sk,
Hanpukniag, ouToBa, MNponaHoBa, riApoOKCUOUTOBa, 2-TMiAPOKCUNpPONaHoBa, 2-OKCOMponaHoBa, eTaHgioHoBa,

nponangioHoBa, OyTaHgioHoBa, (Z)-6yTeHpioHoBa, (E)-byTeHnioHoBa, 2-rinpokcnbyTaHaioHoBa,
2,3-purinpokcnbyTaHgioHoBa, 2-rippoken-1,2,3-nponaHTpikapbokcuriosa, MeTaHCcynbgoHoBa, eTaHCyNbgoHOBA,
©eH3eHyNbgoHOBA, 4-meTun OeH3eHynbhoHoBA, LMKIorekcaHcynbgamoBa, 2-rigpoKkcnbeH3onHa,

4-amiHo-2-rigpokcnbeHsoliHa Ta TOMy NOAIGHI KUCnoTu.

MoxHa Big3HaunTK, WO TepaneBTUYHe edeKTMBHA KOHLEHTpaLuisa iTpakoHasony B nfiasmi Nerko nigTpumyeTbes
NPOTSAroM NPUHaNMHI 24 roauH, OCKINbKW Moro nepion HaniBBUBEOEHHS 3HAYHO BULMIA. HeobxigHow yMoBoto e Te, Wob
iTPakoHa3on Jocar nNnasmu. BCcMOKTyBaHHSA pO3YMHEHOrO iTpakoHas3ory 3i LWMYHKY He € CyTTeBok npobnemoto. Takum
YMHOM, He Mae HeoOXiOHOCTI y OO30BaHil popMi iTpakoHa3ony MOBINBHOMO BUBINbHEHHS, OCKINBKA (HOPMU HeramHoro
BMBINbHEHHA 3300BONBHATUMYTb HeobXigHMM ymoBaM. |HWUMKM crioBamu, rofioBHa npobnema Yy 3acToCyBaHHI
TepaneBTUYHE edDeKTUBHOI KiNbKOCTI iTpakoHa3ony B neplly 4Yepry CTOCYETbCA BMEBHEHOCTI - YW 3anulaeTbest
HeobXxiOoHa KOHLeHTpaLia iTpakoHasomny B po3dWHi AOCTaTHbLO AOBro Ans Toro, Wob 3abe3neyunty MOro noctadvaHHs y
Korio KpoBoobiry i Wob He BigOyBanocs nepeTBOpeHHs iTpakoHasony B hopMu 3 noraHow 6iogocTynHicTio, 3okpema B
KpUcTaniyHuii iTpakoHason (KU, Hanpuknagd, YyTBOPIOETLCSH, KONMW OCaIKyETLCA Y BOOHOMY CEpPedoBULL).

HecnopgisaHo 6yno BUSIBMEHO, WO MPaHynn, 3Ha4HO MEHLUMX PO3MIpiB HiX Ti, WO onncaHi B nateHTi WO-94/05263 i
3 Kpawoto BiogocTynHicTio, MOXyTb B6yTW BUpobreHi KOHBEHLINHWM cnocoGoM. Y LMX HOBUX rpaHyn po3mip siapa 3Ha4Ho
MEHLINIA, HiXK Yy TUX, Wo Oynu BMroToBneHi B NpoToTuNi, i Tenep 3aranbHuin ob'em 200Mr iTpakoHasony moxe 6yTu
nomilLleHnid B ogHy, a He B ABi kancynu. [Jogamo, Wo 3aranbHa Bara MegukameHTy, WO BXUBaETbCs 3a Aoby MeHWwa 3a
1010wmr.

[aHnii BUHaxXig NponoHye chapmaleBTUYHY KOMMNO3WLito iTpokaHasony (abo canepkoHasony) Ta BOAHO-PO34YMHHOMO
nonimepy, sika Moxxe OyTu npusHaveHa nauieHTy, Lo CTpaxaae Big rpubKoBoOI iHdeKUil, y eanHin [o3oBaHin dopmi pas
Ha noby. [lozoBaHa dopma MiCTUTb TepaneBTUYHO edDEKTUBHY KiNbKICTb HOBUX rpaHyn, sik Le 6yae onmcaHo Hukde.

30Kpema OaHuin BUHaxig CTOCYeTbCa Mintonb, WO MICTATb: a) LeHTpanbHe 3akpyrneHe abo cdepuyHe agpo 6)
noKpuBato4y NniBKy 3 BOAOPO3YMHHOIO NorliMepy Ta NpoTUrpUGKOBMIA areHT | B) MOBEPXHEBUI NMOKPUBHUIA Wap noniMmepy
i BigpisHAOTLCS TUM, WO S4p0 Mae aiameTp npubnusHo Big 250 go 600Mkm (30-60mell), 6axaHo Big 250 o 500MKm
(35-60meLw), Binbl 6axkaHo npubnuaHo Big 250 oo 425mkm (40-60 meww) i onTMMansHo - NprMbnuaHo Big 250 ao 355mkm
(45-60meln).

Mintoni, rpaHynn abo sgpa 3 poaMipamu, Lo BkasaHi, MOXyTb OyTW OTpuUMaHi LUNAXOM MpPOCIlOBaHHA Kpisb
HOMiHanNbHI CTaHA4apTHI TecToBi cuTa, AK e onucaHo B CRC Handbook, 641 ed, page F-114. HomiHanbHi cTaHgapTHI
cuTa BIOPIBHATLCHA CTAHOAPTHUMMN 3HAYEHHAMM WMPUHK Meww-BiYoK (uM), DIN 4188 (mm), ASTM E 11-70(NO), Tyler®
(mew) abo BS 410 (mew). 3rigHo 3 gaHMM onucoMm Ta POPMYSIo BUHaxody, po3Mipu 4YacToK BiAnoBigawTb LUMPUHI
MeLU-BiHOK B MKM i BignosigatoTe Homepy Cuta B ctaHgapti ASTM E 11-70.

Martepianu, WwWo MoxyTb OyTW BUKOpUCTaHI ik siapa B MiNtonsx, 3rigHo 3 AaHUM BUHaxXo4oM, Pi3HOMaHITHI, npwu
YMOBI, LLO BKa3aHi maTepianu € dapmaleBTUHHO NPURHATHUMK | MaloTb BignoBigHi poamipu (npubnusHo 45-60 mew) Ta
MiUHiCcTb. lMpuknagamn Takux maTtepianiBa € noniMepu, Taki K NIacTUYHI CMOMW; HEOPraHiYHi peYoBUHU, Taki AK
KpemHeseM, CcKno, rigpokcuanatuT, coni (HaTpito abo Kkanbuilo xrnopud, Kanblilo abo MarHito kapboHaT) i Towo;
OpraHiyHi peYoBUHU, TaKi Ik aKTMBOBAHE BYriNMs, KUCNOTM (JIMMOHHA, (hyMapoBa, TapTapoBa, ackopbiHoBa TOWO) i
BYFMEBOAM Ta iX NoxigHi. 3okpema NpUMHATHUMK MaTepianaMn MOXyTb OyTU ByrnmeBogM, Taki SK LyKpuW, oniroLykpuau,
noniyykpuan Ta X MOXigHi, Hanpwknag, [NoKo3a, pPaMHO3a, NaKkTo3a, ranakrosa, Cykposa, MaHiTorn, copbiton,
AEKCTPUH, ManbTOO4EKCTPUH, Lentorosa, MikpokpucTanidHa uerntoriosa, HaTpin kapbokcumeTin uemntonosa, kpoxmani
(KyKypyasa, puc, KapTonns, nweHuys, Tanioka) i Tomy nogibHi Byrnesogm.

3okpema GaxaHo, Wob matepianu, ki MOXyTb OyTW BMKOPUCTaHI SK s4pa AN Ninonb Y UboMy BUHaxogi, bynu
npeacTaBreHi LykpoBUMU cdepamn 3 nokasHukom pucnepcHocTi 45-60 mew (USP 22/NF XVII, p. 1989), axi
cknagatoTbca 3 62, 5%-91,5% (Bara no Basi) CyKpo3W, 3alnuLIOK SKWX CTAHOBUTb KpOXMarb i, MOXIIMBO, TaKOX,
OEKCTPUHK, K € hapMaLeBTUYHO IHepTHUMK abo HelWTpanbHUMK peyvoBUHamMK. BignoBigHo Ui aapa Takox Bigomi ik
HelTparbHi ninoni.

Mintoni, Wo MOXyTb OyTU OTpUMaHi 3 LYyKPOBUX S4ep 3 MOKasHUMKOM AucnepcHocTi 45-60 mell, cknagatTbes
npubnmsHo (BiOCOTKOBE CNiBBIAHOLUEHHS Barv KOMMOHEHTIB 4o 3aranbHol Bary nintoni): a) Big 10 go 25% maTtepiany
anep; b) Big 39 no 60% BogoposvnHHOro nonimepy; c) Big 26 no 40% npoTurpubkoBoro areHTy; Ta d) Big 4 oo 7 %
repMeTU3yBarbHOrO MOKPUBHOIO MosnimMepy.

