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HALIOHAJIBHUHA BCTYII

BuzHauenHss 0100CTYMHOCTI Ta OIliHKa O10€KBIBAJCHTHOCTI € BaXKJIMBUMU
eIeMEeHTaMu TIpu  po3poOlIll Ta JACepKaBHIM peecTparii JKapchKOro 3aco0y.
biomocTynHICTh 03HA4Ya€ MIBUAKICTH 1 CTYIIHb, 3 SKOKO Jif04a pedoBHHA abo ii
AKTUBHUI KOMIIOHEHT BCMOKTYIOTHCSI B CHCTEMHHI KPOBOOOIT 1 CTaIOTh HOCTYITHUMHU
B Micii mii. 3a JOMOMOTOI0 JaHMX 3 Ol0OCTYIMHOCTI 3a0€3MedyeThes OIlHKA
abcopOoBaHOi (pakiiii Air0U0T PpEYOBUHH, a TAKOXK HAAAETHCS 1H(POPMAITis ITOB’sI3aHa 3
(hapMaKoKIHETHKOI TpernapaTy. bioekBIBaJICHTHICTh O3HAYae, IO 3a pe3yJbTaTaMu
HAJIEKHUM YMHOM IIPOBEICHOTO JOCHIPKEHHS MiATBEPIKEHA BIJICYTHICTH CYTTEBOT
PI3HMII B MIBUAKOCTI 1 CTYNEHI, 3 SIKOIO Jit04a peuoBHHA a00 il aKTUBHUI KOMIIOHEHT
y (papManieBTUYHO €KBIBaJEHTHUX a00 (hapMaleBTUYHO aJbTEPHATUBHUX Ipenaparax
CTalOTh JOCTYITHUMHU B MICII JIi MpenapaTy Ipu BBEJIEHHI B Tid K€ MOJISPHIN /1031 B
aHaJoriyHUX yMoBax. JlocmipkeHHs Joka3zy O10€KBIBaJEHTHOCTI JBOX IpenapariB
MaloTh BaXJIMBE 3HAUCHHS SK Ha e€Tami po3poOKM HOBOTO MperapaTry, TaKk 1 B
micasipeecTpaiiHui epio/.

Baranpuuit TexHiyauid gokymeHT (CTD) [1], mpuitHsatuii y €Bponeicbkomy
Corosi (€C), Cnonyuenux Illtarax Amepuku (CIIA), SInoHii, BCTaHOBIIOE BUMOTH
II0JI0 MPEJCTABIEHHS JAaHUX JIOCHIIKEHb 010JI0CTYMHOCTI Ta O10€KBIBAJIEHTHOCTI Y
CKJIaJll PEECTpalIMHOrO J0Che Ha JKapchkui 3aci6. KOHKpeTHI BHUMOTH I110/10
MPEJICTaBICHHS [IUX JaHUX Y CKIIal peecTpaiiHoro nocke [2, 13] 3aexaTs Bij THITY
peecTpaiiitHoi  GopmMu  JiKapchkoro 3aco0y, IO TOJAEThCS Ha  JEpP>KaBHY
peectparito [3].

[TopsinkoM TPOBENEHHS EKCHEePTU3M PEECTPAIlIMHUX MaTepialiiB Ha JIKapChbKi
3aco0M, 10 TOAAIOThCS Ha JEpPKaBHY peecTpauiio (IepepeecTpariio), a TaKoxX
€KCIIePTU3H MaTepiajiB PO BHECEHHS 3MiH 10 PEECTPALIMHUX MaTepialiB MPOTATOM
Iii peecTpaliitHOro MOCBIAYEHHS, 3aTBEPKEHOr0 Haka3oM MIiHICTEpCTBA OXOPOHU
3mopoB’ss Ykpainu Big 26 cepmast 2005 poky Ne 426 (y pemakuii Hakasy MO3
VYkpainu Bim 23 nunas 2015 poky Ne 460, mo 3apeectpoBanoro y MiHICTepCTBi
toctuiii Ykpaiau 07 sxoBtHst 2015 poky 3a Ne 1210/27655 31 3minamu) (gami — Haka3
MO3 Ne 460), nepeadadeHo HaAaHHSA Y CKIIAl PEECTPAIiHHOTO TOChE HA JIIKAPCHKUiA
3aci0 gaHuWxX BUNPOOyBaHb, NPOBEICHUX I OINUHKH O010J0CTYymHOCTI Ta/abo
010eKBIBaJICHTHOCTI JIiIKapChKUX 3aco0iB [3].

B €C BBemeno okpemy HactanoBy CPMP/QWP/EWP/1401/98 Rev.1/Corr**
«Guideline on the Investigation of Bioequivalence» [4], mo MicTUTh MOJIOKEHHS
3araJlbHOr0  METOJMYHOI0 TMIJXOAY JO OpraHi3aiii Ta OI[IHKH JOCHIKEHb
01010CTYMHOCTI Ta OlOCKBIBAJCHTHOCTI, BH3HAYa€ BUMOTH IIOAO JU3AMHY,
MPOBEJICHHS Ta OIIHKK JIOCTIPKEHb O10€KBIBAJICHTHOCTI IJIsl JIIKAPCHKUX 3acO0iB

Vi
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HETaHOT0 BUBIJILHEHHS CHUCTEMHOI Jii Ta MICTHTh PEKOMEHJAIlii MO0 MPOIEAYPH
OioBeliBep Ha mifcTaBi OiodapmaneBTHuHOl cuctemu Kinacudikaiii (mam — BCK). Ha
IOJaTOK 10  3arajibHOi  HactaHoBu B €C  BBEIGHO  JOMOBHEHHS
EMA/CHMP/600958/2010/Corr.* «Appendix IV of the Guideline on the Investigation
on Bioequivalence (CPMP/EWP/QWP/1401/98 Rev.1l): Presentation of
Biopharmaceutical and Bioanalytical Data in Module 2.7.1» [5], B sskomy ommcaHo
BUMOTH IIOAO TMpEJACTaBICHHS OlodapMalleBTUYHUX Ta OloaHATITUYHUX JaHUX B
poszaui 2.7.1 Moayns 2 peecTpaliiiHOTO JIOCh€ Ha JIIKapChKHi 3acio.

KpiMm Toro, B KOHTEKCTI TIpolleAyp OIiHKK pgaHux PobGowa rpyma 3
dapmakokinetuku (Pharmacokinetics Working Party (PKWP)) €sporneticbkoro
areHcTBa 3 Jikapcbkux 3aco0iB (EMA) Bupimye cnenu@iuHi OUTaHHS CTOCOBHO
(apMaKOKIHETUYHUX JOCTIPKEHb Ta BIAMNOBIAHI pIIIEHHS BigoOpa)ae B JOKYMEHTI
EMA/618604/2008 Rev «Questions & Answers: positions on specific questions
addressed to the Pharmacokinetics Working Party (PKWP)» [6]. Taki pimeHHs
GbopMyIOThCSI Ha TIJICTaBl Cy4aCHMX HAyKOBUX 3HaHb Ta HOPMATHBHHX BHMOT.
[TuTaHHA, IO PO3MIAJAIOTHCS B JOKYMEHTI [6], y Jeskux BHIaAKax JOMOBHIOIOTH
iHpopmarlio, BuKiIageHy B HactaHoBax [4, 5]. Pimenns PKWP HeoOximHO
pO3IISIIATH pa3oM 3 BHMOramMu HacTaHoB [4, 5, 6], BpaxoBymouu mpioputer
OCTaHHBOTO JIOKYMEHTA, 110 BUCBITIIOE KOHKPETHY MPOOJIeMy.

3 omsily Ha BUIIEBHUKIIAJEHE, € HEOOXIAHICTh BBEJACHHSA B YKpaiHI HACTaHOBH,
[0 MICTUTh TapMOHI30BaHI 3 TMIOJIOXKCHHSMM BIANMOBIIHMX HactaHoB €C Ta
aKTyajli30BaHI peKOMEHAIlll 100 IJIAHYBaHHS, ITPOBEJCHHS Ta OLIHKU JOCIIIKCHb
O10€KBIBAJICHTHOCTI, a TaKOX TIPEJICTAaBICHHS OTPUMAaHUX JIaHUX 1 PE3yJbTATiB
JOCIIJIKEHHS y PEECTPALITHUX TOCKE Ha JIIKAPChKI 3aCO0U.

[{s HacTaHoBa po3po0seHa Ha MiACTaBl HACTAHOB 3 KJIIHIYHOI (papMakoJorii Ta
(dapmakokiHeTHKH, NpuiHIATHX B €C, a came:

* CPMP/QWP/EWP/1401/98 Rev.1/Corr** «Guideline on the Investigation of
Bioequivalence» (HactanoBa 110,10 0CIiI>)KeHb 010€KBIBAJICHTHOCTI) [4],

« EMA/CHMP/600958/2010/Corr.* «Appendix IV of the Guideline on the
Investigation on Bioequivalence (CPMP/EWP/QWP/1401/98 Rev.1/Corr**):
Presentation of Biopharmaceutical and Bioanalytical Data in Module 2.7.1» ([{logaTok
IV no HacranoBu momao mocaimkensb 6ioekBiBaeHTHOCTI (CPMP/EWP/QWP/1401/98
Rev.1/Corr**): IlpencraBnenns OiodgapMarneBTUYHUX Ta O10aHATITUYHUX JTaHUX B
Monymni 2.7.1) [5],

« EMA/618604/2008 Rev. «Questions & Answers: positions on specific
questions addressed to the Pharmacokinetics Working Party (PKWP)» (ITutauus Ta
BianoBiAl: [lo3uis moao crenudiyHUX MUTaHb, HanpaiaeHux 10 PKWP) [6].

[ls HacTaHOBa MICTUTHh HOBI JIOMIOBHEHHS 3 METOK YJOCKOHAJICHHS Ta
OOTpyHTYBaHHS MIJXOAIB JO MPOBEIAEHHS IOCIIIKEHb, BPaXOBYHOYH OCOOJIMBOCTI

VIl
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3aCTOCYBaHHS JIIKAPCHKUX 3aco0iB, IO MepeAdadyeHO I1HCTPYKIIEH 3 MEIUYHOTO
3aCTOCYBaHHS, a caMe€ MNpH MpUoMiI TOAPIOHEHOI / JE31HTErpOBaHOI TaOJETKH
(3mimraHoi a6o He3MimaHoi 3 ikero) (JlomoBHeHHs 3); MOSICHEHHsS IIOJAO YMOB
BUKOHAHHS IPOMOPILINHOCTI Yy CKJIajl JIKApChbKUX 3ac001B, IO MICTATh JEKUIbKa
TIIOYMX PEUYOBMH TIpH TMOAadi Ha JEpKaBHY PEECTPAI0 KITbKOX JI03YBaHb
(lommoBuenus 6). Iadopmarris, MO BHUKIaJCHA B HOBUX JOIIOBHEHHSX BIJIIIOBIIAE
octaHHIM BUMoraM kepiBHuITBa EMA/618604/2008 Rev. [6].

[Ils mnacranoBa 3aminioe HacranoBy 42-7.3:2020 «Jlikapceki 3aco0m.
JlocaikeHHST 010€KBIBAJICHTHOCTIY.

HactanoBy HEOOXiIHO pO3INIAATH, BPaxOBYIOUM PEKOMEHJAIlll KEpiBHHUIITB
EMA oo cretniyHuX BUMOT 10 OKpeMHX Jikapchbkux 3aco0iB (Product specific
bioequivalence guidance) ta kepiBauiTea ICH EMA/CHMP/ICH/493213/2018 mromo
BUMOTr 110 Tmporeaypu Oioseiieep Ha mincraBi BCK (ICH M9 guideline on
biopharmaceutics classification system based biowaivers). KepiBuuurso «ICH M9
guideline on biopharmaceutics classification system based biowaiversy momnoBHIO€
BUMorH, BukiazaeHi B Jlogatky III Hactanosu.

Opranizaiiisi, BIANOBIIaJIbHA 32 II0 HACTaHOBY, — MIHICTEpPCTBO OXOpPOHU
3n0poB’st Ykpainu (pam — MO3).

[ls nactanoBa Oyne meperisAaTUCA BIAMNOBIAHO 1O 3MiH 1 JOMOBHEHb, IO
BHOCATBHCS 10 «Guideline on the Investigation of Bioequivalence» ta «Questions &
Answers: positions on specific questions addressed to the Pharmacokinetics Working
Party (PKWP)» [4 - 6].

HactanoBa MICTUTh MOJIOKEHHS, 1110 BIJIMOB1IAI0Th YAHHOMY 3aKOHOJIaBCTRY.

Jlo 1iei HacTaHOBM OyJI0 BHECEHO OKpeMi 3MIHH, 3yMOBJICHI MPaBOBUMU
BUMOTaMU Ta TMPUAHATUMH B  YKpaiHi TapMOHI30BaHUMU HOPMATHBHUMH
nokyMeHTamu. Jleski pemakiiiiiHi 3MiHU OyJ0 BHECEHO Oe3MOoCepeHbO y MYHKTH,
SKUX BOHU CTOCYIOTHCS; Ll 3MiHM HO3HAYEHO 1HIIMM MpH(TOM Ta JiTeporo V. 3Minu i
JIOTIOBHEHHSI HaBEJICH1 y HalllOHaJIbHOMY aojaTky «llepemik pemakmiiiHuUX 3MiH Ta
JIOTIOBHEHB» 111€1 HACTAHOBHU.

HacTtanoBa € pekoMeHJallisIMU 111010 IUIAHYBaHHS Ta MPOBEAEHHS JOCIIIKEHb
010/10CTYMHOCTI Ta 010€KBIBAJIECHTHOCTI, @ TAKO OLIHKH PE3yJIbTaTIB JOCIIKEHb Ta
MPEACTABICHHS BIANOBIAHUX PE3YJIbTATIB.

[IpaBoBuii cTaryc 1i€i HACTAHOBU BIAMNOBIA€ MPABOBOMY CTATyCy BIJIIOBITHHUX
kepiBHUUTB €C Ta i1HmuMX perioHiB ICH, 3 skuMu rapMoOHI30BaHO pPO3pPOOJICHY
HacTaHOBY. LI HacTaHOBa HE Ma€e CHJIM HOPMATHBHO-TIPABOBOTO akTa. {0 HacTaHOBY
CHI PO3MJISIAATH SIK TEXHIYHUN TOKYMEHT, 1[0 MICTUTh PEKOMEHAIIIT JJIsl 3asIBHUKIB -
BJIACHHUKIB PEECTPAIIMHUX TIOCBIIUYEHb, PO3POOHUKIB, IOCITIAHUKIB, BHPOOHHUKIB
JTKApChKUX  TpemapariB, EKCIePTHUX Ta  KOMIETEHTHUX  YIMOBHOBAKEHHUX
PETYJISTOPHUX OpPTraHiB Ta/a00 1HIIMX 3aIiKaBJIEHUX 0Ci0 11010 BUKOHAHHS MOJIOKEHb,
BU3HAYCHUX 3aKOHOJABCTBOM YKpaiHu y cdepi 00iry nmikapchbkux 3aco0iB. ILls
HAaCTaHOBA CTOCYEThCA CHENU(pIYHUX HAYKOBHX IHTAaHb IIOAO JOCIHIKEHb
OlomocTymHOCTI Ta OloekBiBajmeHTHOCTI. [TooxkeHHs 11i€1 HACTAHOBH B1I0OpPaKAIOTh

VI
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rapmoHizoBaHuii (y pamkax €C ta ICH) miaxin, siki 0a3yr0TbCsl HA OCTaHHIX HayKOBHUX
JOCSITHEHHSX Yy I[1H TaTy31 3HaHb.

JloTprMaHHSI TIOJIOKEHB 11i€1 HACTAHOBH 3aI[iKaBICHUMHU CTOPOHAMHU CIIPUSTHME
TUTAHYBAaHHIO 1 TPOBEJACHHIO JOCHI[KCHh HAJICKHUM YHHOM, Ta TIOJETIIUTh
MPOBEICHHS CKCIEPTU3U PEECTPAIlifHUX JOChE, a TAKOXK TIJBUIIUTH SKICTh Ta
Oe3rmeky JKapchkux 3aco0iB B Ykpaini. OmgHak, MOXyTh OyTH 3acTOCOBaHI
aNbTepHATUBHI MiIX0U 32 YMOBH X BIJIMOBIAHOTO HAYKOBOTO OOTPYHTYBaHHS.

Takuit miAXig K0 MPaBOBOTO CTaTycy OUIBLIOCTI HAYKOBHX KEPIBHUIITB
BUKIIQJICHO Y JOKyMEHTI €BpOIEHCHKOro areHTCTBa 3 JiKapchkux 3aco0iB (EMA)
Doc. Ref. EMEA/P/24143/2004 «Procedure for European Union guidelines and
related documents within the pharmaceutical legislative framework, 2005»
(ITpoutenypa 11010 KEpiBHUIITB Ta CYMyTHIX MOKyMeHTIB €Bponeiickkoro Coro3y B
paMkax (apmareBTUYHOTO 3akoHojaBcTBa, 2005) [10]. Bkazanmii miaxia BiamoBigae
no3utiii BTO BiJHOCHO 3aCTOCYBaHHS CTaHJAPTIB.



HACTAHOBA

JIKAPCBKI 3ACOBHA
JocaigkeHHs1 0ioeKBIBAJIeHTHOCTI

MEDICINAL PRODUCTS
Investigation of Bioequivalence

YuHHA B1

COEPA 3ACTOCYBAHHA

[Is HacTaHOBa BM3HAYa€ MOJOKEHHS WIOAO JOCIIPKEHb Ol0JO0CTYIIHOCTI Ta
010€KBIBAJICHTHOCTI JIIKapChKuX 3aco0iB. llg HacTaHOBa HE NOIIMPIOETHCS Ha
JKapChKi 3ac00M 17151 BETepUHapii.

[Iss HacTaHOBa 3aCTOCOBYETHCS ISl JIIKAPCHKUX 3acO0IB, IO PO3POOISIOTHCA,
JOCIIKYIOTBCSI, PEECTPYIOThCS Ta BHUPOOJSIIOTECA B YKpaiHi JUisl MPOAAXY Ha
BHYTPIIIHBOMY PHHKY Ta 3 METOI €KCIOpPTy ab0 po3poOJstOThCs, TOCHIIKYIOTHCS,
PEECTPYIOTHCS 1032 MEKAMH Y KpaiHU Ta IMIOPTYIOTECS B YKpaiHy.

[ls wHacTtaHOBa TOIIMPIOETHCA HA TIUIAHYBAHHS, IMPOBEACHHS Ta OI[IHKY
BUIIPOOYBaHb Ta JOCIIIKEHb 010J0CTYMHOCTI Ta 010€KBIBAJCHTHOCTI MpEMapariB Ha
etanax (apManeBTHYHOT pPO3pOOKH, BHUPOOHMIITBA, (POPMYBaHHS pEECTpaAIIiHUX
JIOChE Ta peecTparllii, a TaKOK BHECEHHS 3MiH JI0 MaTepialliB PEECTPAIIHHOTO JTIOCKE Ta
1] 9ac ayAuTy a00 1HCIIEKTYBaHHSI YCTAHOB, 11O ITPOBOAATH BIAMOBIAHI JOCIIIXKCHHS.

