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CMNOPIOHEHI 3AABKA

Lis sasBa BuTpebye npioputeT 3a 3aaBkot Ha [mateHT IHAii Ne 202011010072, nogaHow 9
BepesHa 2020 poky], BUHaxig AKOI BKMHOYEHO A0 LbOro AOKYMEHTa B YCi CBOIM MOBHOTI LUISXOM
NOCUIaHHS.

FANY3b TEXHIKW, 0O AKOI BIAHOCUTLCA BUHAXIA

Y peskux acnekrax Lewn BMHaxig CTOCYETbCA NiKapCbKNX hOPM 3 KOHTPOMbOBAHUM BUBINBHEHHAM,
AKi BKMOYalOTb ApoTaBepiH abo Knoro cinb, abo noaibHi Ailoyi peyoBWHM, SKIi CXWUNbHI OO
OKUCNIOBasbHOI Ta MigponNiTUYHOI Aerpagauii, a TakoXX MeTOAIB iX NPUroTyBaHHSA. Y AesKMX acnekrtax
BMHAXif, CTOCYETbCS NiKyBaHHS CUMMNTOMIB LUITYHKOBO-KULLKOBUX, OiniapHux, yponoriyHmx Ta/abo
rHEKONOrNYHUX pOo3MafiB, L0 XapaKTepusylTbCA CMAaCTUYHUMW CTaHaMu [fagkoi MycKynaTypw,
LUMSAXOM BBEOEHHS NiKapCbknx OOPM 3 KOHTPOSIbOBAHMM BUBINTbHEHHSIM, OMUCAHMX Y LibOMY BMHaxXoAi.

MEPEOYMOBW CTBOPEHHA BUHAXOLY

Y ui ranysi TexHikn gobpe BiOOMO MpPO NPUroTyBaHHSA Nikapcbkmx copM, siki nepeabavaloTb
KOHTPONbOBaHe BWBINbHEHHA (PapMakonoriYyHO aKTUBHMX PEYOBUMH NPU MNepopanbHOMY BBEAEHHI
nogam Ta TBapmHaM. Jlikapcbki popMy 3 KOHTPONbOBaHUM BUBiNbHEHHAM (KB) 3MeHLY0Tb KpaTHICTb
BBEAEHHSA, HeobXiaHY ANs NiATPUMKM TepaneBTUYHO e(eKTUBHOroO piBHIB Npenaparty B nnasmi. Kpim
TOro, npoAykyoun b6inbw ctabinbHi piBHI NpenapaTy KpoBi, Taki MikapCbki OPMU MOXYTb 3MEHLUUTK
3HaYHi 3MiHW piBHIB nNpenapaTty B nnasmi, WO CrnocTepiralnTbca MK Aosamu. Jlikapcbki copmu 3
KOHTPONMbOBaHMM BWBINIbHEHHAM Mpu3HadeHi aAna 3abesneyeHHa OGinbw TpuBanoro nepiogy
dapmakonorivHol Aii nicns BBEAEHHS, HXK TOW, L0 3a3BUYan AOCAraeTbCa nicnsg BBEAEHHS J030BaHNX
dopM 3 HeravmHuM BUBINbHeHHAM (HB). Taki 6inbw TpuBani nepiogn peakuii 3abesnevyoTb
TepaneBTUYHUIN edeKT, KU He OOCAraeTbCs npenapaTtaMmyv 3 HeramHuMM BUBINbHEHHSIM. Kpim TOro,
npenapaTu 3 KOHTPONbOBaHUM BUBINbHEHHAM NPU3BOAATL A0 KpaLLOl KOMMMAEHTHOCTI NaUieHTIB.

[poTaBepiny rigpoxnopua [(2)-1-(3,4-pneToKCiBeH3unigeH)-6,7-gueTtokci-1,2,3,4-
TeTparigpoi3oXiHOMiH] € NoXigHUM B6EH3MMI30XiHOMiIHY Ta € aHanorom nanasepiHy.

NH O o~
NS N

(2)

)fo

MonekynapHa maca gpoTtasepiHy ctaHoBuTb 397,50 r/monb, a emnipuyHa popmyna -CaaH3ziNOa.
[poTaBepiH - Lie NOTY>XHWUI CNa3MoniTUK, SKui gie 6e3nocepeHbOo Ha rnagky MycKynartypy, iHrioyr4m
aKTMBHICTb chocdogiecTepasu, i Akun no3basneHnin Byab-aKMX aHTUXOMIHEPTiYHUX NOBIYHMX edekTiB.
[poTaBepiH € CenekTMBHWUM iHribiTopoM i3odepmeHTy docdogiectepasn IV i BiH OyB BM3HAHWI
KOPUCHUM 119 peryrnoBaHHSA CNacTUYHUX po3nagiB rnagkol MyckynaTtypu. [poTaBepiH Mae NoABINHUA
MexaHi3am gii. No-nepwe, BiH iHribye depmeHT docdogiectepasn IV (PDE V). Lle cnpuynHsie
NigBULLEHHS PIiBHS LMKNIYHOrO ageHo3nHoBoro moHodgocdaty (CAMP) y rnagkin myckynaTypi, Lo
NPU3BOAWUTL [0 3HWXKEHHSI KOHUeHTpauil BinbHMx ioHiB kanbuito (CA?*). TMo-gpyre, BiH iHribye
kanbmoayniH (CM), skuii € Binkom, Lo 3B'A3ye KanbLiil. 3MEHLUEHHsT KinbkocTi ioHiB Ca?* pasom 3
iHriOyBaHHAM KanbMoZymniHy MpPM3BOAMTE A0 iHribyBaHHSA YTBOPEHHS "KanbMoAyniH-KanbLieBOro
komnnekcy" (CM-CAZ?*). Lleit npouec iHribye chepMeHT kiHa3u nerkux nadutoris MioauHy (MLCK), wo
npu3sBoAnTbL A0 AedocdhopunioBaHHA KoOMMnekcy docdaTiB akTOMIO3MHY i, TAKUM YMHOM, CMPUYMHSE
HopmarnisaLito rnagkoi MyckynaTypu.

JdpoTaBepiH - uUe AOyXe MOTYXHWA Ta 0e3neyHuit aHTMcnasmaTudHM 3acib (cnasmoniTuk),
npuaaTHWA Ans nepoparnbHOro Ta NnapeHTepansHoro BBeAeHHS. B gaHnin yac gpotasepiH npodaeTbes
AK 3BUYanHMI npoaykT 3 HB, nokasaHui npu cnasamatmyHomMy 6omto rmagkoi Myckynatypu. BiH 3Himae
Oinb Ta 3anobirae cnasmy rnagkoi MycKynaTypu pi3HMX OpraHiB He3anexHo Big ix ¢yHKuii Ta
iHHepBaLii. MNepLw 3a BCce, NnpenapaTt NOOAVHLi Ta B MOEAHAHHI 3 iHWWMKU NpenapaTammn NoKasaHui npu
NiKyBaHHI Pi3HMX LUMYHKOBO- KMLLKOBMX, BiniapHMX, yponoriyHux ta/abo riHeKkonoriYyHnx posnagis, Lo
XapaKTepu3yTbCa CNAaCTUYHUMKN CTaHaMu rMagkoi MycKynaTypw.

Hanpuknapg, gpoTtaBepiH nokasaHui npu:

i) CMacTUYHUX CTaHaXx LUMAYHKOBO-KULLKOBOIO TPaKTy: CUHAPOM MOAPA3HEHOro KuULEYHWUKa, Mpu
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XKOBYHMX KOfiKax Ta CrnacTUYHMX CTaHaxX >XOBYOBMBIOHUX LWNAXIB, Hanpuknag, XoneuucroniTias,
XONEeLUMUCTUT, XONaHTiT.

il) HUPKOBUX KONikax Ta CNACTUYHUX CTaHax Ce4YoCcTaTeBOro TpakTy: HedponiTias, ypeTponiTtias,
nieniT, LMcTnT.

iii) cnacTMYHUX cTaHax MaTku: AUCMEHOPEs, HEMUHYYMIA abopT, TeTaHyC MaTku.

BiH TakoX LUMPOKO BUKOPUCTOBYETLCH ANS CTUMYNAUIl nonoris, Npu Tepanii cnactu4Horo 6onio
yepe3 BUpasKy LIAYHKY Ta [BaHaguUATMNanoi KULWIKW, a TakoX nepeq iHCTPYMEHTanbHUMU
AiarHoCTUYHMMM nMpoueaypamn. 3aTtBepakeHi 4oboBi Ao3n cTaHoBNATbL 120-240 Mr (y 2-3 po3gineHmx
po3ax) y gopocnux, 40-120 mr (y 2-3 po3gineHux gosax) y giten Bikom Big 1 go 6 pokie Ta 80-200 mr
(y 2-5 posgineHnx posax) y niten crtaple 6 pokiB. Yepe3 CBOWO HeaHTUXOSIHEpPriYHy npupoay
ApOTaBepiH MOXe CMINMBO MNpu3HayaTuCb MNPOTArOM TpuBanoro nepiogy uvacy. [potaBepiH OyB
3apeecTpoBaHui y 6inbLu Hix 50 kpaiHax, B €Bponi, Asii, Adpuui Ta LleHTpanbHin AMepuui.

Y Takux nokasaHHsiX, K CMHOPOM nogpasHeHoro kuwedvHuka (CrK), konum 6inb € nepeBaxarunm
CUMMATOMOM, aHTUcnasmaTuyHi 3acobu Oynn Ta 3anuwarTbCsa OCHOBHUMM 3acobamu Tepanii.
[poTaBepiH 34iMCHI0E HOPMAani3ylo4Min BAMAMB Ha rMNagKy MYCKynaTtypy KWWEeYHWKa, Lo Aonomarae
nonerwmntn 6inb Ta He Mae nobivyHMX ecdpekTiB Ha BIiAMIHY Big aHTUXONiHepriyHMx 3acobis.
AHTMXOMIHEPriYHMX aHTMcnasMaTndHmx 3acobis yHukaoTb npu CIK, kony npucyTHin 3akpen (3akpen
npu CI1K - ue nepeBaxato4min CMMNTOM).

[poTaBepiH npuHOCUTL nonerweHHs 6onw npu cnasmy i y Bunagky CIIK 3aBaskm cBoin
YHiKanbHi agpecHin aii Ta npu3BoAUTb A0 HOpMani3auii CKOPOYEHHS rragkoi MyckynaTtypu. Takum
YMHOM, BiH HE CNPUYUHSIE 3aKper, WO pobuTb NpenapaT NpuaaTtHUM AN BUKOPUCTaHHS Yy BCIX TMnax
CMNK (CIK 3 nepeBaxaHHaAM piapei, CIK 3 nepeBaxaHHsM 3akpeny Ta 3miwanun CrIK).
AHTUCNA3MaTUYHUIA OpOTaBEPiH OABHO BUKOPUCTOBYETBCS ANA MOMErWeHHss Gomio nNpyu CUHOPOMI
noapasHeHoro kuweyHuka (Clr1K). OgHak 3anuwaeTbCca NUTaHHS, ke nonsrae B TOMy, WO npenapart
NOBUHEH BBOAMTUCH 2-3 pasu Ha AeHb, WO MOXe NPU3BECTM A0 NOraHoi KOMMMaeHTHOCTI NauieHTIB, a
TaKoX 0O HE3PYYHOCTEMN ANS HUX.

Binb y xuBoTi € nowupeHoo npobnemoto y giten. PisHOMaHITHI po3nagn MOXYTb CIPUYUHATY Y
Aiten roctpun 6inb y xuBoTi. [lpoTaBepiH - ue edekTnBHUA Ta 6e3nevyHnn dapmaueBTUHHUN 3acid
npy nikyBaHHi peumanBytodoro 6ono y XMBOTI B AUTMHCTBI. Llen npenapat € HawnyacTiwe
3aCTOCOBYBaHWM JliKapCbKNM 3acOBOM NO NOKa3aHHSX, HE 3aTBEPIKEHUX AePXXaBHUMU PErYIOYUMU
opraHamu, npu npobrnemMax TpaBHOro TpakTy Yy AiTen AOLWWKINbHOrO Ta LWKINbHOro BiKY.

[poTaBepiH OyB MOB'A3aHUI 3 MOSMIMWEHHAM Xo4y Neplloro nepiogy nosoriB 6e3 36inblIeHHs
deTo-MaTepUHCLKOI HECYMICHOCTI Y XIHOK, LLO paHille He HapoaxyBanu. [JpoTaBepiH MOXHa BBaXaTu
edekTBHMM Ta 0Oe3neyHVM apmaueBTUYHUM 3acoO0M Ansi CKOPOYEHHS TpMBarocTi MepLuoro
nepiogy CNOHTaHHWX NOMOrIB Y XiHOK, L0 paHille He HapoaxXyBanu.

[poTaBepiH € ehpeKTVBHMM Ta KOPUCHUM Ansi MOKpaLleHHs cTaHy Ta/abo nikyBaHHSA JOOpOsKICHOI
rinepnnasii nepegmixypoBoOi  3ano3u, po3nagiB  CeYoBUMYCKaHHHA, po3nagis, MoB'A3aHnX 3
ANCAYHKLIEID Ce4Y0BOro Mixypa, CUMMNTOMIB HWKHBOIO TPaKTy CEYOBUMYCKaHHS, MOB'A3aHnX abo He
noB'dA3aHnx 3 A0OPOSAKICHOIO rinepnnasiclo nepeamixypoBoi 3aro3n, HETPUMAaHHS CEYOBMUMYCKaHHS,
0OCTpyKLUii BMXIQHOrO OTBOPY CEYOBOro Mixypa, NoB's3aHoi abo He noB'A3aHoi 3 [OOPOSAKICHOH
rinepnnasielo nepegmixypoBoi 3ano3n, iHTepcTUUianbHOro UMCTUTY Ta HagaKTMBHOIMO CEYOBOro
Mixypa.

[poTaBepiH Oyxe edeKkTMBHO crpuse nooauvHui abo B noegHaHHI 3 iHWWMW Npenapatamu
nonerweHHo 6onicHoro crnasmy npy HaMpPi3HOMAaHITHILLMX 3aXBOPIOBAHHAX FACTPOEHTEPOIIONiYHOrO,
YPOIOriYHOro, riHEKOMNOriYHOro Ta/abo akylepcbKoro NOXOOXKEHHS i € npenapaTom nepLioro Bnbopy
npuv HeBigKNadHIN MeauyHin gonomosi. [lpoTaBepiH He Mackye CUMMMTOMU "rocTporo XmeoTa", i us
0CcobnUBICTb ApoTaBepiHy pobUTb NOrO YHIKanNbHUM.

CnasmoniTuk, nofibHui gpoTaBepiHy, Ta aHTMNpocTarnaHavH, nogibHN medeHamiyHin KMCMOoTi,
MOXYTb BMKOPUCTOBYBaTWCb B HAKOCTI aHamresii y >XiHOK, Skum Yy KniHiui 6yna BctaBneHa BMC
(BHYTpilLHBOMaTKOBa cnipanb). [poTaBepiH 3meHWwye binb Ha paHHiW CTagii Ta MiACUME CTIMKUIA
3Hebontorunn edhekT medeHamiuHOi KncnoTu. NoegHaHHSA gpoTaBepiHy Ta MedeHaMiYHOT KUCMOTHU €
eeKkTMBHUM [Ansi 3MeHLWeHHss Oomn nig 4ac npouenypu, a WNOro fJis TpuBae [JOBLUE, HiX Ais
napauepsikanbHoi 6nok-aHecTesii abo BHYTPILLHLOBEHHOI ceaaldlii.

HopgaBaHHA ppoTaBepiHy [0 aueknodeHaka 3abesnedye 3HaYHWA TepaneBTUYHWUIA edekT Y
nonerweHHi 6omno, MNOB'A3aHOr0 3 MNEPBUHHOK AWCMEHOpPeel. [poTaBepiH NpoAyKye LUBMAKE
nonerweHHss 6on 3aBAsSKM aHTMCNa3MaTuuHIA Aii, ToAdi sK aueknodgeHak 3abe3nedye CTiKkUR
3Hebontooumin edekt. Takum 4YMHOM, KOMOiHaUilo hikcoBaHOT J03U aueknodeHaka-apoTaBepiHy 3
HeramHuMm BuBINbHeHHSA (HB) cnig BBaxatn edekTMBHUM MikyBaHHAM MEPBUHHOI AMCMEHOpPET, LWo
[obpe nepeHoCcUTLCS.

Y nauieHTiB 3 roCTpUM iHPEKUINHUM racTPOEHTEPUTOM NPU IiKyBaHHI ApOTaBepiHy riapoxXnopnaom
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(80 mr) Ta napauetamornom (MNLM) 500 mr BigOyBaeTbCA 3HAYHE 3HUXKEHHSA BOMO B XXMBOTI MOPIBHAHO
3 nauieHTamu, ski otpumyBanu nuwe [UM, gemoHcTpytoun edekTuBHiCTb koMOGiHauii HB 3
dikcoBaHMM 003yBaHHAM ApoTaBepiHy rigpoxnopugy (80 mr) Ta PCM (500 mr) ans noninweHHsa cTaHy
npu 60nto B XXMBOTI, NOB'AI3aHOMY 3 rOCTPUM IHEKLIMHUM racTPOEHTEPUTOM.

Y nitepatypi 6ynu gocnigxeHi geski iHWi Moxnuei KombiHauii npenapartiB 3 4poTaBepiHOM:

Y pokymeHTi [W0O2016075617] onucaHo, Wo koMbiHauis 3HeBOM4oro Ta aHTMCNa3mMaTuyHoOro
npenapartiB, Takux sk, ibynpodeH (400 mr) Ta gpoTasepiH (80 Mr), Ans NikyBaHHA MEHCTpyanbHUX Ta
YepeBHMX cnasmis, nonerwye Ginb, NOB'A3aHUIA 3 MEHCTPYaLielo Ta YepeBHMMM Cna3Mamu.

Y poborTi [Zhu, J. et al (2017)], onncaHo, Wo kOMOIHOBaHa Tepanis keTopornaka, gukrodeHaka Ta
ApoTaBepiHy € edheKTUBHOI A51s nocrabneHHs 6onto y BUNAaAKy rocTpoi HUPKOBOI KOMikn, 0cobnmneo
Oono BHACMigOK cepedHboro Ta MPOKCUMAarbHOrO MiTiady CevoBigHUX LINAXIB, | WO usa Tepanis 6yna
nos'dA3aHa 3i 3MEHLLEHNM BUKOPUCTAHHAM €KCTPEHOT aHanreaii.

Yci ui 3apeecTpoBaHi Ons npogaxy KombiHauii 3 ApoTaBepiHOM € AOCTYNHUMW Yy BUrnagi
nikapcbkux opM 3 HEramHMM BUBINBHEHHSM, i B XXOOHIM 3 LMX KOMOGiHaLiM He onucaHi npenapaTtu 3
KOHTPOIbOBaHMUM BUBINTbHEHHSIM.

Cnocib BBefeHHSA nikapCbkMX 3acobiB He BMnMBaEe Ha (hapMakoKiHETUYHI napameTpu, Taki SK
eniMmiHauis, nepioa HaniBBMBEAEHHS, KMNipeHC NnasMu, HUPKOBUI KNipeHc Ta ysBHWUIA o6'em posnoginy
ApoTasepiny, [Bolaji Oo et al.,, 1996]. bynu gocnigxeHi dapMakokiHeTU4HI napameTpu TabneTok
apoTtasepiHy 80 wmr 3 HerawHum BwuBINbHeHHAM (HB). EnimiHauia npenapaty B OCHOBHOMY
BinOyBa€ETLCSA HEHMPKOBUMM LLUNISAXaMW, OCKINbKM HUPKOBWUIA KnipeHc ctaHoBuB nuwe 0,31 +/- 0,13 %
Big 3aranbHoro kripeHcy nnasmu. MNMokasHuk abcontoTHoI GiogocTynHocTi 6yB 3MiHHUM Ta 3aneXHUM
Bil KOHKPEeTHUX cyb'ekTiB | 3HaxoamBcs B AianasoHri 24,5-91 % i3 cepeaHim 3HavyeHHsM 58,2 +/- 18,2 %
(cepegHe +/- cTaHpapTHe BigXurneHHs). MoxHa npunycTUTH, WO BMCOKA Pi3HUUS Y MOKa3HUKax
biogocTynHocTi gpoTaBepiHy rigpoxnopvay nicna nepopanbHOro BBEAEHHSI NPU3BOANTL 00 3HAYHUX
MiXXOCOBMCTUX  BiOMIHHOCTEM Yy TepaneBTWYHIM peakuii Ha npenapaT. Y  [OCHIOXEHHSX
hapmakokiHeTMKn Ta 6iogoCTynHOCTI ApOTaBepiH nokasas LWBUAKY abcopbuito, a came: novaTtok Aii
BNPOAOBX 12 XBWMMH nicnsg nepopanbHOro BeBeAeHHsa Tabnetok 3 gosow 80 mr ta mamke 90 %
abcopbuito npenapaty 3 ToHKOI KuwKK. [likoBi piBHi npenapaty B nna3mi 6ynu oTpumadi yepes 1-3
roovHu, a enimiHauia HaniBBMBeAEHHsI CTaHOBUTL Big 7 Ao 11,95 roguHu. [lpoTaBepiH, Sk 3gaBanocs,
OyB Ooyxe 6e3neyYHnM y TOKCMKOMOTYHMX SOCIIKEHHAX, OCKINbKM NOBiAOMNEHU nepopaneHuin LD50
Anst gpotasepiHy -> 1000 mr/kr macu Tina, a oTxe, Mae LUNPOKMIA TepaneBTUYHUIA diana3oH (Blasco G,
1996).