Bogopoa4ynHHWiA noniMep B Mintoni, 3rigHO 3 AaHWM BMHAXOAOM, € MOoSiMepomM, Wo Mae npubrnsHo B'askicTb Big 1
po 100mMa * ¢, koM Moro po3uMHsTe B 2% BOASHOMY po3uunHi npu 20°C posuuHy. Hanpuknag, BOOOPO34UHHUIA
nonimMep Moxe 6yTn obpaHnii 3 rpynu, WO OXOMNIIE:

Ankinuentonosun, Hanpuknag, MeTinyentoosa

- lppokcuankinuenonosau, Hanpwvknag, rigpokcMmMeTumnyentonosa, rinpokcMeTunuentonoaa,
rippokcunponinuentonosa, rigpokcnbyTtunuenionosa

- Figpokcnankin-ankinuyentonosu, Taki SK rigpokcMeTun-MeTunyentonosa Ta rigpokcunponin-meTunuentonosa

- Kapbokcunankinuentonosu, Hanpuknag, kapbokcumeTunuentonosa

- AnkinboBaHi MeTaneBsi coni kapOokcuankinuenonos, Hanpuknag, HaTpito kapbokcuMeTinyentonosa,
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- Kapbokcnarnkin-ankinuentonosun, Hanpuknag, kapbokcumetuneTunyentornosa

- Edbipn kapbokcuankiankinuentonosu

- Kpoxmani

- MekTUHKW, Hanpuknag, HaTpilo kapboKCUMeTUNaminonekTnH

- lepuBaTn XiTUHY, Taki 9K XiTocaH

- [Toniyykpoanaun, Hanpuknag, anbriHoBa KWCMNOTa, arnkinbOoBaHi MeTanu Ta Cofi  aMoHilo, KappareHaHw,
ranakToMaHaHu, TparaHat, arap-arap, rymi apabika, ryapoea ryma Ta KCaHTaHOBa ryma,

- [MoniakpunoBi KMCroTK Ta ix coni

- [NonimeTakpunoBi KMCOTK Ta X coni, cononiMepn MeTakpunary

- MonigiHinoBui cnupT

- MNonisiHinnipanigoH, cononimepwn nonieiHiNnipanigoHy, Wo MiCTATb BiHiN-ayeTaT

- Okenawn noniankineny, Hanpuknag, nonieTurneHy okcua, noninponineHy okcua, TaconosiMmepy eTUNH- Ta nponinex
oKcuaiB.

Monimepn, wo He Oynu 3rapgaHi, ane ski apMaueBTUYHO MNPURHATHI | MaloTb BignoBigHi  disnMKko-XiMivHi
BMacTMBOCTI, Wo 6ynu BM3HaYeHi BULLEe, MOXYTb OYyTW MPUAHATHUMKU ONS BUFOTOBMIEHHS 4acToK, 3rigHO 3 AaHUM
BMHaxoOoM.

INikapCbkM NOKPWMBHWI LIap BKIOYAe BOAOPO3YMHHUIA MoniMep, Takui $K FigpokcunponinMeTunuenionosa
(Methocel®, Pharmacoat®), metakpunaT (Eudragit E®), rigpokcu nponin yentonosa (Klucel®) abo nonisigoH. bakaHin
BOOOPO3YMHHUIA nonimep - rigpokcunponinmetunuentonosa abdo MML,. Bkasanun MML, micTUTb gocTaTHIO KinbkKicTb
rigpOKCUNPONINOBMX Ta METOKCUNBHUX rpyn, Wo pobute Koro BogoposdnHHum. [TIML, wo mae cTyniHb
METOKCUNIOBaHHS Big npnbnusHo 0,8 oo npnbnusHo 2,5, a MonspHe 3aMileHHs rigpokcunponiny ctaHoBuTb Big 0,05 go
3,0, € BOOOpOo34nHHUM. CTyMiHb 3aMillleHHA MEeTOKCUITbHUX rpyn BignoBigae cepedHboMy YMcny rpyn edipy MeTuny, Wo
NPUCYTHI B AerigpaToBaHili MMIOKO3HIN NaHui Monekynu uentonosn. MonsipHe 3aMillleHHs rigpokcunponiny eignosinae
cepenHbOMY YMCNy Morielt okcuay MponineHy, siki pearyioTb 3 KOXHOK AerigpaToBaHOO MTIHOKO3HOK JaHKOK MOMeKysv
uentonosu. NigpokeunponinmeTtunuentonosa sigoma B CnonyyeHux LUTtatax nig Haseoto rinpomenosu (aue. Martindale,
The Extra Pharmacopoeia, 29! edition, page 1435). BaxaHo, Wo6 rifpoKkcUnponinMeTUnLentonosa 6yna HW3bKoi
B'A3KkocCTi, TO6TO NpMbrmaHo 5mlMa*c. BukopuctoByeTbCs, Hanpuknag, rigpokcunponinveTunyentonosa 2910 5mlla*c. 3
YOTMpPLOX Yuncen Homepy "2910" nepwi ABa BU3HA4YaOTb NPUOIM3HUA NPOLEHTHUIA BMICT METOKCUIIBHUX Tpyn, a TpeTe
Ta YeTBepTe - NPOLEHTHMIA BMICT rigpokcunponinosux rpyn. Smlla*c - napameTp, WO BKasye Ha NpubnnsHy B'A3KICTb
2% BogHoro posduHy npu 20°C.

[o NpUAHATHUX ONS BMKOPUCTaHHSA Y AaHomy BuHaxoni [MIML, HanexaTb Taki, Wo MawTb B'A3KicTb Big 1 Oo
100mMa*c, 3okpema Big 3 oo 15mlMa*c, 6axkaHo - Smla*c, HankpawmnM S BUKOPUCTaHHA Y A4aHOMY BMHaxo4i TMNom
MML, 3 TvX Wo MatTb B'A3KicTb SMa*c, € komepuinHe goctynHui MMML, 2910 SmMa*c.

BaxaHWMu NpoTUrpUGKOBMMU areHTamu, Lo BUKOPUCTOBYIOTBCA SIK FiKM Y BKasaHoOMy nikapcekomy Liapi, €
ninoginbHi NpoTUrpubKoBi asonu, 3okpemMa iTpakoHason. ONTUManbHe PO3YMHEHHS MOXHA OTpUMaTH, Konu cybcTaHuis
npenapaty HapgaHa y Burnagi TBeppoi gicnepcii abo y po3yYMHEHOMY CTaHi, Wo Moxe OyTW nigTBepmKeHo
AndepeHUinHNM ckaHyBaHHSM.

CniBBigHOLWIEHHA Barn OKpemMux KOMMOHEHTIB 4O 3aranbHOi Barv npenaparty: Ana noniMepy Take cniBBigHOLIEHHS
NEXUTb Yy NPOMIXKKY 3HadveHb Big 1:1 go 1:12, 6axaro Big 1:1 go 1:5. Y Bunagky 3 iTpokaHasonnom (MM TML, 2910 5mP.
a.) BKasaHe CrniBBiOQHOLWEHHA MOXe 3HaXOAWTWCh Y MPOMiXKKY npnmbnuaHo Big 1:1 go 1:2, ontumansHo - 1:1,5 (abo 2:3)
CniBBIOHOLLUEHHS1 Barn iTpokaHasony A0 Bark iHWWMX BOAOPO34YMHHMX MofiMepiB Moxe OyTW BU3HaYeHO creLianictom
3aBOSKN NPAMOMY €KCNepUMeHTY. HWXHS Mexa BU3Ha4YaeTbCsl NEBHUMM NPakTUYHUMKU MipKyBaHHAMW. [icHo, Y
TepaneBTNYHO-eEKTUBHIN KINbKOCTI ITpokaHasony, Wwo 3actocoByeTbea (Big 50mr go 300mr, 6axkaHo 200Mr Ha [oOy),
HWXKHA MeXa CniBBIOHOLWIEHHSI 3aneXuTb Bif MaKCUMarbHOI KiNbKOCTI CyMili, Wo Moxe OyTW nomiweHa B ofHy
[030BaHy opMy po3Mipy, Wo Moxe OyTW BUKOpPUCTaHMI B npakTuui. Komu BigHOCHa KinbKicTb BOAOPO3YMHHMX
nonimMepie ayxe BMcoka, abcomnoTHa KinbKicTb cyMilli, HeobxigHa Ana OOCATHEHHS TepaneBTUYHOro piBHA Oyae HapTo
BMCOKOI0, ANs Toro wob 6yTn nomiwieHoto B ofHy kancyny abo tabnetky. Kancynu, Hanpuknag, maoTe MakcumansHum
o6'em npubnusHo 0,95mn (po3mip 00), a nintoni pospaxoBaHi Ha Makcumym 70% (Bara no ob'emy), Wo BignoBigae Basi
B 0,665r. BignoBigHoO, HWXHA MeXa KiNbKOCTi iTpakoHa30sy Y BigHOLIEHHI 40 TAPOKCUNPOoNiNIMETUILENtornosn CTaHOBUTL
npnbnuaHo 1:12 (50Mr iTpakoHasony + 600Mr BOAOPO34YNHHOMO MNosiMepy).

3 iHworo OoKy, AKLWO ChiBBIOHOWEHHS Ay)KE BUCOKEe, TO Le 3HauYuTb, WO KiNbKiCTb iTpakoHasony € BigHOCHO
BMCOKOIO Y NOPIBHSAHHI 3 KiMbKICTIO BOJOPO34YNHHOIO MonimMepy, Lo Moxe 0ByMOBUTU PU3NK HEQOCTATHBOMO PO3YUHEHHSI
iTpaKkoHasosny y BOOAOPO3YMHHOMY MOSIMeEpi i, TaKMM YMHOM, He Oyme pocsarHyTa HeobxigHa GiogocTynHicTb. BepxHs
Mexa cniBBigHowWweHHA 1:1 obymoBneHa TUMM, Lo, sik Byno Bia3Ha4eHo, NpW NEPEBULLIEHHI BKA3aHOMO CiBBigHOLLEHHSI
iTPakoHa305 He MOBHICTIO posdnHsaBca B [TIMLU,. Tpeba B3ATM O yBarv, WO BEPXHIO MeXy chiBBigHoWweHHs 1:1
MOXIMBO He OLjiHIoBaTK ANsl, 30Kpema, BOAOPO3UMHHMX NomniMepis, Yepes Te, Lo Le Moxe OyTu nerko BCTaHOBMEHO,
ofHak nig Yac ekcrnepvMeHTarnbHoro nepiogy 6yno BUABMeHO, WO TBepai ANCNEPCHi CUCTEMU B SKMX CMiBBIgHOLLIEHHS
npenapart : nonimep nepeBuLlye 1:1, TAKOX OXONMIOIOTLCA paMKaMy 4aHOTO BUHaXo4y.