[ls HacTaHoBa pEKOMEHIYETbCS MJisi CyO0’€KTIB TOCHOJaproBaHHA (fJam —
oprasizailiif), o 3aiiMaloThCsl PO3POOKOIO TpemapariB, MPOBEACHHSIM JOCIIIKEHb
010J10CTYNTHOCTI Ta O10€KBIBAJIEHTHOCTI, (POPMYBAaHHSIM pPEECTPALIHHOTO JIOChE Ta
MPOBEJICHHSIM TIOLEAYp JHEpP>KaBHOI peecTpallli JIKapCbKUX 3aco0iB Ha TEpUTOPIL
VYkpainu, He3aJIeKHO BIJ BIJOMYOrO MIAMNOPSAKYBaHHSA Ta (OPMH BIACHOCTI, IS
BIJIMOBITHUX 3aBHUKIB Ta MIANPUEMCTB-BUPOOHUKIB, IPOAYKIIA SIKUX PEECTPYETHCS
Ta IMIOPTYEThCS B YKpaiHy, ISl HAYKOBO-EKCIIEPTHUX OpraHi3aliil Ta peryiasiTopHUx
OpraHiB, a TaKOX €KCIEpTiB, ayJIUTOPIB Ta 1HCHEKTOPIB, IO MPOBOIATH EKCIEPTUIY
MPOTOKOIB KIIHIYHUX BUIPOOYBaHb Ta BIATOBIAHMX MaTepiaiiB, MPEACTaBICHUX Yy
CKJIaJIl PEECTPAIIITHOTO JOChE, TIPU peecTpaliii (epepeecTpailii) Ta BHECEHHI 3MiH 10
peeCTpariitHOro JOChe JIIKapChbKUX 3ac001B, 3A1MCHIOIOTh ayUT Ta IHCIEKTYBaHHS.
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HOPMATHUBHI IOCUJIAHHA

VY 11t HACTaHOBI € TTOCUJIAHHS Ha TaKl HOPMATUBHI JJOKYMEHTH:

Directive 2001/83/EC of the European Parliament and of the Council, of 6 November
2001 on the Community code relating to medicinal products for human use//Official
Journal of the European Communities. — L 311, 28.11.2001. — P. 67-128 (JlupekTuna
2001/83/€C €spomneiicekoro [lapmamenty Tta Pagu Big 6 nuctomaga 2001 poky mpo
kogekc CHiBTOBapuCTBAa BIIHOCHO JIIKAPCHKUX TMpemnapaTiB, MPU3HAYCHUX IS

cnoxuBanHs moaeMu//Official Journal of the European Communities. — L 311,
28.11.2001. — P. 67-128);

The Rules Governing Medicinal Products in the European Union. Notice to
Applicants — V. 2B. — Common Technical Document. — May 2008. — European
Commission. Enterprise and Industry Directorate-General (IIpaBuia, 1110 peryJjomTh
Jikapcebki nipenaparu B €Bporericbkomy Corosi. — Tom 2B. — 3aranbauii TeXHIUHUN
JTOKYMEHT. €Bporneiickka KoMicid. ['0JIOBHMI AMpeKTopaT 3 MIAIPUEMHUIITBA Ta
IIPOMHUCIIOBOCTI);

The Rules Governing Medicinal Products in the European Union. Notice to
Applicants V. 2A - Procedures for marketing authorisation. Chapter 1 Marketing
authorisation (IlpaBwia, MmO PEryJIIOIOTH JIKAPCHKI IMpemapatd B €BPONCHCEKOMY
Coro3i. — Tom 2A. — [Ipouenypu peectpartii. Po3ain 1 Peectpartis);

EMA/618604/2008 Rev. «Questions & Answers: positions on specific questions
addressed to the Pharmacokinetics Working Party (PKWP)» (ITutanHs Ta BiamoBimi:
[To3urtis moa0 crenudiYHuX TUTaHb, HanpaBieHux 10 PKWP);

EMEA/P/24143/2004 «Procedure for European Union guidelines and related
documents within the pharmaceutical legislative framework, 2005» (ITpouemypa
IOJI0 KEPIBHUIITB Ta CYMYTHIX JOKyMEHTIB €Bporelicbkoro Coro3y B paMkax
dapmarneBTHYHOr0 3aKkoHOAaBCTBa, 2005);

The Rules Governing Medicinal Products in the European Union. — Volume 4. — EU
Guidelines to Good Manufacturing Practice Medicinal Products for Human and
Veterinary Use (IlpaBuiia, 10 peryiorOTh JIIKapChKi mpenapaTd B €BponeicbkoMy
Coro3i. — Tom 4. — IlpaBmia €C 3 HanexHOI BUPOOHUYOI MPAKTUKH JIIKAPCHKUX
npenapariB AJis JOJUHU Ta 3aCTOCYBaHHS y BETepUHApIi);

CPMP/QWP/EWP/1401/98 Rev.1/Corr** «Guideline on the Investigation of
Bioequivalence» (HactanoBa 1110/10 10CIiIP)KEHb 010€KBIBaJICHTHOCTI);

EMA/CHMP/600958/2010/Corr.* «Appendix IV of the Guideline on the Investigation
on Bioequivalence (CPMP/EWP/QWP/1401/98 Rev.1l):  Presentation of
Biopharmaceutical and Bioanalytical Data in Module 2.7.1» (Jomatok IV no
HactanoBu miomo mocmimkenb OiloekBiBajgeHTHOCTI (CPMP/EWP/QWP/1401/98

Rev.1): TlpeacraBienns OiodapMaileBTUYHUX Ta OloaHAMITHYHUX JaHUX B Moy
2.7.1);
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ICH topic E8, CPMP/ICH/291/95 «General Considerations for Clinical Trials»
(3aranpHi MipKyBaHHS MO0 KJIIHIYHUX JOCIIKEHB);

ICH E6 (R1), CPMP/ICH/135/95 «Guideline for Good Clinical Practice» (Hacranosa
1010 HAJIS)KHOI KIIIHIYHOT MPAKTHKH);

ICH E9, CPMP/ICH/363/96 «Statistical Principles for Clinical Trials» (Craructnasi
OCHOBH KJIIHIYHHX JIOCTIJI)KCHB);

ICH E3, CPMP/ICH/137/95 «Structure and Content of Clinical Study Reports»
(CtpykTypa Ta 3MiCT 3BiTy KIIHIYHOTO JOCIIKCHHS);

ICH M9, EMA/CHMP/ICH/493213/2018 «ICH M9 guideline on biopharmaceutics
classification system-based biowaivers» (Bumoru g0 6ioseiiBepy Ha miactasi bCK);

EMEA/CHMP/225411/2006 «CHMP guidance for users of the centralised procedure
for generics/hybrid applications» (HacranoBa komicii 3 MEIUYHHUX TPOAYKTIB IS
JIOJWHU ISl BUKOPUCTAHHS MpHU 3asBax Ha TEHEPUK/TIOpUJ 3a LEHTPaIi30BAHOIO
MIPOLIEAYPOIO);

Eudralex, Volume 3, 3CC3a «Pharmacokinetic studies in many (dapmakokiHeTH4Hi
JTOCIIKCHHS Ha JIIOASX);

EMA, «Product specific bioequivalence guidance» (Cnerudiuai BAMOTH JI0 OKPEMHX
JKapChKHUX 3aC001B);

CPMP/EWP/280/96 Corr 1 «Guideline on the pharmacokinetic and clinical evaluation
modified release dosage forms» (HactanoBa 3 omiHku (hapMaKOKiHETHKH Ta KIIHIKA
JTKapChKUX (GOpM 3 MO (DIKOBAHUM BHBIILHCHHSIM);

EMA/CHMP/158268/2017 «Guideline on clinical development of fixed combination
medicinal products» (HacranoBa 3 kiiHIYHOT PO3poOKH (hDiKCOBAaHMX KOMOIHAIIIM
JTKapChKHX MPEraparis);

CPMP/EWP/4151/00 rev 1 «Requirements for clinical documentation for orally
inhaled products (OIP) including the requirements for demonstration of therapeutic
equivalence between two inhaled products for use in the treatment of Asthma and
Chronic  Obstructive Pulmonary Disease (COPD)» (Bumorm a0 KIiHIYHOT
JOKYMEHTAI[ll OpajbHUX IHTAALIMHMX MpenapariB, BKIIOYAIOUYA BHUMOTH IS
JIOBEJICHHSI TEPareBTUYHOI €KBIBAJECHTHOCT! JBOX IHTAISMIMHUX TMpenapariB, IO
BUKOPUCTOBYIOTHCS JJIA JIIKYBAHHS aCTMH Ta XPOHIYHOI OOCTPYKTHBHOI XBOpOOH
JICTEHIB);

CPMP/EWP/239/95 «Clinical Requirements for Locally Applied, Locally Acting
Products containing Known Constituentsy (Kuminigyai BuMOrd I IperapariB
MICIICBOI i1 Ta MICIIEBOI0 BUKOPHUCTAHHSI, 1110 MICTSTh BiJOMi KOMIIOHCHTH);

CPMP/ICH/367/96 (ICH Topic Q6A) «Specifications: Test Procedures and Acceptance
Criteria for New Drug Substances and New Drug Products: Chemical Substances,
2000» (Crenudixkartii: mporeaypu BunmpoOyBaHb Ta Kputepii npuiiasatHOCTL. 2000);
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European Pharmacopoeia. 8th Edition. European Directorate for the Quality of
Medicines (EDQM). — Council of Europe, 67075 Strasbourg Cedex, France 2014.

(EBponeiicrka papmakores, BOCbME BUIaHHS);
3akoH Ykpainu «IIpo nikapcbKi 3aco0m»;

Haka3 MO3 VYkpainu Binx 26 ceprusa 2005 poky Ne 426 «IIpo 3atBepmxenns [lopsaky
MPOBEJCHHS EKCIEPTU3M PEECTPAIlifHMX MaTepialiB Ha JIKApChKi 3acolu, Mo
MOJIAlOThCS Ha JIEPXKABHY peecTpaliio (NmepepeecTpaiio), a TaKoXK eKCIEePTH3U
MaTepialiiB MpPO BHECEHHS 3MIH [0 PEeCTpaliiHUX MaTepiaiiB MOpOTAroM Ail
PEECTPAIITHOTO TIOCBIAYCHHS», Y pemakilii Hakasy MO3 Ykpaiau Bix 23 mumas 2015
poky Ne 460, 3apeectpoBanoro y MinictepcTsi toctuiii Ykpaiau 07 xoBTHS 2015
poky 3a Ne 1210/27655 31 3MiHaMH.

Haka3z MO3 Ykpainu Big 23 BepecHs 2009 poky Ne 690 «I1po 3arBepmxenns [lopsaky
MPOBEJICHHS KIIHIYHUX BUIMPOOYBAaHb JIIKAPCHKUX 3aCO0IB Ta €KCIIEPTU3H MaTepialiB
KJIHIYHUX BUIPOOYBaHb 1 THMOBOrO MOJIOKEHHS MPO KOMICIT 3 TMUTaHb E€THKW,
3apeecTtpoBaHuii y MinictepcTBl tocTtuiii Ykpainu 29 xoBTHs 2009 poky 3a
Ne 1010/17026, (y penaxiiii Hakazy MO3 Vkpainu Bia 12 mumas 2012 poky Ne 523);

Hakaz3 MO3 Vkpainu Big 08 rpymnus 2015 poky Ne 830 «IIpo 3arBepxkeHHS 1
BBe/IeHHS B 1110 JlepxkaBHoi @apmakonei Ykpainu (I Bunanss)»;

Haka3 MO3 VYkpainu Big 14 Oepesns 2018 poky Ne 476 «IIpo 3aTBepmkeHHS 1
BBeleHHs B Ait0 JlomoBHeHHst Ne 2 nmo JlepxaBHoi ®apmakonei Ykpainu (II
BHUIAHHS ).
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TEPMIHUM TA BUSHAYEHHSA ITIOHATDH

Hwxue HaBeleHO TEPMiHH, BXKHTI Y I[iil HACTAHOBI, Ta BU3HAYEHHS MO3HAYCHUX HUMHU
HOHATh. TepMiHM aHIJTIMCHKOI0O MOBOIO, IO BiANOBIAAIOTH CTAaHJAPTU30BAHUM Y
bOMY pO3JiIi TepMiHaM, HaBeaeHO Ha miactaBi [4,12,13] (guB. HarioHaIbHHMI
nonatok «bibmorpadis»). BuzHaueHHa X TEPMiHIB MOXKYTh BIAPIZHATHUCA B 1HIIHUX
HOPMAaTHBHHX JOKYMEHTaX a00 TEPMiHM MOXKYTh MaTH iHIIi 3HAYECHHS .

Jlitoua peyoBuHA (AKTHUBHUII (papManeBTHYHHUIA iHrpedieHT, cydcTanuis) (active
substance, drug, drug substance, substance [3, 13, 17])

Bbynp-sika pedoBuHa ab0 CyMmill PEYOBHH, IO MpPU3HAYCHA [JII BUKOPUCTAHHS Y
BUPOOHUIITBI JIIKAPCHKOTO 3ac0O0y 1 MiJ] 9ac [[bOTO BUKOPUCTAHHS CTa€ HOTO aKTUBHUM
iHrpeaieHToM. Taki pedoBHHU MarOTh (hapMakoJIOTIUHY UM 1HITY Oe3MOocepeaHIo k0
Ha OpraHi3M JIOAUHHU. Y CKJaAl roTOBUX (OPM JIIKapChKUX 3ac00IB iX 3aCTOCOBYIOTh
JUTSL JTIKYBaHHS, J1arHOCTUKU, YU TPO(MUIAKTUKU 3aXBOPIOBAHHS, JJISI 3MIHU CTaHy,
CTpYKTYp a0o @iziojoriyHux (yHKIH oOpra"isamy, i JOrJALy, OOpoOKu Ta
MOJIETIICHHS] CUMIITOMIB.

EnanTiomepu (enantiomers, [12])

Cronykd 3 Takor X MOJEKYISIpHOI (QopMyJor, Mo i Jil04a peYOBHHA, aje
BIJIPI3HSIIOTBCA BiJ HEI NMPOCTOPOBUM pO3TAllyBaHHSM aTOMIB Y MOJIEKYJIl Ta €
N3epKAIbHUMHU 300paXKCHHSIMHU, 1110 HE HAKJIaJar0ThCA.

Kpurepii npuiinsaitHocti (Mexi mpuiinsitHocTi) (acceptance criteria, acceptance
limits [12])

YucioBi Mexi, IHTEpBAJIM YW I1HII NPUAHATHI MEXI NPUWHATHOCTI PE3YJIbTATiB
aHATITUYHUX TTPOLIEITYP.

Jlikapcekmii  3acio6 (medicinal product [13, 17]) — Oyzab-sika pedoBwHA abo
KOMOiHaIig pedoBUH (0HOTO a00 Jekibkox ADI Ta JOMOMI>XKHUX PEYOBHUH), IO MaE
BJIACTUBOCTI Ta NpHU3HAyY€Ha Uil JIIKyBaHHS a0o0 MNpo(UIaKTUKU 3aXBOPIOBAHb Y
moJie, uu OyIb-sika peyoBHUHA a00 KOMOIHAIlS pe4OBHH (0IHOTO 200 nekiibKkox ADI
Ta JOMOMDKHUX PEYOBHUH), KA MOKe OyTH MpU3HAUEHA JUIsl 3ar00iraHHs BariTHOCTI,
BIJTHOBJICHHS, KOPEKIi 4u 3MiHU (Di310JIOTTYHUX (DYHKIIH y JIOAUHH ILIISTXOM
3miiicHeHHs ()apMaKoJIOTIYHOI, IMYHOJOTI4HOI abo wmerabomivHoi aii abo s
BCTAHOBJICHHSI METUYHOTO JI1arHO3Y;

Jlo mikapchkux 3ac00iB Hanexath: ADI, mpoaykiis "in bulk; roToBi Jgikapceki 3acoou
(J1ikapchKl Mpenapatu, JIKWA, MEIUKaMEHTH); TOMEONaTH4HI 3aco0u; 3aco0M, sKi
BUKOPUCTOBYIOTBCSL Il BUSIBJIEHHST 30yJHUKIB XBOpOO, a TakoX OOpoThOM 13
30yaHUKaMU XBOpoO a0o mapasuTamu; JIIKapChKi KOCMETHYHI 3acO0M Ta JIKApChKi
JIOMIIIIKY JI0 XapuOBUX MPOAYKTIB.

IoTogi Jikapcbki 3aco0m (J1ikapchbki mpenapatH, Jikd, MmeaukamerTn) (drug product,
product, drug, medicine [17]) — no3oBaHi JiKapchKi 3aco0M y BHIJIAIAI Ta CTaHi, B
SKOMY iX 3aCTOCOBYIOTh, IIIO MPOUWIUIA BCi CTajli BUPOOHUIITBA (BUTOTOBJICHHS),
BKJIIOYAIOYH OCTATOYHE IMaKyBaHHS.
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Moaudikoane BuBiannennsi (modified release, [12])

BuBiibHeHHS 3 JTKApChbKUX (HOPM, JUIS SKUX XapaKTEPUCTUKU BUBIILHEHHS J1FOYOL
peYOBHHM (a caMe YacoBi paMKu 1/ab0 Mmiciie) BUOpaHi TaKMM YHMHOM, IIO0 JOCSTTH
TEepaneBTUYHUX LI abo 3pydHOCTI 3actocyBaHHs. Lli mun He MOXYyTh OyTH
JOCATHYTI MPU BUKOPHUCTAHHI JIIKAPCHKUX (POPM 3 HEralHUM BUBLIBHEHHSIM, TAKUX SIK
po3urH abo Jikapchbka ¢opma 3 HETaWHWM BUBUIbHEHHSIM. J[0 TBEpIUX JIKAPCHKUX
dopM 1S OpaTbHOTO 3aCTOCYBaHHS 3 MOJIM(DIKOBAaHMM BHBUIRHEHHSM HaJe)KaTb
JKapChKi Tpemapaty sK 3 BIACTPOYEHUM, TaK 1 3 MPOJIOHTOBAHUM BUBUTEHCHHSIM.

Heraiine BuBisibHenns: (immediate release, [12])

BuBiibHEHHS, TIpU SKOMY JIIKAPCHKUK 3aci0 PO3YMHSAETHCS y BMICTI IIUTYHKOBO-
KHIIIKOBOTO TPaKTy 0€3 BiIICTPOUYKH MOYATKY MPOIECY POIUYMHEHHS, MPOJIOHTYBAHHSI
IIPOLIECY PO3UMHEHHS a00 MPOJIOHTYBaHHS BCMOKTYBAHHS JI1IF0Y01 PEYOBUHH.

Cnemmndikanis (specification, [12])

[lepenik BunpoOyBaHb, MOCUIaHh HAa AHAIITUYHI METOJMKH Ta BIJIMOBITHI KpUTEpii
MPUMAHSTHOCTI, 110 SIBJISAIOTH COOOI0 YMCIIOBI MEXI1, IHTepBAIA a00 1HII KpUTEpli JIs
BUINPOOYBaHb, IO OMUCYIOThCA. Y crenu@ikaiii BCTAaHOBIIOIOTh HaOIp KPUTEPIiB,
SIKUM TOBUHHI BIATIOBIATH JIif04a peuyoBUHA a00 JTIKApChKUM mpenapar Jjisi TOro, oo
BOHM BBOXAJIWCSA TMPUIATHUMH I iX  TepeadadyBaHOTO  3aCTOCYBaHHS.
«BiamoBigHICTh crerudikamisiM» O3Haydae, 10 Jioua pedyoBHHA 1/a00 JIKApPChKHUI
npenapar OyayTh BIAMOBIJATH HABEJECHUM KPUTEPISM MPUUHATHOCTI 32 YMOBH, IIO
BUMPOOYBaHHSI MPOBEICHI 3T1IHO 3 3a3HAYCHUMH B IIMX CIIeNU(IKAIIAX aHATITHIHUMUA
Metogukamu. Creuudikaiii sBISIOTH €000 HEOOXiTHI CTaHAAPTU SKOCTI, SKi
MPOTIOHY€E Ta OOIPYHTOBYE BUPOOHUK, a MOTOKYIOTh KOMIIETEHTH1 YIIOBHOBaXKEH1
Oprasu.

Cuaa xii rikapcebkoro 3acody (mo3yBanns) (Strenght of the medicinal product, [13])

BMmicT airounx pedoBHH y KUIBKICHOMY BUPA)KE€HHI Ha OAMHUIIO JO3H UM OJUHHIIIO
00’eMy, UM OJIMHMITIO MACH BIJIITOBITHO JI0 JIIKAPCHKO1 (hopMHU.

dapmaneBTHYHA eKBiBasieHTHiCTH (pPharmaceutical equivalence, [4])

JIikapchki 3aco0u € papMalieBTUYHO €KBIBAJICHTHUMH, SIKIIIO BOHU MICTSTh TY X caMy
KUIBKICTh TIET K CaMOi J1040i peYOBMHU (A1HOYMX PEYOBHH) B THX XKE JIIKAPCHKUX
dopmax Ta BIAMNOBIAAIOTH BUMOTaM OJIHAKOBUX a00 TOPIBHSHHUX CTaHAapTiB.
dapmalieBTUUHA €KBIBAJICHTHICTh HE OOOB’SI3KOBO Mependavae 010€KBIBaJICHTHICTb,
OCKIJIbKM BIJIMIHHOCTI Yy JONOMDKHUX PEUOBMHAxX Ta/ab0 y mpoueci BUPOOHMIITBA
MOXYTh MPHU3BECTU A0 OUIBII HMIBUIKOTO YM OLIBII MOBUILHOTO PO3YMHEHHS Ta/abo
abcopOrii.

dapmanesTuuHi anbTepHaTuBu (pharmaceutical alternatives, [4])

Jlikapchki 3aco0u € apMareBTUYHO albTePHATUBHUMHU, SKIIO BOHH MICTSTh Ty CaMy
JI0Yy pPEUOBMHY y BUIJISIAI Pi3HUX cojied, edipiB, ckinamHux edipi, 130MepiB,

6
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cyminiel 130MepiB, KOMIUIEKCIB a00 MOXIJHUX J1F0Y01 PEYOBUHU a00 BIAPIZHIIOTHCS
J1KapChKOI (hOPMOIO YU CHJIOKO ii.
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ITO3HAKHU TA CKOPOYEHHA

ANOVA — Analysis of Variance (ducnepciiinuii ananis)

EU (€C) — European Union (Esponeiicvruii Coro3)

EEA — European Economic Area (€sponeiicbka exonomiuna 30Ha)

EMA — The European Medicine Agency (Esponeiicbke acencmso 3
JIKAPCOKUX NPenapamies)

CPMP — Committee for Medicinal Products for Human Use (Komimem 3
JIKAPCbKUX 340016 OJisl TI0OUHLL)

CTD — Common  Technical Document (3acanvhuiti  mexuiunui
OOKYyMeHm)

CRF — Case report form (inousioyanvua peccmpayiiina gpopma)

ICH — International Conference on Harmonisation of Technical

Requirements for Registration of Pharmaceuticals for Human
Use (Mixxcnapoona rongepenyis 3 eapmownizayii mexHiuHux
BUMO2 00 peccmpayii IIKApCbKux nPenapamis 0us TH0OUHU)

IS — Internal standard (enympiwmnit cmanoapm)

HVDP — Highly variable drug products (sucokosapiabenvni nixapcoki
npenapamu)

FCs — Fixed Combinations (gixcosani kombinayii, rikapcoki 3acobu 3
@ikcosanoro Kombinayicio)

GLP — Good Laboratory Practice (nanescna nabopamopna npaxmuxa)

GMP — Good Manufacturing Practice (raresxcna éupodnuua npakmuxa)

NTID — Narrow therapeutic index drug (zixapcoxuii npenapam 3 8y3vKkum
mepanesmudHuUM iIHOeKCOM)

MF — Matrix Factor (mampuunuii paxmop)

PKWP — Pharmacokinetics  Working  Party  (Poboua 2pyna 3
papmaxokinemuxu)

Ph.Eur. — European Pharmacopeia (Esponeticoxa @apmaxonest)

CVv — Coefficient of variation (koegivyicnm sapiayii)

RSD — Relative Standard Deviation (Biorocre cmanoapmue i0Xunenns)

Within- — Within-subject coefficient of variation (exympiwnvocy6’exkmna

subject CV sapiabenvHicmv)
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Summary of Product Characteristics (kopomxa xapaxmepucmuka
NKAPCbK0o20 3aco6y)

Quality control sample (3paszox konmponio sxocmi)

Quality control media (cepeoosuwe, npusnauene ons kKonmponro
AKOCMI IKApcbKo20 3aco0y)

biodapmareBTruna cucrema kinacudikarii
epxasua apmakones YKpaiHu
MiHICTEPCTBO OXOPOHH 37I0POB’SI
Hacranosa MO3

Cnonyueni llltatu AMepuku
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dapMaKkOKiHeTHYHI TapaMeTpH

Ae(o-t)

AUC o
AUC 0.