Y nokymeHTi [CN102149382] ngetbca npo Te, Wo ApoTaBepiH y BinbHin dhopmi abo y BurnsAgi coni
€ KOPMCHUM AN noninweHHsa cTaHy Ta/abo npw nikyBaHHA 40OpOsKiCHOT rinepnnasii nepegmixypoBoi
3ano3u, MOPYLUEHHSAX CEYOBUMYCKAHHS, CTaHax, MOB'A3aHMX 3 AMCHYHKLIE CEe4YO0BOro Mixypa,
CYMMNTOMIB HWXHBbOTO TPaKTy CEYOBUMYCKaHHS, sKi MOB'A3aHi 4M He MoB'A3aHi 3 A06pPOSKICHO
rinepnnasielo nepeaMixypoBoi 3ano3un, HeTpumaHHs cedi, OBCTpyKUii BUXIAHOTO OTBOPY CEYOBOrO
Mixypa, iHTepcTuUianbHOro UMCTUTY Ta HadakTMBHOrO CEe4YoBOro Mixypa, noB'a3aHux abo He
nos'd3aHnx 3 [Jo0OpOosKiCHOW rinepnnasielo nepeaMixypoBoOi 3anosu; e MNepeBaxHOoW Cinno
ApOTaBepiHy € ApoTaBepiHy rigpoxnopug. 3anponoHoBaHi  hapmaueBTUYHI  KomMnosuuii  6ynu
npuaaTHAMN ANs BBEAEHHSA nepopanbHuM abo napeHTepanbHUM cnocobamum i MOXyTb OyTu Takox
NPUroToBneHi And  nig'a3uyHoro,  NiALWKIPHOro,  BHYTPILLIHBOM'A30BOr0,  BHYTPILIHLOBEHHOIO,
BHYTPILUHLOLLKIPHOIO, MicLleBOro abo pekTanbHOro BBeAEHHs. PapmaueBTUYHI KOMMO3ULIT roTyoTb
LUMAXOM BKIIOYEHHS dhapmaLeBTMYHOI AobaBku (o6aBokK) y chiBBigHOWEHHI Big 1 % MacoBOI YacTku
8o 90 % MacoBOi 4acTkMm Ha OCHOBi BarM gpoTtaBepiHy abo noro coni. MNpuknagu OOMNOMIKHUX
PEYOBMH, O BWKOPUCTOBYIOTbCA AN MPUrOTYBaHHA TBepAux apMaueBTUHHUX KOMMO3WLIN,
BKITHOYAIOTh, HAMpUKNagd, NakTo3y, caxapo3y, KpoxXmarb, TanbK, LIEnono3dy, OEKCTPUH, KAOSiH, KanbLito
kapboHaT ToLLo.

Mpu npuroTyBaHHi TBEpAOi KOMMNO3uWUii y BUrMAgi Tabnetkn Ail0YMA KOMMOHEHT 3MIllYETbCS 3
AOMOMDKHUMW peyvoBMHaMK. Tabnetkn MOXyTb OyTM BKpUTI caxapo3or abo iHWMMKU mpugaTHUMM
mMaTepianamu, abo BOHM MOXYTb BYyTU 0OpPOBMEHi Takum YMHOM, LLO BOHWM MalTb MPOSIOHrOBaHy abo
BiACTPOYeEHyY Aito npenapaTy, i BOHW NOCTINHO BUBINbHAIOTL 3asganerigb 3afaHy KifbKiCTb akTUBHOMO
iHrpeaieHTa. lNMpenapaT y BUrNsdi XenaTUHOBUX Karncyrn OTPUMYIOTb LUASXOM 3MillyBaHHSA Lil040ro
iHrpedieHTa 3 po3pimpKyBayeMm i LWISXOM BUMMBAHHSA OTpPMMaHOi cyMilli y m'siki abo TBepai kenaTuHoBI
kancynu. Npu NpuUroTyBaHHi pigknMx KOMMo3uuii Ans nepopanbHOro BBeAEHHS MOBIAOMNAETLCHA NPO
BMKOPUCTaHHSI 3BUYAMHOrO IiHEPTHOro po3pigKyBaya, Takoro Sk Boga abo pocnuHHE Macho.
HaBegeHo onuc pigkmx KOMMO3MLiA, L0 BKMAYalTb, HAa [0OaTOK A0 iHEepPTHOro po3pigxyBaua,
OOMOMDKHI  PEYOBUHW, TakMX SK 3BOSIOXKYKOYI pPEYOBUHW, CyCneHsivHi gobasku, nigconomkysadi,
apomartm3atopu, 6apBHMKM Ta KoHcepBaHTW. OTpumaHa pigka KOMMO3uLis MOXe 3anoBHIOBATUCL Y
Kancynu, BUrOTOBMeHi 3 marepiany, wo abcopbyeTbCsa, Hanpuknag, 3 XenatvHy. Y BuHaxogi,
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onucaHomy B [gokymeHTi CN102149382], HaBegeHo [lpuknaguM pO3YMHHMKIB abo CyCneH3inHUX
CepenoBMULL, LLIO BUKOPUCTOBYOTLCS AN1S NPUrOTYBaHHSA KOMMO3ULiA AN napeHTepansHOro BBELEHHS,
a cawme, iH'eKuii Ta cyno3uTopii BKMOYaTb BOAY, NPONINEHMiKOMb, NonieTUneHrnikons, 6eH3nnosun
cnupT, etunoneart, neumtiH Towo. [lpuknaguM peyvyoBUH OCHOBM, WO BUKOPUCTOBYKOTLCA ANs
CyMno3uTOpIiB, BKMOYalOTb, HANpUKnaa, Macno Kakao, eMynbroBaHe Macno Kakao, naypvHOBWUIA ninig,
BiTencon. Konn «komno3swuuii, HaBegeHi y [gookymeHTi CN102149382], BBOAATL  MNIOAWHI
napeHTepansHuM abo nepopaneHMM cnocoboMm, LoAeHHa Ao3a ApoTaBepiHy KonmBaeTbed Big 15 o
250 wmr; Ta nepeBaxHo Big 120 go 240 wmr. binbw nepeBaxHO, Oo03a ApoTaBepiHy rigpoxnopuay
ctaHoBuTb 40 Mr Big OAHOro A0 LWeCTU pasiB Ha AeHb, abo 80 mr, Big 04HOro A0 TPbOX pasiB Ha AeHb
B SAKOCTi nikapcbKol ¢opMy 3 HeramHum BUBINbHEHHAM. [lito gpoTaBepiHy JocnigkyBanu Ha
iHOYKOBAHOMY MJSlaTO CKOPOYEHHS B i30NbOBAaHOMY M'A3i-4eTpy3opi NoanHW. Y  OOKYMEHTI
[CN102149382] nokasaHO, WO [ApoTaBepiH iHAYKYe 3HayHe, 3anexHe Big KOHLUeHTpauii,
po3cnabneHHs1 CKOPOYEHHS M'A3y-AeTpy3opa NI0ANHM.

HokymeHT [EP2709599 B1] cTtocyeTbcs CTivikol apMaueBTUYHOI KOMMO3uUUii ApoTaBepiHy
rigpoxnopuay 3 HeramHVM BUBINBHEHHAM AMs NepopanbHOro BBeAEHHS. Y OOKYMEHTI MPONOHYETLCS
dapmaLeBTUYHA KOMMNO3KWLIA Y BUrNAAI M'AKOI kancynu Ans nepoparnbHOro BBEAEHHS, WO MICTUTb Bif
5 pno 30 % (macoBa 4acTka) ApoTaBepiHy rigpoxnopuay; npuHanMHi 60 % (MacoBa 4acTka) pigkoi
CyMiLLi HEIOHHOT rigpOdINbHOI NOBEPXHEBO-aKTUBHOI PEYOBMHM Ta HEIOHHOI rigpodobHOT NOBEPXHEBO-
aKTMBHOI PEYOBMHU, € HEIOHHOIO TiapOdINbHOI NOBEPXHEBO-aKTMBHOK peyvoBMHO € nornicopbat 80,
a HEeioHHO TiapodOBHOK NMOBEPXHEBO-AKTUBHOK PEYOBMHOK € MPONINEHrNiKoNIbMOHOKanpunaT; e
CNiBBIQHOLWEHHA Macu ApOoTaBeEpPiHY rigpoxnopuay A0 Pigkoi cymilli NOBEpPXHEBO-aKTUBHOI PEYOBUHM
ctaHoBuTb Big 1:3 go 1:7. Y gokymeHTi [EP2709599 B1] posrnsgaetbcs npobnema 3 KOMNo3uuisimu
Ha OCHOBI XenaTuHy, sika npeacTaBnsie cobo O4vYeBMAOHE MNafiHHS PO3YMHEHHSI MpU CTapiHHi,
noB's3aHe 3 MDKMOMEKYNAPHUM 3LUMBAHHAM MNPOAYKTIB, WO MICTATb XenaTtuH. Take 3LMBaHHSA
CMPUYNHSIE YTBOPEHHS HabpsKnoi, AyXe TOHKOI, XOPCTKOI, ryMOBOi, BOOOHEPO34YMHHOI MemMbpaHu,
Takox Bigomoi Ak nenikyna. lMenikyna gie Ak 6ap'ep i obmexye BuBINbHEHHA npenapaTy. Taki
npenapaTu, K ApoTasepiH abo horo hapmMaueBTUYHO NPUMHATHI COMi YM rigpaTtu, MaloTb TEHOEHLIo
pearyBaTtu 3 XeNnaTuHOM i iHOYKYIOTb 3LUMBAHHS, 3aBOSAKA AKOMY MOXMIMBICTb NaAiHHS PO3YMHEHHS Nig
Yyac gocnigKeHb CTINKOCTI npenapaTy € BUCOKo. Y aokymeHTi [EP2709599 B1] raeTbcs npo Te, WO
Take 3LMBaHHS XenaTuHy JoNaeTbCa OAaBaHHAM MEBHUX CNabKMX KMCMNOT, TakuxX siKk BUHHA KUCIOTA,
NMMOHHA KucroTta abo ixHi KombGiHauii B NoegHaHHI 3 rniuMHOM; Yy KinbkocTi npubnusHo Big 0,1 oo
1,0 % macwu Ha ocHOBiI hopMynu XenaTuHoBOi 06onoHkN. Kpim Toro, B UbOMY JOKYMEHTI MOETbCS Npo
Te, WO MepeBaXHa XenaTUHOBa KOMMO3MLis ANs BUKOPUCTaHHS Npu NoOYyAOBi M'SKMX KenaTUHOBUX
Kancyn Ans BUKOPUCTAHHA 3 KOMMO3MLIAMW OpoTaBepiHy BKMNOYae XenatuH Ta nnactudikaTop
(nnacTtudpikatopm), nodibHMI NponineHrnikomnto, a TakoXk copbit. PedynbtaTn nokasytoTtb, wo 100 %
(macoBa 4acTka) posBefeHOro ApoTaBepiHy rigpoxnopuay BUBINbHAETbLCA Yepe3 30 XBUMUMH ANg
Tabnetkn NoSpa® Ta yepes 45 xBUNMH AN KOMNO3uLii BigNoBigHO Ao gokymeHTa [EP2709599 B1].

HokymeHT [EP1200088A2] cTOCYETLCA aHANreTUYHOIXKAPO3HKYBaNbHOI KOMMO3MLiT 3 HEranHUM
BUBINbHEHHAM Y BUIMA4i TabneTtky, WO BKAOYAE napaueTamon Ta ApOoTaBepiHy rigpoxnopua, a Takox
docaTt KoAeiHy B SKOCTi aKTUBHWX iHrpedieHTiB B Cymiwi 3 ogHielo abo Kinbkoma opraHiyHumu
KMcnotamm 4m  Kamito copbatom B gkocTi cTabinisatopis, ogHuM abo kinbkoMa 3a3Buyan
BMKOPUCTOBYBAHNMM hapmaLeBTUYHUMU OO0MNOMDKHUMU MaTepianamu. 3araneHo
BMKOPWUCTOBYBAHUMW HaMoOBHIOBa4YaMn Ta oOcHoBaMu Oynu nakTtos3a, MaHiTon, copbiTt, rmigaHTw,
Hanpuknag, MarHito cTeapart, CTeapuHOBa KUCROTa Ta TanbK, a TakoX PeyvYOBUHU, WO CNpUSIOTb
AesiHTerpauii, Hanpuknagd. noni(BiHiNnoni-niponigoH), KpoxMarnk, Uuentorosa Ta NirMeHTW, Hanpuknag,
okenan 3aniza (lll) abo opraHiyHi GapBHMKK. PapmaueBTMYHI  KOMMO3UUiT 3 [JOKYMeHTa
[EP1200088A2], gk BapiaHT, BUKOPUCTOBYBaNM HaMOBHIOBaYi TUMYy caxapuay Ta OpraHiyHy KUCnoTy B
AKocTi cTabinizaTopa. TakoX KiNbKiCTb MNPOAYKTIB PO3KMafdaHHs Yy KOMMO3MUiSAX 3 [OKyMeHTa
[EP1200088A2] BusiBMNach HM3bKOK HaBIiThb MiCs TPMBAoro nepiogy Yyacy B ymoBax NpuCcKOpPeHuX Ta
OOBIrOCTPOKOBMX TECTIB CTiMKOCTI. lNMoBigomnanoch, Wwo 1abneTtku, siki BAPOONSATLCA BiAMNOBIAHO A0
pokymeHTa [EP1200088A2], € CTiikumu 3 TOYKM 30pY AK i3NYHMX, Tak i XiMIYHUX acnekTiB.

Y iHOiNCbKin  naTeHTHIM [3asBui  1625/DEL/2006] nponoHyeTbCsi TBepAa MepoparbHa
(hapmaLeBTUYHA KOMMO3WLiA, $fKa MICTUTb [ABi TepaneBTUYHO edeKTUBHI peyvYoBUHU | sKa
BMKOPUCTOBYBAaTUMETLCS SIK aHTUCNasMaTu4Ha Ta 3Hebont4da KoMnosuuis. Y 3asBui MaeTbes npo
Te, WO aHTMCNa3MaTuyHi npenaparu, Taki 9k ApoTaBepiH, YacTo Npu3HayaTbCsa 3 NpoTM3ananbHUMK
3acobamu, Konu € 3ananbHUA cTaH, NOB'A3aHU 3 M'A30BMMM cnasmamu. Y 3asBui onucaHo, Lo ABa
npenapaTtu, TO6TO keToponak TPOMeTaMiH Ta APOTaBEPIHY rigpPOXNopuAa, KON BOHWU 3HaxO4ATbCs Y
ckrnagi [o30BaHOi opMM Yy BUrMA4i CyMilwi, 3a3HalTb MNeBHOro obcary perpagauii. Y 3asBui
HeCcyMiCHICTb MiX npenapatamu Oyna obiingeHa LUNSAXOM YHUKHEHHSI KOHTaKTy MK KeTOpOnakom i
ApOTaBepiHOM, Ta LUMASIXOM OTPUMaHHSA TBEpPAOi nepoparnbHOoi hapmMaueBTUYHOI KOMNO3WLiT Yy BUrNAgi
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ABolwapoBoi TabneTtku. TBepaa nikapcbka ¢hopma Takox BKYae apMaLeBTUYHO MNPUAHATHWUIA
HOCI/, SKMIA BKMOYae oauH abo Kinbka po3pigKyBauiB, 3B'A3yBanibHUX PEYOBUH, AE3iHTErpaHTiB,
rMigaHTiB Ta 3MaLlyBanbHUX PEYOBMH.

Y pokymeHTi [RU2535049C1] onucaHo npouec npuroTyBaHHs cTabinisoBaHOro ApoTaBepiHy
riogpoxnopmay. 3  MeTo  3axuCTy  OpoTaBepiHy  rigpoxropugy  Bi4 — OKMACNIOBanbHOro
pos3knagaHHsa/gerpagauii ApoTaBepiHy rigpoxnopua KpUcTanisyeTbCa y NpUCYTHOCTI cTabinidytouoi
nobaBku 3 cyMilli MMMOHHOI KUCNOTW Ta i HaTpieBoi coni B kinbkocTi Ao 1,0 % Big macu gpoTaBepiHy
rigpoxnopuagy, NogaHoro Ans Kpuctanisadii. Y uboMy AOKYMEHTI HaBe4eHO OnNuUc MeTony OTPUMaHHS
cTabinisoBaHoi peyoBMHM OpOTaBEpPiHY TiOpPOXNOpMAY LWNSXOM BBeOeHHs cTabinisytoumx aobaBok,
KU XapaKTepu3yeTbCcs TUM, O cTabinisytouvi obaBkM BBOASATLCSA B peakLiiHy Macy nig vyac npouecy
nepekpucTanisadii ApoTaBepiHy rigpoxnopuay 3 po3yunHy. Y gokymeHTi [RU2199308C1] onucaHo, wo
crabinisauis gpoTaBepiHy rigpoxnopuay NPOBOAUTBLCA LUMSIXOM BBEAEHHS Y PO34MH cTabinisytoumx
[o6aBoK, TaKMX SIK HATPItO CyNbdiT, eTUNOBMIA CIMPT TOLLIO.

Y pokymeHTi [W02019149917A1] HaBegeHO onuc dapmMaueBTMYHOI KOMMNO3WLil 3 HeranHum
BUBINbHEHHAM, sika MICTUTb, Y OAHIN [O030BaHin popmi, MeTami3on, ApoTaBepiH Ta KodeiH, i
XapakTepusyeTbCs TUM, WO MeTami3on y 3ragaHii KoMnosuuii NPUCYTHIN y POpMi rpaHynaTy, LWo
MiCTUTb MeTami3on, a pAgpotaBepiH Ta KodeiH MPUCYTHI no3a rpaHynsatom. Y [AOKYMEHTI
[W0O2019149917A1] nageTbcs npo Te, WO kombiHauis MeTamisony, ApoTaBepiHy Ta KodeiHy Bigoma
CBOIM CUIbHUM 3HebonuYnm edekToMm, i Taka KombiHauiss MoXe BMKOPUCTOBYBATUCL Yy pasi
CUnbHOro i nocTiHoro 6Gonto Ta nuxomaHku. Kpim Toro, kombGiHauis 3HeGOonioH4Y0i peyoBUHU
(MeTamizony) 3 aHTMCNAa3MaTUYHOK PEYOBMHOK (OPOTaBEPiH) ePEKTUBHO MOMErye cnacTu4Hi 6oni,
WO BUHMKaKOTL Mig Yac MirpeHi, MeHcTpyauji, Konik Towo. TpeTs Aditoya peyoBuHa (KodeiH) y uin
KoMMo3uuii gonomarae, 3abeaneyyoun WBNALWY Ailo npenaparty Ta Nocuntoe 3HeboNYyY At iHLWMX
peyoBMH (MeTami3on Ta ApoTaBepiH). YCi MpouuToBaHi BULLE OOKYMEHTW OMWCYOTb Npenapatv 3
HeramHMM BUBIMbHEHHSIM, | XXOOEH 3 HMX He CTOCYETbCHA niKapCbkMx OpPM [pOTaBepiHy 3
KOHTPOIbOBaHMM BUBINTbHEHHSM.

Y pokymeHTi [OM Prakash et al., 2013], nosigomneHo npo po3pobKy nnasBar4oi cuUcTemmu
AOCTaBKM NnaBalymx nikapcbkux 3acobis, WO MiCTATb gpoTaBepiH. OCHOBHa MeTa AOCHiAXKEHHS, Npo
sake nosigommB OM Prakash, nondrana B Tomy, wo6 po3pobuTtu nnasatodi Tabnetkn apoTasepiHy
rigpoxnopvay, Ski NOAOBXYIOTb 4Yac nepebyBaHHA B LUNYHKY Ha 3aranbHuMW 4Yac dnoTauii, Lo
nepesuye 24 roguHu. Lle AocnigXeHHst TakoX OMUCYe BUKOPUCTAHHA KoMOiHauii rigpodinbHmx
(rMMU) Ta rigpodobHux (carbopol-934P) nonimepiB sik HEOOXiOHWMX KOMMOHEHTIB pas3oM 3 HaTpito
KapboHaTOM Ta NMMMOHHOI KUCITOTOI SIK ra30yTBOPHOKYMX PEYOBUH AN 3abe3neyeHHs 24-rogMHHOro
Npodinto BMUBINbHEHHS fikapcbkoro 3acoby. Jlikapcbka dopMa BignoBiAHO OO0 LbOro AOCHiAKEHHS
OEMOHCTPYE AyXe MNOBiNbHE po34MHEeHHs 3 npubnunsHo 50 % BUMBINbHEHHAM npenapaTty 3a 8 roguH;
75 % BWBINbHEHHAM npenapaty 3a 16 roguH i 6nmabko 99 % po3vnHeHHs 3a 24 roguHu. Lle nuwe
pocnigHuubka poboTa i, CXoxe, BOHa He Mae NPOMUCIOBOI 3aCTOCOBHOCTI. MeTa uiel gocnigHuybKoi
poboTu nonsrana B Tomy, Wo6 36inbwWnT Yac nepebyBaHHA MpenapaTty B LUNYHKY, i y HiW Hemae
XKOAHOrO OMNUCY >XUTTE34AaTHOI NikapCcbkoi hOPMM 3 KOHTPONbOBaHUM BUBINbHEHHSAM. Ha ocHOBI igen
LbOro nornepeaHbOro PiBHA TeXHiKM kBanidikoBaHW axiBeub y Uil ranysi He Moxe po3pobutu
nikapcbKky opmy OpoTaBepiHy, WO Mae npodinb KOHTPOMbOBaHOrO BMBEOEHHS TpuBanictio 12-24
roavHMN.