Jikapcbknin Wap nintosni, K ue OnuMcaHo BUlle, MOXe MICTUTM oguH abo Ginblle dapmaleBTUYHE NPUAHATHUX
KOMMOHEHTIB, TakuX $K, Hanpuknag, nnactudikatopu, apomaTusatopu, GapBHWKU, KOHCepBaHTW Tollo. BkasaHi
KOMMOHEHTU MNOBWHHI OYyTW IHEPTHUMM, IHWMMK CINOBaMW, BOHW He MOBWHHI NPOSBNSATUM Hiskol Aerpagauii abo
AEeKoMMo3uLii B ymoBax BUPOOHUYOro npoLecy.

B paHin komnoswuuii iTpakoHason : IMIMLL 2910 mMa*c 6axaHo, Wwob KinbkicTe nnactudikatopie byna HEBEMUKOK -
Bin 0% no 15%(Bara no Basi), 6axaHo - MeHwWw, Hix 5% (Bara no Basi), 6inbw G6axaHo - 0% (Bara no Basi). MpoTte 3
HLUMMKW BOAOPO3YUHHMMMK noniMepaMu nnacTudikatopy MoXyTb OYyTU BUKOPUCTaHI B iHWWUX, GiNbWMX KiNbKOCTAX.
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BignoeigHi nnactudikatopn € hapMmaueBTUHHE NPURHATHUMK, O iX Yncna HanexaTtb 6aratoaToMHi CNMPTU 3 HU3BbKOK
MOJIEKYIISAPHOK Barol, Taki fK eTUNeHrnikonb, nponineHrnikonb, 1,2-6yTuneHrnikons, 2,3-6yTuneHrnikonb, CTUpon
rMikonb;  NOMieTUNeHrnikoni, Taki AK  OieTUNeHmiKonb,  TPUETUNEeHMiKoMNb,  TeTpaeTureHrnikonb;  iHWi
nonieTuneHrnikoni, Wo MalTb MOnekynapHy Bary, MeHwy 3a 1,000r/monk; noninponineHrnikoni, wWo MawTb
MOSeKynspHy Bary, MeHwy 3a 200r/monb; rnikonesi edipy, Taki sk MOHONpPONineHrnikonsMoHoi3onponinosuii edip,
NpPoniNeHrnikorbMOHOETUNOBUIA edbip, AieTUNEHINIKONbMOHOETUNOBUIA edip, eCTEpU3oBaHi TUNK nnacTudikaTopis, Taki
aKk copbitony naktat, eTuny naktat, OyTuny naktaT, eTuny T[MiKonaT, aniny MikonsaT;, amiHu, Taki sk
MOHOETaHOaMiH, pieTaHonamiH, TpUeTaHoNnamiH, MOHOI30MponaHonamiH, TPUETUNEHTETPaMIH,
2-amiHo-2-meTun-1,3-nponaHegion Towo. Buxogauwn i3 3asHayeHoro, nepeBary BiggaloTb nNoOnieTUNEHrnikonam 3
HMU3bKOIO MOSEKYNAPHOIO Baroko, eTUMEHrMiKomnto, NoninponineHrnikonsaM 3 HU3bKOK MOSEKYNSpHO Baroto, ocobnuneso
nponineHrnikosnto.

[MoBepXHEBUIN repMeTUYHUIA NONIMEPHUIA Wap HaknagaeTbCa Ha MOKPWUTI NpenapaToM sapa ANs NonepemkeHHs
CKIMeloBaHHA Nintoni, Wo MOoXe CYNPOBOMXKYBATUCS TakUM HebakaHuMm edeKToM, siIK CYMYTHE 3HWXKEHHS LUBMOKOCTI
po34vMHeHHs | BiogocTynHocTi. BaxaHo, Wob sk NOBEPXHEBUIN repMETUYHUI NoSiMEPHUIA Wwap 6yB BUKOPUCTAHNI TOHKWUIA
wap nonietunexrnikonto (MEN), sokpema, nonietunenrnikonto 20000 (Macrogol 20000).

Mintoni, akMM HapaeTbca nepeBara, cknagawTbca NpubnuaHo 3: a) 16,5-19% uykposoro agpa b) 43-48%
rigpokcunponinmetunuentonosm 2910 Smlla*c; ¢) 29-33% iTpakoHasony; d) 5-6% nonieTunenrnikonio 20000.

Jopamo, wWo nintoni, 3rigHo 3 AaHUM BMHaXOO4OM, MOXYTb TaKoX MICTUTW Pi3HOMaHITHI AOAATKOBI Pe4YOBUHK, Taki
AK 3rywyBadi, MacTUnbHi pe4oBUHU, NOBEPXHEBO-aKTUBHI PEYOBUHMW, KOHCEPBAHTU, KOMMIIEKCO-YTBOPIOOYI Ta XenarHi
areHTn, enekTponith abo iHWi akTUBHI IHrpedieHTW, Hanpuknag npoTu3ananbHi, aHTubakTepianbHi  areHTw,
AesiHgekTaHTn abo BiTamiHu.

Mintoni, 3rigHO 3 [aHMM BUHAxXOAOM, MOXYTb OyTW 3pyYHO PO3MILLEHHI B PI3HOMAaHITHUX (apMaleBTUYHUX
[o30BaHux copmax. MpuMRHATHI fo3oBaHi hopMy MICTATE edpeKTUBHY NPOTUrPUBKOBY KirbKiCTb Mintoni, K Le onucaHo
Buwe. BaxaHo, Wo6 nintoni 6ynu nomilleHi B TBepAi KenaTuHOBI Kancynu Takum YUHOM, WOoG Ha KOXHY A030BaHy
dopmy npuxogurnocs 100 abo 200Mr akTMBHOro iHrpedieHTy. Hanpuknag, TBepai KenaTUHOBI Kancynu, Wo MakTb
po3Mip 00, pospaxoBaHi Ha nintoni, 29-33 BigcoTka Bark SKUX CTAHOBMATb iTpakoHason abo canepkoHasor, Lo
€KBiBaneHTHo Npu6nuaHo 200Mr akTUBHOTO iHrPEedieHTy.

Mintoni, 3rigHo 3 AaHWM BWHAxXo4OM, 3pYYHO BUrOTOBMAKOTLCH HACTYMHUM CMOCOBOM. [MOKPUBHWUA PO34MH, IO
MICTUTb npenapaT, BUrOTOBMISIETHCA LUMAXOM PO3YMHEHHSI Y NPUAHATHIA PO3YMHHIA CUCTEMi BiONoOBIgHOI KirnbkocTi
NPOTUIPMOKOBOrO areHTy i BOOOPO34YMHHOIO noniMepy. MNpURHATHa po3drHHa cucTema MICTUTb CyMill MeTuneHxnopugy
i cnupTy, BaxaHo eTaHorny, Sk Moxe OyTW AeHaTypoBaHUW, Hanpukniad, 6ytaHoHoM. MpuHanmHi 50% BigcoTkiB Barv
3a3HadeHol CyMilli MOBUHHO NajaTu Ha MeTUNeHXIopua, SIKWIA rpae ponb PO3YMHHUKA Anst nikapcbkol cybcTaHuil.
OcKinbkK rigpoKCUNponinMeTUNUentono3a He MOBHICTIO PO34YMHAETLCA Yy  MeETWUNeHxnopuai, HeobxigHo aopaTtu
npuHanmHi 10% cnupTty. BaxaHo, Wob Ana NOKPUBHOTO PO34UHY GYro BUKOPUCTaHO BiQHOCHO HM3bKe CMiBBIgHOLLEHHS
MeTUNEeHXIopuay A0 ChMpPTY, Hanpuknag, Wwob 3HaueHHs ChiBBiAHOLIEHHS MeTWUMeHXITopWa/CnMpT 3Haxoaunocs B
iHTepBani Big 75/25 (Bara no Basi) go 55/45 (Bara no Basi), 3okpema npubnnsHo 60/40 (Bara no Basi). KinbkicTb
CyXOro 3anuiuky, Hanpuknag, NpoTUrpubKoBOro areHTy i BOOOPO3YMHHOrO mnosnimepy, B NiKapCbKOMy MOKPUBHOMY
PO34UHI MOXe 3HAaXOOUTUCh Y NPOMiKKY 3HadeHb Bin 7 o 10% (Bara no Basi), 6axaHo - 8,7%.

Mpouec HaHeceHHs npenapaTty (y npomuciioBoMy macwTtabi) Moxe OGyTW 3pydHO BUKOHaHWW Y rpaHynstopi 3
piouHHOW nignoxkkow (Hanpuknag Tvny Glatt WSG-30 abo GPSG-30), obnagHaHOMy OOHHOK MyrbBepusauiiHo
BTYyrkoto Blopctepa (Hanpuknag 18-gloliMoBoto BTyrkowo Blopctepa). B nabopatopHmx ymoBax npouec Moxe 6ytu
BUKOHaHUN 3a gonomorot npunagy tuny Glatt WSG-1 i3 6-glorimoBoo AoHHOK BTYNKow BropcTepa. MpupogHo, wWwo
napameTpu npouecy 3anexarb Big 06nagHaHHs, Wo BUKOPUCTOBYETHCS.