AUC .,
AU C:(0-72‘1)

C max

Cmax,ss

3auIIKoBa

oA
(Residual
area)

Rmax
tmax
1:max,ss

tie

Az

3arajibHa €KCKpeIlisi 3 CEuYel0 HE3MIHEHOi [iI040i pPEUYOBUHH
JIKapChKOTO 3ac00y 3 MOMEHTY BBEICHHS JIIKApCHKOTO 3ac00y 10
OCTaHHBOT TOYKH, 1110 BU3HAYAETHCA (1)

IUIOINA IMiJi KPWBOK KOHIICHTpAIlisi / yac 3 MOMEHTY BBEICHHS
JKapChKOT0 3aC00Y 70 OCTAaHHBOT TOYKH, 1110 BU3HAYAEThCs (1)

IJIOMA IIiJT KPWUBOK KOHIIEHTpAIlis/9ac, EKCTpanojibOBaHa [0
HECKIHYEHHOCTI

IUTOIIIA ITiJ] KPUBOKO KOHIIEHTpaIlisl / 4ac B CTalliOHAPHOMY CTaH1

IIoa IiJ KPUBOK KOHIIEHTpalis / 9ac 3 MOMEHTY BBEICHHS
JKapChKOro 3aco0y /10 72-i roAuHu

MaKCHMaJlbHa KOHLEHTpaLisd aHa i Ty
MaKCHMaJlbHa KOHIEHTPALlis aHaIiTy" y cTaliOHapHOMY CTaHi

excrpanonsoBana mwioma (AUC g . «) - AUC 0.0)/AUC o - «)

MaKCHUMaJlbHa MIBUAKICTh €KCKpPEIIli 3 CEYEto
qac JOCATHEHHA Cnax

yac JOCATHEHHS Cpax ss

nepioj] HaliBBUBEICHHS

KOHCTAHTAa MIBUIKOCTI eJlIMIHAIT
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3AT'AJIBHI NIOJIOKEHHA

Jlana HacTaHOBa BCTAHOBIIIOE BHMOTH JO JW3aliHy, IPOBEJCHHS Ta OIIHKH
JTOCIIDKeHb 010€KBIBAJICHTHOCT! JJIA JIKApChKUX (HOPM HETaiiHOTO BUBUIBHEHHS
CUCTEMHOT Jii.

1. BCTYII
1.1. OcHOBHI MOJIOKEHHSA

JIBa JdikapchbKux 3acoOu, HI0 MICTSTh OJHAKOBY JII0YYy PEUOBHHY, BBAKAIOTHCS
O010€KBIBaJICHTHUMH, SIKII0O BOHU € (apMaleBTHUYHO EKBIBAJICHTHUMH  abo
dapmaneBTHYHO adbTCPHATUBHUMH, a iX O10JOCTYMHOCTI (MIBHAKICTH Ta CTYITiHb
abcopOr11ii) micist BBEJCHHS B OJTHAKOBIA MOJISIPHIN 7031 3HAXOAUTHCA B MOIEPETHBO
BCTAHOBJICHUX KpUTEpiAX MpuiHATHOCTI. Ili KpuTepii BCTAaHOBIIOIOTHCS ISt
3a0e3MeUCHHS TOPIBHSAHHS XapaKTEPUCTHK JIKApChKUX 3aco0iB IN VIVO, ToOTO s
BCTAHOBJICHHS MO/1I0HOCTI 3 TOUKH 30py O€3MeKku Ta ePeKTUBHOCTI.

JUIst OLIHKK BEJIMYMHHM Ta CTyNEHs a0copOIlli 11040l PeUuOBHMHU B JIOCHIIKEHHSIX
010€KBIBAJICHTHOCTI 3BUYAMHO BUKOPUCTOBYETHCS KPHBA 3aJIEKHOCTI KOHIIEHTpAIlil
Bil uvacy. BuOpani ¢apmMakoOKiHETHUYHI IapaMeTpu Ta IMONEPEeIHbO BCTAHOBJICHI
KpUTEpil MPUHHATHOCTI JalOTh 3MOTY 3pOOUTH 3aKIIOYHHA BHUCHOBOK IPO
010€KBIBaJICHTHICTh MOPIBHIOBAHMUX JiKapchkux 3aco0iB. AUC (mmoma mif KpHUBOIO
KOHIIEHTpAIlisi/9ac) BigoOpaXkae CTyIiHb BILTUBY. Cmax (MaKCHMMallbHa KOHIICHTPAITIS B
1a3Mi 200 MAaKCUMYM BIUTHBY) Ta tmax (Y4ac JOCATHEHHS MaKCHMaIbHOI KOHIICHTpAIIil
B IJIa3M1) € TapaMeTpaMH, Ha SIK1 BIUTMBAE IIBUAKICTb aOCOpOILi.

Merta 1i€i HaCTaHOBM — BCTAHOBJICHHSI BUMOT JI0 JW3ailHy, MPOBEACHHS Ta OLIHKHU
JOCTIIKEHb O010€KBIBaJIGHTHOCTI. TaKk0XX PO3TISIAETHCS MOMKIIUBICTh BUKOPUCTAHHS
Ia”HUX iN VItro 3amMicTe J0CIimKeHs in VIVO.

1.2. I'enepuuHni JikapcbKi 3acoomn

Konnemnirisi 610€KBIBaJICHTHOCTI € OCHOBHOIO JJIsi TEHEPUYHMX JIIKAPCHKUX 3ac00iB
BignoBimHo no crarti 10(1) Jdupektusu 2001/83/EC [13] Ta poszmimy IIT
Hakasy N 460 [3]N. Meror BCTaHOBJIECHHS O0i0CKBIBAJIEHTHOCTI JKapChKUX
3ac00iB € JTOBEJCHHS €KBIBAJIEHTHOCTI Oi0(apMarieBTUYHOI SIKOCTI TEHEPUYHOTO Ta
pedepeHTHOTO JIKApChKUX 3ac00iB, JJIA TOTO MO0 EKCTPaIoJIIOBAaTH pPE3yJbTaTu
JOKTIHIYHUX 1 KIHIYHUX JOCIHIJKEHB, MPOBEJACHUX I PEPEPEHTHOTO JIIKAPCHKOTO
3aco0y, Ha TeHEpPUYHUU JiKapchkuil 3aci0. ['eHepuyHUM JIKapChKUM 3ac000M €
JIKapChbKUM 3aci0, 110 Mae Takuil camMui SKICHUA Ta KUIBKICHMM CKJIaj JIF0YUX
PEYOBHH 1 TaKy camy JIiKapchbKy ¢hopmy, 110 i peepeHTHUi Tikapchkuil 3aci0, Ta 4us
010€KBIBAJICHTHICTh 3 pePEepPeHTHUM JIKAPCHKUM 3acO00M JOBEJCHA BIAMOBIIHUMU
aocmpkeHHsaMu oiogoctymHocTi [13]. Pi3Hi comi, mpocTi Ta ckiaaHi edipu, i3oMepH,
CyMilI 130MepiB, KOMIUIEKCH a00 TOXIiJIHI J1F040i PEYOBUHU BBAXKAIOTHCS TIEI XK
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III0Y0I0 PEYOBMHOIO 3a YMOBH, IO BOHH CYTTEBO HE BIiAPI3HIIOTBCI 3a
BJIACTUBOCTSIMU 3 TOYKU 30py Oe3meku Ta/abo edexrtuBHOCTI. Kpim Toro, pi3zHi
JiKapchKi (OpMH HETafHOTO BHBIUIBHEHHS OPAJIbHOTO 3aCTOCYBAaHHA MOXKYTh
pO3TIsAaTHCS K OJHA U Ta K cama Jiikapchka opma.

1.3. I Tunu 3asaB

[IpencraBieHHss JaHUX JOCIIIKEHb 010€KBIBAJICHTHOCTI Y PEECTpaIlIfHOMY JOChE Ha
JIKapChKUM 3aci0 MO)Ke BHUMAaratucss JUisl JIKapChbKUX 3aco0iB 3  (hIKCOBaHOIO
KoMOiHaIli€l0, TIOpUIHMUX JIKAPCBKUX 3acO0iB, a TaKOX IPEACTABICHHS JIaHUX
JOCITIDKeHb 010€KBIBAJICHTHOCTI MOXKEe OyTH HEOOXiJHEe NpH BHECEHHI 3MiH JI0
MaTepiaiiB PeeCTPaIHOTO JIOChE Ha JIKAPChKUM 3aci0 MPOTITroM Jiii peecTpaiiftHOro
MOCBIIYCHHS, BKJIIOYAIOUM 3MiHHU, 10 MOTPeOYyIOTh HOBOI peecTpallii JIKapChbKOTO
3aco0y [3].

[IpuBeneni B JaHiii HACTaHOBI PEKOMEHJAlll W00 JU3ailHy Ta NPOBEACHHS
JOCIIKEHb 010€KBIBaJIEHTHOCTI MOXKYTh TaK0 3aCTOCOBYBATHUCS /10 MOPIBHJIBHUX
JOCIIKeHb 010JJ0OCTYITHOCTI MPH OCITIDKEHHI PI3HUX JIIKApChKUX (opM (CKIaIiB)
M1 Yac po3poOKH HOBOr'O JIKAPCHKOTO 3ac00y, 1110 MICTUTh HOBY XIMIYHY CIOJIYKY, a
TAaKOX J0 MOPIBHSUIBHUX JOCIIIKEHb 3 O10JOCTYMHOCTI IpH 3asBax Ha 3MIHH, IO
noTpeOyIOTh HOBOI peecTparlii JKapchbKoro 3acoly, ado s TIOPUAHUX JIIKAPCHKUX
3ac00iB [3], 110 IPYHTYIOTHCS HE JIMIIE Ha IaHUX 3 010€KBIBAJICHTHOCTI.

2. COEPA 3ACTOCYBAHHA

IIs wacraHoBa MICTHTh PEKOMEHMAAIlll IIOAO JJOCIHIIKEHb O10€KBIBaJIEHTHOCTI
JTKApChKUX 3ac001B HETraiHOTO BUBUIBHEHHS CHUCTEMHOI Jii. J[aHO HacTaHOBOIO
TaKOX Tepea0avaroTbCcsl YMOBH, MPU JOTPUMAHHI SIKUX HE BUMAra€ThCs MPOBEIACHHS
JOCTiDKeHHsT OiogocTymHOCTi (y BHUIAQAKY JOAATKOBOI'O JIO3YBaHHS JIIKAPCHKOTO
3aco0y, nuB. po3nin 4.1.6 miei HacTaHOBH; y BUNAAKY MEBHUX THIIB JIKAPCHKUX
dopm, nuB. Jomarok Il qo i€l HACTaHOBM; y BUIAJAKY MOIJIMBOCTI 3aCTOCYBAaHHS
nporueaypu oioseiiBep Ha mifctaBi BCK, mus. Jlogaroxk III 10 1iei HacTaHOBH).

Oco06nMBI pexkOMEHaIll 100 JOCTIIKEeHb Ol0€KBIBAJIGHTHOCTI MpenapariB 3
MOAU(DIKOBAaHUM BHUBUIBHEHHSIM, TPAHCAEPMAIbHUX TNpPEMapaTiB Ta OpaJbHHUX
IHTIAIIITHUX TIpenapaTiB MPUBEJACHO B 1HIIMX HACTAHOBAX (IMB. PO3AUT 3 Ta PO3MIiI
«HopMaTHBHI MOCHIaHHS» 11i€1 HACTAHOBH).

Cdepa 3acTocyBaHHS 11i€i HAacTaHOBH OOMEXYETbCA XIMIYHUMU CIHOJyKaMH.
Pexomenpaiii 110,10 MOPiBHAHHS O10JIOTIYHOTO JIIKAPCHKOTO 3ac00y 3 pedepeHTHUM
JIKapChKUM 3aCO00M IIPUBEICHO B IHIIMX HACTaHOBAX JI MOJIOHMX O10JOTTYHHX
JKapChKUX 3aCO0IB.

JlaHa HacTaHOBA HE 3aCTOCOBYETHCS Y BUIIAJIKaX, KOJIM 010€KBIBAJICHTHICTh HE MOKHA
MPOJIEMOHCTPYBATH, BUKOPHUCTOBYIOUM KOHIIEHTpAIli 1F040i PEYOBUHU (BUXIIHOI
CIIOJIyKH) 4M ii MeTabomiTy, B pasi oOrpyHTyBanHs". V TakuX BUHATKOBHUX BUIIAIKAX,
SKIIO JOCTIKEHHST O10€KBIBAJEHTHOCTI HEMOXJIMBO TMPOBECTH BUKOPHUCTOBYIOUM
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KOHIICHTpAIli Ji04oi pedoBHHH (BHXIAHOI CIONYyKH) 4u il MeTaOomity, B pasi
OOIpyHTyBaHHA, MPOBOAATHCA  JOCHIDKEHHs  JIKapCchKOro  3acol0y 3
dbapMakoAMHAMIYHUMHM a00 KIIHIYHUMM KIHIIEBUMH TOYKaMH 3TITHO 3 BUMOTaMH
BiJITIOBITHUX KEPIBHUIITB IOJI0 TEPATICBTHYHOTO 3aCTOCYBaHHS.

Xoya KoHIenmis Ol0EKBIBaJEHTHOCTI, WMOBIpHO, MOXE OyTH 3aCTOCOBHA 0O
POCIMHHUX JKApCHKUX 3ac00iB, OCHOBHI NMPUHITUIHN, BUKJIAJICHI B 1[I HACTAHOBI HE
3aCTOCOBYIOTHCSL JO POCIMHHUX JIIKAPCHKUX 3ac00iB, MiI0Yl PEYOBHHU SKHX HE TaK
no0pe oxapakTepu30BaHi, K XIMi4HI CIIOTYKH.

Kpim Toro, naHa HacTaHOBa HE BKIIIOYA€E ACMIEKTH, TIOB’sI3aHI 13 3aMIHOI0 TEHEPUIHOTO
JIKapChbKOTO 3aco0y, OCKUIBKM II€ € TUTAaHHSIM HalllOHAJIBHOTO peryiioBaHHA. B
VYkpaiHi BUMOTH IIOJAO JIOBEJACHHS OI0CKBIBAJICHTHOCTI TEHEPUYHMX JIKAPCHKHUX
3ac00iB BUKJIaneHo B Hakasi Ne 460 [3]N.

3. 3AKOHOZIABYA BA3A

[{s HacTaHOBa CTOCY€ETHCS MaTEpialliB PEECTPAIIHHOTO JIOCKE IS JIIKAPCHKUX 3acO01B
JUIs1 JIIOZIMHY, TTOJIAaHUX Ha JCP)KaBHY PEECTpallilo K TeHEpUYHI JIiKapchki 3acoou [3].
[Is HacraHoBa TaKOXX MOXKE 3aCTOCOBYBATHUCh TIpU MIJATOTOBII MaTepiaiiB
PEECTPALIITHOTO JTOCKhE ISl JTIKAPChKUX 3aC001B /IS JIFOJAWHH, MOJAAHUX Ha JIepKaBHY
pEeECTpAlliio K JIIKApChKUM 3aci0 3a MOBHUM JOChE, JIIKApChKuid 3acid 3 (hIKCOBaAHOIO
KOMOI1HaI€r0, TIOpUAHNAN JIIKApChKUM 3aci0, Ta, KPIM TOTO, MOXE 3aCTOCOBYBAaTUCS Y
pasi 3MiH, MO NOTPeOyIOTh HOBOI peecTpalii JIIKapChKOoro 3aco0y, Ta 3MiH, IO
MOXKYTh OYyTH IMPOTATOM JIii peeCTpaIiifHOro nocBixueHH [3].

Posrngnaroun 110 HacCTaHOBY MOTPIOHO BPaXOBYBaTH BUMOTH J0 PEECTPALIITHOTO JOChE
y dopmari CTD [3], a takox eBponeiicbki i ICH HacTaHOBM 111010 MPOBEICHHS
KIIHIYHKMX BUIIPOOYBaHb Ta TapMOHi30BaHi 3 Humu Hactanosu CT-H MO3N,

Takox 1151 HacTaHOBAa PO3TIISIAETHCSA B IMOEJIHAHHI 3 BIJAMOBIIHUMHU HACTAaHOBAMH 3
SIKOCTI Ta YMHHUMH pekoMeHamisMu €C CTOCOBHO JTOCHTIKEHb 010J0CTYITHOCTI Ta
6ioexsiBanernocri [6]N. Jlikapchkuii 3aci0, M0 BUKOPHCTOBYBABCS I JOCIIKEHHS

010€KBIBaJIEHTHOCTI, IMOBUHEH OyTH BHUTOTOBIECHHUH BiAmoBimHo mo Hopm GMP [11,
18].

JocnimkenHs 0l0eKBiBaJIeHTHOCTI, 10 npooawinck B EU/EEA, marote OyTH
npoBeaeHi  BimmoBigHo g0 Jupektusu 2001/20/€C [14]. HocaimkeHHs, IO
poBOIMIIMCH 3a Mexamu €C Ta mpu3HaueHi i peectpanii B EU/EEA marote OyTH
MpOBEJICHI BIJMOBIAHO J0 CTaHAapTiB, BukiageHux B Jlomatky [, dupextuBu
2001/83/€C 3i 3minamu [13].

Komnanii MOXyTh Tako)X 3BEpPTaTHUCh 3a HAYKOBOIO KOHCyJbTarieo 10 EMA mus
crenu@iuHUX 3amuTiB, HE OXOIUICHHX ICHYIOUMMH KepiBHUIITBamMH. B VYkpaini

nepe0adeHo KOHCYJbTamil BiamoBimHO a0 BuMor Hakasy Ne 460 [3] Ta Hakazy
Ne 690 [15]N.
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4. OCHOBHUM TEKCT HACTAHOBH
4.1. In3aiiH, NpoBeJAeHHsI TA OLWiHKA J0CTiIKeHb 0i0eKBIiBaJI€HTHOCTI

KinpkicTe gocmipkeHh Ta iX Ju3aiiH MarTh OYTH BIJANOBIAHO OOIPYHTOBaHI Ta
3aIe)KaTH  Bi  (I3UKO-XIMIYHMX  XapaKTepUCTHK  JII0Y0i  PEYOBUHH, i
(apMaKOKIHETUYHUX BJIACTUBOCTEH Ta MPOMOPIINHOCTI CKIAAy JIKapChbKOro 3aco0y.
30kpema, CIliJi BpaxoByBaTH JIiHIHHICTD (PapMaKOKIHETUKH, HEOOX1AHICTh MPOBEACHHS
JIOCTDKEHHST  Michs  BXXKMBaHHA ©DKI  Ta  Harme, NOTpedy  MpOBEICHHS
€HAHTIOCEJICKTUBHOTO aHaJli3y, a TaKOXX BIIMOBU BiJ TPOBEACHHS HOCIIIHKCHHS
010eKBiBaJICHTHOCTI IN VIVO Ui JOJATKOBUX J103yBaHb (auB. po3ninu 4.1.4, 4.1.5 Ta
4.1.6 1i€i HACTaHOBH).

B nynkti 2.7.1 Monyns 2 peecTpauiifHOrO JOChE CIiJI HABECTU TMEPeNiK YCix
OCHOBHHX JIOCJI/I>)KE€Hb, MPOBEJACHUX JJIs 3asIBJICHOTO JIIKAPCHKOT0 3ac00y, HAIIPUKJIIA]]
JIOCITIJKeHb 010€KBIBaJICHTHOCTI 3asBJICHOTO JIKapChKOTo 3aco0y (TOOTO, OJHAKOBHIA
CKJIaJ] JIIKapChKOTro 3aco0y 1 BUPOOHHMUMIN TMporec) 3 pedepeHTHUM JIKAPCHKUM
3acobom, 1o € Ha puHKy €C abo 1HIUM OOIPYHTOBAHUM, BIJIMOBITHO 10 BHUMOT
nakasy Ne 460 [3], pedepenrtnum mikapcekum 3acobom™. Iadopmamio  1mom0
JOCIIJIKEHHS CITi] BKIIOUATH B MEPENiK YCiX OCHOBHHMX JOCIIKEHb, HE3AJICKHO BiJT
ix pesynbrariB. [ns BCiX MPOBEAEHUX JOCHIIKEHb CIIiJI HaJaBaTH TOBHI 3BITH
JOCIIKEHb, 32 BUHATKOM TIJOTHUX JOCHIDKEHb, IS SKUX JIOCTAaTHBRO HaIaTH
KOPOTKHH OTJISA TOCIiKeHHS (BiamoBiaHo g0 kepiBaunTBa ICH E3 [19] Ta unHHOTO
3akoHonaBcTBa Ykpainu [15]V). IToBHMIA 3BiT MIOTHUX DOCHTIIKEHb CIIiJ HAaJABaTH 34
samutoM. Jlo myHkty 2.7 Monyna 2 peecTpamiifHOro A0Che€ Mae OyTH TaKOoX
BKJIFOYEHO KOPOTKUU OIJISA JOCHIIKEHb O10CKBIBAJIGHTHOCTI a00 TOPIBHSJIBHUX
JOCIIKEHb 010J0CTYMTHOCT1, TPOBEJIEHUX MPOTATOM PO3POOKH JIIKAPCHKOTO 3ac00y.
HocnimxeHHs: 010€KBIBaJICHTHOCTI 3asiBJICHOTO JIIKAPCHKOTO 3ac00y 3 HE CXBAJICHUM B
€C pedepentaum nikapcekum 3acobom (non-EU reference products [2]N), me cin
II0JaBaTH Ta BKJIIOYATH B CIIMCOK JOCHiIKeHb (B pasi noxaui 3assku B €CN),

4.1.1. Im3aiin q1ocaiaKeHHA

HocmimxenHss Mae OyTH CIUIAaHOBAaHO TaKUM YHHOM, 00 e]ekT, 3yMOBJIEHUM
JKapChKUM 3ac000M, MOkHa OyJ10 BIIPI3HUTH Bij] BIUIMBY IHIIKUX (hAKTOPIB.

CranpaprHui q(u3aiH

S0  TOpIBHIOIOTHCS  JBa  Mpenapatd, pPEKOMEHJOBAaHWW  paHIO0MI30BaHUN
NIEpEeXPEeCHUH TN3aifH 3 OJTHOKPATHUM BBEJECHHSM JI03H, 1[0 BKIIIOYAE J[BA TIEPIOAH Ta
nB1 mociioBHOCTI. [lepiou BBeIEHHS JIKApChKOTO 3ac00y MarOTh OyTH PO3JILJICHHI
MIep10JI0M BiIMHBAHHS, IOCTATHIM JIJIS 3a0€3TeUeHHS KOHIICHTpAITi IIF0Y0i peYOBHUHH,
HIKYOT MEXI1 KIJIbKICHOTO BU3HAYEHHS 010aHATITUYHOI METOAMKH y BCIX Cy0’€KTIB Ha
MOYaTKy APYroro mnepiogy AOCTKEHHS. SIK TpaBuio, A LUBOTO HEOOXITHO He
MEHIIIE IT’ITH TIEPi0/1iB HAITIBBUBEACHHS.