[poTaBepiHy rigpoxnopug € Oyxe ypasnuMBuM [O OKUCNEHHs. BiH 3a3Hae okucnioBanbHol
aerpagadii okucnoBanbHMM po3KnagaHHAM [0 ApOoTaBepanbAiHy y HenTpanbHOMy abo NyKHoMy
cepedoBuLLi, Todi K Micns BNNWBY CBiTNa Monekyna pferpagye [o nepnapiHy, a noTiM [0
nepraparnbiiHy LWAaxXoM aerigpyBaHHs.

Y [DOCNiMpKeHHsIX CyMiCHOCTi ©Oyrno BCTaHOBMEHO, WO Ha XiMiYHy CTifiKiCTb TBepaux
hapmMaLeBTUYHUX KOMMO3MLiA OpoTaBepiHy rigpoxnopugy CyTTEBO BNMMBalOTb BMICT  BOMOMM
OOMOMDKHUX PEYOBMH TabneTyBaHHSA, rpaHyn Ta TabneTok, a TakoX XiMIYHMIA CKNnag KOMMO3uuii.
Bigomuii piBeHb TEXHIKM He [0aB XXOLHOI MiAKa3Kku ANsi NPUroTyBaHHS NikapCbkux hOpM ApOTaBEPIHY 3
KOHTPOSIbOBaHMM BUBIMNbHEHHSAM, SKi € XiMiYHO CTikumn. byna pocnigxeHa B3aemopfis ApoTasepiHy
rigpoxriopuay 3 HU3KOK AOMOMIKHUX PeYOBUH TabreTyBaHHS, TakMX SiK MarHilo cteapart (KU LWMPOKO
BUKOPUCTOBYETLCA B TabneTtkax), i Oyno BCTaHOBMEHO, WO Aerpagauia apoTaBepiHy rigpoxnopugy
3HAYHO MOCUJSIIOETBCA MOr0 NY>XHUM rigponizoMm, ocobnuBo B nNpucyTHocTi Bonoru. Kpim Toro, Ha
XiMiYHY HecCTINKICTb ApOTaBepiHy rigpoxnopuay 3HayHo BnnvBae pH komMnoauuii, i LWBKAKICTb
Aerpagadii 3Ha4HOK Mipol MocuroBanacb B NPUCYTHOCTI MarHito cteapaty. Po3pobneHa nikapcbka
dopmMa NOTOYHOrO BMHAxXody Hanpoyyd AEMOHCTPYE XOpOLlY CTiMKICTb HaBiTb Y NMPUCYTHOCTI MarHito
cTeapary i, OTxe, BOHa yCniwHO nogonana obMeXeHHs1, NOB'A3aHi 3 JoAaBaHHSAM MarHito cteapary,
npo siKi NOBIAOMMANOCH HAa NonepeaHbOMY PiBHI TEXHIKN.

Takox icHye HeobXigHICTb KOHTPOMOBAaTK PiBHI BMICTY Bomoru Ans 3abesneyeHHs MiHiManbHOI
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aerpagadii gpotaBepiHy rigpoxnopuay B rotoBomy npoaykti. Kpim Toro, gpotaBepiHy rigpoxnopua
abo nofibHMn TUN Monekyn npenapaty, fKi € YyTAMBMMW OO KUCHIO, TaKOX MOXYTb BuUMaratu
kancynsauii abo cnelianbHOro NOKPUTTS UM MiKpocepeaoBuLLa 3 iHEPTHUM ra3oM, Hanpuknag, a3oToMm
TOLLO, Y NEPBMHHIN YNaKoBLii rOTOBOI NPOAYKLii ANs No4anbLIOro NoninweHHs TepMiHy NPUAATHOCTI.

MoxnuBo, yepes ayKe BUCOKY CIPUAHATIIMBICTb ApOTaBepiHy A0 OKUCMOBAanbHOI Ta rigponiTU4HoI
gerpagadii, a TakoX 3 (HWWX nNpuYMH, nikapcbka ¢opma pgpoTaBepiHy 3 KOHTPONbOBaHUM
BMBINbHEHHSAM (CR) Hikonu He BBaXkanacb MOXNNBOI abo 34iMCHEHHOIO.

MeTa Oyab-IkOi CMCTEMU OOCTaBKU NiKapCbKMX 3acobiB - 3abe3neynTn TepaneBTUYHY KifbKiCTb
npenapaTy B OpraHiami ans OOCATHEHHsl, a noTiM MigTPUMaHHSA GakaHOi KOHLEHTpauii NikapCbKux
3acobiB. [NocnigoBHa, TpMBana gocTaBka NikapCbkoro 3acoby Npu3BOANTb 4O KpaLLoi KOMMaEHTHOCTI
naujieHTIB, OCKINbKW NauieHT He NoTpebytoTb 6araTopa3oBux BBeAeHb Npenaparty. Jlikapcbki hopmn 3
KOHTPOMNbOBaHNM BWBIMIbBHEHHAM TakoX € Oe3MeyYHiluMMM, OCKINbKM 3MEHLLYETbCS KiNbKICTb MOBiYHMX
edekTiB, NoB'sI3aHNX 3 Hebe3ne4yHMMn nikamym B KOHLEHTpaUisX Nikapcbkux 3acobiB. TakMm YMHOM,
iCHye HeoOXigHicTb y nikapcbkii ¢opmm 3 KB 3 MEHLLOK 4acTOTOK MPUIUOMY JiKapCbKOro 3acoby,
nepeBaXxHO 3 OAHIED 403010 Ha AeHb. 30KpeMa, Y Ui ranysi icHye notpeba y nepoparnbHin nikapcbkin
dopmi gpoTaBepiHy, WO 3abe3neyye KOHTPOMNbOBAHE BUBINbHEHHS Mpenaparty, rapaHTyluM npu
LbOMY LUBUOKUA NMOYaTOK Aii. Y LbOMY BUHAxXoAi NPOMOHYKTLCA Mikapcbki hopmu apoTaBepiHy abo
Moro coni, siKi BUBINbHAOTL Npenapart 3 ogHiei TabneTkn abo kancynu, Ky KOBTalOTb, TAKUM YMHOM,
Wob BMBIMLHATK NpenapaT NPOTAroM YCbOro OHS.

OavH 3 BapiaHTiB 34iNCHEHHSA PO3pobrieHnX nikapcbknx opM MOTOYHOrO BUHAXo4y AEMOHCTPYE
"nBodasHuni Npodinb BMBINIBHEHHA" 3 YCMILLUHMM BKIIOYEHHSAM "MUTTEBUX Ta NPOSOHrOBaHUX" nopuin
BVBINbHEHHS ANS1 HEraNHOro Ta NOCTINHOIo NoMnerweHHst 6onio.

Cninmcok nitepatypu:

1. Bolaji OO, Onyeji CO, Ogundaini AO, Olugbade TA, Ogunbona FA. Pharmacokinetics and
bioavailability of Drotaverine in humans. Eur J Drug Metab Pharmacokinet. 1996; nnuneHb-BepeceHb;
21 (3): 217-21.

2. Blasko G. Pharmacology, mechanism of action and clinical significance of a convenient
antispasmodic agent: Drotaverine. J Am Med Assoc Ind. Physicians" Update 1998; 1:63-9.

3. Om Prakash, S Saraf, M Rahman, Neeraj Agnihotri, and Vinay Pathak. Formulation and
Evaluation of Floating Drotaverine Hydrochloride Tablets Using Factorial Design. Res J Pharm, Bio
and Chem Sci, 2003; xx0BTeHb-rpyaeHb; 4 (4): 546-555.

4. Zhu, J. & Cao, Y. & Yu, M.-L & Liu, C. & He, W. & Zeng, B. & Li, J. Efficacy and safety of
combination therapy with Drotaverine and ketorolac versus ketorolac monotherapy for acute renal
colic: A retrospective study of 322 patients. International Journal of Clinical and Experimental
Medicine. 2017; 10; 3454-3461.

Y opHOMy BapiaHTi 34iNCHEHHS Lel BMHaxig MponoHye nikapcbky dopmy 3 gpoTaBepiHom abo
MOro Cinmo Yy NogibHMMK Ailo4nMmn pedoBMHaMM (BOHU CXUITbHI 4O OKMUCHOBANbHOI Ta rigponiTuYHOI
aerpagadi).

Y iHWOMYy BapiaHTi 34iNCHEHHS Lein BUHaxig NponoHye CTiviki nikapcbki opmun 3 gpoTaBepiHy abo
MOro Cinmo Yy NogibHMMK Ailo4nMmn peyoBMHaMmM (BOHU CXUITbHI 4O OKMCHOBANbHOI Ta rigponiTuYHOI
aerpagadii) Ans BBegeHHsA oavH pas3 abo ABidi Ha AeHb (NpMBnn3HO Ha 12-24 roguHn).

Y iHWOMy BapiaHTi 30iACHEHHA Lel BMHaXxig NPOMOHYE CTiNKi Nikapcbki hopMu apoTaBepiHy abo
MOro comner 3 KOHTPONMbOBaHWM BUMBINTIbHEHHSIM 3 Ginbl  pPiBHOMIpHOW Ta nepenbayyBaHo
nepopaneHo Bi0AO0CTYNHICTIO MOPIBHSHO 3 MiKapCbKUMU hopMamMun NONEPELHBOrO PiBHSA TEXHIKW.

Y iHWoMYy BapiaHTi 34iCHEHHS Liei BUHaxig NpornoHye MeToau NPUroTyBaHHSA NikapCbkuX opMm 3
KOHTPONbOBaHMM BUBINIbHEHHAAM 3 ApoTaBepiHoM abo woro cinno abo nogidbHMMKM  AairYummn
peyvyoBUHAM (BOHW CXUMbHI 40 OKUCAOBArbHOI Ta rigponiTu4Hol gerpagadii).

Y iHWoMy BapiaHTi 3A4iINCHEeHHSs Len BMHaxXig NponoHye MeTOoA IiKyBaHHA CUMMTOMIB LUITYHKOBO-
KMWKOBWX, 6GiniapHux, ypomnoriyHMx Ta/abo riHEeKONoriYyHMX po3nafiB, WO XapaKTepusylTbcH
CNaCTUMHUMKM  CTaHaMK  [MAgKoi  MYCKynaTypu, LWASXOM BBEAEHHS  JikapCbkux ¢opm 3
KOHTPOSIbOBaHMM BUBINTbHEHHSAM 3 LibOr0 BUHAxony.

Takum YMHOM, y BaXKMMBOMY acrnekTi Lewn BUHaxig NponoHye CTiviKy fikapcbky cdopmy (dopmu) 3
KB, wo wmictute ApoTaBepiH abo noro coni, 3 [[o3yBaHHAM OAWH pa3 abo ABivi Ha [eHb,
BMKOPWCTOBYIOYM MigKUCIOBadi Ta nonimepu. BubpaHi noniMepu MatoTb pi3Hi  XapakTepucTUKu
rigpocpinbHocTi, rigpocobHoOCTi, HabyxaHHs, eposii Ta 3anexHoi Big pH pPO3YMHHOCTI, sKi
3a6e3neYyloTb rHYYKICTb Y KOHTPOIi BUBINBbHEHHS Nikapcbknx 3acobiB. Po3pobneHi nikapcbki doopmu 3
KB moxHa BBOAUTW Y BMIMsAAi 6aratowapoBoi TabneTky 3 6aratowapoBmMm MNOKpUTTSM, abo Kancynu.
Y pOesknx BapiaHTax 34IMCHEHHs JaHoro BMHaxody nikapcbki oopmu apoTtasepiHy 3 KB, onucaHi B
LUbOMY [OOKYMEHTi, MOXYTb BBOAWTUCH [03aMuM OOWH pa3 Ha [eHb, WO Mpu3BOAUTb OO0 KpaLlol
3PYYHOCTI Ta KOMMMAEHTHOCTI MauieHTiB. BoHn moxyTb OyTu nikapcbkumu dopmamu y BuUrnAgi
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O[HOLIApOBMX, [OBOLIAPOBUX abo TpuwapoBux Tabnetok abo MiHi-TabneTok 3 OaraTolapoBuM
nokputTam abo kynbok abo Mmikpocdep, cnpecoBaHux y Burnagi tabnetok MUPS (tabnetkm 3
MiKpOKancyn 3 [ilo4yol0 peyoBrHOK) abo 3anoBHEHUX Yy Kancynu. BukopmncToByBaHi 060MOHKKM Kancyn
MOXYTb BYTM BUTOTOBIEHI 3 )xenaTuHy abo 3 MaTepianiB Ha HeXenaTUHOBIN OCHOBI.

3 meToM igeHTudikaLii pisHux napameTpis ang TabneToBaHoi nikapcbkoi hopmu Bynun npoBeaeHi
BunpobyeaHHa wapy HB Ta wapy KB (koHTponboBaHe BuBiNbHeHHS). Halikpalia nikapcbka dopma-
npoToTun, Wwo Mae gk wap HB, Tak i wap KB, 6yna BubpaHa Ha OCHOBI iX NpodiniB po3unHEHHS. Pi3Hi
KOHUEeHTpaLil cynepaesiHTerpaHTie, a came, HaTpilo KpoXmarsto rmikonaTy, HaTpito KpockapMenosu Ta
KpOCMOBIAOHY BUKOPUCTOBYBanMWCb MOOAMHLI abo B MNOEAHaHHI ANs MOMIMWEHHS BWBIMbHEHHS
npenapaTy 3 wapy HB, a ansa po3pobku wapy KB BUKOPUCTOBYIOTLCS Pi3HIi COPTU NoniMepiB NOOAMHL
abo B NOeOHaHHI B Pi3HNX KOHLEHTpaLisX.

MepopanbHuii NPUNOM - Lie HaM3PYYHILLWA | 3a3BMYai 3aCTOCOBHUIA CMOCIO JOCTaBKM MiKapCbKUX
3aco0iB Yepe3 MOro NpPoCTOTy BBEAEHHS, BUCOKY KOMMIAEHTHICTb NauieHTa, edeKTUBHICTb BUTpAT,
HaMMeHLLi OOMEXEHHS LWoA0 CTePUNBHOCTI Ta MHYYKICTb Y po3pobui Ao3oBaHoi hopmu. [poTaBepiH
Ma€e LWBUOKUA no4vaTok fAii, fAka iHiyiloe nonerweHHs Big 6onto npotarom 12 XBUNUH nicng
nepopanbHOro BBeAeHHs. Takum YMHOM, nepesBara KOMMNO3uLii Ta METOAIB LbOro BUHaxoay nondrae
B MOMINWEHHI NMiKyBaHHSA 3axXBOPIOBaHb LUNSXOM 3MiHW NPOMiniB WBNAKOCTI BUBINIbHEHHS NiKapCbhKNX
3acobiB Npu A4oCTaBLi NikapcbKoro 3acoby, Lo MIiCTUTb ApOTaBepiH, NOPIBHAHO 3 Tabnetkamu HB npu
BBeOEHHi nepopanbHo. Lle, B cBOI 4epry, npu3Beae A0 3MEHLUEHHS YacTOTU MpUMNOMY A03 3 TPbOX
pasiB Ha OeHb OO OOHOro-ABOX pasiB Ha [AeHb, WO 3abesnedvye Oinblly 3pydHICTb Ta Kpally
KOMMMAEHTHICTb NMaui€HTIB.

B iHwomy BapiaHTi 3giicHeHHa nikapcbki cdopmu gpoTtaBepiHy 3 KB 3 uboro BuHaxoay
3abe3nevyloTb PIBHOMIPHUIA Ta TepaneBTUYHO e(EKTMBHUIA MNPOrHO30BaHWA piBEHb KOHLUEHTpauil
npenapaTty B nnasmi y KpOBOTOKY NpoTArom nepiogy 12-24 roguHu, TMM CaMUM YHUKalO4M KOnmMBaHb
piBHA NpenapaTty B Mnasmi, Sk 3a3Buyan CnocTepiraloTbCa Npuy Tepanii 3 BUKOPUCTaHHAM TabneTok 3
HB. lNikapcbka popma 3 KOHTPONbOBaHUM BUBIMIbHEHHAM, L0 BBOAMTLCHA OAMH pa3 Ha AeHb, Takox
3MeHwye [06oBY KiNbKiCTb Tabnetok, ski npuiMmatoTbcs nauieHtamu. Jlikapebki dpopmu 3 KB, wo
MiCTATb ApoTaBepiH abo MOoro Cifb, 3anpONOHOBaHI LM BUHAX040M, pO3pobnsioTbCsa Yy Takmin cnocio,
WO [OCTaTHA KiMbKICTb npenapaTty BUMBINbHAETbCSA HEravHo BMPOAOBX NepLlol roAvMHU  Ans
AOCATHEHHS PiBHIB y Nnasmi, NoAibHMX piBHAM B pe3ynbTaTi BBEAEHHS A030BaHOI )OPMM 3 HEramHUMm
BUBINbHEHHAM, | TAKUM YMHOM, LLO peluTa npenapaTy NocTynoBO BUBINbHAETLCA NPOTAroM 24 rofuvH,
wob niaTpMMyBaTW KOHUEHTpauilo npenapaty B Mexax TepaneBTUYHOro BikHAa. TakMM YMHOM,
nikapceki opMu, HaBefeHi Yy LbOMY BUHaxofdi, rapaHTylTb LWBWAKE Ta TpuBane BUBIMbHEHHS
ApoTaBepiHy abo 1oro comi. Jlikapcbki popmu gpoTaBepiHy 3 KB 3 uboro BuHaxody yHMKalOTb
KOnvBaHb PIBHIB y NnasMi 3i 3HWKEeHMMM NOBGiYHMMU edpekTamy Yepes3 CMpOLLEHY CXeMy NPUoMy
NOPIBHSAHO 3 PIBHAMW, OTPUMaHMMKN NpU BBEAEHHI A030BaHOT (POPMW 3 HEraHUM BUBISIBHEHHSM, TUM
caMMM MOKPaLLYyUYM KOMMNSTAEHTHICTb NaLieHTa.

CTUCNUI ONNC BUHAXOY

Llem BuHaxig cTtocyeTbcs nikapcbknx ¢opm 3 KB, wo mictate gpotasepiH abo Moro comi um
nodibHy aHTUcnasmaTuyHy pedoBuHy. Jlikapcbki popmMm 3 JaHOro BMHaxogy MICTATb gpoTaBepiH abo
noro coni, oguH abo kinbka nonimepie Ta ogHy abo kinbka hapMaueBTUYHO MPUAHATHUX AOMNOMDKHUX
PEYOBUH, TaK LIO NpW BBEAEHHI nepopanbHO Nikapcbki hopMM BUBINbHSAOTL ApoTaBepiH abo Moro
coni LWMSXOM KOHTponboBaHoOro BuBinbHeHHs (KB) npotarom TpuBanoro nepiogy 4acy (Hanpuknag,
12-24 roguHu). TepMmiH "KoHTponboBaHe BUBIMIbHEHHA", WO BUKOPUCTOBYETLCA B LbOMY OMUCI,
3aCTOCOBYBaTMMETbCS [0 [030BaHMX OpM, MaTpuub, YacTUHOK, MNOKpUTTIB, iX nopuin, abo
KOMMo3uuin, ski  Oyab-SKUM 4YMHOM 3MIHIOIOTb BUBIMIbHEHHA aKTUBHOMO iHrpegdieHta. Twnu
KOHTPOSIbOBAHOIO BUBINTIbHEHHS BKIOYaOTb MOAMNMIKOBaHI, NPOIOHroBaHi, 6e3nepepBHi, Po3LWUPEHI,
BiACTPOYEHi TOLLO.

Y peskux acnektax Len BUHaxig CTOCYETbCS NiKapCbKUX (hOpM 3 KOHTPOSTIbOBAHUM BUBINIbHEHHSM,
Lo MicTATb AgpoTaBepiH abo Moro cinb i BBOAATbCS OOUH pa3 abo AOBiYi Ha OeHb, SKi YHUKaKTb
KONMMBaHb PiBHIB MpenapaTty B MfasMi, 3MeHLWYyTb J0O0BY KinbKiCTb TabneTok, sKi MpuMrAMalTbCs
nauieHTamu, Ta nobiyHi edekTw, i AKi CIPUAIOTb CNPOLLEHIN CXeMi MPUINOMY, TUM CaMUM MOKPaLLyYn
KOMMNMaEHTHICTb nauieHTiB. B geskux BapiaHTax 3A4iMCHEHHS OaHoro BuHaxody nikapcbki dopmun
BMBINMbHAKTE AOCTATHIO KiNbKICTb ApoTaBepiHy abo Moro coni HeramHO BNPOAOBX MEPLUOi FOAMHU
nicns BBEAEHHs AN OOCATHEHHs PiBHIB npenapaty y nnasmi, noAibHux piBHSAM, OTpUMaHUM B
pesynbTaTti BBeAEHHSA 3BMYaNHOI 4030BaHOI (hOpMKU 3 HEraHUM BUBIfIbHEHHAM, TUM CaMUM LLBUOKO
jocsaralyn  MiHiManobHoOI edekTuBHOI koHueHTpauii (MEK). [icna uboro npenapaTt MOCTYNoBO
BUBINbHAETLCSA BMNPOOoBX 12-24 roguH, wob nigTpumyBaTW KOHUEHTPaUilo npenapaty B Mexax
TepaneBTMYHOrO BikHa, a came, MEK.