LLBnakicTe nynbBepisauii NOBUHHA peTerbHO perynioBaTuca. [lyxxe HU3bka WBUAKICTL NynbBepisalii npu3BoguTb 40
BUCYLLYBAHHA YaCTUHMW NIKAPCLKOrO PO34MHY, NPU3HAYEHOro A58 NOKPUTTA, | HAcnigKoM LbOro € HegoCTaTHA KinbKicTb
KiHueBoro npoaykty. HagTo BWcoka WBKMAKICTL NynbBepisauii Bede [0 NiABULEHHA BOSOFOCTi | HacTynHoOI
arnomMepaldii. Arnomepadis i goci € HalWbinblw cepirosHoto npobrnemol. Hwkua" weMakicTe nynbBepisauil mae
3aCcTOCOBYBATUCh Ha NoYaTtKky npouecy i NigBWLLyBaTWCb MPOMOPLIMHO TPWMBArocCTi Npouecy MOKPUTTSA | 3pOCTaHHIo
nintoni.

MoBITPSIHUA TWUCK NyrbBepisauii, SKMA BUKOPUCTOBYETLCS AN HAHECEHHS NIKAPCHKOrO PO34YMHY, TaKOX MOXe
BNNMBATM Ha npouec NOKpUTTHA. HU3bKMIN nynbBepizauiiHMin NOBITPAHUA TUCK CNPUYUHAE POPMYBAHHA BEMNMKUX
Kpanenb, HacnigkoM 4Yoro € 3poCTaHHs TeHAeHUii o arnomepadii. Bucokuii nynbeepisauiniHuiA NOBITPAHUIA TUCK MOXe
HagiliHo 3anobirT BUCYLLYBaHHIO Nig Yac NyrbBepisauii NikapCbKoro posqnHy i Ue He posrnagaeTbea sik npobrema.
BignosigHo, e Ha noYaTKoBOMY eTani NyrbBepi3auinHUA NOBITPAHUA TUCK MOXE MNIATPUMYBaTUCh HA MakCUMaribHOMY
PiBHi.

dnoignsayinHun o6'emM NoBiTPS MoXe BYyTU NPOKOHTPONBLOBaHUIA 3aBOSKWM BUMYCKHOMY KranaHy noBiTps anapary i
NOBMHEH NiTPMMYBaTUCh TAKUM YMHOM, W06 3abe3neunTy onTMMarnbHy UMpKynsdito ninone. [yxe HU3bkuin ob'em €
NPUYNHOK HeaoCTaTHLO! dontoignaadil nintoni; HaaoTo BUMCOKWIA 06'eM NOBITps Oyae nepelukomKkaTh LMpKynayii yepes
PO3BUTOK B anaparti NOTOKIB NOBITPSA Yy NPOTUAEXKHOMY HanpsiMky. B AaHomy npoueci onTumanbHi yMoBK Bynn oTpuMaHi,
KONV BUMYCKHWIA NOBITPAHUIA knanaH 6yno BigkpuTo Ha 50% BiA MakcumyMy i NOCTYNoBO MO Mipi HAPOCTaHHA npoLecy
oTBip Bigkpuascsa fo 60% Big makcumyma. BaxaHo, Wwo6 npoLec HaHECEHHs NOKPUTTA BUKOHYBaBCS MpU Temneparypi
BxigHoro nositpa Big 50°C go 55°C. Buwa TemnepaTypa MOXe NPUCKOPUTM MpoLec, ane HegosnikomM Lboro € Te, Lo
PO3YMHHUK BUNAPOBYETLCH 3 TaKOK LUBMAKICTIO, WO MNOKPWBHA piAWHa HEpiBHOMIPHO BKpUBAE MOBEPXHIO Ninltornb,
BHACMigoK Yoro hopMyeTbCs NIKapCbKUA Wap 3 OyXe BUCOKOK nopucTicTio. OckinbkM 3aranbHuMil o6'eM MOKpUTUX
ninonb 3pocTae, PO3YNHEHHS npenapaTty BidYyTHO 3HWXKaETHCA OO HENPUINHATHOrO piBHI0. OYeBUAHO, WO onNTUMarbHa
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TemnepaTypa npouecy B noganblomy Oyae sanexaTu Bin obnagHaHHs, WO BUKOPUCTOBYETLCH, NPUPOAM sapa i
NPOTUrPMOKOBOrO areHTy, pa3oBoro 06'eMy, PO3UMHHUKE | LWBUOKOCTI NynbBepisaLii.

MapameTpy, WO BM3HAYaOTLCS AN OOCATHEHHS ONTUMAarbHUX Pe3ynbTaTiB MOKPUTTH, € onucaHumu BinbL
AeTanbHO B Npuknagi, Wo HaBedeHui Huxye. Mpu npoBedeHHi npouecy HaHeCeHHs MOKPUTTA 3a LMK ymoBamu, 6ynu
crnocTepeXeHi BigTBOPIOBarbHi pesyrnbTaTu.

3 MEeTO 3HWXKXEHHSI PIBHSA 3aNMLLIKOBOrO PO3YMHHKKY B FlikapCbKoMy Liapi, NOKpUTI HUM sigpa MOXyTb ByTu 3py4HO
BUCYLLeHi B Byab-sikoMmy anapaTi ans BucywysBaHHs. [Jo6pi pe3ynbTatv MoxyTe GyTW OTpMMaHi Mpu BUMKOPWUCTaHHI
BakyyMHoro G6apabaHy Ana BUCYLLYBaHHS, SKUA 34aTHWWA NpautoBaTu NpuHaWMHi 24 roguHK, BaxkaHo - 36 roguH B
TemnepaTypHomy pexumi Big 60°C go 90°C, 6axaHo - npubnustHo 80°C, a napameTpu 3HUKEHOTO TUCKY 3HaXoOATbLCA B
NPoMixKKy 3HadeHb 150 - 400mbap (15 - 40kla), 6axaHo - 200 - 300mGap. (20 - 30kMa). BakyymHuii 6apabaH gna
BUCYLLYBaAHHS 3pY4YHO 00EpTaeThCs i3 MiHIManbHOW LWBKUAKICTIO, Hanpuknag 2-3 obepTn 3a XBUNUHY. [licna cyLlku
NOKPUTI Npenapatom sgpa MoXyTb OyTh NpocisHi.

FepMeTUYHWIA NOKPVMBHMIA MONIMEPHWIA LIAp HAaHOCATb Ha MOKPWUTI nNpenapaToM aapa y rpaHynstopi 3 piaMHHOW
NionoXKol i3 JOHHOW BTyNkow BropcTepa ans nynbBepisauil. [epMeTUYHWIA po34MH ONst NOKPUTTA Moxe OyTu
BUrOTOBMEHUM LUNAXOM PO3YUHEHHSA BiAMNOBIAHOT KiNbKOCTI repMEeTUYHOrO MOKPUBHOMO NoniMepy y NPUAHATHINA
PO34MHHIN cucTeMi. Taka cucTema, Hanpuknag, CyMmill MeTuneHxropuay i cnupTy, 6axaHo eTaHony, akui Moxe 6yTu
AeHaTypoBaHWui, Hanpuknag, 6yTaHoHoM. CniBBiOHOWEHHA METUNEHXITOPUA/CNNPT, O BMKOPUCTOBYETLCSH, MOXe ByTu
nogiéHWM OO Toro CniBBigHOLLEHHS, sike Oyro BMKOPWUCTaHe B NpoLeci BUrOTOBMEHHS mikapcbkoro wapy, TobTo ue
cniBBiAHOLWEHHA 3HaxoouTbCcA B NpoMixKy Big 75/25 (Bara no Basi) go 55/45 (Bara no Basi) i, 3okpema, 60/40
(Bara no Basi). KinbKicTb repmMeTM4yHOro MOKPUBHOrO MOMIMepy B repMeTUYHOMY MNOKPUBHOMY MNyNbBEPU3OBaAHOMY
pO34uHi Moxe cTaHoBUTM Big 7 Ao 12% (Bara no Basi) i 6axaHo - 10%. BaxaHo nepemillyBaTi repMeTUYHUA NOKPUBHUM
NynNbBEPU3OBAHUA PO3YMH MiA Yac npouecy HaHeceHHsi nokpuTTa. [MNapameTpu, sKMX HeobXigHO AOTPUMMYBAaTUCH Ha
LUbOMY eTani, no cyTi nomibHi A0 TMX, WO BUKOPUCTOBYKOTLCS Mid Yac Mpouecy HaHeceHHs npenapaTy. BignosigHi
ymoBU GinblU AeTanbHO onucaHi B npuknagi, Wwo 6yae HaBedeHUin HuxYe.,

HacTynHui eTan BUCYLWYBaHHSA MOXe CTaTh HeoOXiAHWM Micna HaHEeCEHHS repMeTUYHOrO MOKPUBHOIO MONiMEpPHOro
wapy. HagnuiikoBi po34YMHHUKM MOXYTb OYyTW nerko BUIyYeHi nig Yac BCTAHOBMEHHS napameTpiB poboTu anaparty, 3a
5-15 xBWUNWH nicnga Toro, sk Oyae BUKOHaHUI npouec nynbeepisalii.

£k npouec HaHeceHHsa npenaparTy, Tak i npoLec HaHeCeHHs repMeTUYHOT 0BONOHKN BaxkaHo NPOBOANTMN B iIHEPTHOMY
cepefoBuLi, Hanpuknag y asoTi. BaxaHo, Wo6 obnagHaHHs ONs HaHeceHHs NoKpWUTTs Oyno 3asemneHo i Gyno
obnagHaHo BIQNOBIOHOK CMCTEMOK ANA BiOHOBMEHHs nodaTtkoBoro ob'emy, aka 6 MicTuna edeKTUBHY cucTemy
KoHOeHcali.