AJIbTepHATUBHUI JU3AIH
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3a meBHUX OOCTaBMH Ta 3a YMOBH, IO AW3AaMH JOCIIDKEHHS 1 CTATUCTHYHI aHaJli3u
HAyKOBO OOTPYHTOBAHI, Y SIKOCT1 aJIbTEPHATHBU MOXYTh OyTH PO3TJISHYTI 1HII J00pe
BHBUCHI JU3alHU JOCTIIPKCHHS, TaKl K MapajieJbHUM JU3aiiH — JUIsl PEYOBHH 3 JTyXkKe
TPUBAJIUM TIEPIOJIOM HAMIBBUBEJCHHS, Ta MOBTOPHUM AW3aiiH, HANpPUKIaA, IS
PEUYOBMH 3 BUCOKOBapiaOelbHUMH (HapMAKOKIHETUYHUMU XapaKTEPUCTUKAMH (IUB.
po3main 4.1.10 miei HacTaHOBH).

Sxio AocHiHKeHAS 3 OJTHOKPATHUM BBEICHHSM JIO3M JIIKAPCHKOTO 3ac00y HE MOXKe
OyTH TIpOBeJEHE 3a y4acTIO 3J0POBHX JOOPOBOJBIIB 3 MPUYMH MEPEHOCUMOCTI Ta
AKIIO TPOBEJCHHS TaKOTO JOCIIPKEHHS HEMOXIIMBE ISl TAli€HTIB, JOMYyCTHMO
MIPOBEJICHHS TOCIIKEHHs 3 0araTOKpaTHUM BBEJCHHSM JI03U IpenapaTy HallieHTaM.

B pigkicHux Bumagkax, KOJIM HEIOCTaTHS YYTJIMBICTh AHATITHYHOI METOJUKHU
NEPEIIKO/KAE IOCUTh TOYHUM BHU3HAYCHHSM KOHIEHTpAIlll aHaIITy B IUIa3Ml MICIs
OJIHOKPATHOTO BBEJICHHS 103U IMpenapary 1 KOJW KOHIEHTpAIllii B CTalllOHApHOMY
CTaHl JOCUTh BUCOKI, 100 OyTH JOCTOBIPHO BHUMIPSIHUMH, Y SIKOCTI ajJbTE€pPHATHUBU
JOCIIIJKEHHIO 3 OJJHOKPATHUM BBEJICHHSIM JIO3M IpernapaTy Moxe OyTH MPUHHSATHUM
JOCIIJKEHHST 3 OaraTOKpaTHUM BBEJEHHSAM J103U mpemnapaTry. OJHak, OCKUIbKU
JOCIIJKEHHST 3 0araTOKpaTHUM BBEJIEHHSIM JIO3M Mpenapary € MEHII YyTJIMBUM JJIs
BU3HAUCHHS BIAMIHHOCTEN Y Cpax, TaKui Ju3ailH JOCHIKEHHS MOXE OyTH
NPUUHATHUM TUIBKM y pa3si, SKIIO 3asiBHUK MOXE aJeKBaTHO OOIPYHTYBAaTH, IO
YYTJIUBICTh AHAIITUYHOI METOJMKHM HE MOKE€ OyTHM MOJIIMIIEHa, 1 HEMOXIIMBO
JIOCTOBIPHO BUMIPATH KOHIIEHTPAIII0 BUXIJHOI CHOJYKH TICJSI OJHOKPATHOIO
BBCJCHHS JIO3W Tpemapary, BpaxOBYIOYM TaKOXK, IO y JOCITIKCHHIX
O10€KBIBAJICHTHOCTI ~ JIOMYCTUMO  3aCTOCOBYBaTHM  J03U, SIKI  MEPEBUUIYIOTh
TepaneBTHYHI (quB. TakoX po3ain 4.1.6 el HactaHoBH). BpaxoByrounm ocTaHHI
PO3po0KH y Ol0aHAMITHYHIA METO0JIOTIi, MaJJOMMOBIPHO, 110 BHXiJHA PEYOBHMHA HE
MOXe OyTH BHUMIpsSHAa TOYHO 1 TPaBWIbHO. TOMy BUKOPUCTaHHS AW3aHHY
JOCIIKEHHS 3 0araToOKpaTHUM BBEJCHHSM 103U TpernapaTy 3aMiCTh JOCHTIIKEHHS 3
OJIHOKpATHUM BBEACHHSIM JIO3M Yepe3 HEIOCTaTHIO YYTIWBICTh AaHATITUYHOT
METOJIMKU MOK€ OyTH MPUUHATHUM TUIBKH Y BUHSITKOBUX BUTIAKAX.

[Tpu nocnimkeHHSX B CTAalllOHAPHOMY CTaH1 MEpi0J] BIAMUBAHHS IMiCIIA BBEJCHHS 103U
npernapary y MepuioMy Mepiojl MOXe HaKJIaJaTUCs Ha Tepioj] BCTAHOBJICHHS
CTal[lOHAPHOI'O CTaHy MPHU BBEACHHI IPYroi 03U Ipenapary 3a yMOBH, 110 1€ nepiof
€ IOCUTh TPUBAJIUM 1 CKJIaJIa€ HE MEHIIIE 11’ SITU TIEP10/1iB HalliBBUBECHHS.

4.1.2. PedepenTHHIT TA 10CTIIKYBaHM JiKapcbKi 3ac00u

PedepenTanii JikapchKuii 3acid

B peectpariiiinux 10cke Ha TeHEPHUYHI Ta TIOPHIHI JIIKApPChKI 3ac00M 000B’I3KOBO Ma€e
OyTu mocuiaHHS Ha pePEepeHTHHM JIKapChKHUil 3acid, 3apeecTpoBaHUN Ha TMiACTaBl
MOBHOTO JIOChE 3a OJHHMM 13 Takux THUIIB (OpPM TMPO JAEpKABHY PEECTPAIIIO
JIKapChKOTro 3aco0y BIIOBIAHO bi (o) BUMOT Hakasy Ne 460 [3]M:
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JiKapChbKUM 3aci0 3a MOBHUM JOCKE, JIIKAPCHKUH 3aci0 3 100pe BUBYCHUM MEIUYHUM
3aCTOCYBaHHSM, JIKapChKUM 3acid 3 (hiKCOBaHOI KoMOiHaIli€r0, 3a 1HGOPMOBAHOIO
srogoro (crarti 8(3), 10a, 10b Ta 10c HdupextuBu 2001/83/€C 3i 3minamu [13]).
Jlikapchkuii 3aci0, MO0 3aCTOCOBYETHCS SK pedepeHTHuH JiKapchkui 3acid s
JOCIiKEHHs. 010€KBiBaJIEHTHOCTI, Mae Bimmosigatu Bumoram Hakasy Ne 460 [3]N 3
BpaxyBaHHsAM BUMOr MyHKTY 6 (1) mpyroro maparpady Hupexktusu 2001/83/€C 3i
sminamu [13]. BiamoigHo mo mnyHkty 6(1) npyroro maparpady JupexTuBu
2001/83/EC mikapcekuii 3acid, MO 3aCTOCOBYETHCS K pePEepeHTHUH ITiKapChKHA
3aci0, MOBMHEH OYyTHM YaCTMHOIO OCHOBHOI JIEH31i Ha pedepeHTHui IiKapChbKui
3aci0, BKJIIOYAIOUM MOTO JOAATKOBI JO3H, JIKapchbki (opmH, NIISIXH BBEICHHS,
MapKyBaHHS, SIK1 OyJIM MPOBEJACHI SIK 3MIHU J0 PEECTPAIIHHOTO JOChE a00 3MIHH, IO
noTpeOyBanu HOBOI peectpanii. Bubpanuii pedepeHTHMII TiKapchKuii 3aci0, IO
BUKOPUCTOBYBABCA TIPU JIOBEJIEHHI O10€KBIBAJIGHTHOCTI IUIIXOM IPOBEACHHS
BIJIMOBIAHUX JOCIIDKEHBb 010JJ0CTYITHOCTI, 3a3HAYA€EThCS 3asBHUKOM B II. 1.2 Moy
1 (dopma 3asBU TpO JIepIKaBHY PEECTPAIIiIO JIIKAPCHKOTO 3ac00y), a OOTpyHTYBaHHS
fioro BuOOpy HanmaeTscs B po3aii 1.5.2 «lHdopmarliig 1mon0 reHepuyHuX, riOpUIHuX
a00 moiOHKX O10JIOTTYHHUX JIKApChKUX 3ac00iB» Mopayns 1 peecTpaiiiHOro J0Che.
3asBHUK MOK€ 0OpaTu 1HIIMK JIIKAPChKUM 3aci0 B AKOCTI peepeHTHOro mnpemnapary
TIpH BiANOBiAHOMY OOIPYHTYBaHHI BpaxoByIour Bumoru Hakasy Ne 460 [3]V.

B 3asB1 npo nepkaBHy peecTpaniio FreHEpUYHOro abo riOpUaHOrO JIKAPChKUX 3ac00y
a0o0 mpu 3MiHax, 10 NOTPeOyIOTh HOBOI peecTpallii JIKapCchbKOTro 3aco0y, sIKui Oyio
CTMOYATKy 3apeecTpOBAHO SIK TEHEpWYHHMU abo riOpuaHMi Jikapchkui 3acid [3],
JOCHIIIKYBaH1 TpernapaTty, SK MPaBUIO, MOPIBHIOIOTHCSA 3 BIJMOBIAHOIO JIKAPCHKOIO
dbopmoro pedepeHTHOrO JIIKAPCHKOTo 3aco0y, 110 JOCTYITHUN HAa PUHKAX CBITY.

[Tpu 3MiHax, 1110 MOTPEOYIOTH HOBOI peecTpallii JJIKapchKOro 3aco0y, 3apeecTpoOBaHOTO
3a moBHuM Jocke [3]N (crarra 8(3) JupexktuBnm 2001/83/EC), AKImIO Ha PUHKY €
JEKUIbKa JIKApChKUX (OPM I[HOTO JIKAPCHKOTO 3aco0y, PEKOMEHAYEThCS, II00
Jikapcbka (opma, 1110 BUKOPHUCTOBYBAJach JUIsl IEPBUHHOI PEECTpallii JIIKapChKOTO
3aco0y (sKa BHUKOPUCTOBYBAjach B KIIHIYHHMX JOCHIKEHHSX €(EeKTUBHOCTI Ta
0e3rekn), BUKOPUCTOBYBaJIach OU sk peepeHTHUI JTiKapChKUi 3acid 3a YMOBH, IIIO
BOHA JIOCTyITHA Ha PUHKY.

Bubip pedepeHTHOro JKapChbKOTO 3ac00y g JOCIHIKEHHS 010€KBIBAJIEHTHOCTI €
000B’sI3KOM 3asiBHHMKa 1 MOBUHEH 0a3yBaTHCh Ha pe3yjbTaTax aHali3y KUIbKICHOTO
BMICTY JiI0YOi PEYOBMHM Ta JaHUX PO3UMHEHHS JIKApChbKOro 3acoly. SKmo He
OOTPYHTOBAHO 1HINIE, KUIbKICHHUM BMICT AII0YOI PEYOBHHHU B CEPii JOCIIIKYBAHOTO
JIKapChKOro 3aco0y HE MOBHUHEH BIJPI3HATHCS OUIbIl HiXK Ha 5 % BiJ KUIBKICHOTO
BMICTY JIiI040i PEYOBHHH B cepii pedepeHTHOro JiKapchkoro 3acody. KimbkicHuit
BMICT JIIFOY0i pEUYOBUHU B CEPIl JOCIIKYBAHOTO 1 pehepeHTHOTO JTIKapChKHUX 3ac00iB
Ma€ BHU3HAYATUCS 3a JOMOMOIOI0 METOJWKHM aHalli3y, HI0 BUKOPHUCTOBYETHCS JUIS
PYTUHHOTO KOHTPOJIIO SIKOCTI JOCTIKYBAHOTO JIIKAPCHKOrO 3aco0y. 3asBHUK 3a
JIOTIOMOTOI0 KUJIBKICHOTO aHaJli3y BMICTY [1040i PEUOBMHHU 1 JAHUX PO3UHMHEHHS
JKapChKUX 3ac00iB TOBMHEH JOKYMEHTAJIBLHO MIATBEPAUTH BHOIp penpe3eHTaTUBHOI
cepii pedepeHTHoro jgikapcekoro 3aco0y. Ilpu Bubopi cepii pedepeHTHOro
JIKapChKOro 3aco0y [yl BUKOPUCTAHHS Yy JOCHIPKEHHI O10€KBIBAJICHTHOCTI
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PEKOMEHIYEThCS JTOCHIAUTH OUIBII HDK OJHY Cepito peepeHTHOTO JKapChKOTro
3aco0y.

JlocaDKYBAaHUM TIKApCHKUH 3ac10

JlocmpkyBaHUN  JIIKApCBhKUM  3aci0, 110 BHUKOPHUCTOBYETHCS IS JIOCIIHKCHHS
010€KBIBaJICHTHOCTI1, TOBUHEH OyTH PENPe3eHTATUBHUM JO JIKapChKOTO 3ac00y, SKUi
Oyne peami3oByBaTHCS Ha pPHUHKY, IO Mae€ OyTH BHUBYEHO Ta OOTPYHTOBAHO
3asIBHUKOM.

Hanpuxnan, 1is opaqbHUX TBEpAUX JIKapChbKuX (popM cucTeMHOT i

a) JOCIIKYBaHUI JIIKapChKHi 3aci0, SIK MPaBUIIO, CITiT BiAOUpATH 3 cepii, po3Mmip
kol ckiamae monaiimenme 1/10 Bix mpomuciosoi cepii abo 100000 oxuHwMIIE,
3aJICKHO B1J] TOTO, SIKUM 13 00’ €MIB OLIBIITUHN, SIKIIO 3aIBHUKOM HE OOTPYHTOBAHO
1HIIIE,;

b) mnporec BHpPOOHHMITBA cepiif JOCHIIKYBAHOTO JIKApChKOro 3acoly, Mo
BUKOPUCTOBYBAaTUMYThCSI B JIOCIHIJIPKEHHI, Ma€e 3a0e3medyBaT BUCOKHUI PiBEHb
rapastii TOro, Im0 Mpenapar 1 Mpolec BUPOOHHUIITBA OYIyTh BIATBOPEHI B
IPOMUCIIOBOMY MacITaoi;

SAxkmo 006’em mnpommcioBoi cepii ckiaamae Menme 100000 oxuHMIG, IS
JOCIIIJIKEHHSI O10€KBIBAJIGHTHOCTI HEOOXIHO BHUKOPUCTOBYBAaTH HPOMUCIIOBY
CEpi0 IOBHOTO 00CATY.

C) XapakTepuUCTHKa Ta BHMOTH crenudikamii moa0 KPUTHYHUX ITOKA3HUKIB
SKOCTI JIIKAPCHKOT'O MpernapaTy, TAKUX K PO3UUHEHHS, MalOTh OyTH BCTAHOBJICHI
Uil JOCHIJDKYBaHOiI  cepii, ToOTO cepii, Aud skoi Oyla J0OBelIeHa
010€KBIBaJICHTHICTD,

d) nonatkoBi mMmiIOTHI Ta/a00 MPOMMCIOBI cepii JiKapchKoro 3acoly, Mo
MOJAIOThCS 3 METOK TIPOBEACHHS BIATOBITHOT PEECTpAIIiHOT IPOIEAYPH,
HEOOXITHO TIOPIBHIOBATH 31 3pa3kaMu cepii JOCIHIIKYBAaHOTO JIKAPCHKOTO
3aco0y, 7Sl sIKO1 JTIoBeJieHa Ol10€KBIBAJCHTHICTh; BOHM MalOTh JEMOHCTPYBATH
noaiOHICTh MPO(dIIIB po3unMHEHHs IN VILr0 3a NPUHHATHUX YMOB IPOBEICHHS
BUNIPOOYBaHHs Ha po3urHeHHs (nuB. Jlogatok I miei HacTaHOBH).

[TopiBHSIBHI JOCHIIKEHHST MPOQITIB POIYMHEHHS CIIA MPOBECTU MJIsl MEPIIUX
TPHOX MTPOMHUCIIOBUX CEPIi.

SAKio mpoMHCIOBI cepii B MOBHOMY 00CS31 HEJAOCTYNHI Ha MOMEHT IMoAayl
MaTepialliB JI0Ch€, 3aABHUK HE TOBUHEH peali30BYBaTHU Cepilo, MOKU HE Oyne
3aBEPILECHO MOPIBHSUIbHE JTOCHIIKEHHS MPOQLITIB POZUUHEHHS.

Pe3ynpTaT MOPIBHSJIBHUX JOCHIKEHb MPOQUIIB PO3YMHEHHS MEPIIMX TPhOX
MIPOMUCIIOBUX Cepid JIIKapChKOro 3aco0y MaroTh OyTH HaJaHl 3asBHUKOM J10
KOMIIETGHTHOTO OpraHy 3a BHMOrol ab0 Tpu OTPUMAaHHI PE3yIbTaTiB
JOCITIIKEHHS TPO(LTIB pO3UMHEHHS, 10 HE IEMOHCTPYIOThH iX MOAIOHICTH (pazoM
13 3aIIPOIIOHOBAHUM TUTAHOM 3aXOJiB).
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JIns  IHmMX JKapchkuX (OpM CUCTEMHOI Jii 3 HerahHUM BUBIJIBHEHHSIM
OOTPYHTYBaHHS PENPE3EHTATUBHOCTI Cepii TOCIIHKYBAHOTO JIKAPCHKOTO 3acO0y CIIijT
IPOBOJIUTH aHAJIOTIYHO.

YakoBka JTOCIIIKYBAHUX JIKAPCHKUX 3aC001B

PedepenTauii Ta mocnipKyBaHUN JTKapChKi 3aCO0M CIIiJT yIAKOBYBATH 1HAWBIIYaJIbHO
IS KOXKHOTO cy0’€eKTa Ta nepioay aocuikeHHs. [Ipenapatu MoxyTh OyTH ymakoBaHi
70 iX BIANPaBKH y MicIe TOCTIPKEHHA abo 0e3rmocepeHbO y MiCIi MPOBEICHHS
nochipkenHs. IlakyBanHs (BKIIOWarOUM MapKyBaHHSI) Mae OyTH MPOBEACHO
BIJIMOBITHO /10 BHMMOT HaJIeKHOI BUPOOHWYOI MpaKTWKH, BKIouatoun Jlomatoxk 13
BigmoBigHoro kepiBHunTBa EC [11] Ta rapmonizoBanoi 3 HuM HactanoBu CT-H
MO3YV 42-4.0:2016 [18]N. Ilpu HeoOXimHOCTI Ta BiANOBIAHO [0 HALIOHAJBHUX
CTaHJapTIB, MicCllec BHUPOOHHUIITBA TOBMHHO MaTH JIIIEH31I0 Ha BHUPOOHHUIITBO
JTOCITIDKYBAaHUX JIIKAPChKUX 3aco0iB, 3a BHHATKOM CHUTyallld, KOJU HEoOXiaHa
MIJTOTOBKA JI0 3aCTOCYBaHHS IperapaTry abo MmaKyBaHHS Ta IEeH MpoIec 3A1HCHIOEThCS
0e3rnocepelHbO0 B MICII TMPOBEJICHHA JOCHIDKEHHS (axiBIsIMH, IO MAalOTh
noBHoBakeHHs [14, 15, 16]. Bci kpaidu, B SIKHX IPOBOAATHCS TOCIIIKCHHS, MAOTh

MaTH CTaHIApTH He Hmkde BuUMOr kepiBunTBa EC [11] Ta rapMoHi30BaHOi 3 HUM
nacranosu CT-H MO3Y 42-4.0:2016 [18]N.

Cnig rapaHTyBaTH MOKJIMBICTh O€3MOMUIIKOBOI 1IGHTH(IKALIIT MpenapaTy, BBEIEHOTO
KOYKHOMY CYO’€KTY B KOKHOMY NEPIOJIl TOCHIIKEHH. ToMy yImakoBKY, MapKyBaHHS 1
BBEJICHHS MIpenapariB cy0’ €KTaM CiiJ AETATbHO JOKYMEHTYBaTH. Taka JOKyMEHTallis
MOBMHHA BKJIIOYATH OINKC YCIX 3aCTEPeXKHUX 3aXOJIB JUISl MOMNEPEKEHHS Ta
BUSIBJICHHS TIOTEHIIMHUX MOMIJIOK 3 J03yBaHHAM. PEKOMEHIyeThCSl BUKOPUCTOBYBATH
€TUKETKH 3 BIIPUBHOIO YAaCTUHOIO.

4.1.3. Cy0’ekTH J0CTiTKEHHS
KinbkicThb cy0’eKkTiB

KinbkicTh cy0’€KTiB, 3aJIy4eHUX Y JIOCHIIPKEHHS, Ma€ TPYHTYBATUCS HA BIAMOBIIHOMY
pO3paxyHKy po3Mipy BuOipku. MiHiManabHa KUIBKICTh CyO’€KTIB, IO OI[IHIOIOTHCS Y
JIOCJIIIKEHH] 010€KBIBaJEHTHOCTI, TOBMHHA CTAHOBUTH He MeHIie 12 ocib.

Buboip cy0’exriB

I'pynia cy0’ekTiB aJjig AOCHIKEHHS 010€KBIBAJICHTHOCTI Mae OyTH BijiOpaHa TaKuM
gyuHOM, 1100 Oyna 3a0e3nedeHa MOXKIMBICTh BUSBJICHHS BIAMIHHOCTEH MixX
npenapataMu. s 3MeHIIeHHs BapiaOeIbHOCTI, HE OB’ A3aH0i 3 BIIMIHHOCTSIMU MiX
npenaparamu, TOCHIJDKEHHS, SK TMPaBWIIO, CJiJ MPOBOJUTH 3a YYacTIO 3I0POBHX
T0OPOBOJIBIIIB, KPIM BUTIAIKIB, KOJIM BBEACHHS MIpenapaTy HENPUUHITHE IS 3I0POBHUX
JTOOPOBOJIBIIB 3 MPUUYUH OE3MEKH 1 MPU3BOJAMTH IO TOTO, IO JOCTIIKCHHS CTae
HEeTHYHHM. B OLIBIIOCTI BUIAIKIB JJIS BUSBJICHHS BIJIMIHHOCTEH MiX INperaparamMu
MOJIENIb JTOCII/KEHHS IN VIVO 3a y4acTio 370POBHUX JOOPOBOJIBIIB € MPUHHATHOIO Ta
Jla€ 3MOTYy EKCTpAIlOJIFOBAaTH pPe3yJbTaTH HA 1HII TMOMYJAIil, IS SKUX CXBaJeHO
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3aCTOCYBaHHS pe(EpPEeHTHOro JIKApChKOro 3aco0y (JIITHI JIIOAM, MITH, TAIIEHTH 3
HHUPKOBOIO 200 MEYIHKOBOIO HEJOCTATHICTIO, TOIIO).