B pesikux BapiaHTax 3gincHeHHA nikapcbki popmn 3 KB 3 Lboro BMHaxoay BUMKOPUCTOBYHOTH
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nonimepu, a came: rinpoMenoay, rigpokcieTunuentonosy, rigpoKcinponinuentonosy, MeTunuentonosy,
kapbokcimeTunuenionody abo ix coni, etunuenionody, kapbomipn, MeTakpunoBi KucnoTn Ta
nonieTuneHokcnan (HeioHHi nonimepu) nooAuHui abo B MOEOQHAHHI, akpUoBi cononiMepu Ta iHLi
OOMOMKHI pevyOBUHW AN BUrOTOBIMEHHA TabneTok Ta, K BapiaHT, oauH abo kinbka nonimepis 3
HaBeAEeHOro BuLLEe Nnepeniky Ans NriBKOBOro NOKPUTTS NpecoBaHnX TabneTok.

B pesakmx BapiaHTax 3AiicHeHHA nikapcbki ¢popmm 3 KB 3 UbOro BMHaxody TakKOX MICTATb
nigkucnoBadi. lligkucnioBay moxe BuOMpaTUCb, Hanpuknag, 3 MWMOHHOI KUCNOTK, dymMapoBoil
KMCINOTWN, MOJIOYHOI KMCIOTK, ManeiHOBOI KUCMOTK, SI6MYyYHOI KACMOTM Ta BUHHOI KUCIOTU, MOOAMHL
abo B noeaHaHHi.

Jlikapcbki dpopmn 3 KB MOXYTb MICTUTK iHLWI hapMaLeBTUYHO NPUMAHATHI SOMOMDKHI pe4OBUHM,
BKIMOYaAK4M HamnoBHIOBaYi, 3acobu Onsa nigBULLLEHHS TEKy4OCTi, 3malllyBaribHi peyoBuHU. [ooaTkoBi
iHrpenieHTn y po3pobneHmnx nikapcbkmx popmax Takoxk MOXYTb BKINOYaTu ctabinisatopu, Hanpuknag,
nigKucoBaYi, aHTUOKCMAAHTU TOLLLO.

Kpim Toro, gpoTtaBepiHy rigpoxnopua abo aHanoridyHmMi TMn MoNeKkynu nikapcbkoro 3acoby, sk €
YYTNVBUM OO KUCHIO, TakoX MOXe Bumaratv kancynauii abo cneuianbHoro nokputta abo
MiKpocepeaoBUuLLa 3 iHEPTHUM ra3oM, Hanpuknag, a3oToM TOLWO, Yy MEPBUHHIN yNakoBLi rOTOBOro
NPOAYKTY ANs NOAAnbLIOro MOMiNWeHHs TepMiHy npuaaTHocTi. [NpyuaaThi npuknagm npenaparis, ski €
CXUNBbHMMW [0 OKMCNIOBanbHOI Aerpagauii, BubMpalTbCs, 30Kpema, 3 gpoTaBepiHy, mebeBepiHy,
anesapiHy, nanaBepiHy Ta ix (bapmaueBTUYHO NPUAHATHUX COMNEN.

Jlikapcbki opMK 3 KOHTPONbLOBaHMM BUMBINbHEHHSIM (KB) gocTaBnsAlTb NpenapaT opraHiamy, wob
BCT@QHOBUTU TepaneBTUYHO eMEKTUBHUI pPiBEHb aKTMBHOIO iHrpedieHTa Yy KpoBi, i LWOWHO piBEHb
npenapaTy Yy KpoBi Oyae AOCArHyTO, BOHM MPOAOBXYIOTb MiATPUMYBATWU MOCTiVHI piBHI npenapaty Y
KpOBi BNPOOOBX TpuBanux MepiofiB 4vacy LWASXOM [OCTaBkM Mpenapaty B OpraHiaMm 3 Tiew X
LUBMAKICTIO, 3 SIKOKO OpraHiaMm BMBOAMTL npenapaTt. YHuKawo4um nikiB Ta MiHiManbHUX NOKa3HWUKIB PiBHSA
aKTMBHOTO iHrpefieHTa y KpoBi, NOB'A3aHMX 3 [030BaHUMM hopMamu 3 HEranHUM BUBINbHEHHAM,
CUCTEMW [OCTaBKU MiKapCbkUX 3acobiB 3 KOHTPONbOBAHUM BUMBIMIbHEHHSIM  3HWXYKOTb 4acToTy
HecnpuATnMBux edekTis abo nobiyHmx edpexTiB. Kpim Toro, cuctemmn JocTtasky fnikapcbkux 3acobis 3
KOHTPOMbOBAHMM BMBIMIbHEHHSIM 3MEHLUYIOTb 4YacToTy MPUAOMY [03, WO MPU3BOAMTL OO0 3PY4YHOCTI
ONA nauieHTa B KOHTEKCTi JO3YBaHHSA Ta JOTPUMAHHS KOHKPETHUX PEXUMIB A03YBaHHS.

Llen BuHaxia Takox onucye nososaHi hopmu 3 KB ans gpotaBepiHy, Skui Mae pakuito LWBUOKOro
(HeraHoOro) BMBINbHEHHSI, SIka OA€ MOXIMBICTb 3abe3neunT AOCTaTHIO KOHLIEHTpaLilo npenapary,
OpOoTaBepiHy, Y KPOBi AN OTPMMAaHHSA LUBMAOKOrO TepaneBTMYHOro edekTy, Ta dopakuilo MOBINbLHOMO
(KOHTPONBOBAHOI0) BUBINTbHEHHS, WO NiATPUMYE Len TepaneBTU4HUI edekT. TakuM YMHOM, B AeAKUX
acnektax uUew BMHaxig nponoHye gosoBaHy dopmy 3 KB gna gpoTtaBepiHy abo oro comi, Tak Lo
[OCTaTHS KiNbKiCTb MpenapaTy BUBINbHAETLCA NPOTAroM Npubnm3Ho 1 roavHW nicnsa BBeAEeHHA ANA
OOCSITHEHHS PiBHIB MiHiManbHoOi edekTBHOI KoHueHTpauii (MEK), nogibHo posoBaHin copmi 3
HeranHVM BUBINTbBHEHHSIM, @ peLuTa npenaparty BUBIMbHAETLCA NPOTAroM nNpubnunsHo 12-24 roguH Ans
AOCATHEHHSA Takoi TepaneBTU4YHOI e(EeKTUBHOCTI, SK y BMNagKy A030BaHOi hopMuM 3 OOCTaBKOK
npenapaTy oguH pa3 abo ABivi Ha AeHb.

Kpim TOro, B Aesiknx acnekrax Lien BMHaxig npornoHye MeToan npuroTyBaHHS Nikapcbkux opMm 3
KOHTPOMbOBaHNM BUBINbHEHHAM gpoTaBepiHy abo 1oro coner. TakoX Yy Oesdkux acnekrax Luen
BMHaXxi AOAATKOBO MPOMOHYE NikapCbKi hOpMM 3 KOHTPOSIbOBaHUM BMBINTbHEHHAM OpOTaBepiHy abo
Mnoro comem pgns  nikyBaHHs NPUWHANMHI OOHOrO CUMMMTOMY  LUSTYHKOBO-KULLIKOBUX, BiniapHux,
ypornoriyHux Ta/abo riHekonoriYyHnx po3nagie, L0 XapakTepuayTbCs CNacTUMHUMKU CTaHaMu rnagkofl
MycKynaTypu y cyb'ekTa.

B uboMy JOKyMEHTI HaBefeHi BapiaHTu 34iMCHEHHS JaHOro BUHaxXoay:

B opgHoMy BapiaHTi 3[4iMCHEHHS UbOro BMHaxo4dy pPO3KPWMBAETbCA fNikapcbka ¢opma 3
KOHTPOMbOBaHNM BWBIMIbHEHHSAM, WO MICTUTb ApoTaBepiH abo noro cinb, nomimMep abo cymiw
noniMepis Ta NPUHaMMHi oaHYy hapMaLeBTUYHO NPUAHATHY AOMOMKHY PEYOBUHY, NP LbOMY 3ragaHa
nikapcbka popma BKMNtoYae LWOHaAMMeEHLLEe OAWH MigKMCBaY Ta aHTUOKCUMAAHTU B KinbkocTi Big 0 go
10 % 3a Baroto.

B iHLWOMY BapiaHTi 34iINCHEHHS LI BUHaXi4 onucye, Wwo nikapcbka dpopma MiCTUThb Big NpubnmsHo
10 go npubnmaHo 300 Mr gpoTaBepiHy abo Moro cori.

Y we opgHoMy BapiaHTi 3AINCHEHHA LeW BMHaxig onucye, Lo nikapcbka dopma MIiCTUTb
ApoTaBepiH abo 1oro cinb B kinbkocTi Big 15 % o 60 % (MacoBa 4YacTtka) nikapcbkoi doopmMu.

Y iHWOoMYy BapiaHTi 34iNCHEHHS Liel BUHaXiZ Oonucye, Lo Cinb ApOoTaBepiHy Yy nikapcbki opmi - Lie
ApoTaBepiHy rigpoxnopua.

Y We oAHOMY BapiaHTi 3[INCHEeHHS Uel BWHaxig onucye, Lo NpUHaNMHI oauH nigkucroBay y
nikapcbkii opMi BUOMpPAETLCS 3 rPynu, WO CKNagaeTbCs 3 JIMMOHHOT KUCIOTH, hyMapOBOi KMCIOTH,
MOJOYHOI KUCIOTWU, ManeiHoBOi KUCNOTWU, AGMYYHOI KMCMOTWU, BMHHOI KUCMOTM Ta KOMOIHaUii LmMX
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KNcnor.

Y we ogHOMy BapiaHTi 34IMCHEHHs Len BuWHaxig onucye, wo nonimep abo cymiw nonimepis
BnbnpaeteCss 3 rpynm, Wo  cKrnagaetbCs 3 rinpomenosm, rigpokcieTunuentonosu,
rigpokcinponinuentonosu, rigpokcinponinMeTunuentonosu, KapbokcimeTnnuenonosu,
MeTunuenonosu, kapbokcimetunuenoono3u Hatpito abo ix conewn, etunuenonosu, kapbomipis,
MeTakpunoBmux kucnot, nonietuneHokcuais (MEO) Ta KombiHauii LMX peyvoBUH.

B iHWOMY BapiaHTi 34iMCHEHHSA Len BMHaxig onucye, Wwo nonimep - ue nonietuneHokeng (MEO).

Y iHWOMY BapiaHTi 34iACHEHHS LeW BMHaxig onucye, Wo nonimep abo cymiw nonimepis - Ue
riApOKCINponinMeTUNUENoNnos3a, WO Mae ysiBHY B'A3KICTb, sika 3HaXOAWUTbCA Y Aianas3oHi npubnunsHo
100-150000 cfI1, ge, sk BapiaHT, noniMmep ado cymiw nonimepie - ue K100, K4M, K15M, K100M, E4M,
E10M, Methocel K100M CR, abo komGiHauisa unx nonimepis.

B iHWoMYy BapiaHTi 34iNCHEHHS Len BMHaxig onucye, WO Nikapcbka dopma MICTUTb nonimep 3
KOHTPOMbOBaHNM BUBINIbHEHHSM B KinbkocTi Big 05 % 8o 30 % (macoBa 4acTka) nikapcbkoi hopmMu.

Y wWwe ogHOMY BapiaHTi 34iMCHEHHS Liel BMHaxig OnMCye, WO NpUHanMHI ogHa dapmMaueBTUYHO
NPUAHATHA OOMNOMIXHa pPeYoBMHA Yy NikapCbKin opmi BUOBUPAETLCA 3 rpynu, WO CKNagaeTbcs 3
Kameden, HanoBHIOBauyiB, 3acobiB Ans  NigBULLEHHS TEeKy4yoCTi, 3MallyBanbHUX PEYOBUWH,
Oe3iHTerpaHTiB, po3pigKyBadiB, 3B'A3yBanbHMX PEYOBMH, MigaHTIB Ta KOMOiHALT LIMX peYOBUH.

B iHWOMY BapiaHTi 34iNCHEHHS LUew BMHaXi4 onucye, Wo Yy nikapcbkii hopmi kamedi Bnbrpatotbes
3 rpynu, WO CKMagaeTbCs 3 KCaHTaHOBOI Kamegi, kameni kapani, kameai 606i8 pikkoBoro gepesa,
anbriHoOBOI KUCIOTW, HaTpilo anbriHaTy, akpuroBux MoniMepiB Ta KomOiHauil UMX pedqoBUH;
po3pigKyBadi BUOMpalOTbCSl 3 FPynn, WO CKNagaeTbCsl 3 MIKPOKPUCTAanYHOI Lenonosun, nakToswu,
AvkanbuindgocdaTy, KpoxmManto Ta KoMOiHaUil uMX peyoBuUH; 3B'A3yBaribHi pe4oBMHU BUOBUpaOTbCs 3
rpynu, WO CKNagaeTbCs 3 Kpoxmarnk, MNOoMiBiHIiNniponigoHy, npuMpoaHoi abo CUHTETMYHOI Kameni,
LEenono3HnX norniMepie Ta KoMmOiHaUii UMX pPEeYoBUH; 3MallyBaslbHi pPEeYOBMHM Ta MigaHTu
BMOMPalOTbCA 3 rpynu, WO CKNagaeTbCs 3 TanbKy, KOMOIAHOMO AIOKCMAY KPEMHIt0, MarHito cteaparty Ta
KOMOiHaLii UMX peyvyoBWH; a [Aes3iHTerpaHTu BUOUPaKOTBCS 3 IPYyNKU, WO CKNagaeTbCs 3 HATpito
KpOXMarto rikonsaTy, HaTpilo KpOCKapMerno3mn Ta KPpOCMnoBiAOHY Ta KOMBiHaUIT X pe4oBHH.

B iHwomy BapiaHTi 34iMCHEHHS Len BuHaxig onucye, Wo fikapcbka hopma npusHadeHa Ang
nepopanbHOi 4OCTaBKN.

Y we ogHOMY BapiaHTi 34INCHEHHS Len BMHaxig onucye, o nikapcbka dopma - ue TabneTka,
MiHi-TabneTka, TabneTtka abo kancyna MUPS (tabneTku 3 mikpokancyn 3 Aito4o pevOoBUHOM).

Y Wwe oaHoMy BapiaHTi 34iNCHEHHSI Lie BMHaxig onucye, Wo nikapcbka opma 3HaxoamTbea y
BUIMMA4I O4HOLIAPOBMX, ABOLUAPOBUX, GaraTowapoBux, MOKpUTUX abo He MOKpUTUX OBOMOHKOM
Tabnetok, abo Mikpocdep 3 OGaraTowapoBMM MOKPUTTAM, rpaHyn abo KynboK, SKi MOXYyTb
3aMnoBHIOBATKCB Y Kancynu abo npecyBaTucb y TabneTku.

Y iHWoOMYy BapiaHTi 3[iMCHEHHA LUen BUHaxig onucye, WO nikapcbka dopma MICTUTb MNopLito
KOHTPOJSIbOBAHOrO BUBISIbHEHHSA Ta NOPLi0 HErANHOIO BUBISTbHEHHS.

Y Wwe ogHoMmy BapiaHTi 34INCHEHHs Len BUHaxif Onucye, WO nikapcbka dopma, Sk BapiaHT,
BKItovae pyHKUioHanbHe abo HedyHKLUiOHansHe NOKPUTTS.

B iHWwoMy BapiaHTi 3diNCHEHHS uewn BuHaxig onucye, wo Tabnetka abo kancyna roTywTbcH
MEeTOAOM BOSMOroi rpaHynsuii, cyxoi rpaHynauii / yaapHoro yuwinbHeHHs abo npouecom npsiMoro
npecyBaHHS.

Y We ogHOMY BapiaHTi 34iNCHEHHA UeW BMHaxig onucye, WO Kancyna MicTUTb 0BOMOHKW,
BWUIrOTOBIEHI 3 XXenaTuHy abo 3 maTtepianis Ha HeXXeNaTUHOBI OCHOBI.

B iHWoOMY BapiaHTi 34iiCHEHHS Lein BUHaxig onucye, LWo nikapcbka popMa BUBINbHAE ApoTaBepiH
abo 1oro Ccinb BNPOAOBX NPUHANMHI 24 roavH.

Y iHWOMYy BapiaHTi 34iMCHEHHS Leil BMHaxig onucye, Wo nikapcbka dopma BUKIMKAE MiHIManbHY
edeKTVBHY KOHUeHTpauito y nnasmi cyb'ekta, nmogibHy KOHUEHTpauii, OTpuMaHin B pe3ynbTaTi
BBEOEHHS 3BMYaMHOI J030BaHOi POPMU 3 HEFAWHUM BUBINIbHEHHAM, BNPOAOBX NPUONn3HO 1 rogmHu,
a pelTa npenapaTty MOCTYMNOBO BUMBIMbHAETLCA BNPOOOBX Mepiody, WO cknagae npubnuaHo 12-24
rogvHu, Wob nigTpyMyBaT KOHUEHTPAaLilo NpenapaTty B Mexax TepaneBTUYHOrO BikHa OpOTaBepiHy.

B we ogHomy BapiaHTi 34IMCHEHHS Len BUHaxig onucye, Wo fikapcbka dopma mMae npodinb
BUBINbHEHHA PO3YMHEHHSAM in vitro Big 25 % no 40 % 4depes npubnusHo 1 roauHy, Big 30 % o 50 %
yepes nNpmnbnusHo 2 roamHu, Big 40 % Oo 65 % yepes npubnuaHo 4 roaunHu, Big 60 % Ao 85 % 4vepes
NpubnM3Ho 8 roauH i He MeHLwe nNpubnunsHo 85 % yepes NpubIM3Ho 16 roauH.

Y opHomy BapiaHTi 3[iMCHEHHS LbOr0 BUHAxXo4y pPO3KPMBAETbCA nikapcbka ¢opma 3
KOHTPONbOBaHUM BUBINIbHEHHAM, WO BKMOYae ApoTaBepiH abo noro cinb, nonimep abo cymiw
noniMmepis i NpMHanMHi 0aHy hbapMaLeBTUYHO NPUAHATHY AOMOMKHY PEYHOBUHY.

B iHLWOMY BapiaHTi 34iICHEHHS LIe BUHaXiA OnNucye, Lo nikapcbka dopma MicTUThb Big NpubnmM3Ho
10 go npubnmaHo 300 mMr gpoTaBepiHy abo oro cori.
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Y We opfgHOMy BapiaHTi 30iMCHEHHA Uen BMHaxig onucye, WO Jikapcbka ¢opma MicTUTb
ApoTaBepiH abo noro coni B kinbkocTi Bia 15 % 0o 60 % (MacoBa 4acTka) nikapcbkoi hopmu.

Y iHWOoMYy BapiaHTi 34iINCHEHHS Liel BUHAXIia4 Onucye, WO Cinb ApOTaBepiHy Yy nikapcbki opmi - Lie
OpOoTaBepiHy rigpoxnopua.

Y LWe ogHOMy BapiaHTi 34IMCHEHHS Leln BMHaxig onucye, Wwo nonimep abo cymiw nonimepis y
nikapcbkii popmi BUOMPAETbLCA 3 rpynu, WO CKMagaeTbCs 3 rinpomMenosun, rigpokcieTUunuentonosu,
rigpokcinponinuentonosu, rigpokcinponinMeTunuentonosu, KapbokcimeTnnuenionosu,
MeTunuentonosn, kapbokcimMeTunuentonosn Hatpito abo ix conewn, eTunuenonosu, kapbomipis,
MEeTaKpunoBux kucnoT, nonietuneHokeuais (MEQ) Ta KoMBiHaLi LMX peYOBUH.

Y iHWOMy BapiaHTi 3A4iMCHEHHA Uen BMHaxig onucye, Wo nonimep abo cymiw nonimepie y
nikapcbkin opmMi - Le rigpoKcinponinMeTunuentonosa, Wo Mae ysaBHY B'S3KiCTb, SKa 3HaX0AUTbCA Y
AianasoHi npnbnunsHo 100-150000 cl1, ge, sik BapiaHT, nonimep abo cymiw nonimepis - ue K100, K4M,
K15M, K100M, E4M, E10M, Methocel K100M CR, abo kombiHauisa unx nonimepis.

B iHWoMYy BapiaHTi 34iCHEHHA Ueln BuMHaxig onucye, WO nikapcbka opma MicTUTb nonimep 3
KOHTPONbOBaHMM BUBiNbHEHHSM B KinbkocTi Big 05 % po 30 % (macoBa yacTka) nikapcbkoi hopmu.

Y wWwe ogHOMY BapiaHTi 34iMCHEHHSA Liel BMHaxig OnMCye, WO NpUHanMHI ogHa dapmMaueBTUYHO
NPUMHATHA OOMOMIKHA peyvYoBMHA Y fikapcbkin dopmi BMBUpaeTbcA 3 rpynu, WO CKNagaerbcs 3
Kameden, HanoBHIOBauyiB, 3acobiB Ans  nNigBULEHHS TeKy4yoCTi, 3MallyBanbHUX PEYOBUWH,
Oe3iHTerpaHTiB, po3pigKyBadiB, 3B'A3yBanbHMX PEYOBMH, MigaHTIB Ta KOMOiHALT LMX peYOBUH.