MokpuTi NnepnapatoM i repMeTU4HO OBOMOHKOK MiNtoNi MOXYTb OyTU MOMIlLEHi B TBepai KenaTUHOBI Kancynu 3a
AONOMOIol CTaHgapTHOro anaparty Ans aBTOMaTUYHOrO HamnoBHeHHsA kancyn. BignosigHe obnagHaHHA Ans
3a3eMreHHs | geioHizalii MoXyTb 3anobirTy po3BUTKY eNeKTPOCTaTUYHNX 3apsagis.

LlIBMAKiCTE HamnoOBHEHHS KancCyn MOXe BMfMBaTW Ha PO3MNO4in Bark i NoBUHHA OyTu KoOHTponboBaHa. [dobpi
pes3ynbTaTu OTPUMYIOTb, KONW LWBMAKICTE poboTK obragHaHHS cTaHoBUTL 75 - 85% Big MakcumanbHoi, a B 6aratbox
BMNagkax - npu poboTi Ha MakCMMarnbHil WBWAKOCTI.

Takox poarnagarTbea hapMaleBTMYHI 030BaHI hopMU ANA NepoparibHOro NpU3HaYeHHs, Taki aKk TabneTkn. BoHn
MOXYTb OyTu BuMpobneHi 3a [ONOMOrow  3ararnbHOBIDOMUX TEXHOMOri  BMPOOHMUTBA i3  3aCTOCYBaHHAM
3aranbHOBIAOMUX iHrpedieHTiB abo KOMMNOHEHTIB i 3aranbHOBIOOMUX anaparTiB Ans BUrOTOBMEHHA Tabnetok. Jogamo,
O BOHM MOXYTb OyTW BMpoOneHi 3a Huabkoto cobiapTicTio. Popma TabrneTok Moxe OyTu Kpyrnoto, oBanbHow abo
OOBractolo. 3 MeTow NiABULEHHS 3PYYHOCTI KOBTAHHA NauieHTOM BENWKMX 030BaHMX ¢opMm , GaxaHo wob aaHi
Tabnetkn mManu signosigHy copmy. BignoeigHo GaxaHo, Wwo6 TabneTkn, ski MoXyTb OyTW 3pyYHO NPOKOBTHYTI, Manu
cKopilwe goBsracty, Hix kpyrny copmy. Ocobnmeo OaxaHo, Wwob TabneTkn mManu OBOBUNYKMY CRMoleHy dopmy. Ak
obroBopeHo TyT i Hagani 6inbWw geTansHo, Npo3opa obonoHka TabneTok NoBKMHHA OyTW Takol, Lo A03BONAE X ferko
MPOKOBTHYTH.

TabneTku, Wo AaloTb ePekT HeramHoro BUBINIBHEHHS NPOTUTPUBKOBOrO areHTa npu nepoparibHOMY CMOXWMBAaHHI i
TOMy MatoTb Jo6py 6ioAoCTYNHICTL, MOBMHHI 6yTW BUrOTOBMEHI TakuM YMHOM, Wob Ui TabneTkn posnaganuca ogpasy y
LUMYHKY (HeramHe BUBINBHEHHS) | YaCTKK, WO BUBINBHIOOTLCA MOBUHHI PO3TALLOBYBATUCH OKPEMO OAHAa Big OAHOI Tak,
Wwob BOHM He 3'edHyBanuCb, [OaBanv BUCOKY JOKarbHY KOHUEHTpauilo npoTUrpubKOBOro areHTy i MOXNMBICTb
ocagkeHHs npenaparty (6iogocTynHicTb). BaxkaHnin edbekT Moxe ByTW AOCATHYTUI LUMAAXOM FOMOFEHHOro PO3nodifieHHs
3a3Ha4yeHMX YacToK B CYMilli Ae3iHTerpaHTiB i PO34YMHHUKIB.

MPUIAHATHUMKN Oe3iHTErpaHTaMmy € Taki, Wo MatoTb BUCOKUIA KoedilieHT po3wnpeHHs. MpuknagamMmmn Taknx pevoBUH €
rigpodinbHi, HEPO3UMHHI 860 ManopPO34YUHHI Y BOAI NoniMepu 3 NonepedHMMU MIBKMOMNEKYNAPHUMK 3B'A3KaMK, Taki K
KpocnoBigoH (noniBiHiNMipanigoH 3 NonepeyYyHnMM MIKMONEKYNSpHUMK 3B'A3KaMu) Ta Kpockapmernosa (HaTpito
KapBoKkcMMaTUNLENtono3a 3 MNonepevYHnMN MiXKMONeKynsapHUMKU 3B'aakamu). KinbkicTb pesiHTerpaHTiB y TabneTtkax
HeramHoro BMBINMbHEHHS, 3rgHO 3 AaHWM BMHAXOAOM, MOXe cTaHoBuTU Big 3 Ao 15% (Bara no Basi), 6axaHo - Big 7
no 9%, 3okpema - 8,5% (Bara no Basi). Lia kinekictb Moxe 6yTu GinbLuoto, HixX 3BUYariHO y TabneTkax ans Toro, wob
3abe3nevnTn ocTaTouHe PO3MNOBCIOAXKEHHS YacTOK Y BENMKOMY 06'eMi LUMYHKOBOrO BMICTY Micnsi CnoXuBaHHs. OCKinbKku
Ae3iHTerpaHTu 3a cBOEo NpUpoaoko MiArpvMYyoTb BNacTUBOCTI BMBINIbHEHHS 3 TabneTok, Konv BOHW 3aCTOCOBYIOTLCS Y
BEMUKIN KiNbKOCTI, 6axkaHo po3BoaUTH TX IHEPTHUMU PEYOBUHAMM - PO3YUHHUKAMU Ta HANOBHIOBa4YaMM.

PisHomaHiTHI MaTepiann MoxyTe OyTW BUKOPWUCTaHI SIK PO3YUHHUKM abo HanoBHiBadi. [puknagamy € BucylleHa
po3nuneHHsaM abo 3HeBOXeHa maKTo3a, CyKpo3a, OEeKCTpo3a, MaHiT, copliT, Kpoxmarnb, Lentornosa (Hanpuknag
MiKpoKpucTanivHa uentonosa Avicel™), aurinpoBaHnin abo 3HEBOXEHWIA ABOOCHOBHMI chocdaT KanbLilo Ta iHWi Bigomi
peYvoBMHM Ta X cyMiwi. BaxaHol € po3noBclomKeHa y TOProBenbHIi Mepexi cymill MoHorigpaty naktosn (75%) 3
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MikpoKkpucTanivHoto Lentonosoto (25%), ska Gyna nigaaHa po3nuntoBarbHIin cywwli i aky MoxHa npuadaTtu nig Ha3Bowo
Microcelac™, KinbKicTb po34MHHUKIB ab0 HanoBHIOBadYiB y TabneTkax 3HaXOAUTLCSA Y NPOMIXKKY 3Ha4eHb NpubnunaHo Big
20% po 40% (Bara no Basi). baxkaHo - Big 25% Ao 32% (Bara no Basi).

Tabnetkn MOXyTb MICTUTU PI3SHOMAaHITHI iHWI 3aranbHOBIOOMI KOMMOHEHTW (SK oauMH Tak i Binblie), Taki sk
3B'A3ytodi, OydepHi areHTW, MacTunbHi, NOM'AKLIYIOYI Ta CKNelYn areHTW, nigcoriogkyeadi, apomartusatopu Ta
GapBHUKW. [esiki KOMNOHEHTW MOXHa BUKOPUCTOBYBATW ofpa3sy Ans AeKiNbKoX Linen.

MacTunbHi Ta NOM'SKLWYBaribHi areHTu MOoXyTb OyTW 3acTOCOBaHi Npu BMPOOHMUTBI NEBHUX AO30BaHUX POPM i
3BMYaANHO X BMKOPWCTOBYIOTH MpU BMPOOHWUTBI TabneTok. MNpuknagamu Takux MacTUMbHUX Ta MOM'SKLIYBamnbHUX
areHTiB € rigporeHisoBaHi POCMWHHI onii, Hanpuknag rigporeHizoBaHa onis 3 ciM'aH 6aBOBHW, CTeapaT MarHito,
cTeapiHoBa KUCNoTa, Nnaypwuncynbgar HaTpilo, naypuncynbgar MarHilo, KonoigHUn AUOKCUE KPeMHito, Tanbk, X cyMilli
Ta iHWi Bigomi pevoBMHU. LlikaBUMK MacTUNbHUMK | NOM'SIKLIYBaribHUMK areHTammn € cteapat MarHito Ta cymill creapaTty
MarHito i KoroigHoro Aiokcuay KpemHito. BaaHum MacTUNbHMM areHTOM € FiAporeHisoBaHa poCnWHHa onia Tuny |
(mikpoHisoBaHa), 6inblw GaxaHo - rigporeHizoBaHa AeogopopoBaHa onis 3 cim'sH 6aBoBHM (siKy npogatoTb Karlshamns
nig Hassoto Akofine NF™ (konuiwHa HasBa - Sterotex™)). MacTUsbHI Ta NOM'SIKLWYBaribHi areHTW 3BMYaiiHO CTaHOoBMATb
Big 0,2 oo 7,0% Bing 3aranbHoi Barn TabneTku.

|HWIi KOMMOHEHTK, Taki Sk GapBHUKK, Ta MIrMEHTU MOXYTb TaKoX OyTW OO4aHUMW OO BMICTy TabneTok, 3rigHo i3
OaHUM BUMHaxXomooM. BapBHUKM i NirMEHTU BKMOYaOTh AIOKCME TUTaHy Ta iHWIi GapBHUKK, SiKi MOXHA BXMUBATU 3 TKeElO.
BapBHMKKM, 3a gaHUM BUHaxXogoM, He € OOOB'A3KOBMMW KOMMOHEHTaMu TabneTok, OgHaK y pasi BMKOPWUCTaHHS
OapBHUKiB, BOHM MatoTb ByTn HagaHi y kinbkocTi 0o 3,5% Big 3aranbHoi Barn TabneTok.