Kputepii BKIIOUCHHS/BUKIIIOUCHHSI CYO’€KTIB MaloTh OyTH YITKO 3a3Ha4yeHl Yy
npotokoiii gociipkeHHss. Cy0’eKTH JOCHIKEHHS MaroTh OyTh y Billl 18 pokiB Ta
cTapiii i mepeBaskHO MaTH iHAEKC MacH Tina Bix 18,5 no 30 kr/M?.

CKpuHIHT Cy0’€KTIB JOCTIIKEHHS 1010 MOXKJIIMBOCTI iX y4acTi Y MOCHIPKEHHI CIif
NPOBOAWTH 32 JI@HUMHU KIIHIYHUX J1a0OpaTOPHUX TECTiB, ICTOpii XBOpoO Ta
MEIMYHOTO OOCTEKEHHS. 3aleXHO BiA (apMaKOTepameBTUYHOI TPYIH, A0 SIKOI
HAJICKUTh JIKapChbKui 3acid, Ta Horo mpodimo Oe3nekun Moxke OyTh MOTpiOHE
MIPOBEICHHS CHEIiaTbHUX MEAWYHHUX JOCIIIKEHb Ta BXKUTTSA 3aCTEPEKHHUX 3aXOMIIB
710, TIIJT Yac 1 Micis 3aBepIiiueHHs AociipkeHHs. Cy0’eKTH TOCTIHKEHHS MOXYTh OyTH
OyIb-SIKOi CTaTi; OJHAK y KO)KHOMY KOHKPETHOMY BHUITIAJIKY CIIiJl BpaXOBYBaTH PU3UK
JUISL )KIHOK PEIPOIYKTHBHOIO BIKYy. baxkaHo, 1100 cy0’€KTH TOCTIHKEHHS HE MM 1
HE Majud B aHaMHE31 alKOrOJIbHOI 3aJIeKHOCTI ab0 3aJeKHOCTI BiJl JIKAPCHKUX
3aco0iB. Y JesKkuX BHIIaJIKaXx 3 MIpKyBaHb Oe3neku abo 3 ¢apMaKOKIHETHUHHUX
OpUYMH Ciig  nepenbavatd  (peHOTHNMYBaHHS Ta/ab0 TEHOTHUIYBaHHS CyO €KTIB
JTOCITIJIKEHHSI.

[Ipu mapanenbHOMY qu3aiiHI AOCTIIHPKEHHS TPYIU CyO’ €KTIB MalOTh OPIBHIOBATHCS 32
BCIMa BIJIOMHMH NMOKa3HUKaMH, 110 MOXYTh BIUIMHYTH Ha ()apMaKOKIHETHKY 1040l
peyoBMHU (HANpUKIAJ, BIK, Maca TiJa, CTaTh, €THIYHE ITOXOJKCHHsI, MaJllHHS,
MPUCKOPEHUI/yTOBUIbBHEHUIT MeTabomni3M). Lle € BakiIuBOW0O MepeayMOBOIO s
OTPUMAaHHS JIOCTOBIPHUX PE3YJITATIB Yy TAKUX JOCIHIJIKEHHSX.

Akmio BiIOMO, IO JOCHIIKYyBaHa Jil04a peYoBMHA Mae TOOIYHI edekTH, a
dapmakonoriydi epektr abo PU3MKH BBAXKAIOTHCS HENPUUHATHUMHU IS 310POBUX
T0OPOBOJIBLIIB, SIK CY0 €KTH B JIOCIII)KEHHS MOXKYTh OYTH BKJTIOUEHI MAIIEHTH (XBOP1),
32 YMOBH BXHUTTSI HEOOXITHUX 3aCTEPEKHUX 3aXOJiB Ta BCTAHOBJICHHS BIAMOBIIHOTO
HaTJIATY.

4.1.4. IlpoBeaeHHs AOCiIZKEHHS

Cranpaprusauis

[Ilo6 3BecTH 10 MIHIMYMY BapiaOeNbHICTh YCIX IOB’S3aHUX 3 BHUIPOOYBAHHIM
(dakTopiB, 32 BUHATKOM THX, 0 3yMOBJIEHI JJOCIIIIKYBAaHUMU JTIIKAPCHKUMH 3aC00aMH,
YyMOBU  TPOBEACHHS  JOCHDKEHHS  HEOOXIJHO  cTaHgapTU3yBatu.  Tomy
PEKOMEHIOBAHO CTaHJIAPTU3YBATHU JIETY, BXXUBAHHS PIAUHU 1 (13MYHE HABAHTAKCHHSL.

Mae OyTu BCTaHOBJICHO 4yac Ao0u npuitomy ixki. Cy0’€KTH JOCTIIPKEHHS] HE TTOBUHHI
BXKUBATU 1KYy IIOHAWMEHIIe 3a § TOAWH JI0 MPUHOMY JIKapChKUX 3aCO0IB, SKIIO HE
oOrpyntoBano iHme. OCKUIBKM CHOKMBAHHS PIAMHA MOXE BIUTMHYTH Ha
MPOXO/KCHHST 4epe3 INUIYHOK JIKapChKuX (OpM MJisi OpajJbHOTO 3aCTOCYBaHHS,
JOCIIKyBaHUH Ta peepeHTHHI TKapChKi 3aCO0M CIIiJl 3aITMBaTH CTaHIAPTU30BAHUM
00’emom piguau (He Menme 150 mur). PexomenmoBaHo muTu Body 3a Oa)kaHHSM, 3a
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BUHATKOM | TOJMHM JO 1 MICAS NPUMOMY JIIKAPCHKOTO 3aco0y; BXKMBaHHS XKl
3a00pOHECHO IMOHAMMEHIIIE MPOTITOM 4 TOIWH MiCIs MPUAOMY JIIKapChKOTO 3aco0y.
)xa, mo BxkKuBaeThcA Micas npuifoMy mpemapaTry, Mae OyTH CTaHAApTH30BAaHA 3a
CKJIQJIOM 1 YacoM MPHHOMY TIPOTSATOM JOCTaTHROTO TMepioay dacy (HampuKIIam,
npotsaroM 12 o).

SIKIO TOCHIKEHHST MAa€ TMPOBOAMTUCS MICHA BXXHUBAHHS 1K1, TPHUIOM JIKapCHKOTO
3aco0y IO BiTHOMICHHIO J0 1KI PEKOMEHIYEThCS 3A1MCHIOBATH BiAmoBiaHO 70 SMPC
pedepenTHoro Jikapcekoro 3acody. Skmo B SMPC pedepeHTHOro IiKapcChKOTO
3aco0y BIACYTHI cHerugidHi BUMOTH, PEKOMEHAYETHCS, MO0 CYyO’€KTH MOYaiu
BXKMBATHU 1Ky 3a 30 XBHJIMH 10 TPUMOMY JTIKApCHKOTO 3ac00y 1 TPUBAJICTh BXKUBAHHS
i€l k1 Mae ctaHoBUTH 30 XBUINH.

Ockibku 0107I0CTYIHICTD JiI0YOi PEYOBMHM IPHU 3aCTOCYBAaHHI JIIKapChkoi (opmu
MOJKE 3aJIe’KaTH BiJl TPUBAIOCTI MPOXOKEHHS Yepe3 ILUTYHKOBO-KUIIKOBUM TPaKT Ta
BiJl IHTEHCUBHOCTI PET1OHAPHOTO KPOBOTOKY, MOe OyTH MOTpiIOHE CTaHAApTU3yBaHHS
MOJIOXKEHHS Tia 1 (13MIHOTO HaBaHTAXXEHHS CY0’€KTa JTOCIIKEHHS.

[Ipotsirom BiAMOBIAHOTO TEpiogy M0 1 MiJA Yac AOCTIIHKEHHS CYO’€KTH MAaroTh
yTPUMYBATUCS BIJl BXKMBaHHS DKI Ta HAmoiB, IO MOXYTh BIUIMHYTH Ha (DYHKIT
CEPLIEBO-CYAMHHOI CUCTEMH Ta IUTYHKOBO-KUIIKOBOIO TPAKTY, PYHKI1IO0 EYIHKHA abo
HUPOK (HAINpUKJIA] aJKOrOJbHUX HAMOiB a00 MEBHUX (PYKTOBUX COKIB, TaKUX SIK
rpein@pyroBuii cik). Cyd’ekTam He ciij NpuiMaTu Oyab-sKl 1HIII CYIyTHI JIKapChKi
3aco0u (B TOMY YHCI POCIHMHHI JIKapChKi 3aCO0M) MPOTATOM BiJIIOBITHOTO MIEPIOIY
0 JOCHI/DKEHHS 1 MiJ 4ac AociiKeHHs. [Ipore 3acTocyBaHHS MPOTU3ATLIIIHUX
3ac001B JO3BOJICHO. SIKIIO HE MOKHA YHUKHYTH MPUHAOMY CYMNYTHIX JIKapChKHUX
3ac001B 1 Cy0’€KTH MPUIUMAIOTH 111 3aCO0HM, HATTPUKJIIA/, JIsl YCYHEHHS TaKUX MOOTYHUX
e(eKTIB, sIK TOJOBHHI O171b, X 3aCTOCYBaHHSI OOOB’SI3KOBO HEOOXITHO 3apeecTpyBaTH
(i3 3a3HAYEHHSM JO3U Ta Yacy BBEIACHHS) Ta JOCTIIATH MOJKJIMBHI X BIUIMB Ha
pe3ynbTaT JOCHIDKEHHSA. B  piAKICHUX BHUMAAKax 3 MIpKyBaHb Oe3neku ado
NEPEHOCUMOCTI YCIM CyO’€KTaM JIOCHIIKEHHS NPU3HAYAIOTh CYIYTHI JIKAapChKi
3aco0u (HAmpUKIIAJ OMIOiHI AHTAaroHICTH, MPOTUOIIOBOTHI 3acobu). Y TakomMy
BUIAJKYy OOOB’SI3KOBO CJIJ JOCTIANTH PHU3UK BIUIMBY TMOTEHIIHHOI JIIKAPCHKOT
B3a€MO/I1i YM 010aHATITUYHOI IHTep(EPEHLIli Ha PE3yIbTaTH TOCIIIKEHHS.

Jlikapceki 3acobu, mo BigmoBigHO A0 SMPC pedepeHTHOTro JKapChKOTO 3acoly
BUKOPUCTOBYIOTHCSI BUKJIIOYHO B KOMOIHAIIIT 3 THIIMM MpenaparoM (Harpukiai, MeBH1
IHT101TOPU IPOTEa3u MPUINMAIOTHCS BUKIIIOUYHO Y KOMOIHAIlT 3 pUTOHABIPOM), MOXKYTh
JOCIIKyBaTUCsT ab0 y BKa3aHii koMOiHamii, abo 0e3 3acToCyBaHHSA CYMYTHBOTO
JKapChKOro 3aco0y.

B nocmipkeHHsIX 010€KBIBAJEHTHOCTI €HJIOTSHHHMX PEYOBHH, CJIJl IO MOJKIIHMBOCTI
KOHTpPOJIIOBAaTH (aKkTOpH, IO MOXKYTh BIUIMHYTH Ha 0a30BUN pPIBEHb E€HIOT€HHUX
PEYOBHH (HAMPUKIIAJ, CYBOPUH KOHTPOJb JOTPUMAHHS JTIETH).
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Yac Bigdopy npod

Jlis  afekBaTHOro OmUCY Npo@ia0 KOHICHTpaIls/yac HEOOXITHO BiaOHpaTh
JIOCTaTHIO KIIBKICTh Tpo0. s 3a0e3medeHHs JOCTOBIPHOI OIIHKM MaKCHUMAalbHOTO
BIUTUBY (ITiKa €KCITO3MINT) CIif repeadayaTd yacTUi BiOip mpoO y MPOMDKKY 4acy,
MaKCUMaJIbHO HAOIMKEHOTO JJO TPOTHO30BAHOTO tmax. 30KpeMa, rpadik BimOopy mpod
Mae OyTu MOOYyAOBaHUN TaAKMM YMHOM, II00 YHUKHYTH cUTyalii, Ipu ki Cmax CTaHE
MEPIIOI0 TOYKOIO Ha KPHBiil KOoHIeHTparlis/dac. Takox rpadik Bigdopy npod MOBUHEH
JIOCUTh TPUBAJIO OXOIUIIOBATH KPWUBY KOHIIGHTpaIlis/dac, moo0 3a0e3nednTH HaliiHy
OLIHKY cryneHio BIumBy. Lle mocsraerscs, komu AUC o) oxoroe He meniie 80%
AUC g.). 1711 TOCTOBIpHOT OI[IHKM KOHCTAHTHU IIBUIKOCTI elimMiHarii (1o HeoOximHa
st HafiitHOT OIHKY AUC 0-)) IPOTSITOM TIEpioTy JOT-TiHIHHOT a3y emiMiHamii i
BIIOUpATH HE MEHIIE TPbOX-UYOTHUPHbOX MpoO. OCKIIbKM MJi JIKapChbKux (popm 3
HerailHUM BHBUIbHEHHSIM (paza abcopOuii He mepeBuillye 72 TOAUHH, TO IS
NOpPIBHSAHHS CTyHEHs BIUIMBY sIK ainbTepHaTuBa AUC(o.ty MOXe BUKOPHCTOBYBATHCS
AUC, Buznauena st 72 ronut (AUC 0-72r0m). ToOMy mist Oy1b-sKOT J1iKapcbKoi popMu
3 HErallHUM BUBUIBHEHHSM HE3QJIC)KHO BIJ IEpIOAYy HAIlIBBUBEJCHHS, 3/1HCHIOBATH
B1J101p MpoO MpoTIroM nepiony Ouibie 72 TOJWH HE BBAKAETHCS MOTPIOHKUM.

VY nochaimkeHHsX 3 0araTOKpaTHUM BBEJICHHSIM JIO3U I NMPaBUJIBHOTO BU3HAYEHHS
AUC . ; crig BizOupaTtu mpoly Oe3nocepeanbo (MPOTAToM 5 XB) Mepe]] BBEICHHIM
JIKapChKOro 3aco0y, a OCTaHHIO MpoOy — mpoTsiroM 10 XBWUIMH BiJl HOMIHAJIBHOTO
yacy IHT€pBaJly JI03yBaHHs, TOOTO IHTEPBAITY MI’K BBEJACHHIMU JIIKAPCHKOIO 3ac00y.

Sxmo sk OlojoriyHa piAHA BUKOPUCTOBYETHCS cedva, ii, K MPaBHIIO, 30MparOTh
MPOTATOM He MeHIe TpboX tip. [IpoTe, BIAMOBIIHO 0 peKOMEH Al 3 BiAOOpy Mpoo
ia3Mu, 301p cedl MpOTATOM OibIle HDK /2 TOAWHHM MPOBOAMTH HE CIif. SIKino
HEOOX1IHO BH3HAYUTH IIBHJAKICTh BHUBEACHHS, I1HTEpPBaIW MK 300pamMu TIpo0
BIIPOJIOBXK (hazu abcopOIlii MaroTh OyTH, IO MOKIIMBOCTI, IKOMOTa KOPOTIIUMH (JHB.
Tako po3zain 4.1.5 miei HacTaHOBH).

Jist  eHporeHHUX pedoBUMH rpadik  BigOopy TpoO TOBUHEH JaTh 3MOTY
XapakTepu3yBaTH iX 0a30BUN MpoduIb I KOKHOTO Cy0’€KTa B KOXKHOMY MeEpiofi
nociikeHHs. Sk mpaBwiio, 0a3oBuii Mmpodiab BU3HAYAETHCA Ha 2 — 3 3paskax,
BIIIOpaHUX 10 BBEACHHS JIIKapChKoro 3acoOy. B iHIIMX Bumajgkax, o0 BpaxyBaTH
LIMpKagHI KOJHMBAHHS 0a30BOr0 BMICTY €HJOTE€HHOI PEYOBMHH, BIAOIp HpoO cCilif
MPOBOAWTH YEpe3 PEryJspHI MPOMDKKMA dYacy MpOTATOM 1-2 1HIB 10 BBEICHHS
JIKapChKOTo 3aco0y (auB. po3zain 4.1.5 1iei HAaCTaHOBH).

YmoBu HaTIe 200 micjas npuiioMy DKi

JlocmipkeHHs: 010€KBIBaJICHTHOCTI, SIK IIPABUJIO, CIIiJI IPOBOJUTH HATIIE, OCKIIBKH IIs
YMOBA BBKAETHCSI HAMOUIBII YyTIWBOIO 10 BUSIBICHHS MOTEHITIITHOT BIIMIHHOCTI MIXK
npenaparamu. Sxmo B SMPC  pedepeHTHOro  JKapChKOro  IMpemnapary
PEKOMEHIYEThCSI MOro TpuiMaTH HaTimie a0o He3aJdekHO B BXUBAHHA 1XKI,
JOCIIKEHHST 010€KBIBAJICHTHOCTI MOTPIOHO MPOBOJUTH B YMOBax Hariie. SIKmio B
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SMPC pedepeHTHOr0 JIKapChKOro Mpenapary pPEeKOMEHAYETbCS MHOro mnpuitMaTu
TUTBKY IICJISI BXXUBAHHSA 1K1, TOCTIKEHHS 010€KBIBaJIGHTHOCTI CJTiA TPOBOJAUTH ITiCIIS
B)KMBAHHS 1KI.

[Ipore nns mnpemapariB 13 crnenu(piYHUMHU BIACTUBOCTSIMHU JIIKAPChKOi (opMmu
(HampwuKIam, MIKPOEMYIbCii, TBEpAl AWMCHEpCii) MOCTIIKEHHS O10€KBIBAJIGHTHOCTI
MIPOBOIATHCS K HATINE, TaK 1 MICIS BXXUBAHHS 1K1, KpIM BHITQJIKIB, KOJIM TIpemapar
CJIIT TPUHAMATH BUKJIFOYHO HATIIE 00 BUKIIFOYHO TICIIST BKUBAHHS TKi.

SIxmo moTpibHa iHGopMaIis SK y CTaHl HATIIE, TakK 1 MICH BXKUBAHHS 1K1, IPUIHHATHO
MPOBOAMTU a0 JIBa OKpEMI MEepexXpecHi JOCIIHKEHHS 3 IBOMA MepiojaMu, abo oJiHe
nepexpecHe JOCIIKEHHS 3 YOTHpMa MepioJjaMH.

VY mocHiKEHHSIX, KOJIH MPUHOM JIKapChKOTO 3aC00y 3MIMCHIOETHCS IMICTs BKUBAHHS
K1, ckiaa TKI MOBMHEH BiAMOBimaTH pekoMeHpamisM SMPC nns pedepeHTHOro
mikapebkoro 3aco0y. Skmo B SmMPC pedepentHoro sikapchbkoro 3aco0y BiJCYTHI
0CO0MBI peKOMEHJAIlli 3 [bOr0 MPHUBOIY, TO 1Ka Mae OyTH BHCOKOKAJIOPIHHOIO
(mpubmuzno Bix 800 mo 1000 kinokayiopiif), 3 BUCOKMM BMICTOM >KHUPIB (TIPUOIU3HO
50% Big 3arajbHOrO BMICTY Kayopiil). Ha Ouiku Mae BiBOAMTHCS OJIHM3BKO
150 kinokanopiii, Ha ByrieBoau — 250 kutokanopiit 1 Ha xupu — 500 — 600
kiokamopii. Ckirag DKi BIJHOCHO BMICTy O1JIKIB, BYTJICBOJIB 1 XHUPIB Mae OyTu
ormcanuii (y rpamax, abCorOTHOMY 1 BiTHOCHOMY (%) BMicTy Kayopiii).

4.1.5. JocaigxyBaHi XapaKTepuCTHKH

DdapMaKOKIHETHYHI TapaMeTpH

Just  omiHkM  (apMaKOKIHETUYHMX MapaMeTpiB  HEOOXIJHO BHUKOPUCTOBYBATH
dakTnuHuii yac BimOopy mpoO. Y MOCHIIKEHHSX Ol10€KBIBAJCHTHOCTI TICIIS
OJTHOKPATHOTO BBEJEHHS J03M JiKapcbkoro 3aco0y cmig BuszHayath AUC.),
AUC (0.«), 3amumkoBy mionry, Cmax Ta tmax. Y TOCHIIPKEHHAX O10€KBIBAaJEHTHOCTI 3
nepioIoM BiAOOpy mpoO mpoTarom 72 roAWH 1 3 BU3HAYEHHSM KOHIIHTpAIlli y TOYII
72 ropuHu Hemae HeoOximHOcTi po3paxoByBaTH AUC(..) 1 3aJUIIKOBY IUIONILY;
nocuth BKazatu y 3BiTI AUC, yciueny B touni 72 roaunu, AUCo.72r0x). JoaaTkoBo
MOYXYTh OyTH MPEICTABJICH] TaKi TApaMEeTPH, SIK KOHCTaHTa IIBUAKOCTI emiminaltii (A;)
1 t1p.

VY JocnipkeHHSIX BU3HAUEHHA OlOEKBIBAJEHTHOCTI Yy  CTalllOHAPHOMY CTaHi
JKapchbKUX GopM 3 HerailHuM BUBLIbHEHHAM ¢l BU3Ha4aTH AUC 0.1), Crax,ss, tmax.ss-

ITpu BUKOpUCTaHHI ceul, sIK 010JI0TYHOI PIAMHU, HEOOX1IHO BU3HAYATH A€(o-1), 1, AKIIIO
MOXJIMBO, Rmax.

Jist  Bu3HayeHHs  (papMaKOKIHETMYHUX  MMapaMeTpiB  y  JOCHIJIKEHHAX
010€KBIBAJICHTHOCTI HEOOXITHO BHKOPHUCTOBYBAaTH HEKOMITAPTMEHTAIbHI METOIH.
3acTocyBaHHS KOMITAPTMEHTAILHUX METO/IIB JIJISl OLIIHKY TTapaMeTpiB HEPUUHSTHE.
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Buxigna cnosyka 4 ii MeTadoJ1iTH

3arajgbHl peKoMeHaarii

3arayioM oI1liHka 010€KBIBaJICHTHOCTI Mae 0a3yBaTHUCs Ha BUMIPIOBAHHI KOHIICHTpAIlIN
BUXIJIHOI CHOJIYKH, OCKUIBKH Cmax BHXIIHOI CIOJYKH 3a3BHYail OUIbII YyTIUBE JO
BUSBIICHHS BIJIMIHHOCTEH CTyMeHs1 abcopOiii Mk JKapChbKUMH 3ac00amMu, HIK Cpax
MEeTa0oJIITy.