B iHWoOMYy BapiaHTi 34iACHEHHS Lel BUHaXIia onucye, WO Y Nikapcbkin dopmi kameai BubuparTbes
3 rpynu, WO CKNnagaeTbCs 3 KCAaHTAHOBOI kamMedi, kamedi kapavi, kamedi 606iB pikkoBOro aepeea,
anbriHOBOI KUCIMOTKW, HaTpilo anbriHaTy, akpuroBuMx MoniMepiB Ta KOMOiHauii UuX pPeYoBUH;
po3pigKyBadi BMOMpatOTbCS 3 TPynu, WO CKNagaeTbCs 3 MIKpOKpUCTaniyHOi LEentosiosn, NakTosw,
AvkanbuiindgocdaTy, KpoxmManto Ta KoMOiHaUil uMX peyoBuH; 3B'A3yBaribHi pe4oBMHM BUBUpaoTbLCs 3
rpynu, WO CKNagaeTbCsa 3 Kpoxmarn, NOMiBiHINMiponigoHy, npuMpogHoi abo CUHTETUYHOI Kamegi,
Lentono3Hux nonimepisa  Ta KombGiHauil LUMX peyoBMH; 3MallyBanbHi pPEYOBUHWM Ta [MigaHTu
BMOMPalOTLCA 3 rpynu, WO CKNagaeTbCs 3 Tanbky, KOMOIAHOMO AIOKCMAY KPEMHIt0, MarHito cteaparty Ta
KOMOiHaLii uuX peyvyoBWH; a AesiHTerpaHTn BUOUpPalOTbCS 3 TPYNKU, WO CKMAZAETbCA 3 HaTpito
KpOXMarto rikonsTy, HaTPilo KpOCKapMernosmn Ta KpoCcnoBigoHy Ta KOMBiHaUiT LMX pe4oBuH.

B iHwomy BapiaHTi 34iMCHEHHS Len BuHaxig onucye, Wo fikapcbka hopma npusHadeHa Ang
nepoparnbHOI 4OCTaBKW.

Y Wwe oaHOMy BapiaHTi 3AINCHEHHSsI LUel BMHAaXxig onucye, WO fikapcbka dopma - Le Tabnetka,
MiHi-TabneTka, TabneTtka abo kancyna MUPS (TabneTku 3 mikpokancyn 3 Aito4o pevoBUHOR).

Y We oaHoOMy BapiaHTi 3[iMCHEHHA Lie/ BUHaxig onucye, WO nikapcbka opma 3HaxoauTbes y
BUMMA4I O4HOLIAPOBUX, ABOLLIAPOBUX, OaraTowapoBux, MOKPUTUX abo He MOKPUTUX OBONOHKO
Tabnetok, abo Mikpocdep 3 OGaraTowapoBMM MOKPUTTAM, rpaHyn abo KynboK, $Ki MOXYyTb
3aMoBHIOBATKCb Y Kancynu abo npecyBaTucb y TabneTku.

Y iHWOMY BapiaHTi 3[4iNCHEHHA Len BUHaxig onucye, WO rikapcbka dopma MiCTUTb nopuito
KOHTPOJSIbOBAHOrO BUBISIbHEHHSA Ta NOPLi0 HEFAMHOrO BUBINBHEHHS.

Y we ogHomy BapiaHTi 34INCHEHHs Len BUHaxif Onucye, WO nikapcbka dopma, Sk BapiaHT,
BKItovae pyHKUioHanbHe abo HedyHKLUiOHansHe NOKPUTTS.

Y iHWoMYy BapiaHTi 34iCHEHHS Ueil BMHaxXig onucye, Lo nikapcbka doopMa BUKMIUKAE MiHIManbHy
edeKTNBHY KOHLUeHTpauito y nnasmi cyb'ekta, nopibHy KOHUEHTpauii, OTpuMaHin B pe3ynbTaTi
BBEEHHS 3BMYalHOI J030BaHOi (hopMM 3 HEraHUM BUBINIbHEHHSIM, BNPOAOBX NPUONU3HO 1 roanHu,
a pewTa npenaparty NoCTyrnoBO BUBINbHAETLCA BNPOAOBX Mepioay, Wo cknagae npubnusHo 12-24
roguHu, Wwob nigTpyMyBaTu KOHLEHTPALi0 NpenapaTty B Mexax TepaneBTUYHOIo BikHa APOTaBEPIHY.

B we ogHOMy BapiaHTi 3[iMCHEHHA Len BMHaxig onucye, Wo nikapcbka dopma mae npodinb
BUBINBbHEHHA PO3YMHEHHSAM in vitro Big 25 % no 40 % 4depes npubnusHo 1 roauHy, Big 30 % o 50 %
yepes NpnbnusHo 2 roguHu, Big 40 % Oo 65 % vepes npubnuaHo 4 roguHu, Big 60 % Oo 85 % 4vepes
npubnu3Ho 8 roguH i He MeHwe NpmMbnnsHo 85 % yepes NpMbnM3HO 16 roguH.

B ogHOMy BapiaHTi 34iCHEHHS Lel BUHaXi4 onucye MeTod NpuUroTyBaHHS O4HOLIApPOBOi TabneTku
3 KOHTPONbOBaHMM BUBINTbHEHHSAM, LLO MICTUTb ApOTaBepiH abo Aoro cori, MeTo BKITYaE:

(a) npocitoBaHHs1 Ta Cyxe 3MillyBaHHSA gpoTaBepiHy abo 1oro coni 3 nigkMcntoBayem, noniMepom
Ta JOMOMIKHOK PEYOBUHOIO A5t OTPUMAHHS CyMiLli "aitoda peyoBuMHa - OMNOMDKHA pevyoBuHa";

(b) npocitoBaHHA Ta 3MilLyBaHHSA eKcTparpaHynsapHUX iHrpedieHTIB i3 cyMmillLlto "ailoya peyoBuHa-
AOMNOMiXKHa pevoBuHA" 4N OTPUMAaHHSA nikapcbkol hopMu;

(c) npecyBaHHA nikapcbkoi opMu ANA YTBOPEHHS TabneTKu.

B opgHomy BapiaHTi 34IMCHEHHS Uen BWHaxXig4 onucye MeToA NPUroTyBaHHSA OOHOLIApoBOi abo
OaraTollapoBoi TabneTku, WO MICTUTb ApoTaBepiH abo Ooro Cinlb, MeTOA BKIMOYaE:

(a) npocitoBaHHsI Ta Cyxe 3MillyBaHHSA gpoTaBepiHy abo 1oro coni 3 nigkMcntoBayem, noniMepom
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Ta AOMNOMDKHOK PEYOBUHOK A9 OTPUMAHHS CyXOl CYMiLLi;

(b) rpaHynioBaHHSA Cyxoi CyMmiWi i3 3B'A3yBanbHUM pPO3YMHOM, WO MICTUTE MPUHANMHI
NONIBiHINMIPONIAOH Ta i30NPOMiNOBMIA CAMPT, AN OTPUMAHHS rPaHyr;

(c) cywka rpaHyn Ong OoTpMMaHHA GakaHoro nokasHwka "BTpaTu Mig Yac CyLKW" BUCYLLEHUX
rpaHyrs;

(d) nomen BUCYLLEHMX FpaHyn 3 noganblnM NPOCitoOBaHHAM ANs OTPUMAHHS rpaHyn BU3HAYEHOro
po3amipy;

(e) npocitoBaHHA eKcTparpaHynsapHUX iHrpegieHTiB 3 noganbluMM 3MillyBaHHSAM 3 rpaHyramm
BU3HAYEHOro po3mipy Ang oTpuMaHHs fikapcbkoi hopmu; Ta

(f) npecyBaHHs1 nikapcbkoi bopMu AN YTBOPEHHSI TabneTku.

Y Wwe ogHOMY BapiaHTi 34iIMCHEHHSA Len BUHaxig onucye, Wo MeToh NpUroTyBaHHS O4HOLLApOBOI
abo OaraTowwapoBoi TabneTky, WO MICTUTb ApOoTaBepiH abo MOro Cinb, BKMOYAE MOKPUTTS TabneTku
OAHMM abo Kinbkoma (pyHKUIOHAaNbHUMM Y HeDYHKLIOHANbHUMM NOKPUTTAMM.

Y BapiaHTi 34INCHEHHS LbOro BMHAxXody PO3KPMBAETbCA METOA MiKyBaHHS MPUHAWMHI O4HOro
CUMNTOMY  LUSNTYHKOBO-KULLKOBMX, BiniapHuX, YpONoriYHMX Ta TriHEKOMOriYHUX poasnagis, LWo
XapakTepusylTbCa CNacTUYHMMKM  CTaHamMu  [Magkol  MyckynaTypu, Hanpuknag, CUHOPOMOM
NnoApasHEHOro KULUEYHUKA, >KOBYHUMM KOMiKamMK, XOMNeuncCTONiTOM, XONEeLUCTUTOM, XOMaHriTom,
HUPKOBMMM  KOrMikamn, Hedpponitiasom, ypeTponiTiTiasoMm, nMinNiToM, UWCTUTOM, AUCMEHOPEEHD,
HeMMHy4Ynm abopTom abo TeTaHycoM MaTku y cyb'ekTa, Wo noTpebye Lboro, WO BKAYAE BBEAEHHS
cyb'ekTy nikapcbkoi hopMM 3 LbOro BUHaxoay.

B iHWoOMY BapiaHTi 34iNCHEHHSI LUen BMHaxig onucye, WO MeTon NiKkyBaHHA MPUHAMMHI O4HOro
CAUMMTOMY  LUSTYHKOBO-KULUKOBUX, OiniapHUX, YpOMoOriYyHMUX Ta T[iHEeKOmMOoriYyHux posnagis, LWo
XapaKTepU3ylTbCA CNacTUYHMMK CTaHaMK Inagkoi Myckynatypu, y cyb'ekta, skunm notpebye Lboro,
LLO BKIOYae BBeAEHHS1 CyD'ekTy nikapcbkoi popMu 3 LbOro BUHAxXogy npu LboMy fikapcbka dopma
BBOAMTLCA Y BUMNAAI Yy BUrMa4i ogHOLAPOBMX, OBOLLAPOBMX, GaratowlapoBux, He MOKpuTuMx abo
nokpuTux ob6onoHko TabneTok, abo mikpocdep 3 baraTolapoBUM NOKPUTTAM, KyNboK abo rpaHyn y
dopmi TabneTtok abo kancyn.

B ogHomMy BapiaHTi 34iIMCHEHHS LIbOro BUHaxo4y pO3KpMBAETHCA BUKOPUCTAHHA NikapCbkoi hopmu
3 UbOro BUHaxody ANS MiKyBaHHA MPUHAWMHI OQHOTO CUMMTOMY LUMYHKOBO-KWLIKOBUKX, OGiniapHux,
YPOOriYHMX Ta TFiHEKOMOriYHMX pOo3nafiB, WO XapaKTepusylTbCa CNacTUYHMMM CTaHaMu rnagkoi
MycKynaTypu, y cyb'ekTa, LLIO BKIIOYAE BBEOEHHSA NiKapCbKoi hopMu Cy0'eKTy.

CTUCN OMNNC KPECNEHb

dirypa 1: Ha ®irypi nokaszaHuin penpeseHTaTuBHUA Npodinb WBUAKOCTI BMBINbHEHHS NiKapCbKOT
dopmu 3 KB gpoTaBepiHy rigpoxnopuay, NpuroToBreHoro BignoBigHO A0 uboro BuHaxony. MNpodins
PO3UYMHEHHS MokasaHu 9K % BUBINbHEHHSA NpenapaTy ApoTaBepiHy rigpoxnopuay B 3anexHocTi Big
yacy (y roguHax).

OETANBHUN OMUC BUHAXOOY

Benvkun acopTMMeHT noniMepiB € [OCTYNHUM AN fikapcbkux dopm/cuctem  [OCTaBKu
npenapaTiea 3 KB, pasoMm 3 eKcnepTu30l 3asiBKW Afsl 3a40BOJSIEHHA BMMOI [OCTaBKM npenaparty
KOHKpETHOI  nikapcbkol opmu, WO gonomarae pos3pobui HoBux npogykTie. [lonivep 3
KOHTPONMbOBAHMM BUBINIbHEHHAM MOXe OyTM ogHMM abo KifbkOMa 3 HaCTYMHWUX: TFinpomenosa,
rigpokcieTunuentonosa, rigpokcinponinuentonosa, kapbokciMetunuenionosa abo ix  coni,
eTunuentonosa, kapbomipun, MeTakpuIoBi KACMOTU Ta MonieTUrneHokcnan (HeioHHi nonimepwu), ki €
OOCTYNHUMU B Pi3HUX hapMaLeBTUYHUX CTYNEHSAX YMCTOTW i MPOMOHYIOTL CrnekTp Bnactusocten KB
ANsi pi3HMX JO30BaHMX opM Ta MmeTodiB 06pobku. PisHi BapiaHTV NMOKa3HUKIB MONEKYNSPHOI Baru Ta
XiMiYHMX 3aMiHHUKIB 3abe3nevyoTb HeanideHHi cnocobu onTuMisauii NPOAYKTMBHOCTI MiKapCbKUX
dopmM. KoxHa cepis Mae MpUHUMMNOBO Pi3Hi XapakTepucTukn rigpodinbHOCTI, rigpodobHocTi,
3MOYYBaAHOCTI, 3anexHoi Big pH po3dnHHOCTI, HabyxaHHA Ta epogsii, Wwob 3abe3neunTn rHyyKicTb y
KOHTPOJSTi OCHOBHUX MeXaHi3MiB BUBIfIbHEHHS.

B pesikux BapiaHTax 3failicHeHHs nikapcbki oopmn 3 KB 3 LibOoro BUHaxogy MIiCTATb NigKUCIIOBaYi.
lMigkncnoBay moxe 6yTn BUOpaHui, Hanpuknag, 3 MMMOHHOI KUCIOTWN, (DYMapoBOi KUCMOTU, MOSIOYHOI
KMCINOTK, MarneiHOBOI KUCNOTK, A6TYYHOT KUCNOTK Ta BUHHOI KUCIOTK, abo KOMBiHaLi LMX KACMOT.

B pesikux BapiaHTax 3gincHeHHs nikapcbki popmn 3 KB 3 LbOro BuHaxogy MIiCTATb ApoTasBepiH
abo noro coni, ogMH abo kinbka rigpodinbHMX noniMepiBs Ta ofgHy abo Kinbka chapmaueBTUYHO
NPUNHATHUX AOMOMIKHUX PEYOBWUH, TakK WO NpWU BBEOEHHI nepopanbHO Ui Nikapcbki dopmu
BMBINbHAITE OPOTaBepPiH Y KOHTPONIbOBAHMUI CNOCiO BNPOAOBXK TPMBAroro nepiogy yacy.

B peskux BapiaHTax 3fiMCHEHHS nikapcbki popMu, onncaHi B LIbOMY AOKYMEHTI, AEMOHCTPYIOTh
Npodinb PO34YMHEHHS in Vitro ApoTaBepiHy abo MOro conen, sikuii Npyv BMMIPIOBaHHI 3a LOMOMOIoH
meToay USP I, npu wewmgkocTi 6ina 75 06 / xB8, npubnusHo y 1000 mn, 0,1 N rigpoxnopuay (pH 1,2),
3a Temnepartypu npubnusHo 37+0,5 °C, ctaHoBuTUME Big npubnumsHo 25 % po npubnmsHo 40 %
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npenapaTty, BUBiNbHEHOro npubnmaHo yepes3 1 roguHy, Big npnbnmsHo 30 % go npubnusHo 50 %
npenapaTty, BMBIMbHEHOrO NpMBNM3HO Yepes3 2 roguHu, Big npubnusHo 40 % po npmubnusHo 65 %
npenapaTy, BUBINbHEHOro NpnbnusHo Yepes 4 roavHu, Ta Big npnbnusHo 60 % no npubnuaHo 85 %
npenapaTy, BUBINbHEHOro NpnbnusHo Yepes 8 roauH, i He meHw, Hixx (NLT) npubnusHo 85 % uepes
npnbnusHo 16 roanH. B geskux BapiaHTax 34iNCHEHHS AAaHOro BUHaxXoay nikapcbka oopma BUBINbHSAE
OOCTaTHIO KiNbKiCTb npenapaTy ApOTaBepiHy, O [[03BOMSE OTpUMATU OOCTaTHIO KOHLUEHTpaLito
npenapaTty B KpOBi ONA CTBOPEHHSA LUBMAKOrO TepaneBTUYHOro edekTy, a 3rogoM 3abesnedye
piBHOMiIpHE Ta MNOBINbHE BUBINbHEHHS MpenapaTy BNpOAOBX NpuONM3HO 16 rogwH, i NoTiM BOHa
nigTpumMye uen edekT npubnuaHo Ha npoTasi 24 roguH. OTXe, B OesiKMX BapiaHTax Len BUHaxig
NPOMoHYye O030BaHy hopMy MoandiKoBaHOrO BUBINIbHEHHS, sika Morna © BMBINbHATU 6nnsbko 20 %
npenapaTy BNpoAoBX MpubnusHo 1 rogmHu, a 3anuwok B po3Mipi 6nmnsbko 80 % Oyae 3BinbHEHWN
nicnsi uboro, wob 3abe3neynTn TepaneBTUYHUIA ehekT Ha NpPoTA3i NPUBNM3HO 24 TOOWH KK Y BUMAAKY
A030BaHoi hopMuM 3 OCTABKOW Npenaparty oauH pa3 abo ABivi Ha OeHb.

B pesknx BapiaHTax 34iiCHEHHs [aHoro BMHaxo4y [A030BaHa opma 3 KOHTPONbOBaHUM
BMBINbHEHHAM A8 NepopanbHOro BBeAEeHHA MiCTUTb nonimepu nonietuneHokenaun (MEO) 3 HM3bKOK
MOMEKYNsIpHOK Macok nooauHui abo B noegHaHHi 3 rigpokcinponinmeTtunuentonosoto (MML) 3
HEiOHHMM noniMepoM Ta iHLWKMMW AONOMPKHUMW pedYOBUHaMM A58 YTBOPEHHS TabneTok Ta, K BapiaHT,
3 ogHMM abo Kinbkoma noniMepamu, o He abcopbyoTbCs Yepes LUMYHKOBO-KULLKOBUI TPaKT.

Takum 4ymHOM, B Oeskux BapiaHTax 3AIMCHEHHS nikapcbki dopmm 3 KB 3 uboro BumHaxogy
BKIMOYaIOTb HACTYrMHe:

- [poTaBepiH abo noro coni, B KinbkocTi Big npubnmsHo 10 go npmbnusHo 300 mr, Hanpuknag, Big
npnbnuaHo 40 go npndnusHo 240 mr. [lpoTaBepiH NepeBa)KHO MPUCYTHIN y KiNbKOCTI, NnpuaaTHOI aAns
BBEJEHHS 003 OAMH pa3 abo ABidi Ha AeHb.

- OguH abo Kinbka akTUBHUX iHrpeadieHTiB, Aki € NodidHMMKM TMnamu MONEKyn npenapaTty B TOMY,
WO BOHWM € YyTNMBMMMK OO OKWUCNIoBanbHOI Aerpapgadii. HeobmexyBanbHi npuknagyn npenapartis,
CXWUMbHUX OO0 OKUCIIOBanbHOI Aerpagadii, BKNoYawTb gpoTaBepiH, MebeBepiH, anesapiH, nanaBepiH
Ta iX papMaueBTUYHO NPUNHSATHI CONi.

- [esiHTerpaHtu/cynepgesiHterpaHtn, a came, HaTpilo KpOXMamw rMikKonaT, HaTtpilo
KpockapMerno3a Ta KpOCMoBi4OH MOXYTb 6yTn BuGpaHi nooauHui abo B noegHaHHi Ans NOMiNWeHHs
BMBINbHEHHS MikiB 3 wapy HB.

- MNonietuneHokeung (MEO) sik HeioHHWIA romononimep eTuneHokengy (peectpauiiiuin Homep CAS
25322-68-3). NMEO € XiMiYHO CXOXMM Ha MONIETUNEHTTIKONb, ane Mae BMCOKY MONEKYNSAPHY Macy B
Mexax Big 100000 go 7 MinbroHiB r/monb. ®apmaueBTudHi copt NMEO MOXYTb MaTU YHIKanbHi
BIACTUBOCTI, Hanpuknag, HeioHHWI, rigpodinNbHUA Ta TEPMONMACTUYHUI XapakTep 3 BUCOKMM PIBHEM
HabyxaHHs. NMEO - ue ©Oe3neyHi, HETOKCMYHI Monimepu, ki He abcopbyTbCcA Yepes LUMYHKOBO-
knwkosur TpakT. NMEO mae rpaHuyHe 3HayeHHsa 3a knacudikauieto 1ID (basa gaHWx HeakTUBHUX
iHrpeaienTiB) 6nun3bko 543,9 Mr Ha ogHy TabneTky Ansa nepoparnbHUX 3aCTOCYBaHb.

- "TigpodinbHWMIA NoniMep KOHTPOMbOBAHOrO BMBINIbHEHHA" MOxe OyTu BMOpaHui, Hanpuknag, 3
ogHiei abo  KiMbKOX  MOXiAHWMX — Uenonosn, BuOpaHWX 3 TigpOKCINpONninMeTUNUentonosun,
rigpoKCieTUnUentonosn,  rigpokcinponinuentonosn, kapbokciMeTunuenionosu,  MeTunuentonosu,
HaTpiikapbokciMeTunuenono3n; Ta kamegewn, BuOpaHWX 3 KCaHTAHOBOI Kamepi, kamedi Kapawni,
kameni 006iB pi>KKOBOro gepeBa, anbriHOBOI KMCINOTWM Ta HaTpilo anbriHaTy i akpuiioBMX NOiMepiB.
lNgpokcinponinmeTunuentonosa MoXe npeacTaBnATy cobok, Hanpuknag, [OCTYMHI  KOMepLiiHi
BMpPOOK, TakMMKU siK NPOAYKTU npemianbHoro knacy Metocel®, o MawTb NEBHi 3HAYEHHSA YSIBHOI
B'I3KOCTIi, HaNpuKnaz, 3Ha4YeHHs1 B'A3KOCTI, WO cknagatoTe npubnusHo 100-150000 cll (2 % y Boai 3a
TemnepaTypu 20 °C), Hanpuknag, K100, K4M, K15M, K100M, E4M, E10M; 3HayeHHs B'A3KOCTi B
mexax Big 80000-120000 cll (2 % y Bogi 3a Temnepatypu 20 °C), Hanpuknag, Metocel® K100M CR.
Byno BigmiyeHo, Lo KinbKiCTb rigpodinbHOro noniMepy Ha o4MHULIO 403K ApOoTaBepiHy abo noro coni
Biirpae ronoBHy pofb y XapakTepucTukax BMBINIbHEHHS mpenapaTty 3 nikapcbkoi dopmu. KinbkicTb
rigpocpinbHOro noniMepy KOHTPONbOBAHOIO BUBINIBHEHHST MOXeE CTaHOBWUTU nmpubnusHo Big 05-30 %
MacCOBOI| YaCTKM Ha OQUHULIIO Macy 4030BaHOi opMMU.