Apomatunsatopy € HeoOOB'A3KOBMMU KOMMNOHEHTAMW B KOMMNO3WUUi i BOHU MOXYTb OyTW OOpaHi 3 CUHTETUMYHMX
apomaTU4HNX Macen abo HaTypanbHUX apoOMaTUYHUX Macer, eKCTPaKTIiB 3 NMCTA POCIWH, KBITOK, NogiB TOLO, a Takox
X koMmGiHauin. [1o HUX MOXHa BiOHECTW: KOPU4YHY Ofisl, COCHOBY Ofilo, MepueBy onilo, NaBpoBy orfisl, aHicoBy onito,
eBKaninToBy Ta TiM'AHOBY orfito. TakoX ik apomMaTu3aTopu MOXYTb OYTW KOPMCHUMW BaHiflbHa onis, UMTpycoBi onii,
AKi MICTATb NMMOHHY, NOMepaHLeBy, BUHOrpagHy Ta rpeindpyToBy; pYKTOBI eceHuii, Taki sk abnyHesa, GaHaHoBa,
rpylieBa, NepcuKkoBa, CyHWYHa, ManvHOBa, BULIHEBa, CMMBOBA, aHaHacoBa, abpukocoBa Towo. KinbkicTe
apomaTu3aTopiB MOXe 3anexaTy Big YMCreHHUX aKkTopiB, WO BKIoYaloTe B cebe | 6axaHnii opraHonenTuyYHUN edekT.
3BuYaiiHo, apomMaTtm3atopu HagaHi y kinekocTi Big 0% o 3% (Bara no Basi).

£k BigoOMO, CyMill, 3 SIKOT BUTOTOBNSAOTLCS Tabnetku, nepeq npecyBaHHaAM Moxe OyTu nigaaHa cyxin abo Bonorin
rpanynsauii. Mpouec BUrOTOBMEHHA TabNETOK, 3a CBOE CYTTHO € iHLWM, HiXK CTaHOapTHWUN, | NErKo BUKOHYETLCS LUMAXOM
hopMyBaHHSA TabneTok BignoBigHOT hopMun 3 GaxkaHol CyMilli iHrpenieHTiB, 3 BUKOPUCTAHHSAM CTaHLapTHOrO npecy ans
TabneTok.

TabneTku, 3rigHO i3 OaHUM BUHaxo4oM, MalTb B NofanblioMy OyTW BKpUTMMM Mpo3opoto obornoHkow And
NoKpaLleHHs cMaky, ANs NOMiMNWEeHHs YMOB KOBTaHHS i eNeraHTHOro 30BHilLUHbOro BUrnagy. Bigomo 6arato npuiHATHUX
noniMepHUx MaTepianis Ang BUIFOTOBSIEHHSI NPo30poi 060NOHKW. BaxaHnMm maTtepiarioMm Ans BUrOTOBIEHHS MPo3opol
obonoHkn € rigpokcunponinmetunuentonosa [MML, ocobnueo - MIML, 2910 5mla*c. IHWi npuiAHaTHI gna
BUFOTOBIIEHHSA Npo30opoi 0OONOHKN nomniMepu, Taki SK rigpokcunponinuentonosa i akpunar-meTakpuiaToBi conorimepu,
MOXYTb OYTU BUKOpUCTaHi y AaHoMy Bunagky. OKpiM YTBOPKOOYMX Npo3opy 0BOMOHKY nomnimepiB, BOHa MOXe MICTUTK
nnactudgikatopy (Hanpuknag nponineHrnikone) i, He06OB'A3KOBO, NIrMEHTU (Hanpuknag aiokeua TuTaHy). CycneHsis,
3 akol copMyeTbCa npo3opa 0BOfIoHKa, Mae MICTUTK TarnbK fIK aHTU-agre3sMBHUA MaTtepian. Y TabneTkax HeranHoro
BMBINbHEHHS, 3rigHO 3 AaHWM BUHaxo4oM, npo3opa oboroHka MoBMHHA OyTU HEBenWKow i y nepeknagi Ha Bary
cTaHoBUTK MeHLWe 3,5% (Bara no Basi) Big 3aranbHoi Barn TabneTtku.

BaxxaHumu gosoBaHMmn cdopmMamMmn € Taki, B KOTpUX Bara 4Jactok ctaHoBuTb Big 40% po 60% Big 3aranbHoOi Baru
BCiei nosoBaHoi hopmK, Bara po3vmMHHUKIB cTaHoBUTE Big 20 go 40%, Bara gesiHTerpaHTiB ctaHoBUTH Big 3 Ao 10%,
3anMLOoK CTaHOBWUTE oAnH abo Binblue KOMMOHEHTIB, Lo ONucaHi BuLe.

Ak npuknag nepopaneHOi [o30BaHOi dopMu, Aka MicTuTe 200Mr iTpakoHasony, MOXHa HaBeCTW HacTymnHy
dopmyny:

LlykpoBi cchepu 250-355MM (45-60 meww/265 mr)

ITpakoHason (200 mr)

[MIMLL 2910 5miMa*c. (200 mr)

MikpokpucTtanivyHa Lentonosa (529mr)

[igporeHisoBaHa pocrvHHa oniga Tuny | MikpoHizoBaHa (6mr)

Mpy BMKOPUCTaHHI ONMWCaHWX BULLe napameTpiB Moxe OyTW OTPUMAaHUIN 3PYYHWUWA, PenpomyKTUBHWUIA BUPOBHUYUIA
MeTog, BUFOTOBIEHHS Nintofi, Wo MicTUTb s8apo (45-60mell), nikapCbKnii NOKPUBHMIA LWap NPOTUIPUOKOBOro npenapary,
BOLOPO3YNHHUIA MomniMep, TOHKUA TFepMETUYHUIA MoniMepHUn wap. PapMakoKiHETUYHI OOCHIOXEHHs AoBenu, LWo
OTPUMaHi Taknum YMHOM Mintoni MalTb YyAOBY PO34YMHHICTL | 6iogoCTynHICTb.

BaxkaHumn [o30BaHUMK hopMamu, 3rigHO 3 AaHUM BMHAXOOAOM, € Taki, 3 KOTpUX NpuHanMHi 85% mpocTynHoro
iTpakoHasona po34MHAETLCA Ha NpoTAsi 60 XBWUNKWH, AKWO Ao30oBaHa ¢opMa, Wo ekBiBaneHTHa 200Mr iTpakoHasony,
nepesipeHa Tectom USP <711> B npunagi ona po34vnHeHHs USP-2 npu ymoBax, AKi TOYHO BignoBigaloTb HAacTyMHUM:
900Mn wTy4Horo wnyHkoBoro coky (1,8r NaCl, 6,3mn koHueHTpoBaHoi HCI i 9r nonicopbaty 20, posdmHeHi y 900mn
ANCTUNBOBaHOI BoAMW) Ha BoasHi GaHi 3 Temnepatypoto 37°C i wemakicTio obepTaHHa nonater - 100 06/xB. Kancynu,
WO BUWKOHaHi 3a mnonepefHiM BM3HaYeHHsIM, MOXyTb MaTu Q >85% (60'). BaxaHo, Wo6 kancynu 3rigHO 3 AaHUM
BUHaXO4OM po34uHioBanuch weualwe i manu Q>85% (30).

[aHWii BUHaXig TaKoX CTOCYETHCA NOKpaLLaHHA METOAY BUMIPY LUBUOKOCTI PO3YMHEHHS B 3aNeEXHOCTI Big TeXHOmorii
BWTOTOBJSIEHHS MiMtoni, sika BiAPI3HAETBCA TUM, WO PO3YMHHE cepefoBuLle MICTUTb NpubnuaHo 1% (Bara no ob'emy)
HeioHI30BaHOro cyphakTaHTy 3 HM3bKOK MOMEKYNAPHOK Barow, Takoro Ak nonicop6at 20. [Nepearow Uboro
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MOANIKOBEHOrO PO3YMHHOMO cepenoBMmLla Hag iHWMMK BiGOMUMU PO3YMHHUMU cepedoBMLLAMU € OAWH HecnofiBaHui
pe3ynbTaT - iCHYBaHHA 3pOCTaloyoro 3B'A3Ky MK hapMakoKiHETUMHMMUW napamMeTpaMu, OTPMMaHUMUN B eKCrnepuMeHTax
in vivo, i LaHUMK NO PO34YMHHOCTI, 0B4YMCrEHMMU in vitro.

Mig Yac gocnigkeHHa My NopiBHIOBaNW AeKinbka NapTii Nintosb, BUFOTOBIIEHNX 3@ HALLIOK BIIACHOK TEXHOSOrIELD,
obunagi - BiQOMY i HOBY TEXHOSOrilO, Tak camo SIK i YMCNeHHi HenigTBepaKeHi KoninoBaHi TexHomnorii BUrOTOBMEHHS
nintonkb.

Konun wBunakicTe po3YMHEHHS Y WITy4HOMY wnyHkoBoMy coui (1,8r NaCl, 6,3mn koHueHTpoBaHoi HCI, posdnHeHi y
900Mn gucTunboBaHo! BOAMW) 3a LMMK TEXHOMOrisMKU Oynn NopiBHAHI i3 obumcneHnm cnisBigHoweHHsaM MMNK (nrnowuHa
nig kpvBoto - iHgekc GiogocTynHocTi) i koedilieHT Cmax (MakcMManbHUin piBeHb Yy nnasmi), koedilieHTn kopensuil
©ynn 0,900 (MNK) i 0,8913 (Cmax) BigNoBigHO; Mpu 3acTOCyBaHHi HOBOro MeTody Ui koediuieHTM kopenauii 6ynu
0,957r (MrK) i 0,9559 (Cmax) BignosigHo.