HeaktusHi mpostikapchki 3acodu (inactive pro-drugs)

JUIsi HEaKTHUBHUX TMPOJIKAPCHKUX 3aCO0IB TAKOXK PEKOMEHAYETHCS MPOBOIUTH
JOCTIIKEeHHST 610€KBIBaJICHTHOCTI BUX1IHOI crionyku. Hemae HE0OXiTHOCTI BU3HAYATH
KOHIIEHTpAI[II0O aKTUBHOro MeTabomiTy. Ilpore neski mpoiikapchKi 3aco00U MOXKYTh
MaTH HU3bKI KOHIIGHTpallli B TUIa3Mi 1 HIBUJKO BHUBOAMTHCH 13 KPOBOTOKY, IIIO
YCKJIQJHIOE JIOBEJIEHHS O010€KBIBAJCHTHOCTI BHXIJHOT CHOJYKU. Y IIbOMY BHUIIAJKY
JOTTYCKA€EThCS IOBOJAUTH O10€KBIBAJICHTHICTh OCHOBHOTO aKTHUBHOTO METaloIITy 0e3
BUMIPIOBaHHS KOHIICHTpAIlI BUX1THOT CIIOJIYKH. Y KOHTEKCTI I1i€] HACTAaHOBH BUX1THA
CIIOJIyKa MO’K€ BBa)KATHUCSA HEAKTUBHHUM IPOJIIKAPCHKUM 3aC000M, SIKIIIO BHECOK TaKOl
CHOJIYKH Y KJIIHIYHY €(PeKTUBHICTh BIJICYTHIM a00 MykKe HU3bKUM.

Buxkopucranus gjaHux MetaOoJITIB Ha 3aMIHY JaHUM aKTUBHOI BUX1JIHOI COOJIYKHU

BuxopuctanHs n1aHux mMeTaOOodITIB HA 3aMiHy JaHUM aKTUBHOI BHXIJHOI CHOJYKH HE
peKoMeHIyeThcs. Taka 3aMiHa MOXJIHMBA JHIIE Y pasi, SIKIIO 3asBHUK MOXeE
HaJeKHUM YMHOM OOIPpYHTYBAaTH, W10 YYTJMBICTh AQHANITHYHOI METOAMKHU
BUMIPIOBAaHHSI BUXIJHOI CHOJIYKA HE MOX€ OyTH MOKpallleHa Ta 10 MICis BBEACHHS
OJIHOKPATHOI JI03H JIIKapChKOTO 3ac00y HAIIWHO BUMIPSATH KOHIIEHTPAI[IIO BUXIIHOT
CIIOJTYKH HE MOXJIMBO, OEpydd 10 yBaru, 10 y JOCIIDKCHHSIX O10€KBIBaJIEHTHOCTI
JI03BOJISIETHCS] BUKOPUCTAHHS BUINOT OJHOKPATHOI 103U (IMB. TakoX po3ain 4.1.6 miel
HACTaHOBM). 3BaKalO4YM Ha OCTaHHI PO3POOKKM B OlOaHATITHYHIA METOHOJIONII,
MaJIOMMOBIPHO, IO BUX1JHY CIOJIYKY HE MOKHA BUMIPSITU JOCTOBIPHO 1 TOUHO. Tomy
BUKOPUCTAHHS JIaHUX META0OJNITY Ha 3aMiHYy JIaHUM AaKTHWBHOI BUXIJHOI CIOJIYKH
MO)Ke OyTH MPUNHSATHUM JIUIIE Y BUHSATKOBHUX BHIajKax. [Ipym BUKOpUCTaHHI Takoi
3aMIHM 3asBHUK 3000B’sI3aHU HaJaTH yCl JdaHl, AK1 MiATBEPHKYIOTh, 110 BILIUB
MeTa0odITy BiIOOpaka€ BIUIMB BUXIAHOI CIOJIYKH 1 IO B TEPANEBTUYHUX J103aX
YTBOPEHHSI META0O0ITY HE € HACUYYBAaHUM IPOIIECOM.

EnanTtiomepu

JI1si BU3HAYCHHS €HAHTIOMEPIB, SK MPABHWIO, IPUHHATHE BUKOPHCTAHHS axipalbHUX
OloaHamiTHYHUX MeTOAuK. [[poTe KOHIIEHTpaIlil0 1HAUBIAYaTbHUX CHAHTIOMEPIB CIIiJT
BHUMIPIOBATH, KOJIM BUKOHYIOTHCSI BCi HUKY€3a3HAUCHI YMOBHU:

1) CHAHTIOMEPH BUSIBIISIFOTH PI3HY (PapMaKOKIHETHKY
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(2) €HAHTIOMEPHU BUSBIISIIOTH BUPAKEH1 BIIMIHHOCTI y (hapMaKoIMHAMIIIL,

(3) BigMiHHICT, Y cTryneHi BBy (AUC) enaHTioMepiB 0O0yMOBJICHA
PIZHUIICIO Y MIBUAKOCTI abcopOIii.

KonnenTpariito KO)KHOrO  €HaHTiOMEpa TOTpPIOHO  BHUMIpPIOBAaTH, SKIIO  BCl
BUIIE3a3HAYEHI YMOBU BHUKOHYIOTbCS a0O BIIOMOCTI TpPO HHUX BIACYTHI. SIKIIO
(apMaKkoJIOTIYHO aKTUBHUM € TUIBKM OJMH 13 €HaHTIOMEpiB, a (apMaKoJIOTiyHA
AKTUBHICTh I1HIIOTO €HAHTIOMEpa HH3bKa a00 TMOBHICTIO BIACYTHS, JOCTAaTHBO
MiATBEPAUTH 010€KBIBAJICHTHICTh TITLKA aKTUBHOTO €HAHTIOMEpaA.

BukopucTanHsi JaHUX MPO eKCKPELilo 3 cevYero

SKIIO HEMOXJIMBO JOCTOBIPHO BHUMIPATH MpOoQUIb KOHIICHTpAIlis/4ac BHUXITHOL
CIOJIYyKM B IUIa3Mi, TO JUIsi BU3HAUEHHSA CTYINEHS BIUIMBY SK 3aMiHAa JaHUX
KOHIIEHTpAIlll B IIa3Mi MOXKYTh OyTH BHKOPHCTaHI JIaHI MPO EKCKPEIII0 3 CEeuero.
[Ipore BUKOpUCTAHHA JaHUX MPO EKCKPEIEI0 3 CEYCH0 MJIsi OLIHKA MaKCUMyMY
BIUTUBY Ma€ OyTH pPETENbHO OOIPYHTOBAHO. SIKIIO MOKHA BU3HAYUTH JOCTOBIPHE
3HaYeHHS Cpax Y TUTa3Mi, TO JUJIS OIIIHKKM O10€KBIBAJICHTHOCTI Il JaHl CJIiJ HaaaTu 3
JAHUMHU TIpO CTYMNiHb BIUIMBY, OTPUMAaHUMHU TpU BHUKOpHUCTaHHI cedl. [lpu
BUKOPUCTaHHI JJaHUX MPO €KCKPELII0 3 CEYEI0 3asBHUK Ma€ HaJaTH YCl HasiBHI JaHl,
AK1 TATBEPAKYIOTh, 0 €KCKPELls 3 Ceueto BiA0Opakae BIUIUB Y TUIa3MI.

Engorenti pe4oBuHuU

Sxmo  gocmimpKyBaHa ~— JIif04a  pPEYOBMHA €  CHAOTCHHOIO,  PO3PaxyHOK
(dhapMaKOKIHETHUYHUX TApaMETPiB CIIT MPOBOAUTH 3 BUKOPUCTAHHSIM TOMPABKU Ha ii
0a30Bull piBeHb, MO0 po3paxoBaHi (PapMAKOKIHETUYHI TapaMeTpU CTOCYBAIHCS
JI0JTAaTKOBUX KOHIICHTpAIlii, OTPUMAHUX BHACHIIOK MPUHOMY JiKapchKoro 3acoly. 3a
YMOBHM TPUIHATHOI MEPEHOCUMOCTI JIO3H JIIKAPCHKOTO 3aco0y 1 SKIIO JOJaTKOBY
KOHIIEHTPAI[II0 €HAOTEHHOT PEYOBHHH, IO TMEPEeBUINYe 0a30By KOHIICHTpAIliO, SKa
JIOCSITA€ThCS TICHS MPUHOMY JIIKapChKOTO 3aco0y, MOXKHA HAJIIHHO BU3HAYHUTH, B
JOCIIKEHH1 O010€KBIBaJICHTHOCTI E€HIOTEHHUX JIKAPChKUX 3aC00IB JOMYCKAETHCS
BBEJICHHSI J103, 10 MEPEBUIIYIOTh TEPANCBTUYHI T03M. SIKIIO MICHIsI BBEACHHS PI3HUX
7103 KOHKPETHOI €HJOr€HHOI PEYOBMHM PI3HULA Yy BIUIMBI paHille He Oyna
BCTAHOBJICHA, ii CJIiJ BU3HAa4yaTh a00 B XOJ1 MIJIOTHOTO JOCJIKEHHS, a00 B paMKax
(sk yacTWHA) OCHOBHOTO JIOCIIDKEHHS O10CKBIBaJCHTHOCTI, BUKOPHCTOBYIOYH Pi3HI
03U pedEepeHTHOro JIIKapChKOTO 3aco0y i 3a0e3nedeHHs TOro, moo ao3a, ska
BUKOPHUCTOBYBAJIAaCch MJis JOCIIKEHHSI O10€KBIBAJICHTHOCTI, JaBajia 3MOTy BUSIBUTHU
ITOTEHIIIHI BIIMIHHOCTI MIXK JIIKAPCHKHMH 3aCO0aMH.

Tounmit MeTonm misg Kopekilii 0a30BOro piBHA EHIOTCHHOI PEYOBHHH Mae OyTH
3a37aJIeTiib BU3HAYCHUN 1 OOTPYHTOBAHUN B MPOTOKOJI mociikeHHs. [lepeBakHO
CJII 3aCTOCOBYBATH CTaHJAPTHUN METOJ BIJHIMAHHS. BIAHIMAEThCA ab0 cepeaHs
KOHIICHTpAIlisl €HJOTEHHOT PeYOBMHHU, BU3HAUEHA JI0 MPUHOMY JIKapChKOro 3acoly,
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a60 AUC eHI0oreHHOI pEeuyoOBHMHM, BH3HAuY€HA 10 MPUUOMY JIIKapChKoro 3aco0y. B
PIIKUX BUMAJKaX TOMpaBKa Ha Oa30BUN pIBEHb MOXKE HE 3HAJOOUTHCS, KOJIU
KOHIIEHTpAIlisl EHAOT€HHOI peYOBMHH, BU3ZHAUEHA MICIIs IPUHOMY JI1KapChKOro 3aco0y,
CYTT€BO MEPEBUIILY€E 0a30BY KOHIIEHTPAILIIO.

Y  pocmimpkeHHSX ~ OIOCKBIBaJEHTHOCTI  C€HIOTCHHMX PEYOBHMH HE  MOXHA
0e3mocepeIHbO OIIHUTH HAsIBHICTH BIUIMBY IMOIEpeIHBOI Tepaltii (ehekT mepeHocy),
TOMY 3 OOEPEeXHICTIO CIiJl MIAXOJUTH A0 BHOOpPY MEpiofy BiAMHUBAHHS, SKUA Mae
OyTH TOCTaTHbHO TPUBAIUM.

4.1.6. lo3yBaHHs, 110 TOCTIIKYIOThCS

SIKImo Ha JeprKaBHY PEECTpAIliio JIIKApChKOTO 3aco0y MOMA€EThCS KiJbKa JT03YBaHb
JOCIIIKYBAHOTO JIIKAPCHKOTO 3aco0y, TO 3aJeKHO BiJ MPOMOPLIMHOCTI CKIIaTy B
PI3HHX J03yBaHHSAX Ta IHIIUX BJIACTUBOCTEH MperapaTy, ONMUCAHUX HIDKYE, MOXKE
OyTH JTOCTaTHHO TMPOBEICHHS JOCHIKEHHS O10€KBIBAaJECHTHOCTI TUIBKA HA OJHOMY
a00 BOX J03yBaHHAX. BuOip gocmimkyBaHoro (-HUX) J103yBaHHS (-Hb) 3aJICKHUTh BiJl
JHIAHOCTI (hapMaKOKIHETHKH J[1F0401 pEUOBHHHU.

VY pasi HeniHilHOT papmakokiHeTuku (ToOTO Henpomnopiiiine 30utbmeHHss AUC 31
30LIBIICHHSAM JO3M JIIKAPCHKOTO 3aco0y) MK PI3HUMH JIO3yBaHHSAMH IIperapary
MOX€ OYyTH PI3HULA Y UYYTJIMBOCTI BU3HAUECHHS MOTEHIIMHMX BIAMIHHOCTEH MIX
MOPIBHIOBAHUMHU  JIIKAPCBKUMHU  3aco0amMu. Y  KOHTEKCTI I1i€i  HACTaHOBU
(dbapMaKOKIHETHKA BBAXXA€TbCSl JIHIMHOIO, SKIIO PI3HULS MIXK BIJIKOPUTOBAHUMU
BiqHOCHO 103U cepeaniMu AUC mpu MOpiBHSHHI TOCHTIKYBAaHOTO JT03yBaHHS (TOOTO
JIO3YBaHHS, 1110 TJIAHYETHCS JJIsI TOCTIKEHHS 010€KBIBAJICHTHOCTI) 1 I03YBaHHS, JJIsI
SIKOTO PO3TIIAAAE€THCS MOXIIMBICTh HE MPOBOJUTH JTOCIIKECHHS €KBIBAJIEHTHOCTI IN
Vivo, craHoBuTh He Oinbie 25 %. J{j1s1 OLiHKY JIHIHHOCTI 3asIBHUK ITOBHHEH KPUTHIHO
OI[IHUTH BCl JOCTYIHI MJis 3arajlbHOTO KOPUCTYBaHHS OMYOJIKOBaHI JaHi, IO
CTOCYIOTBCSI TPOMOPINHHOCTI A03yBaHHS. JIIHIMHICTD MIATBEPIKYETHCS, SKIIO
BIJIMIHHOCTI MI>K CKOpuroBaHuMU BiTHOCHO 11031 AUC 3HaxoasThes B Mexkax + 25%.

SIkmo  Oyyio  J0BeeHO Oi10CKBIBAJICHTHICTh I J03yBaHHS (-Hb), HAKOLIBII
YyTJIMBOTO (-MX) Ui BHUSBICHHS TMOTCHIIMHUX BIAMIHHOCTEH MiX MOPIBHIOBAHUMHU
JIKapChKUMHU  3aco0amMH, TO I 1HIIOro (-uX) J03yBaHHS (-Hb) JOCIIIKCHHS
€KBIBaJICHTHOCTI IN VIVO MOKe HE MTPOBOIUTHUCS.

3arajibHi KpUTEPil BIAMOBH BiJI ITPOBEACHHS JTOCIIHKEHHS 010€KBIBAJIEHTHOCTI IN VIVO

B pas3i 3asBu 1po BiIMOBY Bijl POBEACHHS JOCIIIKCHHS €KBIBAJIGHTHOCTI IN VIVO 115t
3asBJICHOTO (-MX) JI0JATKOBOTO (-MX) J03yBaHHS (-b) MarOTh OyTH BHKOHAHI TaKi
BHUMOTH:

a) TEXHOJIOTTYHHM MPOTIEC JJIS1 PI3HUX J03YBaHb MPEMaApPaTy € OJHAKOBUM,;
b) sikicHMiA CKJIa pi3HUX 103yBaHb MpenapaTy € OAHAKOBUM;

C) cKjlam pI3HUX J03yBaHb TIpemnapary KIUIbKICHO MPOMOPIIAHUNA, TOOTO
CHIBBIIHOIIEHHSI MK KUIBKICTIO KOXHOI JIOTIOMI>)KHOT PEYOBHHHM Ta KITBKICTIO
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nirouoi (-ux) pedoBuHHU (-MH) OFHAKOBE JUIS BCIX J03yBaHb (M1 Ipenaparis
HETalHOTO BUBIJIBHCHHSI IISI BUMOTa HE CTOCYETHCS KOMIIOHEHTIB IOKPHTTS,
000JIOHOK Karicys, OapBHHKIB Ta apOMaTH3aTOPIB).

VY pasi HasgBHOCTI JEAKUX BIIXWICHb Y KUIBKICHIA IPOMOPIIMHOCTI CKJIamdy,
yMOBa C) BBaXKAETbCS  BUKOHAHOIO, SIKIIO JJIS  JIO3yBaHHSA, IO
BUKOPHCTOBYBAJIOCh B JOCTIDKEHHI 1 J03yBaHHS (-HB), I SIKOTO (-UX)
PO3TIISIIAETHCS TUTAHHS BIIMOBHU y TIPOBEJICHHI JOCIIKCHHS €KBIBaJICHTHOCTI IN
VIVO, BUKOHYIOThCSI YMOBH 1) Ta 11) 260 BUKOHYIOThCS YMOBH 1) Ta iii):

i)  BMicT giro4oi (-ux) pedoBwHH (-H) CTAHOBUTH MeHIIE 5% BiJ MacH sjapa
TabsieTKu a00 Macu BMICTY KallCyJly,;

11) BMICT pPI3HUX JIOTIOMDKHHMX PEYOBHUH sijipa TaOJIETKH a00 BMICTY KarcCyJu
€ OJIHAKOBUM JIJIsi PO3MVISIHYTUX J103yBaHb, 1 3MIHIOETHCS TUIBKU BMICT
JI0Y0i pEYOBHHHU;

111) BMICT HallOBHIOBaYa 3MIHIOETHCS 3QJIEKHO BiJ BMICTY Jil040i PEYOBUHU;
KUIBKICTh 1HIIMX JOMOMDKHHUX PEUOBHH sipa TaOJIeTKM abo BMICTY
Karcyiu 3aUIIa€ThCsl HE3MIHHUM,;

d) BimmoBimHI JaHi PO3YMHEHHs IN VItr0 MaroTh MiATBEP/HKYBATH BiJICYTHICTB
HEOOXITHOCTI TPOBEJACHHS JOCIIPKCHb Ol0€KBIBAJICHTHOCTI 1IN VIVO I
JOJTATKOBOTO JTO3yBaHHS (IUB. po3/1ii 4.2 11i€l HaCTaHOBH).

JliH1tiHa dhapMaKOKIHETHKA

J1ist mikapchbKUX 3aco0iB, 110 BiMOBIIAI0Th YMOBaM, 3a3HaueHUM B (a — d), 1OCTaTHHO
MIITBEPAUTH 010€KBIBAJICHTHICTh TUIBKU JIJIsI OJHOTO JO3YBaHHS JIIKAPCHKOTO 3ac00y.

Ax mpaBWiIo, MOCTIKEHHS O10€KBIBAJICHTHOCTI CIIIJT TMPOBOJUTH I HAWBHIIOTO
no3yBaHHs. JlJig JiKapchKUX 3aco0iB 3 JIIHIMHOIO (apMaKOKIHETHKOIO 1 32 YMOBHU
BUCOKOI PO3YMHHOCTI Jitouoi pedoBuHu (muB. Jlomatok III 11iei HactaHOBHN)
MPUIHATHO TIPOBOJUTH JTOCHIKEHHS 010€KBIBAJIGHTHOCTI Ha JI03YBaHHI, HUKYOMY 3a
MakcuMalibHe. BuOip HWKYOTro 103yBaHHS TaKOXX MOXKe OyTH OOIpYHTOBaHHWH 3
NpUYUH  OE3IMEeKU/TIEPEHOCHUMOCTI, KOJM BBEJICHHS MaKCHUMAaJbHOIO JI03YBaHHS
HEMPUMHATHE Uil  310poBUX J00poBoJbliB. KpiM TOro, £KImo YyTJIUBICTh
AQHATITUYHOI METOJMKHU TIEPEIIKOKAE TOCUTh TOUHOMY BUMIPIOBAHHIO KOHIICHTpAIIil
aHaJITy B IUIa3Mi MICJIs OJHOKPATHOTO BBEJACHHS MAaKCHUMaJIbHOTO JI03YBaHHS
JIKapChbKOTro 3aco0y, Moke OyTh BHOpaHa Oinmbina g03a (mepeBara HaJaeThCs
BUKOPHCTAHHIO JIEKIJIbKOX TaOJIeTOK MaKCHMajabHOro J03yBaHHs). BuOpana mpo3a
MOKe OYTH BUIIOIO 33 MaKCHMaJIbHY TE€parleBTHUHY 103y TUTBKH Yy pasi, SKIIO Taka
703a J00pe TEPEHOCUTHCS 3I0POBHUMH JOOPOBOJIBIISIMU 1 BiJICYTHI OOMEXKCEHHS 3
abcopO11ii 200 PO3UMHHOCTI TIPH IIiH T031.

HemiuniitHa (hapMakoKiHETHKA

Jlns mikapchbKHUX 3ac00iB 3 HENIHIMHOI (hapMaKOKIHETHKOIO, IO XapaKTEPHU3YEThCS
Outbm HiK TpomnopiitHuM 30utbieHHsIM AUC 31 30UIBIIEHHSIM JTO3U JIIKAPCHKOTO
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3aco0y B Jlama3oHi TEpameBTHYHHUX J103, JOCIHIPKEHHS Ol0CKBIBAJICHTHOCTI, SK
NPaBHJIO, CJIiJ[ MPOBOJUTH JJII MAaKCHMaJbHOTO JO3yBaHHA. Sk 1 y pa3i JikapchKuUX
3aco0iB 3 JIHIHHOW (hapMaKOKIHETUKOIO, BHOIp MEHIIOTO JI03YBaHHS MOXXE OYyTH
OOTpYHTOBaHMIA, SKIIO MaKCHMalbHE J03yBaHHS HE MOYKHAa BBOJWUTH 3J0POBHM
TOOPOBOJIBIIAM 3 TPUYKH O€3MEKU/TIEPEHOCUMOCTI. Y pasi mpoOjeM 3 YyTIUBICTIO
aHAJITUYHOI ~ MCTOJMKH  aQHAJOTIYHO  JIKapChbKUM  3acobaM 3  JIHIHHOIO
(apMaKOKIHETHKOIO TaKOX JIO3BOJIIETHCS BHKOPHUCTAHHS OUIBIT BUCOKUX JI03
JKapChKUX 3ac001B 13 HENIHIIHOIO (PapMaKOKIHETHUKOIO.