- Jlikapcbki (bopMM MOXYTb MICTUTU iHWI PEYOBUMHM AN 3aTPUMKU BUBINbBHEHHS, BKIHOYa4U
rinpocpobHi nonimepwn, pasom 3 KombiHauieto ogHoro abo Kinbkox rigpodinbHMx nonimepis. OgHak
nuwe rigpodinkeHi noniMmepun NOOAMHLL MOXYTb TaKOX BUKOPUCTOBYBATUCHL ANA OTPUMAHHS NiKapCbKnx
OpPM 3 KOHTPOSIbOBAHUM BUBINIBHEHHAM 3 GaKaHUMW XapaKTepUcTUkamu, OCATHYTMMMU NiKapCbKUMM
dopmMamu, HaBeAEHVMN B LIbOMY JOKYMEHTI.

- Jlikapcbki popMK 3 KOHTPOMNbOBAHWM BUBINIbHEHHAM MOXYTb TakKOX MICTUTWU "dpapmMaueBTUYHO
NPUIAHATHI  JOMOMiXKHI  pedoBUHM", BUOpaHi, Hanpuknag, 3 oAHOro abo KiNbKOX pO3pimKyBaYis,
3B'dA3yBarnbHUX PEYOBUH, 3MaLLlyBarnbHUX PEYOBUH Ta rMigaHTiB.

- 3okpema, pospigKyBay Moxe OyTu obpaHuin, Hanpuknag, 3 OHIEi abo KiNbKOX HACTYMHUX
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PEYOBUH: MIKpOKpUCTanivyHa Lentonosa, nakrosa, gikanbsuindocgaTt Ta Kpoxmarb.

- 3B'asyBanbHa peyoBuMHa Moxe OyTu BMOpaHa, Hanpuknag, 3 ofHiei abo KinbKOX HaCTYMHUX
PEYOBUH: KpOXmarib, MOMIBiHINMIpONigOH, HaTypanbHa abo CcuMHTeTMYHa Kamedb Ta LEentono3Hi
nonimepu.

- 3mallyBanbHi pedoBUHM Ta rMigaHTU MOXyTb OyTu BMOpaHi, Hanpuknad, 3 oaHiel abo KinbKox
HaCTYNHUX PEYOBUH: TamnbkK, KOMOIAHWUI KPEMHIEBMIA AiOKCUA Ta MarHito cteapar.

- [nga 3axucty gpoTaBepiHy rigpoxnopuay Big OKUCIOBanNbHOI Aerpagadii po3pobneHi nikapcbki
dopmn MICTATL NigKUcnoBadi.

- MigkucnoBay moxe 6yt BUOpaHUN, Hanpuknag, 3 ogHiel abo KombiHauii HAaCTYMHUX PEeYOBUH:
NMMOHHa KncnoTa, doyMapoBa KUCIoTa, MOJIOYHA KMCMNoTa, ManeiHoBa kucnoTta, 96ny4yHa KicnoTa Ta
BMHHa KUCroTa.

- AHTMOKCMOAHT MOXe OyTu BMOpaHMIW, Hanpuknag, 3 OAHIEi 3 HACTYMHMX pPeYoBUHU abo 3
KOMOiHauii uMx pedoBuH: OyTtunrigpokciarizon (BrA), 6yrtunrigpokcitonyon (BI'T), Hatpito
MeTabicynbgiT, HaTpito Tiocynbdat, nponinranat, ackopbiHoBa KMCNoTa Ta LMCTEIH.

B pneskmx BapiaHTax nikapcbki dopmm apoTaBepiHy abo noro conen 3 KB moxyTb Oyt oTpumaHi y
Burnsagdi TabneTku, Kynbku, Mikpocepu abo kancynu. Tabnetka moxe ©OyTtn Tabnetkowo 6e3
060noHkKn, TabneTkow, BKPUTOK OBONOHKOK abo MiHi-TabneTkamun. Hanpuknag, nikapceki doopmn 3
KB moxyTb ©OyTM oOHOLWApOBOK MaTpuyHOK TabneTkow ABOWapoBMMK, Tpuwwaposumu abo
BaratowapoBmmMu TabneTkammn 3 yHKUioOHanbHUM abo HedyHKLIOHaNbHUM NOKPUTTAM Yn 6e3 Takoro
nokpuTTA. PyHKUIOHANbHE NMIBKOBE MOKPUTTA - Le MOKPUTTS, sike mae 6esnocepeHii BNivB Ha
BMBINbHEHHs1 A®Il (akTMBHOro cpapmaueBTUYHOrO iHrpedieHTa) TBEpAOoi nepopanbHOl [030BaHoi
dopmu (Hanpuknag, TabneTku, kancynu, rpaHynu abo Mikpocdepwn), npuknagu BKIIHOYaKOTb
ANCNEPCIl0 eTUNLENIONO3N 3 PO3YMHHMM Morlimepom abo gucnepcito Ha OCHOBI Monimepis, ki He
abcopbyloTbCca Yepes LUITYHKOBO-KULLKOBUIA TPaKT, 3 BOAOPO3YMHHMMU iHrpegieHTamu. B Ton xe vac
HedyHKUiOHanbHe NniBKOBe NOKPUTTS Ge3nocepedHbO He BNnvMBae Ha BuBINbHEHHS A®I. MNpuknagm
BKITIOYaI0Thb AMCMEPCIto NNiBKOBOro NOKputTs Ha ocHosi IMIML, 3 apomaTtmsaTopom abo 6e3 Hboro Ans
NigBULWEHHS MPUAHATHOCTI nNpenapartiB 3 MpPKAM CMakoMm, TakuMx SK gpoTaBepiH. TabneTtky MoXHa
rotysatm METOAOM BOMOroi rpaHyndauii, Ccyxoi rpaHynsauii / ygapHOro yuwinbHeHHa abo
BMKOPUCTOBYHOUM MPOLEC NPSIMOro NpecyBaHHS.

BxigHa cupoBuHa BMOUPAETLCA TakuMM YMHOM, LWOO rapaHTyBaTh, WO € MiHiManbHUN piBeHb
BiNIbHOI BOAM, sika MOXe OyTuM 3ryOHOM, CMpUYMHSIOYM Aerpagaudilo ApoTaBepiHy rigpoxnopuay.
Mpouec BMpobHULTBA, 0COBNMBO NPOLLEC BOMNOroi rpaHynsuii, noTpebye gocnigkeHb, ki MOXYTb OyTH
npoBeAeHi AN peryntoBaHHA PiBHIB 3aMNMLLKOBOro BMICTY BOSOIM Y roTOBIN NikapcbKiin hopMi.

B pesikux BapiaHTax npecoBaHi TabneTkn MOXyTb OyTU BKpWTI BiAMOBIOHUMW KOMMNO3WLISIMU, LLO
YTBOPIOIOTb MNIIBKY.

Ha ocHoBi BnactmBocTen Tabnetok gpotaBepiHy 3 KB, BigoMUX B L ranysi TEXHiKM, TEOPEeTUYHa,
ane poTtenep He peanizoBaHa CxeMa BMBIMbHEHHS MpenapaTy, WO OMUCYE XapaKTepUCTUKK
BiogocTynHoCTi Ta dhapMaKkoKiHeTUYHI BNacTUBOCTI ANg "A030BaHOl ApoTaBepiHy 'oauH pas Ha AeHb'",
Burnggana 6 Takum YMHOM:

Yac (roguHn) % BuBINbHeHHS (dianasoH)
1 25-40
2 30-50
4 40-65
8 60-85
16 He meHL, Hix 85

BuHaxigHvkn UbOro BuHaxody nNpoBenu Kinbka BUNpoOyBaHb mMiKapCbkux popm, WO MIiCTATb
nonimep KB, HanoBHIOBa4 Ta iHLWIi JOMNOMiIKHI KOMMOHEHTU NOOAMHLUI abo kombiHauii Ta cnpobysanu
NnpoLec BUrOTOBMEHHS METOLOM CyXOi Ta BOJIOrOi rpaHynsuii, wob oTpumaTti onucaHi BuLLe nikapcbki
dopmn apoTtaBepiHy abo woro coni 3 KB. lMoyaTkoBi ekcnepyMeHTU NpOBOAWMUCH 3 MiKAapCbKUMMU
dopmamu y BUIMSAI 0OHOLIAPOBMX Ta ABOLlapoBuUX TabneTok. OgHak, He3BaXKakoun Ha NPoBeaeHHS
[EKiNbkoX BUNpobyBaHb, Oyno AiNCHO AyXe BaXXKO KOHTPONBaTU Mpodinb BUBINbHEHHS BigNoOBiAHO
0O TEOpPEeTUYHOI CXEeMW BUBIMbHEHHS, WO € O4YeBWAHWM, BUXOASYM 3 iHopmalii, HaBedeHoi Yy
HacTynHux Tabnuuyax 1 Ta 2 gns ogHoWwapoBMX Tabnetok Ta Tabnuuax 3 Ta 4 Ans OBOLIApPOBMX
TabneTok.
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Tabnuuga 1

Jlikapcbki chopmu y BUrNAAi ogHOWAPOBUX TabneTok, NPUroToBneHi 3 BUKOPUCTAHHSM Pi3HUX

BUPOBHMYUNX NpoLieciB

Ne Cepga‘yggscb"om DTV-01 | DTV-02 | DTV-03 | DTV-04 | DTV-05 | DTV-09
ViapHe YnapHe YpnapHe Bonore Bonore Bonore
Bupo6bHmnumin npouec inin (DG) YLLifBH. YLUINbBH. rpaHyn. rpaHyn. rpaHyn.
YLUTBH. (DG) (DG) (IPA) (IPA) (IPA)
Martepian BigcoTok (%)
Aporasepiy 26.7 26.7 26.7 26.7 26.7 53.3
rigpoxnopug
Polyox WSR 303 50 45 15
&ﬂMLI, Methocel K 15 i i i 15 10
Polyox WSR 301 20 14.9
MCC 45 - 10 23.3 18.3 11.1
IMML, Methocel K
100 M 27.3 22.3 17.3 20 15
PVP K-30 4 4 6
IPA
MCC 5 5 3.3
Konoianui ajokena 0.5 0.5 0.5 0.5 0.5 0.7
KPEMHito
3malyBanbHa
peyoBuHa
MarHito cTeapat 0.5 0.5 0.5 0.5 0.5 0.7
Tabnuuga 2
Mpodinb BUBINbHEHHSA PO3YMHEHHAM NS MiKapCbkux hOpM Y BUTMSAI OQHOLIApOBKX TabneTok 3
Tabnuui 1
[poinb BUBIIbHEHHA PO3YNMHEHHAM
Yac (LinboBe BUBIifIbHEHHS) % % % % % %
Ne cepii nikapcbkoro 3acoby DTV-01 | DTV-02 | DTV-03 DTV-04 DTV-05 DTV-09
1 roguHa (25-40 %) 7 5 6 6 6 10
2 roguHu (30-50 %) 12 8 9 11 10 18
4 roguHu (40-65 %) 26 18 16 23 19 38
8 roguH (60-85 %) 61 40 40 54 37 73
16 roawk (He meHw, Hix 100 100 100 100 100 100
85 %)
Tabnuusa 3

Nikapcbki dhopMu y BUrNAAi ABOLLAPOBUX TabneTok

KoMnoHeHT

Ne cepii nikapcbkoro 3acoby (macosa gons y %)

DTV-15 DTV-42 | DTV-45 DTV-56 DTV-57
Jlikapcbkui 3aci6 36 40 40 40 40
Monimep KB 45 36 225 13 29
HanosHoBau 14 15 26 37 21
3B'A3yBanbHa pevyoBMHa 4.7 5 6 5 4
3acib ans nigBuWeEeHHs1 TEKYYOCTi 0.5 1 1 1 1
HisiHTerpaHT - 1 15 3 3
CrabiniszaTtop - 2 3 1 2
BapBHUK 0.02 0.02 0.02 0.02 0.02
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Tabnuus 4
Mpodink BUBINbEHEHHSA PO3YMHEHHAM AN MNiKapCbkux OOpM Y BUrNSAAi ABOLLAPOBMX TabneTok 3
Tabnuui 2
Hiana3oH
Yac (roguHu) LLiNbOBOro (%) (%) (%) (%) (%)

BMBINTbHEHHS (%)

_ Necepii DTV-15| DTV-42 | DTV-45 | DTV-56 | DTV-57
nikapcbKoro 3acoby
1 25-40 36 24 25 20 20
2 30-50 45 40 39 33 32
4 40-65 59 41 47 45 41
8 60-85 93 51 53 63 59

He meHLW, Hix

16 85 %

100 66 70 86 84

3rogom HeBenuka KinbkicTb 3 LuX TabneTok BunpobyBanbHUX cepi Oyna niggaHa ymoBam
NPUCKOPEHOr0 CTapiHHA Ta OuiHBanNMCb Ha aHania npodinisa  Aomiwok. [Ons  po3yMiHHSA
XapakTepucTuK XimidHOT gerpagauii nikapcoekux popm 3 KB npototun nikapcbkoi doopmu 6yB nigaaHui
"0OCNiMXEHHSIM NPMMYCOBOI Aerpagauii”, i pesynbtatn npeacTaBneHi y HaBedeHin Hkye Tabnuui 5.
Byno BigmidyeHo, WO y 3paskax, nigaaHux ymoBam NPUCKOPEHOro CTapiHHA, 6ynu BuABMNEHi HeBigOMiI
AOMILLKN 3 piBHAMKU Bnm3bko 2-3 % macoBoi YacTku. OTXe, 3 METO PO3pOBKN CTIMKUX NiKapCbKMX
dopm 3 KB Ta Gaxanum npodinem Oynu npoBedeHi OOCHiAXEHHS BNacTMBOCTEM MpenapaTty
ApOoTaBepiHy K cybCTaHuii-kaHangata Onsg BUKOPUCTAHHA Yy BUPOBHUUTBI roTOBUX MpenapaTiB Ans
BU3HAYEHHS OeAKUX KMoYoBUX i3UKO-XiMIYHUX BRAaCTUBOCTEN, TaKMX SIK PO3YMHHICTb, PO3KnadaHHs,
KifIbKICHWI CcKnag Ta napameTpu MOB'A3aHMX 3 HUMM PEYOBMH, @ TaKOX XapaKTEPUCTUKWU CTINKOCTI
nikapcbkux 3acobiB TOLLO.

Tabnuuysa 5

XapakTepucTukn XiMivHOI gerpagadii 3anponoHoBaHoI nikapcbkoi hopmu 3 KB, niggaHoi
"AocnifpKeHHAM NPUMYCcoBOI/NpUCKOpeHoi gerpagauii”

Ne cepii
nikapcbKoro DTV-042 DTV-042 DTV-042 DTV-042
3acoby
v Herpapauia y Herpapadis B Herpapadis B
Cram o | KACNOTHOMY | "NYXKHOMY | MEPOKCIIHOMY
cepefoBULLi cepeaoBULLi cepefoBULLi
(Biﬁ?l-ll;?(/)Ha Mac Mac. Mac. Mac
Hassa gomillku . 0 BTY | yactka | BTY | vacTka BTY "0
TpyBanictb |4YacTtka % % % yacTtka %
YTPYMaHHS)
[poTaBepiH AMiH
Liporasepin >KogHuX AOMILLIOK HE cnocTepiranoch
Kucnota
[poTaBepiH Amig
[poTaBepnagin 1.67 0.02 1.67 0.03 1.67 1.08 1.66 0.91
Okpema
HeBigoma
OOMiLLKa 3 0.20 0.20 0.20 3.15
HanBULLIUM
BMICTOM
Bcboro gomillok 0.51 0.76 1.89 24.58

Pesynbtatv pocnimkeHHs Oynu Hambinbw guBHuMn. 3 ornggy Ha Te, WO [OpOTaBepiH €
CMPUMHATIMBMM [0 OKUCIIHOBANbHOI Ta FgponiTMdHOI Aerpagadii, nepegbadanock, WO LOAaBaHHS
aHTMOKCUAAHTY MiABMWKTL KMoro cTabinbHicTb. OpHak [oAaBaHHA aHTUOKCMOAHTY MOKpaLLMIo
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CTabiNbHICTb NULIE HE3HAYHOK Mipok. |, HaBnaku, Ha KparHii NoAMB BUHAXIOHWKIB, OO4aBaHHS
nigKkucnoBava CNpUYMHUITO 3HAYHE MOMIMWEHHS CTIVKOCTI, WO NpMU3BENo A0 NOSABKU NiKapCbkoi dhopmu
OpOTaBepiHy 3 KOHTPOMNbOBAHWM BUBINbHEHHAM. [OCHIMKEHHA [OEeMOHCTPYE, WO BKIHOYEHHS
HEBEMUKOI KiNbKOCTI aHTUOKCUAAHTY ANst OTPUMAHHS CTiMKUX Nikapcbkmux dhopm 3 KB € kopucHuM ang
TOro, Wob YHWKHYTWM OKMCNIOBanbHOI Aerpagauii gpotaBepiHy abo MOro coni uYm Ailo4nMx peyvoBUH,
CXUNbHUX OO0 OKMCMoBanbHOI/rigponiTuyHol aerpagadii. Kpim toro, pesynbtaty cBig4yaTtb npo Te, LWo
JoAaBaHHS NigkucnioBadva nooauHui adbo B NoeaHaHHi 3 HE3HAYHOM KiNbKICTIO aHTUOKCUOAHTIB TaKoX
aornomarae po3pobuTu CTiviky nikapcbky oopmy 3 KB ans gpotaBepiHy Ta AOro coni.

BuHaxigHMKkM UbOro BMHaxogy 3 MOAMBOM BMSABWUIM, LWO CTiNKMX Ao3oBaHux ¢opm 3 KB
ApoTaBepiHy abo Moro coni 3i 3HWKEHUM MOKa3HWKOM Aerpagadii (Ta Takux, Wo MawTb 12-24 rognH
TpUBanocTi Mpodinto BMBINbBHEHHS) MOXHa AOCAITW Nuwe 3 JoAaBaHHAM nigkucnoBada Ta 6es
AodaBaHHs abo 3 AogaBaHHAM HE3HaYHOI KiNbKOCTi aHTMOKCUAAHTY. BUHaxigHMKn Takox po3pobunu
pi3Hi nikapcbki doopmu 3 KB y BUrnsai ogHowwaposux abo 6aratolapoBux Tabnetok; Tabnetok MUPS,
Tabnetok 3 nokputTaAM Ta 6e3 nokpuTTsa, y BUrnagi mikpocdep abo MiHi-TabneTok, AkMMuK
3anoBHIOTLCA Kancynu. Lli pospobneHi tabnetkm mMoxyTb OyTn BKpUTI HedyHKLioOHaneHUM abo
dyHKUiOHanNbHUM  NOoKpUTTAM.  OBONOHKM  Kancyrn CTBOPKOKOTLCA Ha  OCHOBI  KenatuHy abo
HexxenaTuHoBoOro nonimepy. Jlikapcbki opMm 3 UbOro BuMHaxogy MOXyTb ByTu Tabnetkamu abo
Kancynamu, Wo MIiCTSTb NOpLii HeranHoro Ta NOAOBXEHOIO BUBIMbHEHHS, AEMOHCTPYIOYM ABOdA3HUN
npodinb BMBINbHEHHSA nNpenapaTty. Lle rapaHTye mutTeBy 6iogocTynHicTb, NnodibHy Ao 6iogoCcTynHOCTI
Tabnetok 3 HB, Wo ocobnmBo GaxxaHo y BMMNAAKY MaLUIEHTIB, sIKi cTpaxaatoTb Big O00NbOBUX CTaHIB.
Mopuis HB micTuTb cymill JOMOMiKHMX peYoBUH Ta cTabinizaTopiB Ta BiAMOBIAHOI KiNbKOCTI Aito4oi
PEYOBUHN, OO3BONSOYM Ail0 3 HEramHoOro BWBINbHEHHS, NOAIOHY go Aii Tabnetok 3 HB, pasom 3
nopuieto KB npenapaty, Wo MiCTUTb BigNOBiAHY KifbKiCTb MNONiMepiB, AOMOMIKHUX PEYOBUH Ta
crabinisaTopiB, WO NEPeEMEXOBYOTLCA 3 BiAMOBIAHOK MOPLIED Aito40i peyoBMHM, 3abe3nevyoun
BUBIMbHEHHS MiKAapCbKOro 3acoby KOHTPOMbOBaHNM CNOCOBOM NpoTAroM 12-24 roguH.