B nopanblwoMy el BUHaxig CTOCYETbCA MiMonb, SK Le ONWCaHO BUMLE, MPU3HAYeHUX Ans BMKOPUCTaHHSA Npu
BMIOTOBJIEHHI hapMaLeBTUYHUX JO30BaHWX POpM ANsi NepoparibHOro Npu3HadeHHs nauieHTaM, Wo cTpaxaarTb Ha
rpubkoBy iHdeKUilo, NpUYOMy OfHa Taka [o30BaHa dopMa Moxe ByTu npusHadeHa BKalaHOMy nauieHTy oguH pas Ha
noby.

[aHuii BUHaxig TakoX CTOCYETbCS BMKOPWCTaHHA Nintofib, 3rigHO 3 TUM, AIK Lie ONncaHo BULLE, ANS BUTOTOBIEHHS
dapmaLeBTUYHMX A030BaHUX ¢opM AN NepoparnbHOro MpU3HaYeHHs nauieHTam, Lo CTpaxgalTb Ha rpubkoBy
iHdbekuito, NpryoMy ofHa Taka A4o3oBaHa dopma Moxe ByTu npuaHaveHa BkasaHOMY MauieHTy oguH pas Ha foby.

Mpuknag

HacTynHi npouecn HaHeCeHHs NOKPUTTS NPOBOASATH Y HEBENUKOMY NPUCTPOI0 3 OBMEKEHO MICTKICTIo. 3Bakaroum
Ha ue, NnpubrnaHo B cepedyHi Npoulecy horo HeobXiaHO NepepBaTu Ana Toro, Wob po3finMTu maTtepian Ha ABi OAHAKOBI
nopuii, koTpi Hagani nigoawTbcs obpobui okpemo opHa Big opHol. Lle cBiguMTb, WO y BENUKOMY MpPUCTPOI,
NPUAHATHOMY AN BUPOGHMLUTBA Yy NPOMUCNOBUX MaclwTabax, npouec He noTpebye nepepuBaHHs, i TOMY npoLecu
HaHeCeHHs1 NOKPUTTS MOXYTb 6YTW BMKOHaHI B oQUH eTar.

a) PosunH iTpakoHasony 1, Wo po3numoeTbes

Y nocyn 3 Hepxkagitoyoi ctani (15n) yvepes dinbTp (5MKM) Gynun 3aBaHTaxeHi MeTuneHxnopug (6,383kr) Ta eTaHon
(4,225kr). ItpakoHason (370r) Ta rigpokcunponinmetunuentonosn 2910 5Smla*c (555r) popaeBanu nig 4yac
nepemillyBaHHs. MNepemillyBaHHA TpMBano, AOKW He Byro AOCATHYTO NOBHE PO3YMHEHHS.

6) PosuunHu iTpakoHasony 2 i 3, Wo po3nunoloTbes

Y nocyn 3 Hepxkagitoyoi ctani (10n) yYepes dinbTp (5MKM) Gynun 3aBaHTaxeHi MeTuneHxnopug (5,434kr) Ta eTaHon
(3,623kr). ItpakoHazon (315r) Ta rigpokcunponinmeTunuyentonosn 2910 5mPa.s (472,5r) popaBanu nig 4ac
nepemillyBaHHS.

[MepemilyBaHHA TpMBaNo A0 AOCATHEHHSI NOBHOMO PO3YUHEHHS.

MpoLec noBTopOBanu Ans po3ynHy iTpakoHasony 3 Ans po3nuneHHs.

B) Po34nH ans repMeTMYHOro NoKpUTTSA, WO po3nunoeTbea 102

Y nocyp 3 Hepxagitodoi ctani (5n) Yepes ¢inbTp (5M) nig Yac nepemilyBaHHs Oynn 3aBaHTaKeHi METUNEHXTopUA
(5,434kr) Ta etaHon (315r). MNonieTunenrnikons 20000 (Macrogol 20000) (87,5r) nogaBanu O po3yvHy 1, OOKWU BiH
He cTaBaB roMoreHHUM. [MogiGHUM YMHOM BUFOTOBSIBCS PO3HUH 2.

r) MNMpouec HaHeceHHA npenapary

[paHynsaTop 3 pignHHo nignoxkkoto (Glatt, Tun WSG 1), obnagHaHuin 6-4lMoOBOK (OONUA nynbBepisaTop)
BTynKoto Biopctepa 3anoBHsanu 250-355um uykpoBuMU Kynbkamu (45-60mewws) (575r). Kynbku nigirpianu cyxum
noBiTpsaM 3 Temnepatypoto npnbnusHo 50°C. dnignayBanbHUn 06'eM NOBITPS KOHTPOMIOBABCA BiOKPUTTAM BUMYCKHOMO
noBiTpsiHoro knanaHy fo 45% Big mMakcumymy. PosunH iTpakoHasony 1, Wo posnuntoBaBcs, NoTiM GyB HanUNeHun Ha
KyrbKW, SiKi nepecyBanuck y anapaTi. Po34nH po3nunsanu is WeMAKICTo goctaekyu npubnuaHo 15r/xe, npu NoBiTpstHOMY
TUCKY nyrbBepisauii npubnusvo 1,9 - 2,06ap (0,19 -0,2MMa). Konu npouec nynbBepizalii 3aBepTaBcs, MOKPUTI
KynbKu1 BUCYLLYBanv B NOAAaNbLUIOMY 3a AOMOMOrOK CyXoro noBiTps, ke Hagxoauno 3 Temneparypoto 60°C npoTsirom 2
XBUIWH. TTOKPUTI KynbKK NOTIM OXONOMKyBanu B anapati Cyxum MoBiTpaAM, WO Hagxoawuno 3 Temnepartypoto 20-25°C,
npotsirom 10-20 XBUNWUH. AnapaT BUNOPOXKHSAMN, YacTKOBO MOKPWUTI nNpenapaToM Kyrbku 36upanu i posginsanu Ha asi
opfHakoBi nopuii no 730r y KOXHIN.

AnapaTt 3anoBHAMM nopuielo 1 4acTKOBO NOKPUTUX NpenapaToM KynboK. Kynbku nigirpiBanu cyxum noBiTpsam 3
Temnepatypoto npubnmsHo 50°C. PnroignsyBanbHMin 06'eM MNOBITPA KOHTPOMNIOBABCHA BIOKPUTTAM BUMYCKHOTO
noBiTpsiHoro knanany o 45% Big Makcumymy. Po3dnH iTpakoHasony 2, Wo po3nusioBaBcs, NOTIM HAMWUMANW Ha KYrbKuy,
AKi NnepecyBanuck y anaparti. PO34uH po3nunsany i3 LWBKAKICTIO OOCTaBKkM NpubnuaHo 15r/xe, Npyu NOBITPSHOMY TUCKY
nyneBepisayii - 1,9 - 2,06ap (0,19-0,2Mrla). Konu npouec nynbBepisaLii 3aBepLlUaBcs, NOKPUTI Kynbku obcyluysanu,
B noganblioMy 3a SOMNOMOrO Cyxoro MoBiTPs, WO Hagxoaurno 3 Temnepartypoto 60°C, npotsaroMm 2 XBWUMKUH. MokpuTi
KyrnbKu ©ynn noTiM OXONoaxyBanu B anapati CyxXum MNoBiTpsAM, ke Hagxoawuno 3 Temneparyporo 20-25°C, npoTtarom
10-20 xBWnMH. AnapaT BUMNOPOXKHSAMW, MOBHICTIO NOKPUTI Npenapatom Kynbku 30upanu i 36epiranu ix y GapabaHi i3
Hepxagito4oi cTani.

Mopuito 2 4aCTKOBO NMOKPUTUX KYNbOK NMOKPMBanu TakMuM CaMMM Y/MHOM MNyribBEpPi30oBaHNM PO34MHOM iTpakoHasony 3
A0 NOBHOIO NOKPUTTS MpenapaTtom NoBepXHi Kynbok.

e) MpomixkHe BUCYLLYBaHHS

3 MEeTOI 3HWKEHHSI PIBHA 3aNnMLIKOBUX PO3YMHHUKIB NOKPWUTI KyNbKW, Hagani, niggaBanu BUCYLLYyBaHHIO. [oKpuTi
KyrnbKA BUCYLWYBanu npoTtaroM 24 rogauH npu Temnepatypi 80°C i Tucky 200-300mbap (20-30klMa). BucylleHi nokpuTi
KynbKkn npocitoBanu Yepe3 cuta (Sweco SW U; wupuHa BiYok cuta - 0,75MM) 3 MeTOK BUSTYYEHHS KOHrriomeparis
(npu6nuano 300r), oTpumytoun NpubnuaHo 2,594kr nintonb, KOTPi NOZINANN Ha ABi ogHakoBi nopuil.

-10-

60318 C2

UA



v N

sl €09

[ARS

170

15

20

25

30

35

40

45

50

55

60

65

X) MNpouec HaHeCeHHA repMeTUYHOro NOKPUTTA

Mopuito 1 BUCYLUEHUX MOKPUTMX KYNbOK CTAaBUMM 3HOB Y rPaHynaTop 3 pigMHHOK Mianoxkow, obnagHaHWin BTYMKOK
BropcTtepa, i nigirpisanu cyxum noBiTpsaM 3 TemnepaTtypot npubnuato 50°C. MNynbBepisoBaHU repMeTUYHNI po3dnH 1
noTiM HanunanuM Ha NOKPWUTI KyrbKW, AKi nepecyBanucb B anaparti. PO34nH po3nunany i3 WBUAKICTIO AOCTaBKK
npubnuaHo 15r/xB, NpWM NOBITPSIHOMY TUCKY nNynbBepisaudii - 1,66ap (0,16Mlla). Konu npouec nynbBepisauil
3aBepLUaBcsl, MOKPUTI Kynbku oOOGCylWwlyBanu B noganbLIOMy 3a [OMOMOIOK CyXoro MOBITPs, sike Haaxogwusno 3
Temnepatypoto 60°C npotarom 4 XBWNKUH. [OKPWUTI KynbkM MOTIM OXONOZXKyBanu B anapati CyXum MOBITPsIM LU0
Hagxoauno 3 TemnepaTypoto 20-25°C, npotarom 5-15 xBunuH. Anapat BUNOPOXKHANK, Nintoni 36upanu i 36epiranm ix y
BiANOBIOHNX KOHTelHepax. [lopuilo 2 BUCYLIEHWX MNOKPUTUX KYNbOK MOKPMBanIM repMeTUYHWM MyrbBepi3oBaHUM
PO34YMHOM 2 TAKUM CAMUM YMHOM.