HocmimkeHHs: 010€KBIBaJICHTHOCTI JTIKapChKUX 3ac00iB, IS SKUX XapaKTepHE MEHII
HDK mpornopuiiiHe 30inbmeHHss AUC 31 30UIbIICHHAM J03M JIIKapChbKOTo 3aco0y B
Jiara3oHi TEparneBTUYHUX J103, B OUIBIIOCTI BHUITAJKIB CJiJl MPOBOIUTH SK JJIS
MaKCUMaJIbHOTO, TaK 1 [JIs MIHIMAJbHOTO JI03yBaHHA (a00 /IS JI03yBaHHS,
(dapMaKkOKiHETHKA SKOTO 3HAXOJMTHCS B JIHIMHOMY Jlana3oHi), TOOTO y IbOMY
BUIQJIKY CJI1JI IPOBOJAUTH JIBA JOCTIKEHHS 010€KBIBAJICHTHOCTI. SIKIIO HETIHIMHICTD
(dapMaKkOKIHETUKH HE CIPUYMHEHA OOMEXEHOI PO3YMHHICTIO J1I0Y0i PEUYOBHUHH, a
CIPUYMHEHA, HANpUKIAJ, HACUYEHHSM TPAHCIOPTEPIB, 3a YMOBU BHUKOHAHHS
BUIIIEBKA3aHUX YMOB BijJ a) - () Ta SKIIO MOCTIKyBaHUN 1 peepeHTHHI JIIKApChKi
3acO0M HE MICTATh OYyJIb-SIKMX JOMOMIXKHUX PEYOBHH, IO MOXYTh BIUIMHYTH Ha
MOTOPHUKY IIUIYHKOBO-KUIIIKOBOTO TpakTy a0o0 TPaHCHOPTHI OUIKH, JOCTaTHBHO
MPOBECTH JOCHIKEHHSI O10€KBIBAJIGHTHOCTI JJIs HaMMEHIIOro go3yBaHHS (a0o
N03yBaHHs, (PapMaKOKIHETHKA SKOTO 3HAXOUTHCA B JIIHIMHOMY J1ama3oHi).

Bubip iHIIUX 103yBaHb JIIKAPCHKOTO 3aC00y MOke OyTH OOIpYHTOBAHUM, SIKIIO Yepe3
po0JIeMH 13 YYTJIUBICTIO aHAJTITUYHOT METOJIMKU HE MOKHA MPOBECTU JOCIIIKEHHS
JUIST HAaWMEHIIIOro JI03yBaHHS, a 3aCTOCYBaHHS HAWBHUILOIO JO3YBAaHHS 3I0POBUM
J0OPOBOJIBIISIM HEMOXKJIUBE 3 MPUYUH O€3MEKH/TIEPEHOCUMOCTI.

ITiaxig OpUKETUHTY

Axmo gocmipKeHHsT 010€KBIBaJCHTHOCTI HEOOX1AHO MPOBECTH OLIbIIE HIK Ha JBOX
J03yBaHHSX, HAMPUKIAJ, Yepe3 BIAXWUIICHHS BIJ MPOMOPIIMNHOCTI CKJIaay, MOXHA
BUKOPUCTOBYBATH TaK 3BaHWUW MiAXiJl OpPUKETHHTY. Y IIbOMY BHUIIQJKy MOXe OyTu
MPUMAHSITHE TPOBEACHHS JIBOX JOCIIKEHb 010€KBIBAJICHTHOCTI, 32 YMOBH 1110 00paHi
JIO3yBaHHS € eKCTpemMymaMu (KpaiHi TOYKM), HANpUKIAJ, HaWBUIEC 1 HaWMEHIIEe
J03yBaHHS a00 JIBa J103yBaHHs, L0 HAWOUIbIIE BIAPIZHAIOTHCA 3a CKJIAIOM, 1 TOMY
OyIib-SIK1 BIAMIHHOCTI y CKJIaJl IHIIHUX JO03yBaHb OXOIUTIOIOTHCS JBOMA MPOBEICHUMHU
TOCIIDKEHHAMMU.

ko ouiHKy O10€KBIBaJIEHTHOCTI HEOOXIAHO MPOBECTHM Yy CTaHI HATIIE 1 MICIsA
BXKMBAHHS K1 Ta JIJIsl IBOX JI03yBaHb Yepe3 HENMiHIMHY aOcopOIito ad0 BIIXUICHHS Bij
MIPOTIOPIIIHHOCTI CKIIaAy, JOCTATHHO MPOBECTHU JOCIIKEHHS HATIIE 1 MICIS BXKUBAHHS
DKI TUIBKKM JUII OJHOTO JIO3yBaHHS. BilCyTHICTh HEOOXITHOCTI TMPOBEIACHHS
JOCIIKEHHST O10€KBIBAJICHTHOCTI HAaTiie a00 TICas BXUBAHHA DKI IS 1HIIMX
7103yBaHb JIKAPCHKOTO 3ac00y MOXe OyTH OOIPYHTOBAHO MOTEPEIHIMU pe3yIbTaTaMu
Ta/ab0 (hapMaKOKIHETUYHUMH JAHUMHU JIOCITIPKYBAHOTO JIO3YBAaHHSI 13 JTOCIII>KEHHH,
IPOBEICHOI0 HATIIE 1 michs BxuBaHHA k1. [Ipu BuOOpi nuzaiiny (Hariie ado micis
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BXKUBAHHSA K1) JUISl TOCTIJKEHHS 1HIIOTO (-WX) JI03yBaHHs (-Hb) MepeBara Hada€eThCs
yMOBaM, SKi € HaWOUIbII YYTJIWBUMH IS BUSBJICHHS BIIMIHHOCTEH MIX
MOPIBHIOBAHUMH JIIKAPCHKUMH 3aC00aMHU.

Jlikapcekuii 3ac10 3 hiKCOBAHOK KOMOIHAIIEKO

YMOBH TPOMOPIIMHOCTI CKJIaAy TOBHUHHI BUKOHYBAaTHUCS BITHOCHO BCIX IFOYHX
pedoBHH ¢ikcoBaHNX KoMmOiHarii. [Ipu po3paxyHKy BMICTY KOXKHOI 10401 PEUOBUHU
y dikcoBaHiii komOiHamii iHma (-i) miroua (-1) pedoBuHA (-M) PO3MIIATAETHC SIK
JOTIOMDDKHA pEUOBMHA. Y pa3l JBOMIAPOBUX TaOJIETOK KOXHUW IIMap MOXKE
PO3TASAATUCS OKPEMO.

4.1.7. bioaHaJiTHYHA METOX0JIOTif

bioananiTiyHy 4YacTUHY JOCHIJKEHb Ol10EKBIBaJEHTHOCTI MOTPIOHO MPOBOAUTH
BiAMOBIHO 10 mpuHIUIiB HanexHoi maboparoproi mpaktuku (GLP). B Toii e yac,
OCKUJTbKM Ol0aHAMITHYHI JOCHIKEHHS 32 y4acTiO JIIOJMHU HE BXOJATh y chepy mii
npuniumB GLP, Micnsg mnpoBeneHHs OloaHAMITUYHOI YaCTHUHHM JIOCTIIHKEHb HE
Ni/UISITal0Th  MOHITOPUHTY B paMKax HAIlOHAJIBHOI MpOrpamMu  BIAMOBITHOCTI
npunanumnam GLP.

Jlns  oTpuMaHHSI JOCTOBIPHUX pE3YyJbTaTiB, IO MOXYTh OyTH 3aJI0BUIHHO
IHTEpPIIPETOBaHI, HEOOXITHO HAJCKHUM YHUHOM OXapakTepu3yBaTH OloaHATITUYHI
METOJMKH, 10 BUKOPUCTOBYIOTHCS, MOBHICTIO 1X BalllyBaTH 1 3aJJOKyMEHTYBaTH. Y
KOXKHIU cepli aHATITUYHUX LUKIIB Yy paMKaX JOCIHIJKEHHS CIiJ MPOBOAUTH BalAALlit0
METOAMKH 3 BUKOPUCTAHHSM 3pa3KiB KOHTPOJIIO SKOCTI.

Jlo XapakTepucTUK Ol0aHATITUYHOI METOJIMKH, HEOOXiTHUX I 3a0e3reueHHs
NPUIUHATHOCTI 11 BHUKOHAHHS 1 JOCTOBIPHOCTI OTPUMAHMX PE3YJIbTATIB aHami3y,
HaJIeXkKaTh. CEJCKTHUBHICTh, HIDKHS MEXa KIJTbKICHOTO BU3HA4YCHHs, (PYHKIIIS BIATYKY
(xapakTepuCTHKa KaliOpyBaJbHOI KPHMBOi), MPaBHJIBbHICTb, MPCHU3IAHICTL 1
CTaOlIBHICTD.

OCKUIbKH KOHIIEHTpAIIIl 10 MPUHOMY JIKapChKOro 3aco0y MarOTh BU3HAYATHUCS TPU
5% B1x Cmax a00 HMK4YE, HIKHS MeKa KUIBKICHOTO BH3HAUEHHS METOIMKHA Mac
ctanoBUTH 1/20 Big Cmax 2060 Hmx4de (auB. po3min 4.1.8 «Edextn mepenocy» i€l
HACTAHOBH).

[IpoBenieHHsT MOBTOPHOIO aHai3y JOCHIKYBAaHUX 3pa3kiB Mae OyTH 3a3jajerijib
nepea0oayeHo MPOTOKOJOM JOCHIKeHHS (Ta/abo B CTaHIApTHUX oOMeparliiHux
nporeaypax) A0 (aKTUYHOrO MOYaTKy aHali3y 3paskiB. Sk MpaBuiio, MMOBTOPHHM
aHaii3 JOCHIJKYBAaHUX 3pa3KiB uepe3 (PpapMakOKIHETUYHI MPUUYMHHU HENPUIHSATHUH.
Ile ocoOmMBO BaXXIWMBO MJIS AOCIIIKCHHS OI10CKBIBAJICHTHOCTI, OCKLIBKH MOXKE
BIUTUHYTH HA PE3YIbTAT TAKOTO JTOCIIIKCHHS.

AHami3 3pa3kiB CiiJ TPOBOJAUTH 3a YMOBU BIACYTHOCTI 1H(opmarii momo cxemu
paHgoMI3allli JOCHTIKyBaHUX MpeTapaTiB.
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4.1.8. Ouinka

VY nmocaimkeHHIX 010€KBIBaJICHTHOCTI (papMaKOKIHETHYHI IapaMeTpH, K IIPaBUIIO, He
MOKYTh OyTH CKOPHTOBaHI 3 YpaXyBaHHSIM BiMIHHOCTEH y KUIBKICHOMY BH3HAYCHHI1
BMICTY JIIF0YO0T1 pEUOBHHHU MK CEPISIMH JOCIIKYBAHOTO Ta peepEeHTHOTO JIKApChKUX
3ac00iB. OnHaK y BHHITKOBHX BHUIAAKaX, KOJIM HEMOXJIUBO 3HAUTH cepiro
pedepeHTHOTO JKapChKOro 3acoly, sl K01 KUTHbKICHMA BMICT Jif040i PEYOBUHHU
BIJIPI3HSAETHCS MEHIIEe HIX Ha 5% BiI KIJIBKICHOTO BMICTY A1I0Y0i PEYOBHHHU B cepii
JOCITIKYBAHOTO JIKapChKOro 3aco0y (muB. po3min 4.1.2 1iei HacTaHOBH), MOXKe OyTH
OPUMHATHOIO TMOMNpaBKa Ha BMICT. BHKOpUCTaHHS TONMpaBKM Ha BMICT A1H0YOT
peUYOBMHU Mae OyTH 3a3dajeriip nepeadadyeHo B MPOTOKOJI JOCTIKEHHS Ta
OOTPYHTOBAHO BKJIIOUEHHSIM JIO IMPOTOKOJY AOCHIDKCHHS PE3yJIbTaTiB KiJIbKICHOTO
BU3HAYECHHS BMICTY JII0YOi PEUOBHMHHU y CEPISX JOCIIKYBAHOTO Ta pedepeHTHOro
JKapChKUX 3aco0iB.

001k cy0’€KTIB T0CTIIZKEHHS

B ineani Bci cy0’ekTH AOCHIDKEHHS, IO TpUMaNK JTiKapchKuid 3acid, MaioTh OyTH
BKJIIOYEHI B CTaTUCTHUYHMIA aHali3, 3a BHUHATKOM CYO’€KTIB TEPEXpPECHOro
JTOCHIDKCHHS, JUISI SIKUX BIJACYTHI NOPUUHSATHI JJI8  OIIHKM JaHl SK A
JOCHIIIKYBAaHOTO, TakK 1 JJisi peepeHTHOro Jikapchkux 3aco0iB (abo cyO’e€KTiB B
JOCIIKEHH] 3 MapajelbHUMU TPYNAMH, Uil SKUX BIJICYTHI NPUUHATHI IS OLIHKA
JaHi OJTHOTO TIEPIOY).

JaHi, oTpuMaHi BIJ yCiX CYO’€KTIB HOCHIIKEHHS, CHiJI OOpOOJSTH OJIHAKOBO.
Hemnpumnyctumo nepeadadaTt mpoOTOKOIOM JOCIIIKEHHS BKIIFOUCHHS B aHAII3 JTaHUX
«3amacHux» CyO’€KTIB I 3aMiHM JaHUX CyO’€KTiB, siki Oynu BuUKIoueHl. HaBiTh
SIKIITO B XO1 JOCTIKCHHS Cy0’ €KTH HE BUOYBAIIM 13 JTOCIIKEHHS, CITi1 Iepea0aunTH
BKJIFOUEHHSI B aHAI3 yCiX Cy0’ €KTIB_AOCIIHKEHHS, 1110 IPUIMAaIIX JIKapChKHil 3aci0.

VY mocnimkeHHi 3 OUTBII HIXK JBOMa BBEICHHAMHU (HAIIPHUKIIA, AOCIIIKEHHS 3 TphoMa
nepiosamMu 3 1BoMa peepeHTHUMH JIiIKapchbKuMK 3acobamu (oauH i3 €C, a apyruii 3i
CIIA), abo mociHipKeHHS 3 YOTHpPMa TepiojaMH, IO BKJIKOYAE MPHHOM
JOCIIIKYBAHOTO 1 pehepeHTHOTO JIIKAPChbKUX 3aCO01B HATINE Ta MICIS BXKUBAHHS 15K1)
CHiJ MPOBOJIUTH aHaJI3 Il KOXXHOTO TMOPIBHSHHSA, 32 BUHSTKOM JIaHUX, IO HE
CTOCYIOTHCSI IIbOTO MOPIBHSIHHS.

IIpuyuHM 119 BUKJIIOYEHHS Cy0’€KTA i3 aHATI3Y

JInst 00’ €KTUBHOI OIIHKK PE3YJIbTaTIB PaHJIOMI30BaHUX JTOCIIIKEHb HEOOX1AHO, 1100
HarIsii 3a  yciMa Ccy0’eKTamMu JOCHIDKEHHS Ta BBEACHHA 1iM MpernapariB
3MIMCHIOBAITUCS 3a OJTHAKOBHMH TpaBwiaMu. [[i mpaBuiia He MOBHHHI 3aJ€KaTH Bif
JOCIIIKYBAaHOTO  JIIKAPCHKOTO 3aco0y abo pe3yibTaTy, TOMY PpIIIEHHS TIPO
BUKJIFOUCHHS Cy0’ €KTa JOCIIKEHHS 31 CTATUCTUYHOTO aHali3y HEOOX1JHO MpUitMaTu
nepeJ moyaTkoMm OloaHaizy.
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B npunnuni, Oyap-fika NpuurHA MOXE OYyTH KPUTEPIEM BUKIIOUEHHS CyO0’€KTa
JTOCHIDKEHHST 13 aHalli3y, SKII0 BOHA 3a3Jalieriib IepeadadeHa IMPOTOKOJIOM
JOCTI/DKEHHS, a PIlIEHHS TPO BUKIIOUEHHS Cy0’€KTa TPUUHATE TEpell MOYaTKOM
Oioananmizy 3pas3kiB. OJHaK BUKIIOUYEHHS JIaHUX Cy0’€KTa 13 aHami3y CJIiJl YHUKATH,
OCKUIBKH TOTYXHICTh JOCHIIKEHHSI 3MEHIIYBaTUMETHCS, a JJs OLIHKA HEOOXiJTHO
Matu JaHi MiHIMyM 12 cy0’€KTiB JOCIIHKEHHS.

[IpuknagamMu TpUYWH TSI BUKIIOYCHHS PE3yJIbTaTiB, OTPUMAaHHX Yy CyO €KTa
TOCIIDKCHHS, 13 aHaI3y MOXXYTh OyTH Taki SBHINA, SK OJIOBaHHS abo miapes y Xoui
MPOBEICHHS OKPEMOTr0 TMepioAy OCHTIDKEHHS, IO MOXYTh 3poOuTH Mpodiiah
KOHIICHTpAIlis/9aC HEJAOCTOBIPHUM. Y BHHSITKOBUX BHUMNAAKAX, MPUYHHOIO IS
BUKJIIOUCHHS Cy0’€KTa 13 aHamizy MoXe OyTH CyNyTHE 3acCTOCYBAaHHS IHIIHUX
JKapChbKHUX 3aC001B.

Kpurepii BukitoueHHs: cy0’ekTa AOCHI/DKEHHS 13 aHali3y MailoTh OyTH 3a37alierihb
OTHMCaHI y TPOTOKOJ JOCITIDKCHHS. SKINO BHHHUKAE CHUTYyaIlisl, IO IMANaAaE I
KpUTEPiil BUKIIIOUECHHSI Cy0’€KTa JOCIIKEHHS 13 aHalli3y, MPo 1€ Ma€ OyTH 3a3HAYEHO
B IHIMBIyasIbHINM peecTpaniiiniii popmi (case report form - CRF) mix yac npoBeneHHs
TOCTDKeHHS. BUKII0OUeHHS Cy0’€KTiB JOCHIDKCHHS 13 aHai3y Ha TMIJACTaBl IHX
3a37aJIeT1Ib BU3HAYEHUX KPUTEPIiB Mae OYTH YITKO B1IOOPa’KEHO Y 3BITI JOCIIKEHHS
Ta HaJIaHO TEPEJIIK TAKUX BUIAJIKIB.

OCKUIBKM HEMOXJIMBO BIIPI3HUTH €(QEeKTH MpenapaTry BiJ IHIIKUX €QeKTIB, II0
BIUIMBAIOTh Ha (apMaKkOKIHETHKY, BHUKIIOYEHHS JaHUX TUIBKA Ha TiJCTaBi
CTATUCTUYHOIO aHaJI3y a00 TUIbKH 3 ()apMaKOKIHETUYHHUX MTPUYHMH HE NPUNHATHE.

BunsTkaMu 3 1150T0 MIpaBHIIA € TaKi:

1) cy0’eKTH DOCHIKCHHS, B TUIa3Mi SIKHX KOHIICHTpaIlisi pe)epeHTHOTO JIIKaPChKOTO
3aco0y He MIAJAEThCS BHUMIPIOBAHHIO a00 BUMIPIOETHCS TUIBKHM B JYXKE€ HHU3BKHX
KkuTbkocTsx. KonnenTpaiiisi peepeHTHOro JKapchKoro 3aco0y B IiazMi cy0’e€kTa
JOCITIDKEHHS BBAXKAETHCS Ty»Ke HU3bKOIO, Ko oro AUC crtanoButh mente 5% Bin
cepennboro reomerpuunoro 3HaueHHss AUC nist pedepeHTHOro JIKapchKOro 3acoly
(po3paxoBaHoro 0e3 BpaxyBaHHS JaHHX Cy0’€KTa MOCIIIKEHHS, BHUKIIIOUECHOTO i3
aHani3zy). BUkiroyeHHS NaHuX 3 i€l TPUYMHU MOXXKE OYTH NPUUHATHUM TUIBKH Y
BUHATKOBUX BHIMAAKaX 1 B IIJIOMy MOXE€ CTaBUTH IIiJI CYMHIB JOCTOBIPHICTb
MPOBECHOTO JTOCIIIKCHHS;

2) cy0’€KTH 3 HEHYJIHOBOIO 0A30BOIO KOHICHTpaIli€lo, Mo mnepeBHIrye 5% Big Cmax.
Taki gaHi ciiJi BUKIIIOUUTH 13 PO3paxyHKy O10€KBIBaJIEHTHOCTI (nuB. HMk4e Edext
epPEeHocCy).

Jnst mikapcekux ¢GopM 3 HETaHMM BUBUIBHEHHSM BHINE3a3HAUYCHE MOXE OyTu
pe3yNbTaTOM HEAOTPUMAHHA CYO0’€KTOM YyMOB JOCHIPKEHHS Ta HEIOCTaTHbOTIO
nepiony BiAMUBaHHS, BiAmoBimHO. CuTyarii, 3a3HaueHOl y TYyHKTI 1) MOXHa
VHUKHYTH, SKIIO TEPEBIPSITH POTOBY MOPOKHHUHY CYO'€KTIB TMICHAS TNpUHOMY
JKapChKOTO 3aco0y JIJIsl KOHTPOJIIO MTPOKOBTYBaHHS cy0'ekTamu npemnapary. Cutyarii,
3a3HAYEHOI y IMYHKTI 2) MOXXHA YHUKHYTH, SKIIO INependayuTd JOCTaTHIM mepiof
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BIJIMMBAaHHS JU3ailHOM JOCHIDKeHHS. biosioriyHi 3pa3ku cy0’ekTiB, sKi Oynu
BUKJIIOUEHI 31 CTAaTUCTHMYHOrO aHajidy, MOTpiOHO aHaji3yBaTH, a iX pe3yibTaTu
HPEACTaBUTH Y 3BITI JIOCIIPKEHHS (TUB. MyHKT «[IpeacTaBICHHS JaHUXY).