Llen BMHaxia nponoHye nikapcbky ¢opMy 3 KOHTPONbOBAHUM BMBISIbHEHHSIM, LIO MICTUTb
ApoTaBepiH abo 1oro cinb, NPUHaNMHI 0AVH NiAKMCABaY Ta nonimep abo cymiw nonimepis pasom i3
dapMaLeBTUYHO NPUAHATHUMU OOMOMDKHMMM peyvyoBMHaMK, MpU LbOMY 3ragaHa nikapcbka dopma
PaKTUYHO HE MICTUTb aHTUOKCMAAHTIB. AHTUMOKCMAAHT MOXe OyTn MpUCYTHIM B KinbkocTi Big 0 Ao
10 % (macoBa yacTka) nikapcbkoi bopMu.

IntocTpaTuBHI nikapcbki opMn 3 LbOro BMHaxody HaBedeHi B Tabnuui 6 3 BiACOTKOBUM
Aiana3oHOM BiAMNOBIAHMX IHIPEIEHTIB 3rigHO PO3pP0obNeHNX NMikapCbknx opm.

Tabnuusa 6
IntocTpaTuBHI nikapcbki popmm 3 LbOro
BUHaxoay
K [ianasoH - macoBa
OMIMOHEHT

yacTka
[itoya peyosurHa 15-60
HanosHoBau 13-55
BapsHUK 0.1-0.6
CrabiniszaTtop 0.5-10
3B'A3yBanbHa pevyoBMHa 3-9
[isiHTerpanT 0.5-8
3acid ANA NiABALLEHHS 0215
TEKYYOCTi
3mallyBarnbHa pevyoBuHa 0.2-2
Monimep KB 5-30

Po3pobneHi nikapceki popmmn 3 KB Oynu nNpuroToBneHi y pisHUX [030BaHMX ¢opmax, a came,
Tabnetkax abo kancynax, NPWUroTOBMAEHWX LUNSXOM MPSIMOrO 3MillyBaHHSA, MPSAMOro npecyBaHHS,
TEXHONOrii Ha OCHOBI CyxOi rpaHynauii abo Bonoroi rpaHynsuii. Ans BMpoOHMYOro npolecy BOMoroi
rpaHynsuii rpadHynioloya piguHa Moxe OyTv BOOHO-CMMPTOBOK abo 6e3BOAHOK rpaHyrioHYo
pionHOIO, a came, CMPTOBUMU PO3YUHHUKAMMU.

MeTon npuroTyBaHHA OAHOLWAPOBOI TabneTKM 3 KOHTPOSIbHWM BUWBINbHEHHSAM, WO MICTUTb
nikapcbky ¢opmy pgpoTtaBepiHy abo MOro cinb, BKMOYAE (@) NPOCiIOBaHHS Ta Cyxe 3MillyBaHHS
aKTUBHUX iHrpedieHTiB 3 nigkucrosBadvyemM, noniMepomM Ta AOMOMDKHOK PEYOBUHOK AN OTPUMaHHS
CymiLli "aitoya peyoBuHa-gonoMixkHa pevosmHa"; (b) npocitoBaHHA Ta 3MilLlyBaHHSA ekcTparpaHynsapHuX
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iHrpenieHTiB i3 cymiwwio "gitoya pedoBMHA-OOMNOMDKHA pedqdoBMHA", oTpMMaHow Ha etani (a); (c)
npecyBaHHs nikapcbkol bopmu 3 eTany (b) ona chopmyBaHHst TabneTku.

MeTopq nigrotoBkm ogHowapoBoi abo 6araTowwapoBoi TabneTku, Wo MiCTUTL ApoTaBepiH abo 1noro
Cinb, MeToA, BKMYae: (a) NpocitoBaHHA Ta Cyxe 3MillyBaHHA Ail0YMX iHFPEeaieHTiB 3 nigkMcrnoBayem,
noniMepomM Ta AOMOMIKHOI PEYOBUHOIO AN OTPUMAHHSA Cyxoi cyMiui; (b) rpaHynsuinHa cyxa cymill
nepeMillyeTbCs 3a JOMOMOroK 3B'A3yBanbHOMO PO34YMHY LLO BKMOYAE NPUHANMHI noniBiHiNnniponigoH
Ta i3onponinoBuin CNUpPT ONA OTPUMMaHHS rpaHyn; (C) Cylwka rpaHyn Ans oTpumaHHs 6axaHoro
NnokasHuka "BTpaTty Nig Yac CylKu" BUCYLLEHUX rpaHys; (d) moOMen BUCYLLIEHMX FpaHyn 3 noganblinm
NpOCitOBaHHAM AMsi OTPUMAaHHS rpaHyn BM3HA4YeHOro po3Mipy; (€) MpocitoBaHHA eKcTparpaHynapHuX
iHrpenieHTiB 3 Noganblnm 3MillyBaHHSAM 3 rpaHynamu, oTpumaHummn Ha etani "d"; (f) npecyBaHHs
nikapcbkoi popmu 3 eTany (e) anst GopmMyBaHHA TabneTku.

HactynHi HeoOmexyBanbHi MpuknagyM LOAATKOBO iNOCTPYHOTb nikapcbki ¢dopmu 3 KB ans
ApoTaBepiHy abo 1Moro cosi Ta NpoLec CTBOPEHHST TAKNX JiKapCbKnx popm.

MPUKIAL 1:

Jlikapceki dopmu 3 KB ana gpotaeepiHy, npuroTtoBneHi y Burnagi "OpgHowaposux" TabneTok
METOLO0M NPSIMOro NpecyBaHHsi HACTYNHUM YNHOM:

IHrpeieHT Mac. yacTtka

y %

Cyxe 3MillyBaHHs

[poTaBepiHy rigpoxnopug 26.7

HeioHHWI nonimep

noni(etunexokcng) (Polyox 10

WSR 301)

Boaopo3umHHui nonimep

noni(eTuneHokcua) 3 BUCOKOH 45

MonekynsipHoto Macoto (Polyox

WSR 303)

MCC 17.3

EKCTparpaHynsapHUn iHrpegieHT

KonoigHun giokena KpeMHito 0.5

MarHito cteapaTt 0.5

MPUKNAL 2:

Jlikapcbka dpopma 3 KB gna gpotaBepiHy, npurotoBneHa y surnagi "OagHowaposux” Tabnetok
MEeTOAOM BOJOrOi rpaHynsaLii HaCTyMHUM YUHOM:

IHrpedieHT Mac. yactka y %
Cyxe 3MillyBaHHS
[poTtaBepiHy rigpoxnopug 26.67
MMU K15 15
MML K 100 10
Polyox WSR 303 20
MCC 18.3
MpuroTyBaHHs
3B'A3yBafibHOr0 PO34YUHY
IPA Yy .le.OCTaTH'WI
KiNIbKOCTI
PVP K 30 4
EkcTparpanynspHun
iHrpeaieHT
MCC 5
KonoigHun giokena KpeMHito 0.5
MarHito cteapaTt 0.5
MPUKIAL 3:

Jlikapcbka copma 3 KB gns gpoTtaBepiHy, npurotoBneHa y Burnsagi "OsowwapoBux” Tabnetok
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MeTOA0M BOSOrol rpaHynsauii:

[BowapoBa TabneTka
IHrpegieHT Mopuia 3 HB Mopuis 3 KB
Mac. yactka y % Mac. yactka y %
Cyxe 3MillyBaHHs
[poTtaBepiHy rigpoxnopug 54.55 52.94
MML K 100 - 17.65
Polyox WSR 301 - 17.65
HaTtpito kpoxmanto rnikonsar 3.64 -
MCC 31.8 5.88
[iamaHToBUI CUHIN 0.2 -
MpurotyBaHHs
3B'A3yBanbHOr0 PO3ynHy
IPA Y [OCTaTHIN KiNbKOCTI Y DOCTaTHIN KiNbKOCTI
PVP K 30 4.5 3.53
EkcTparpaHynspHum iHrpegieHTt
MCC 4.5 1.47
KonoigHun giokcng KpeMHito 0.5 0.44
MarHito cTeapat 0.5 0.44
MPUKIAL 4:
5 Jlikapcbka copma 3 KB gna gpotasepiHy, npurotoBneHa y Bumsagi "[Osowaposux” Tabnetok

METOAOM BOSOroi rpaHynsuii:

[BolwwapoBa Tabnetka
IHrpegieHT Mopuis 3 HB Mopuisa 3 KB
Mac. yactka y % Mac. yactka y %
Cyxe 3MillyBaHHS
[poTaBepiHy rigpoxsopua 40 40
MmML K 100 - 22.44
Polyox WSR 303 - 22.44
Hatpito kpoxmanto rnikonsaT 4.8 -
MCC 42 7.56
[iamaHTOBUI CUHIN 0.2
MpuroTyBaHHs 3B'A3yBaNIbHONO PO34MHY
IPA Y pocTtaTHil KiNbKOCTI Y pocTtaTHil KinbKOCTi
PVP K 30 6 4.67
EkcTparpaHynsipHun iHrpegieHTt
MCC 6 2
KonoigHun giokena KpeMHito 0.6 0.44
MarHito cteapaTt 0.6 0.44
MPUKIAL 5:
10 Jlikapcbka copma 3 KB pgns gpoTtaBepiHy, npurotoBneHa y Burnagi "[Osowaposux” TabneTtok

METOLO0M BOJIOrol rpaHynauii:

[BoluapoBa TabneTtka

IHrpegieHT Mopuis 3 HB Mopuisa 3 KB
Mac. yactka y % Mac. yactka y %

Cyxe 3MilyBaHH4A

[poTtaBepiHy rigpoxnopug 46.67 37.78
MmMLu K 100 - 22.44
Polyox WSR 303 - 22.44
Hatpito kpoxmanto rnikonsaT 4.8 -

MCC 35.3 9.78
[iamaHTOBUI CUHIN 0.2 -

MpuroTyBaHHs 3B'A3yBanbHOrO po3ynHY
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[lBowapoBa TabneTka

IHrpegieHT Mopuis 3 HB Mopuisa 3 KB
Mac. yactka y % Mac. yactka y %

IPA Y pocTtaTHiln KinbKOCTi Y pocTaTHiln KinbKOCTi
PVP K 30 6 4.67
EKcTparpaHynsapHun iHrpegieHT
MCC 6 2
KonoigHun giokena KpeMHito 0.6 0.44
MarHito cteapaTt 0.6 0.44

Ak BapiaHT,
HeyHKLIOHaNeHOro NOKPUTTS.
MPUKIAL 6:

npecoBaHa Tabnetka Moxe OyTM BKpuTa peyvoBUMHaAMK YHKUiOHanbHOro Ta

Jlikapceka ¢popma 3 KB ana gportaBepiHy, npurotoBneHa y Burnagi "[Osowaposux” Tabnetok
MEeTOAOM BOOrol rpaHynsauii (osysaHHs 60 mr)

[Bowaposa TabneTka

IHrpegieHT Mopuis 3 HB Mopuis 3 KB

Mr Mr

Cyxe 3MillyBaHHs

[poTaBepiHy rigpoxnopua 15 45

MML K100 - 25

Polyox WSR 303 - 25

HaTpito kpoxmanio rnikonat 2 -

MCC 16 9

[iamaHToBUI CUHIN 0

[MpuroTyBaHHs 3B'A3yBaNbHONO PO34MHY

IPA

Y pocTtaTHIl KinbKOCTi

Y pocTtaTHIl KinbKOCTi

PVP K 30 2 5
EkcTparpaHynspHum iHrpegieHTt

MCC 2 2
KonoigHun giokcua KpemHito 0.2 0.5
MarHito cteapar 0.2 0.5

NPUKNAQL 7:

Jlikapcbka copma 3 KB pgns gpoTtaBepiHy, npurotoBneHa y Burnagi "[Osowaposux” TabneTtok
MEeTOoL0M BOJIoroi rpaHynauii (aosysaHHsa 120 mr)

[BolapoBa TabneTtka

IHrpenieHT Mopuis 3 HB Mopuisa 3 KB

Mmr Mmr

Cyxe 3MilyBaHH4A

[poTtaBepiHy rigpoxnopug 30 90

MM K 100 - 50

Polyox WSR 303 - 50

Hatpito kpoxmanto rnikonsT 4 -

MCC 32 17

[iamaHTOBUI CUHIN 0.2

MpuUroTyBaHHs 3B'A3yBanbHOTO PO3YMHY

IPA

Y pocTtaTHil KinbKOCTi

Y pocTtaTHil KinbKOCTi

PVP K 30 5 11
EkcTparpaHynsipHun iHrpegieHTt

MCC 5 5
KonoigHun giokena KpeMHiIto 0.4 1
MarHito cteapaTt 0.4 1

MNPUKNAQL 8:

Jlikapcbka copma 3 KB ana gpoTtasepiHy, NpUroToBrieHa Yy BUMAgi
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METO[O0M BOJIOroi rpaHynsauii (ao3yBaHHsa 180 mr)

[Bowaposa TabneTka

IHrpegieHT Mopuis 3 HB Mopuis 3 KB

Mr Mr

Cyxe 3MillyBaHHs

[poTtaBepiHy rigpoxnopug 45 135

MmML K100 - 76

Polyox WSR 303 - 76

HaTtpito kpoxmanto rnikonsar 5 -

MCC 47 26

[iamaHToBUI CUHIN 0

[MpuroTyBaHHs 3B'A3yBaNIbHONO PO34MHY

IPA

Y [JocTaTHil KinbKOCTI

Y JocTaTHil KinbKOCTI

PVP K 30 7 16
EkcTparpaHynsipHun iHrpegieHt

MCC 7 7
KonoigHun giokcna KpeMHito 1 2
MarHito cteapar 1 2

MNPUKNAQL 9:

Jlikapcbka copma 3 KB gna gpotasepiHy, npurotoBneHa y surnagi “"[sowaposux” TabneTtok
MEeTOAOM BOJOrol rpaHynauii (aosysaHHsa 240 wmr).

[Bowaposa Tabnetka

IHrpegieHT Mopuis HB Mopuia KB
Mr Mr
Cyxe 3MillyBaHHS
[poTaBepiHy rigpoxnopua 60 180
MML K100 - 100.96
Polyox WSR 303 - 100.96
HaTtpito kpoxmanio rnikonsr 7.2 -
MCC 63.2 34
[liamaHToBUI CUHIN 0.32

[MpuroTyBaHHs 3B'A3yBanibHOrO0 PO34YnHyY

IPA

Y gocTaTHIN KiNnbKOCTI

Y gocTaTHIN KinbKocCTi

PVP K 30 9 21
EkcTparpaHynsipHun iHrpegieHTt

MCC 9 9
KonoigHun giokcma KpemHito 0.8 2
MarHito cteapaTt 0.8 2

MNPUKNAQL 10:

MpaHynu nikapcbkoi dopmu 3 KB ana gportaBepiHy, NpuUrotToBrneHi MeTo4OM BOMOrol rpaHynsauii

(oo3yBaHHsa 240 wr).

IHrpegieHTn

| Mopuist HB (y mr) |

Mopuiga KB (y mr)

BHyTpilHbOrpaHynsapHWi Matepian

[poTtaBepiHy rigpoxnopug 75.00 165.00
Hatpito kpoxmanto rnikonsar 7.00

MCC 35.70 133.60

MML K 100M - 54.00

MML K 4M - 54.00
KonoigHun giokena KpeMHiIto - 2.00
BapBHMK 0.20 -
[MpuroTyBaHHs 3B'A3yBanbHOIO PO34YUHY

JINMOHHa kucnora 3.60 8.40

IPA Y pocrtaTHin Y pocTtaTHiln KinbKocTi
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IHrpedieHTn Mopuia HB (y mr) Mopuisa KB (y mr)
KifTbKOCTI

PVP K 30 9.00 25.00
EkcTparpaHynapHun martepian

MCC 18.00 5.00
KonoigHun giokena KpeMHito 0.45 1.00
BapBHWK 0.15

MarHito cteapaTt 0.90 2.00

NPUKNAQL 11:

MpaHynu nikapcbkoi dopmu 3 KB ana gportaBepiHy, NpurotToBneHi METOAOM BOMOroi rpaHynsauii

(BosyBaHHs 240 wmr).

IHrpenieHTn

| Mopuis HB (y mr)

Mopuis KB (y mr)

BHyTpilHbOrpaHynapHui Matepian

[poTtaBepiHy rigpoxnopug 60.00 180.00
HaTpito kpoxmanio rnikonat 7.00 -
MCC 23.40 186.10
ML K 100M - 38.40
MMLU K 4M - 38.40
KonoigHun giokcua KpemHito - 2.00
BapBHuk 0.20 -
HaTpito meTabicynbdit 0.90 2.1

[MpuroTyBaHHs 3B'A3yBaNbHOIO PO34MHY

IPA

Y [JocTaTHil KinbKOCTI

Y pocTtaTHIl KinbKOCTi

PVP K 30 9.00 25.00
EkcTparpaHynspHuin matepian

MCC 18.00 5.00
KonoigHun giokcna KpeMHito 0.45 1.00
BapBHuk 0.15 -
MarHito cTeapat 0.90 2.00

NPUKNAL 12:

MpaHynu nikapcekoi dpopmm 3 KB ona gpotasepiHy, NpUroToBrieHi MeTogoM BOMOroi rpaHynsauit

(oo3yBaHHsa 240 wr).

IHrpefieHTn

| Mopuist HB (y mr) |

Mopuisa KB (y mr)

BHyTpiLIHbOrpaHynNapHUii Matepian

[poTaBepiHy rigpoxnopug 60.00 180.00
Hatpito kpoxmanto rnikonsaT 7.20 -
MCC 60.80 29.50
MmmMu K 100M - 100.96
Polox WSR 303 - 100.96
KonoigHun giokena KpeMHito - 2.00
BapBHWK 0.20 -
HaTpito meTabicynbdit 1.50 4.5

MpuUroTyBaHHs 3B'A3yBanbHOTO PO3YMHY

IPA

Y [JocTtaTHil KiNnbKOCTI

Y pocTtaTHil KinbKOCTi

PVP K 30 9.00 21.00
EkcTparpaHynsipHumn matepian

MCC 9.45 7.08
KonoigHun giokena KpeMHito 0.80 2.00
BapBHMK 0.15 -
MarHito cteapaTt 0.90 2.00

NPUKNAQL 13:

MpaHynu nikapcbkol cdopmu 3 KB ana gportasBepiHy, NpuroToBneHi MeToAO0M BOMOrol rpaHynsuii

(oo3yBaHHsa 240 wr).
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IHrpegieHTw | Nopuis HB (y mr) | Mopuist KB (y mr)
BHYTpilWHbOrpaHynapHUin matepian
[poTaBepiHy rigpoxsopua 60.00 180.00
Hatpito kpoxmarnto rnikonsaT 7.00
MCC 24.30 188.20
MMy K 100M - 38.40
MMy K 4M - 38.40
KonoigHun giokcung KpemHito - 2.00
BapBHWK 0.20 -
[MpuroTyBaHHs 3B'A3yBaNIbHOTO PO34MHY
IPA Y pocTtaTHiln KinbKOCTi Y [pocTtaTHiln KinbKOCTi
PVP K 30 9.00 25.00
EkcTparpaHynapHun martepian
MCC 18.00 5.00
KonoigHun giokeng KpeMHito 0.45 1.00
BapBHMK 0.15
MarHito cteapaTt 0.90 2.00

NPUKNAQL 14:

MpaHynu nikapcekoi dpopmm 3 KB ona gpotasepiHy, NpUroToBrieHi MeTogoM BOMOroi rpaHynsauit

5 (oo3yBaHHs 240 wr).

IHrpegieHTn

Mopuis HB (y mr) |

Mopuis KB (y mr)

BHyTpilWHbOrpaHynsapH1Min matepian

[poTaBepiHy rigpoxnopua 75.00 165.00
HaTpito kpoxmanio rnikonat 7.00

MCC 34.80 131.50
MMLu K 100M - 54.00
MMy K 4m - 54.00
KonoigHun giokcua KpemHito - 2.00
BapeHUK 0.20 -
HaTpito meTabicynbdit 0.9 2.1
[MpuroTyBaHHs 3B'A3yBanibHOrO0 PO3yYnHyY

JlumoHHa kucrnoTa 3.6 8.4
IPA Y OocTaTHIN KiNbKOCTI Y OocTaTHIN KiNbKOCTI
PVP K 30 9.00 25.00
EkcTparpaHynsipHun matepian

MCC PH 18.00 5.00
KonoigHun giokcna KpeMHito 0.45 1.00
BapBHUK 0.15

MarHito cteapar 0.90 2.00

NPUKNAQL 15:

MpaHynu nikapcbkoi dopmu 3 KB ana gportaBepiHy, NpuUrotoBrneHi MeTo4OM BOMNOrol rpaHynsauii

10 (oo3yBaHHs 240 wr).

IHrpeieHTH | Mopuist HB (y mr) | Mopuist KB (y mr)
BHyTpilHbOrpaHynNsapHWi Matepian
[poTtaBepiHy rigpoxnopug 75.00 165.00
KpocnoBigoH 10.00
MCC 31.80 131.50
MmmMLu K 100M - 80.00
Mmmuy K 4Mm - 28.00
KonoigHun giokena KpeMHiIto - 2.00
BapBHMK 0.20 -
HaTpito meTabicynbdit 2.0 2.1
MpuroTyBaHHs 3B'A3yBaNIbHOIO PO34MHY
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IHrpegieHTn Mopuia HB (y mr) Mopuisa KB (y mr)
ManeiHoBa kucnoTta 2.5 8.4
IPA Y AocTaTHin Y pocTtaTHil KinbKOCTi

KiNIbKOCTi

PVP K 30 15.00 25.00
EkcTparpaHynapHun martepian
MCC 12.00 5.00
KonoigHun giokena KpeMHito 0.45 1.00
BapBHWK 0.15
MarHito cteapaTt 0.90 2.00

MNPUKNAQL 16:

MpaHynu nikapcbkoi dopmu 3 KB ana gportaBepiHy, NpMrotToBneHi METOAOM BOMOroi rpaHynsauii

(nosyBaHHs 240 wmr).