3) HanoBHeHHSA Kancyn

[MokpuTMMKM npenapaToM NIMONAMW HanoBHANW TBepAi enatuHoBi kancynu (posmip 00), BMKOPUCTOBYIOHUU
CTaHOapTHWIA aBTOMaTUYHMI anapaT Ans HanoBHeHHs kancyn (Hanpuknag mogenb GFK-1500, Hoffliger- and Karg,
HimeuunHa). 3 MeTolo OTPMMaHHA Kancyn 3 MpaBUSIbHWM PO3MOALINOM Bark LUBUAKICTE HAMOBHEHHS 3HWXYBanu OO
75-85% Big MakcumarnbHOI. KoxHa kancyna MICTUTb Mintorni, 3aranbHa Bara KOTpUX CTaHoBWUTb NpubnmaHo 650Mmr, wo
eKBiBaneHTHo npubnuaHo 200Mr iTpakoHasony. BUKOPMCTOBYKOHYM napameTpu Npouecy, Lo OnucaHi BUlLe, MOXKHa
oTpumaTtn TBepai kenaTuHosi 200-minirpaMoBi Kancynu iTpakoHasony, siki BignosigaloTb BCIM HEOOXiOHUM BUMOram,
30Kpema cneymdikauii, o CTOCYeTbCA PO3YMHHOCTI.

i) BnacTnBocCTi po34nHHOCTI

JocnimkeHHa po3ynHHOCTI BUKOHyBanu ana 200 - minirpamoBux kancyn. Cepegosuwiem 6yrno 900Mn WTy4HOro
wryHkoBoro coky (1,8r NaCl, 6,3mn koHueHTpoBaHoi HCI i 9r nonicopbaty 20 posdnHeHi y 900Mn AUCTUILOBAEHOI
Boan) npu Temnepatypi 37°C B anapati 2 (USP 23, <711> Dissolution, ctop. 1791-1793) (nonacrTi,
10006/xB.).Bynu oTpumaHi HacTynHi pesynbTaTy:

ObumncneHa koHueHTpauis (%, Bara no Baai) akTUBHOI 103K

Yac (xBunuHu) | 3pasok 1 |3pasok 2|3pasok 3 |3pa3ok 4 |3pasok 5|3pasok 6 |cepeHe
0 0,00 0,00 0,00 0,00 0,00 0,00 0,00
5 13,23 9,95 11,41 10,87 10,90 12,68 | 11,51
15 62,55 | 57,38 | 71,55 62,37 | 55,44 64.62 | 62,32
30 104,13 | 95,36 | 106,20 | 100,13 | 106.52 | 98,28 | 101,77
45 108,27 | 99,54 | 108,59 | 101,25 | 108,99 | 101,43 | 104,68
60 108,18 | 99,09 | 108,36 | 101,34 | 108,45 | 101,97 | 104,567

K) TexHonorisi BUroTOBMEHHs TabneTok

3rigHo i3 npouenypoto, Wo onucaHa Buige, BUTOTOBNANN Niftoni, AKi Manv BaroBe CMiBBIigHOLIEHHS iTpakoHason Ao
MML, 2910 mlMa*c = 1:1. Mintoni 3araneHolo Baroto 665Mr (BkNtovaroun 265Mr LykpoBMX Kynbok 250-355mkm, 200mMr
iTpakoHasony i 200mr nonimepy) Oynv 3miwaHi i3 529Mr MikpoKkpucTaniyHoi Lentonosn i 6Mr rigporeHisoBaHoi
pocnuHHoi onii Tuny | (mikpoHizoBaHo!) i cnpecoBaHi 3a gonomoroto Exenterpress Courtois 27. NoBepxHsa npecy -
20MM x 9,5MM, oBanbHa, 11 nnowmHa - 167,26Mm, Byna BUKOpUCTaHa AN CTBOPEHHS KOMMPECINHOro TUCKY - 2700Kr/KB.
CM, OTpUMaHi TabrneTkn MaTb HOMiIHanNbHy Bary 1200mr, TBepgicTb - 10,2 OaH. Lli TabrneTkn po3UmMHIOKTECA MEHLU, HiX
33 2 XBUJTUHW.

®opmyrna BMHaxony

1. Nintons, ska MICTUTb LieHTpansHe Kpyrne abo cdepnyHe S4po, NOKpUTE NMiBKOK 3 BOAOPO3YMHHOIO MOniMepy,
NPOTUTPUOKOBUM areHToM Ta repMeTU3YUUM NoNiIMEPHUM LIapoM, Sika BiApPISHAETLCA TUM, WO SAPO Mae giameTp Big
250 po 355 mkm (45-60 meLw).

2. Mintona 3a n.1, Aka BiAPI3HAETLCA TUM, LLO KOMMOHEHTN 3HAaXoOATbCs B TAKOMY CMiBBIOHOLLEHHI B 3aneXHOCTI Bif
3araribHoi Macu ninwoni:

mMarepian aapa Big 10 8o 25 %,;
BOZOPO34YUHHWIA nonimep Big 3910 60 %;
NPOTUrPUBKOBUIA areHT Big 26 10 40 %;

repMeTUaylouniA NoKpUBHWA nonimep  BiA 4 0o 7 %.

3. Nintonsa 3a n. 2, aka Bigpi3HAETbCA TUM, WO MartepianomMm agpa € UykpoBi kKyrbkn 250-355 mkm (45-60 melw),
BOOOPO3YNHHUM NONIMEPOM € TiOpPOKCUNPONINMETUALENN038, 8 NPOTUIPUOKOBUM areHTOM -iTpakoHas3or.

4. Mintonsa 3a n. 3, ska BiApPI3HAETbLCA TUM, WO CMiBBIgHOLWEHHS Macu NPOTUrPUGKOBOrO areHTa i BOOOPO34YMHHOIO
nonimepy konueaeTtbea Big 1:1 go 1:2.

5. Mintons 3a n. 2, sika BigPI3HAETbCA TUM, LLIO repMeTU3YI0HNM NOKPUBHUM NOMIMEPOM € NONIeTUNEHINIKOMb.

6. MNintons 3a n. 3, gka BiApi3HAETbLCA TUM, O MICTUTL:!

LyKpOBUX s4ep 16,5-19 %;

rigpokevnponinmMeTunuentonoav 29105 mMa -c 43 - 48 %;
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iTpakoHa3ony 29 - 33 %,;
nonietuneHrnikonto 20000 5-6%.

7. ®apmaueBTMYHA Oo30BaHa ¢opMa, WO MICTUTb Nintoni, Aka BiAPI3HAETbCA TUM, WO MICTUTE egeKTUBHY
NPOTUrPMOKOBY KiNbKiCTb Nintonb 3a 6yab-akum 3 nn. 1-6.

8. ®apmaleBTUYHa go3oBaHa popMa 3a n. 7, sika BiApPIi3HAETbLCA TUM, WO € TBEPAOH XKeNaTUHOBOK Kancysoto.

9. Cnocib BUroTOBMEHHS Nintofb, WO BKMOYAE MOKPUTTA KynboK, o6cyllyBaHHs OTpUMaHUX sigep i HaHeCeHHs
rEPMETUYHOIO MOKPUTTS, SKUA  BigpPi3HAETbCA TWMM, WO LYKPOBI Kyrnbku 250-355 mkm (45-60 melu) nokpusaroTb Y
rpaHynsaTopi, obnagHaHoMy BTynkolo BiopcTepa (OOHHMI NyrbBepu3aTop) 3 MNCEeBOO3PIMKEHUM LUApOM  LUISXOM
HanWmoBaHHA Ha HWX NPOTUrPUOKOBOro areHTa i BOAOPO3YMHHOMO MOMiMepy B OPraHiYHOMY PO3YUHHUKY, LLUO
cKrnagaeTbcsl 3 METUNEHXIIoOpUAY | eTaHony, a HaHEeCeHHs1 repMeTUYHOrO MOKPUTTA Ha BUCYLLEHI sigpa 34iMCHIoTD
LUNSIXOM HanuImioBaHHSA Ha HUX repMeTU3YIoHOro NOKPMBHOMO MONIMEPY B OPraHiYHOMY PO3YMHHUKY, LLO CKIadaeTbes 3
MeTUNeHxXIopuay i eTaHony, fke BiOOyBaeTbCA y rpaHynsaTopi 3 NCeBOO3PIMKEHUM LapoM, obnagHaHOMy BTYIKOH
BropcTepa (OOHHWUIA NynbBepr3aTop).

OdpiliiHnii GroneteHb "lMpomucnoaBa BnacHicTe". KHura 1 "BuHaxogn, kopucHi mogeni, Tonorpadii iHTerpansHux

MmikpocxemM", 2003, N 10, 15.10.2003. [epxaBHWU genapTamMeHT iHTeneKkTyanbHOi BracHocTi MiHicTepcTBa ocBiTU i
HayKku YKpaiHu.
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