IHrpeaieHTH | Nopuis HB (ymr) | Mopuist KB (y mr)
BHyTpilWHbOrpaHynsapH1Min matepian
[poTaBepiHy rigpoxnopug 75.00 165.00
KpocnosigoH 10.00
MCC 31.80 131.50
MMLu K 100M - 50.00
rMmmu K 4M - 58.00
KonoigHun giokcua KpemHito - 2.00
BapBHuk 0.20 -
Bytunrigpokcitonyon 1.0 2.1
[MpuroTyBaHHs 3B'A3yBaNbHOIO PO34MHY
BuHHa kucnota 3.5 8.4
IPA Y [OCTaTHIN KinbKOCTI Y [OCTaTHIN KiNbKOCTI
PVP K 30 15.00 25.00
EkcTparpaHynsipHuin matepian
MCC 12.00 5.00
KonoigHun giokcna KpeMHito 0.45 1.00
BapeHUK 0.15
MarHito cteapar 0.90 2.00

MPUKINAL 17:

MpaHynu nikapcbkoi dopmu 3 KB ana gportasBepiHy, NpuroToBneHi MeToAOM BOSOrol rpaHynsauil

(oo3yBaHHsa 240 wr).

IHrpegieHTH

| Mopuis HB (y mr)

Mopuiga KB (y mr)

BHyTpilIHbOrpaHynNapHWUi Matepian

[poTaBepiHy rigpoxnopug 75.00 165.00
KpocnoBigoH 10.00

MCC 31.80 131.50
rMmmu K 100M - 50.00
MmMu K 4M - 58.00
KonoigHun giokena KpeMHito - 2.00
BapBHMK 0.20 -
ByTtunrigpokcitonyon 1.0 2.1
MpuroTyBaHHs 3B'A3yBaNIbHOIO PO34MHY

BuHHa kucnota 3.5 8.4
IPA Y pocTtaTHil KinbKOCTi Y pocTtaTHil KinbKOCTi
PVP K 30 15.00 25.00
EkcTparpaHynsipHumn matepian

MCC 12.00 5.00
KonoigHun giokcng KpeMHito 0.45 1.00
BapBHMK 0.15

MarHito cteapaTt 0.90 2.00
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MNPUKNAQL 18:

Tabnetkm MUPS (tabnetku 3 Mikpokancyn 3 Aitodo0 peqyoBUHO) nikapcbkoi popmn 3 KB ang

ApoTaBepinHy (Ao3yBaHHA 240 wmr).
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Tabnetkn MUPS
Kinekictb Ha
IHrpegieHTn ogovHuuio (y
Mr)
[poTtaBepiHy rigpoxnopug 240.00
rmmuy 12.00
Monicop6aT-80 12.00
JIumoHHa kuncnota 6.00
Tanbk 5.00
Llykposi ccpepun 355-425 mkm 80.00
Ouncnepcia ona nokpuTTa 3 20.00
eTUNLENnonosun
MikpokpucTtaniyHa uentonosa
(MCC) 173.00
MarHito cteapaTt 4.00
KonoigHun giokena KpeMHito 4.00
MPUKIAL 19:
Kancynwu nikapcbkoi cpopmu 3 KB ons gpotaBepiHy 3 mikpoccepamm KB (go3yBaHHs 240 wr).
Kancynu 3 mikpocchepamu KB
Kinekictb Ha
IHrpegieHTn kancyny (y
Mr)
[poTaBepiHy rigpoxnopua 240.00
rmmu 12.00
Monicop6aTt-80 12.00
dymapoBa kucnota 5.00
ByTunrigpokciaHizon 3.00
Tanbk 5.00
Llykposi ccpepu 355-425 MKm 80.00
Oducnepcia ona nokpuTTa 3 20.00
eTUNuUentonosun
Kpoxmarnb 15.00
CreapvHoBa kncnorta 4.00
KonoigHun giokcna KpeMHito 4.00

Mpodpinb po3unHeHHs in vitro

Jlikapcbki 3acobu UbOro BMHaxo4y MpPOINOCTPOBaHI, NPoTe He OBMEeXylTbCA npukriagamu,
HaBedeHVMU B LUbOMY OOKYMeHTi. PenpeseHTaTuBHUIA Npodinb LUBUAKOCTI BMBIMbHEHHS npenapaty
Anst iNoCTpaTUBHOI Nikapcbkoi hopMn 3 LbOro BUHaxody 3o00paxeHo Ha Dirypi 1. Po3pobneHa
nikapcbka copmMa OUIHIOETBCA ANs OTPUMaHHA "Npodointo po3vmMHEHHs |n Vvitro" 3 BMKOPUCTAHHSM
meTtogy USP I, npu 75 o6/xe, y 1000 mn, 0,1 N HCI (pH 1,2), 3a Temnepatypu 3710,5 °C.
Buasnsetbes, Wo Npodinb BUMBINbHEHHS PO3YMHEHHAM nikapcbkol popmu 3 KB 3 Lboro BuHaxogy in
Vitro cTaHoBWUTb Big npubnusHo 25 % po npubnusHo 40 % npenapaTy, BMBINbHEHOrO MNPUOMM3HO
yepes 1 roguHy, npnonusHo Big 30 % po 50 % npenapaTy, BMBINbHEHOrO NPUGM3HO Yepes 2 roOAnHM,
Big npubnuaHo 40 % o npubnusHo 65 % npenapaTy, BUBINIbHEHOTrO NPUONN3HO Yepes 4 roguHu, Ta
Big npubnuaHo 60 % o npubnusHo 85 % npenapaTy, BUBINbHEHOIO NpMbnnsHo Yepes 8 roguH, a NLT
(He mMeHLwe Hixk) NprMbnmsHo 85 % npubnmaHo Yyepes 16 rogmH.

XiMivHa CTIKICTb:

Jomiwkn y HoBUX NikapCbknx 3acobax, Hanpuknaa, NPoAyKTu Aerpagauii nikapcbkux pevyoBuH abo
NPOAYKTWU peakuii Nikapcbkol pe4oBMHU 3 JAOMOMIKHOK PeYOBUHOK Ta/abo CMCTEMOI 3aKyrnoproBaHHS
NnepBUHHOT YNakoBKW, pa3oM HasuBaloTbCH "NMpoaykTamu Aerpagauii”. 3assuyain, JOMILLKW, NPUCYTHI B
HOBII NiKapCbKill PeYOBUHI, HE NOBMHHI KOHTPOMBaTMCL ab0 BU3HaAYaTUCHA B HOBOMY MnpenaparTi, AKLLO
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TifIbKM BOHW TaKOX He € npoaykTamu gerpagadii.

Llen BuHaxig nponoHye cTinki nikapcbki ¢opmu 3 KB ana aportasepiHy abo moro coni abo aons
nogibHMX Ait4YnX PEeYOBWH, CXWUNbHUX OO0 OKUCMBanbHOI / rigponiTnyHoi gerpagauii. Po3pobneHi
nikapcbki hopMu MatoTb NOMINLIEHY XiMiYHY CTiIAKICTb, MPU LbOMY PiBHIi OKpEMMX HEBIOOMMUX AOMILLIOK
cTtaHoBnATb MeHwe 0,2 % macoBoi 4YacTky (BiANOBIAHO A0 YMHHWX HA OAaHWA MOMEHT rrnobansHo
NPUAHATHUX CTaHO4apPTIB ANs Nikapcbknx 3acobis)

HeobmexyBanbHi nepesaru nikapcbkux copm 3 KB 3 uporo BuHaxony:

1. Jlikapcbki popmn 3 KB ona gpotaBepiHy, po3pobneHi 3a 4onoMorow oblwmnpHMX BUnpobyeaHb
Ta po3pobkn edeKTMBHUX CMiBBIAHOWEHb AN MoniMepiB, 3B'A3yBaflbHUX PEYOBUH, OOMOMDKHMX
PEYOBUH B MOPIBHAHHI 3 [il040K0 PEYOBUHOK, A0CAraloTh LiNbOBOI WBWMAKOCTI BUBINIbHEHHS nNpenapaTy
Bi4 ofHiei NpurHATOT Jo3oBaHOi ¢opMM Ta fJocdralTb nNiaTpumkn dinbosoi MEK Bnpogosx
npubnunaHo 24 roguH.

2. OnucaHi B UbOMY [OOKYMEHTI nikapcbki c¢opmn 3 KB po3pobrieHi 3 MeTow [LOCSArHEHHsI
HeramHOro noyatky Aii Ta CTiMkoro npodino BMBINbHEHHs npenapaty. Hanpwuknag, poctatHA
(TepaneBTMYHA) KiNbKICTb NpenapaTy ApOoTaBepiHy BMBINbHAETLCA NpMbnmMsHo Yepes3 1 roguHy nicng
BBEAEHHSA AN AOCATHEHHS PiBHIB Y nna3smi, NogibHUX piBHAM, OTPMMaHMM Nicns BBEAEHHS 4030BaHOl
dopMK 3 HeramHUM BUBINbHEHHSIM, a peluTa npenapaTy NOCTYNoOBO BMBIMbHAETLCA nNpoTarom 12-24
rogviH Ansa NigTPMMKN KOHUEHTpaUii npenapaTty B Mexax TepaneBTUYHOro BikHa.

3. Nikapcbki hopmu 3 KB ansa gpotasepiHy MOXyTb ByTy po3pobneHi y Burnsaai oaHowaposmx abo
OaraTowapoBux TabneTok abo MiHi-Tabnetok 3 GaratowlapoBMM MOKPUTTAM, Mikpocdep abo Kynbok,
AKMMM 3aMOBHIOKOTLCS Kancynu.

4. JlikapcbKi bopmmn gpoTaBepiHy 30aTHIi BUFOTOBMIATUCH LUNSAXOM MPSIMOrO MPECYBaHHS, CyXoil
rpaHynsuii, Bonoroi rpaHynsuii abo metogom ob6pobku NceBOo3piMKeEHOro Wwapy.

IHWIi BapiaHTK 30iACHEHHS AaHOro BUHaxo4y 6yayTb OYeBMOHUMM ONS TUX, XTO Mae kBanidikauito
B LN ranysi, 3 ypaxyBaHHAM OMNWCY Ta NPaKTUKX peanisauii BapiaHTiB 34iNCHEHHS, ONNCAHMX B LIbOMY
DokymeHTi. MNepegbayaeTbes, WO ONMC BMHAX04y Ta NPUKNaan BBaXalTbCs NULLE iNtOCTPaTUBHUMM,
npyv UbOMY CMpaBXHin obcAr Ta CyTb BMHAXody BKa3yeTbCA HACTYMHUMMW MyHKTamu opMynu
BuHaxogy. Kpim Toro, y Tux micusx, e y uiv 3asBLi nepepaxoBytoTbCca eTann metoay abo npouenypu
B MEBHOMY MOPSAAKY, MOXNUBO, abo HaBiTb AOUINBHO 3a MEBHUX OOCTaBWH, 3MiHIOBATUM MOPSAOK, B
AKOMY BMKOHYIOTbCA [esKi eTanu; Takox nependadaeTbCsd, WO KOHKPETHI eTanu MeTody uu
npouenypw, BUKMNaAeHi HwXK4Ye y UbOMY [OOKYMEHTI, HE MOBMHHI TNymMayuTuUCb $SK OOYMOBMEHI
nopsiaKoOM, SIKLLO TiNlbKM Taka 06yMOBINEHICTb 6e3nocepeHbO He BKa3yeTbCs Y hOpMyni BUHAXo4y.

SOPMVYJIA BUHAXOLOY

1. Jlikapcbka dopma, WO MICTUTb YACTUHY 3 KOHTPOSbOBaHUM BUBIMIbHEHHAM i YACTUHY 3 HEranHum
BMBIMbHEHHSM, Oe fikapcbka opMa MICTUTb OpPOTaBepuHy rigpoxnopud, nonimMep abo cymill
noniMepis i LWoOHaMMeHWwe oAHy QapMaueBTUYHO MNPUAHATHY [OOMOMIKHY PEYOBUHY, skKa
BiApPi3HAETbLCA TUM, LLO:

3a3HaveHa nikapcbka dpoopma MiCTUTb NPUHANMHI OOUH NiOKUCITIOBaY,

nonimep abo cymiw nonimepiB BUBMpPaAETLCA 3 rpynu, WO CKMAgaeTbCsa 3 rinpomMenosw,
rigpoKCieTUNLEentonoau, rigpokcunponinuentonosu, ri4pOKCUNPONINMeTUNLENONO3N,
KapOOKCMMETUILENIONO3N, METUNLENONo3n, KapOOKCMMETUNLUENoNo3n HaTtpito abo ix conew,
eTunuentono3un, kapbomipis, MeTakpunoBux KUcroT, nonietuneHokcngis (MEO) Ta kombiHauUii Lmx
PEYOBWH,

MICTUTb MNoniMep 3 KOHTPONbOBaHUM BUBIMbHEHHSAM B KinbkocTi Big 5 go 30 % (MacoBa 4acTka)
nikapcbkoi dhopmMu.

2. Jlikapcbka cpopma 3a n. 1, sika BiAPI3HAETLCA TUM, WO MICTUTb aHTMOKCUAAHTK B KinbKocTi Big 0 go
10 % 3a cBOE€tO Baroto.

3. Nikapcbka dopma 3a n. 1, ska BiAPI3HAETbLCA TUM, WO MICTUTb Big npmbnmnsHo 10 Ao npubnmsHo
300 mr gpoTaBepuHy rigpoxnopuay.

4. Jlikapcbka cdbopMa 3a n. 1, ska Bigpi3SHAETbCA TUM, LLIO NPUHANMHI OAMH NiAKMCOBaY BUOMpPalOTb 3
rpynu, WO CKIagaeTbCs 3 NIMMOHHOI KMCNOTK, (OyMapoBOi KMCINOTW, MOJMIOYHOI KMCIOTKU, MarneiHoBOI
KMCNOTKU, A0MYYHOT KUCNOTW, BUHHOI KACIOTU Ta KOMOIHaLIiT LIMX pevoBUH.

5. Nikapcbka copma 3a n. 1, gka Bigpi3HAETbCA TUM, WO noniMep abo cymiw nonimepis - LUe
riApoKCMNponinMeTUnLentonosa, Wo Mae yaBHY B'A3KICTb, sika 3HaxoauTbes y AdianasoHi 100-150000
cll, (2 % y Bogi npu 20 °C), ge, sk BapiaHT, nonimep abo cymiw nonimepis - Le K100, K4M, K15M,
K100M, E4M, E10M, Methocel K100M CR abo kombiHauis uux nonimepis.

6. llikapcbka cdopma 3a n. 1, dka Bigpi3HAETbCA TUM, WO NpuUHaMHI ogHa dapMaueBTU4HO
NPUAHATHA JOMOMDKHA pPeyoBMHA BUOMPAETLCS 3 TPYNK, WO CKIAf4aeThCs 3 Kamenen, HarnoBHOBaYIB,
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3aco0iB Onia MigBWLWEHHS TEKy4yoCTi, 3MallyBallbHUX PEYOBUWH, [Ae3iHTerpaHTiB, pOo3pimKyBauis,
3B'A3yBarbHUX PEYOBUH, MifaHTIB Ta KOMOBIHALT LIMX PEYOBMH.

7. Nikapcbka ¢opma 3a n. 2, B K aHTUOKCMAAHT BMOMpaloTb i3 BYyTUNBOBAHOrO rigpoKciaHisony
(BHA), 6ytunbosaHoro rigpokcutonyony (BHT), metabicynbdity HaTpito, Tiocynbdarty HaTpito,
nponinranaty, ackopbiHOBOI KNCNOTK Ta UncTeiHy abo KoMBiHaUji LIMX peyoByH.

8. Jlikapcbka chopma 3a Byab-sikMM 3 NonepegHix MyHKTIB, sika BiAPI3HAETbLCA TUMM, LLO, SIK BapiaHT,
MICTUTb PYHKLiOHanbHe abo HedyHKLiOHaNbLHE NOKPUTTS.

9. Jlikapcbka popma 3a byab-sKUM 3 NonepeaHix NyHKTIB, sika BiAPI3HAETbCA TUM, WO Mae nNpodinb
BUBINbHEHHSA PO3YMHEHHSM in vitro, BUMipsiHuIA 3a gonomoroto metogy USP I, npu 75 06./xB, y 1000
mn, 0,1 N HCI (pH 1,2), npn 37+0,5 °C, Big 25 go 40 % 4yepe3 1 roamHy, Big 30 go 50 % yepes 2
roguHu, Big 40 oo 65 % vepes 4 roguHu, Big 60 oo 85 % 4vepes 8 roguH i He meHwe 85 % vepes 16
roavH.

10. MeTopq NiAroTOBKM OAHOLWIAPOBOI TabneTkn, NpM3Ha4YeHn Ans OAepXXaHHs Jikapcbkoi dopmMu 3a
n. 1, WO MICTUTb YAaCTUHY 3 KOHTPOSIbOBAHUM BUBIMIbHEHHSIM | YaCTVHY 3 HEranHUM BUBINbHEHHAM, Ta
IO MICTUTb OpPOTaBEPUHY Mapoxnopua, npu ssKkomy:

(a) opoTaBepuHy rigpoxnopug NpOCiioTb Ta 34INCHIOTE Cyxe 3MIlLlyBaHHSA 3 MigkucnioBadvem Ta
AOMOMDKHOK PEYOBMHOK AN OTPMMAaHHSA CyMill NiKapCbKMX PEYOBUH Ta AOMOMDKHUX PEYOBWH AnS
YaCTUHW 3 HEFANHUM BUBINBHEHHAM;

(b) mopoTaBepuHy rigpoxnopug NpPOCiTh Ta 34INCHIONTL Cyxe 3MillyBaHHA 3 MigKUCIOBAYeEM,
noniMepomMm Ta JONOMIKHOK PEYOBUHOK AN OTPUMAHHSA CYMiLLi NiKapCbKUX PEYOBUH Ta SOMOMDKHUX
PEYOBMWH AN1A YACTVHMW 3 KOHTPOSTbOBAHWUM BUBINIbHEHHSM;

(c) ekcTparpaHynsipHi iHrpedieHT NpoCiloTh Ta 34INCHIOTL CyXe 3MillyBaHHs i3 cymiwamu (a) Ta (b)
ON1s1 OTPMMaHHS nikapcbkol dopMu;

(d) nikapcbKy doopMy NpecyoTb ANS YTBOPEHHS TabneTku.

11. MeTog nigrotoBku ogHowwapoBoi abo GaraTtowapoBoi TabneTku, NpU3HaYeHnn Ana oAepKaHHS
nikapcbkoi dopmu 3a n. 1, WO MICTUTb YACTUHY 3 KOHTPOMbOBAHWM BUBINIBHEHHAM | YacTUHY 3
HEeranHMM BUBINbHEHHAM Ta ApOTaBEPUHY rigpoxnopua, npu Skomy:

(a) opoTaBepuHy rigpoxnopug NpPOCIOTb Ta 3AINCHIOTL Cyxe 3MillyBaHHSA 3 MigkucrioBaveMm Ta
AONOMDKHOI PEYOBMHOIO AN OTPUMAHHS CYXOI CyMilli Anst YaCTUHW 3 HETaHUM BUBINIbHEHHSAM;

(b) opoTaBepuHy rigpoxnopuzg NPOCiTL Ta 34INCHIONTL Cyxe 3MillyBaHHA 3 MigKUCIOBAYeEM,
noniMepoMm Ta [OOMNOMPKHOK PEYOBMHOK ANns  OTPMMaHHA CyXOi CyMiwi Ans  4acTuHu 3
KOHTPOMbOBaHUM BUBINTbHEHHSIM;

(c) okpeMo rpaHynioTb cyxi cymiwi (a) Ta (b) i3 3B'd3yBanbHUM PO3YMHOM, WO MICTUTb MPUHANMHI
NONIBIHINMIPONIAOH Ta i30NponinoBui CAMPT, 415 OTPUMAHHS rpaHyr;

(d) cywiHHa rpaHyn gna oTpumaHHa OaxaHoro mokasHuka "BTpaTv Mig Yac CywiHHA" BUCYLLEHMX
rpaHym;

(e) MenoTb BUCYLLEHI rpaHynu 3 nodanbluMM MPOCIIOBaHHAM ANS OTPUMAaHHS rpaHyn BM3HAYEHOro
po3mipy;

(f) mpocitoloTb ekcTparpaHynsApHi iHrpedieHT! 3 noganblwyM 3MiLLYBaHHAM 3 rpaHynamu BU3Ha4YeHoro
po3Mipy AN OTPUMaHHSA fikapcbkoi hopmu; Ta

(9) npecytoTb nikapcbky popMy Ans YTBOPEHHS ogHowapoBoi abo 6araTowaposoi TabneTku.

12. Jlikapcbka chopma 3a byab-akum 3 nn. 1-9 Ana nikyBaHHA NPUHANMHI O4HOMO CUMMTOMY LUMYHKOBO-
KVLUKOBWX, >KOBYOBWBIOHMX, YPOSOriYHMX Ta TFiHEKOMOriYHNX po3nafiB, Lo XapakTepuaylTbcs
CMAaCTUYHUMM CTaHaMU rNagkol MyckynaTypu, y cyb'ekTa, WO BKMHOYAE BBEAEHHA MiKapCbKoi hopmu
cyb'ekTy.
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