Ak 3a3naueno B po3aim 4.1.4 miei nacranoBu, AUC(o.) Mae OXOIUTIOBAaTH HE MEHIIIE
80% Bin AUC(.). Skmo 1me mnpaBuio HE BUKOHYETHCS, CyO0’€KTH HE MOBHHHI
BHUKJTIOYATHCS 13 cTatucTHYHOrO aHamizy. OmHak, skmo AUC.) oxormmoe MeHIe
80% Bix AUC(0-) s 6utbmr HiXK 20% BHMaaKiB, HEOOXIAHO PO3TIISIHYTH MUTAHHS
MPABHJIBHOCTI TaKOTo JocHikeHHs. Llel miaxia He 3aCTOCOBYEThCS 10 AOCTIIKEHB, B
AKX TPHUBAIITH MEPioAy BimOOpy Ol0JOTIUHUX 3pa3KiB CTAaHOBUTH 72 TOAWHU 1
oinbire, a 3amicth AUC 0.ty BuKOpUCTOBYETHCST AUC (072 rop).-

ITapamMeTpu, mo OyAyTh aHAJI3YBATUCH, | MeKi IPUITHATHOCTI

[Ipu mocaimxeHHi 610€KBIBAJEHTHOCTI 3 OJHOKPATHUM BBEJCHHSM JIO3HM IapaMeTpH,
gkl HeoOxinHo aHamizyBatu, e AUC(o) abo, 3a HeobximHocti, AUC(0-72ron), Ta Crmax.
st uux mapametpiB 90% noBipunid iHTEpBaI JUIsl CIIBBITHOIICHHS JTOCIIIKYBAHOTO
Ta pePEepeHTHOro JIKApChKUX 3aco0iB Mae OyTH B Jlala3oHi NPUHHATHOCTI BiJ
80.00% mo 125.00%. Illo6 moTpanmuTy B Aiana3oH NPUUHATHOCTI, MOTPIOHO, MI00
HKHS Mexa Oyna 80.00 % mpu OKpyrieHH1 JO JABOX 3HAKIB MICIA KOMH, @ BEpXHS
Mexka Oyna 125.00 % npu okpyrJieHH1 J0 IBOX 3HAKIB MIiCIs KOMHU.

[Ipu nmochimxeHHi Ol0€KBIBaJE€HTHOCTI (OpM 3 HEraiHMM BUBUIBHEHHSAM y
craiioHapHoMy cTaHi AUC(«) 1 Crmaxss TOTPIOHO aHami3yBaTH 3 BUKOPHCTAHHSIM
TAKOIo K CaMOT0 JAiana3oHy NPUHHATHOCTI.

B okpemux Bumazkax, KOJU BUKOPUCTOBYIOTHCS JIaHI €KCKpelli 3 ceuero, Ae( o) CIIi
aHaTI3yBaTH 3 BHUKOPUCTAHHSM BKa3aHOTO BHWINE J1aMa3oHy TPUHHATHOCTI st
AUC0t). Rmax citiz aHamizyBaT, BUKOPUCTOBYIOUM TaKUi K€ Jlana3oH NMPUHHATHOCTI
K 1 I Crax.

CratuctuyHa OIlIHKA tmax HE BHUMaraerbcsa. ONHAK, SKIIO HIBUJIKE BUBUILHEHHS
3asBIISIETHCS SIK KJIHIYHO 3HAYUME 1 BXKIIUBE JJIA TMOYATKY JIii JIIKapChKOro 3aco0y,
a00 BOHO MOB'sI3aHe 3 MOOITYHUMH €deKTaMH, TO HE TIOBUHHO OYTH HISIKOT OYEBUHOI
PI3HUIII B MeJiaHl tmax Ta B BapiabEIBbHOCTI I[LOTO MOKA3HUKA MIXK JOCTIIKYBaHUM 1
pedepeHTHUM JTIKapChbKUMH 3aC00aMHU.

B ocoOnuBuX BuUNagkax s JIKapChKUX 3ac001B 3 BY3bKHM TEpaneBTUYHUM
Jllara30HOM MOKe OyTH MOTPiOHO 3BY3UTH JianazoH npuiiHaTtHocTi 1 AUC (nuB.
posmin 4.1.9 miei HacranoBu). KpimM TOro, B 0COOJMBHX BHMAAKaX IS
BHUCOKOBapiaOeIbHUX JIKAPCHKUX 3acO0IB Alana3oH OpUUHATHOCTI TSt Cmax MOXE
OyTu posmupenuit (aus. po3ain 4.1.10 miei HacTaHOBH).

CTraTuCTHYHHUN aHAJTI3

Orminka O10€KBIBaJIEHTHOCTI TpYHTYyeThcst Ha 90% dOBipuux IHTEpBalax st
CITIBBIAHOIIIEHHS CepeHixX FEOMETPUUHUX PO3IIISTHYTUX napameTpiB
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(mocmimkyBanuii/pepepentauii  3aci0). Ileli MeTon eKBIBaJIeHTHHH IS JBOX
OJIHOCTOPOHHIX KpUTEpIiB MpPH HYJIbOBIM TinoTe31 Ol0HEEeKBIBAJIEHTHOCTI mpu 5%
PIBH1 3HAYMMOCTI.

dapMaKOKIHETHYHI MapaMeTpu TICAs pO3MVIIAY HEOOXigHO aHamI3yBaTH 3
BukopuctanuaMm mojeni ANOVA. Anani3 cii mpoBOAMTU Micis JorapudmiuHoro
NepeTBOpPeHHsT JaHuX. JloBipumit 1HTEpBan UIg pI3HMII MDK [pernapaTamMu B
jorapu(MivyHO MEepeTBOPEHii mIKaal OTpuMyIoTh 3 BuKopuctanusam mozaeni ANOVA.
Lle#t moBipumii iHTEpBaI MOTIM Ha3aJ MEPETBOPIOETHCS AJISi OTPUMAHHS OUYiKYBaHOTO
JOBIPUOTO 1HTEpBAIY IS CHIBBIAHOIIEHHS 3a BHXIJHOIO IIKAJIOK. 3aCTOCYBaHHS
HEnmapaMeTPUYHOTO aHalli3y HE MPUNHHSATHE.

Touny Mojens, 1o OyJe BUKOPUCTOBYBATHUCS ISl aHATI3y, HEOOX1THO 3a3/alieTib
BKa3aTu B MpoTokoji. CTaTUCTUYHUIN aHai3 Mae OpaTu J0 yBaru JpKepesia 3MiHHHX,
110, SIK MOKHA 00’€KTHBHO MPUITYCTUTH, BIUTUBAIOTH HA KIHIIEBY 3MIHHY. YMOBH, 1110
BUKOpUCTOBYIOThCs B Mmojzeni ANOVA, 1e 3a3Buyail MOCIHIJIOBHICTh, CYO’ €KT
JOCIIJKEHHSI B TIOCIIJIOBHOCTI, mepioa 1 mpenapar. Jlns Bcix ymoB OakaHO
BUKOPUCTOBYBaTH (iKCOBaH1 €(heKTH, a HE BUITAJIKOBI.

EdexT nepenocy

Tect Ha BIUIMB €(EKTy MEPEHOCY HE BBAXKAETHCS 3HAYMMUM, 1 Ha MIJCTaBl TAKOrO
TECTy HE CHiJ NpuiMaTd Oylb-iKi pIIIEHHS IIOAO0 aHami3y (HalpHUKIal, aHaiizy
TUIBKM TEpPIIOro Imepioay). MoxnauBuid BIUIMB €QEKTy TMEePEeHOCY MOKHA
0e3nocepelHbO PO3MIISAATH MPU BUBUCHHI KOHIIGHTpAIlM y IIa3Mmi 0 BBEJCHHS B
apyromy nepiozi (1 mi3Hille, Ko He0OX1HO).

Sxio € Oynb-aKi cy0’€KTH, ISl IKMX KOHIICHTPAIlsl O BBEJICHHS Ipernapary BHIIE
HIX 5% BiJ 3HaU€HHA Cmax U1 Cy0’€KTa B IIbOMY IEPIOl, TO CTATUCTUYHHUM aHaIi3
BapTO MPOBOAMUTH 0€3 JTaHUX IHOTO Cy0’€KTa, 0 BUMAAAIOTh IS IIbOTO Tepioay. B
JIBOX MEPIOAHOMY JOCTI/DKEHHI 1€ IPU3BE/IE A0 BIIIYYCHHS I[bOT0 Cy0’€KTa 3 aHAII3Y.
HocnimkeHHs He Oy/ie BBaKaTUCA PUWHATHUM, SKIIIO 111 BUKITIOYSHHS TPU3BEIYTH J10
y4acTi MEHIII HiXK 12 cy0’€KTIB JOCHIKEHHS, IKUX MOXKHA oIfiHtoBaTH. Llew miaxin He
3aCTOCOBYETHCS 10 €HIAOTEHHUX JIIKAPChKUX 3aC001B.

JIBoxeTanmHmii Au3aiiH

JlomycTUMO BUKOPHCTOBYBATH JBOXETANMHUM JU3aiiH JOCHIDKEHHS TMpu  crpoOi
JOBECTH O10€KBIBAJICHTHICTh. JloCiKeHHsI Oyie MPOBEACHO IJIsl MOYATKOBOI Ipynu
cy0’€KTIB JOCIIKEHHsI, Ta 1X AaH1 OyAyTh aHai3yBaTUCs. KO0 O10€KBIBaJICHTHICTh
He OyJe JoBeleHa, AOJATKOBY Tpylly MOKHa HaOpaTu, a pe3ysibTaTd, OTpUMaHi B
000x Tpymax, 00’€IHATH B OCTAaTOYHOMY aHami3i. SIKIIO 1ed miaxij mpuiMaeThes,
000B’SI3KOBO HEOOXIAHO BXKUTHU BIAMOBIIHMX KPOKIB MJIsi 3amoOiraHHs 3arajibHid
moxuOmi Tumy | Ta 70 TOYATKy MOCHIDKEHHS CIII YITKO BU3HAYMTH KPUTEPIii
MPUNTUHEHHST EKCIIEPUMEHTY. AHaJi3 JaHUX MEepIIOro €Tamy CiiJ POo3TIsgaTH sK
MPOMIDKHHM aHaji3, a aHai3 000X €TariB CJIiI IPOBOJUTH MPU CKOPUTOBAHUX PIBHAX
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3HAYUMOCTI (IpY JOBIPYMX 1HTEpBajax BIAMOBITHO 3 BUKOPUCTAHHSIM CKOPUTOBAaHOL
HMOBIpHOCTI MOKPUTTS, sika Oyzae nepeBuiryBatu 90%). Hanpukmnan, BUKopucTaHHS
94,12 % noBipyoro iHTEpBaly Uil IEPIIOTO €Tamy 1 00'€IHAHUX TAHUX, OTPUMAHUX Y
nepuioMy Ta APYroMy eranax, Moke OyTH MNpUHHATHHM, ajle € 0araTo iHIIUX
BapiaHTiB I[OBip‘—IOFO iHTepBaJIy, 1 BubOip piBHA 3HA4Yymiocti (o) AJS MPOMIKHOTO
aHaJi3y € BIANOBIIATBHICTIO CIIOHCOPA. [Iman BUKOpPUCTaHHS MiIXOIy IBOXETAITHOTO
IU3aiiHy TOBMHEH OyTH 3a3[ajleriilb BHU3HAUEHUN Yy TPOTOKOII TmopsAn 31
CKOPETOBAaHMMHM PIBHSAMHU 3HAYYIIOCTI, 10 OyAyTh BUKOPUCTOBYBATUCA I KOXKHOTO
3 aHaI31B.

Konu ananizyrorbes o0’eHaHI JaHi IBOX €TamiB, YMOBY €Tamy CIIiJi BKJIIOYHUTH B
moies1b ANOVA.

IIpeacraBjieHHs TaHUX

Bci mani iHAMBIAYyanbHUX KOHIEHTpAIid 1 (papMakoKiHETUYHUX MapaMeTpiB MarOTh
OyTH mpencTaBieHI JJi1 KOXKHOTO IpernapaTy pa3oM 13 3arajlbHOI0 CTaTUCTHKOIO,
TAaKOIO0 SIK CEpeJHE TEeOMETpUYHE, MeJlaHa, CepeaHE apU(PMETHUHE, CTaHAApTHE
BIIXWUJIEHHS, Koe(ilieHT Bapiallii, MIHIMQJIbHE Ta MaKCUMaJbHE 3HAUYCHHS.
[HmUBiAyaIbHI KpHBI KOHIEHTpAIlisl /9ac B TUIa3Mi CITiJl TPEACTABUTH B JHIMHIA Ta
norapupMiuHiid mkam. HeoOxigHO Bka3zyBaTH METOJ, IO BUKOPUCTOBYETHCS IS
OTpUMaHHs (papMaKOKIHETHUHHUX TIapaMmeTpiB 3 TMEpBUHHUX JaHuX. HeoOximHo
3a3Ha4aTH  KUIBKICTh TOYOK  KIHIIEBOI  JIOrapu(pMIYHO/MiHINHOI  ¢da3u, 110
BUKOPHUCTOBYIOTLCS JUISI OLIHKM KOHCTAHTH ejiMiHarii (o HeoOXigHa JuIs HaXiiHOT
omiaku AUC).

Jist hapMakoKiHETUYHUX TTapaMeTpiB, IO MiJAAI0THCS CTATUCTHYHOMY aHami3y, CIif
NPEICTaBUTH TOYKOBY OINHKY 1 90% poBipuuii iHTEpBan JUisl CIiBBITHOIICHHS
JOCIIIKYBAHOTO 1 pehepeHTHOTO JTIKapChKHUX 3aCO01B.

Heo06xigno npencraButu tabmuii ANOVA, mo BKIHOYalOTh BIAMOBIAHI CTaTHUCTHYHI
TECTH BCIX €(EeKTIB y MOJIENI.

3BIT MOBHHEH OYyTH JOCTaTHHO JOKJIAIHUM JUISS MOMKJIMBOCTI TOBTOPEHHS
(hapMaKOKIHETUYHOTO Ta CTATUCTUYHOTO aHAI3y, HAIIPUKJIIAJl, HEOOX1JHO HA/IaTH JTaH1
o0 (aKTUYHOTO Yacy BIAOOPY 3pa3KiB KpOBI MICHs J03yBaHHS, KOHLEHTpaLii
JKApChKUX 3ac0o01B, JaHI WIIOJ0 OTPUMAHMX TOKA3HHUKIB (hapMaKOKIHETUYHHUX
napaMmeTpiB JJisi KOXHOTO CyO'€eKTa B KOXKHOMY NEpioJil Ta MPEACTaBUTH CXEMY
paHoMi3aIlii.

HeoO0xigHo neTanbHO OMUCYBAaTH BUMNAIAKU BUOYBaHHS a00 BUKIIIOUYEHHS CyO’€KTIB 3
JTOCHIDKeHHS.  SIKII0 MOMJIMBO, JlaHI KOHIEHTpalii Ta ¢apMaKOKIHETHUHHUX
napameTpiB TakuX Cy0’€KTIB HEOOXIIHO MPEACTaBUTH B OKPEMHUX CITUCKAX, aje He
CJII/T BKJTIOYATH B 3araJIbHY CTATUCTHUKY.

bioananitnuny MeTOaUKy HEOOX1HO 3aI0KyMEHTYBAaTH B BaJiAalliifHOMY 3BiTi epe[
IOCIIHKEHHAM. bloaHamiTHYHMI 3BIT TakKOX HEoOX1IHO HagaBaTh. bioaHamTHYHUN
3BIT Ma€ BKIIFOYATH KOPOTKUH OMKUC 010aHATITUIHOI METOAUKH, III0 BUKOPUCTOBYETHCS
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y JTOCHIIKEHHI, 1 pe3yJbTaTh BCiX KaliOpyBaJlbHUX CTaHJAPTIB 1 3pa3KiB KOHTPOJIIO
saKocTl. HeoOXigHO mMpencTaBUTH PENpe3eHTAaTUBHY KUIBKICTh XpoMarorpam abo
IHIIMX TePBUHHUX JaHWX, IO BKJIIOYAIOTh BECh Jlana3oH KOHIICHTpAIid i BCiX
3pa3KiB  KaliOpyBaJdbHHX CTaHAApPTIB 1 3pa3KiB KOHTPOJIO SIKOCTi, a TaKOoX
aHaTI30BaHUX 3pa3kiB. JlaHi MalOTh BKIIOYATH BCI XpOMATOTpaMU aHATITHYHUX
nukiiB  mpuHaiiMHI it 20% cyO’ekTiB 31 3pa3kaMU  KOHTPOIIIO SAKOCTI Ta
KaJIiOpyBaJIbBHIMH CTaHIapTaMHU.

SIKIo ISl MeBHOTO Tpernapary MpH TEeBHOMY J03yBaHHI Oylo MPOBEICHO PN
JOCTIIKEHb, JACsKl 3 IKUX MPOAEMOHCTPYBaIl 010€KBIBAJICHTHICT, a JEsKI 3 SIKHUX Hi,
o0CsAT JaHUX CHiJ pO3MNIANaTH K eauHe wnine. HeoOXimgHo po3risaatd TUIBKH
BIJIMOBIAHI JOCIIJDKEHHs, SIK 3a3HauyeHo B po3auni 4.1 1iei HacranoBu. HasBHICTB
JOCHIJDKEHHS, 110 JOBOAUTEL 010€KBIBAJIEHTHICTD, HE O3HAYae, 110 T1 JOCIIIKEHHS, 110
HE JOBOJATH O10CKIBAJCHTHOCTI, MOXYTh BIIKHJATUCA. 3asiBHUK Ma€ pETEIbHO
IIpOaHai3yBaTH pe3ybTaTH Ta OOIPYHTYBATH, IO 3asiBJIeHa O10€KBIBAJICHTHICTH Oyia
noBeneHa. KpiM Toro, mpu HeoOXiJHOCTI KOMOIHOBAaHHMM aHaji3 BCIX JOCTIKEHb
MOXe OyTH HaJaHUHM K JOJATOK JO0 aHaIi3y OKpeMOro JIociimkeHHs. HenmpuitHaTHO
00’€THYBaTH pa3oM JOCHDKEHHS, IO HE JOBOJAATh O10€KBIBAJECHTHOCTI 3a
B1JICYTHOCTI JIOCTIKEHHS, 110 TOBOJIUIIO O 010€KB1BaJICHTHICTD.

4.1.9. Jliroui pe4oBHHU 3 BY3bKHM TepaneBTUYHUM iHIEKCOM

B okxpemux Bumamkax s JIFOYUX PEUYOBHH 3 BY3bKHUM TEPANCEBTHYHUM 1HIECKCOM
(NTID) nianazon npuiiasitHocTi it AUC mae O0ytu 3Byxenwuii 10 90.00 - 111.11%.
HMiamazon npuitHsaTHOCTI 90.00 - 111.11% TakoXX HEOOXiIHO 3aCTOCOBYBATH JJIsI
napameTpa Cpax, KO 3HA4eHHS Cpax € 0COOMMBO BAXKIMBHUM JjIsl O€3MEKH,
e(eKTUBHOCTI ab00 MOHITOPUHTY PIBHA JIKapchKOro mpemnapaty. HemoxiauBo
BU3HAUYMUTH psin KpuTepiiB mis kinacudikaiii NTID, Tomy 11e 000B’s13k0BO MOTPiOHO
BUPIIITYBaTH B KO)KHOMY KOHKPETHOMY BHUTIAJKy Ha IMiJICTaBl KIIHIYHUX JaHUX, SKIIO
Jlit0Ya PEUOBHUHA XapaKTEPHU3YETHCS By3bKUM TEPANICBTUUHUM 1HJIEKCOM.

4.1.10. BucokoBapia0eJibHi Ail04i pe4oBUHH 200 mpenapaTu

BucokoBapiabenpni  mikapcbki  mpemapatu  (HVDP) — me Taki, y skux
BHYTPIIIHbOCYO €KTHA BapiabesbHICTh MapaMeTpa CTaHOBUTH Oubile Hixk 30%. k1o
3asIBHUK MPUITYCKaE, IO MpenapaT Moxe OyTH PO3MIISIHYTUH SIK BUCOKOBapiaOeIbHUN
y MIBUAKOCTI Ta/abo cTymeHi abcopOrii, MOxke OyTH MPOBEACHO MOCTIKEHHS 3
NepeXpecHUM MOBTOPHUM JU3ANHOM.

Ti HVDP, nns skux Oinbia pisHUIS Y Cmax BBaXKAETHCSA KIITHIYHO HE3HAYYIIOK Ha
MiZICTaBl TMEPEKOHJIMBOTO KJIIHIYHOTO OOIPYHTYBAaHHS, MOXYTh pO3IJIAJATHCS 3
PO3IIMPEHUM J1aITa30HOM MPUHHATHOCTI. SIKIIO 1€ Tak, Aiana3oH MPUHHATHOCTI IS
Cax MOXXe OyTH pO3IMIMPEeHU MakcuManbHO 10 69.84 - 143.19%. Jlns po3mupeHHs
Jiana3oHy — OPUHHATHOCTI,  JOCHI/DKEHHS ~ O10€KBIBAJIEHTHOCTI  00OB’S3KOBO
NPOBOAMTHCS 3 TOBTOPHUM JW3aiiHOM, 1€ Mae OyTH TNPOJAEMOHCTPOBAHO, IO
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BHYTPIIIHBOCYO €KTHA BapiaOenbHICTh I Cmax PEPEPEHTHOTO JIIKAPCHKOIO 3aco0y
cknanae > 30%. 3asBHUK Mae OOTPYHTYBATH, 10 pO3paxoBaHa BHYTPIIIHbOCYO €KTHA
BapiabenpHICTh, HAAIMHO OIliHEHAa 1 HE € pe3yJabTaToM BUKHIIB. Bumora oo
PO3IIMPEHHS IHTEPBATY 000B’I3KOBO TIONIEPEIHBO HABOUTHCS Y TTPOTOKOJI.

CtyniHp  pO3IMIMPEHHS  BU3HAYAETHCA HA  TIACTaBI  BHYTPIITHBOCYO €KTHOT
BapiaOEIIbHOCTI, SKa CIOCTEPIra€TbCs Yy JOCIIDKCHHI O010€KBIBAJICHTHOCTI 3
BUKOPHCTaHHSIM MAacIITabOBaHOi cepeaHboi OioekBiBajeHTHOCTI (Scaled-average-
bioequivalence), mo Bm3Hauaerscs [U,L] =exp [tk-sw], ne U — BepxHsI Mexa
Jiana3oHy MPUHHITHOCTI, L — HYDKHS Meka Jiana3oHy MPUHHATHOCTI, K — KOHCTaHTa,
mo ctaHoButh 0.760, 1 Swr — BHYTPIIIHBOCYO €KTHE CTAaHJIAPTHE BIIXHUICHHS
Jaorapu(MIYHO NEepeTBOPEeHUX BeNUYMH Cmax PEPEPEHTHOTO JKapchKoro 3acody. B
HIDKYEHABEACHIH TaOJNMIIl TMPEJCTAaBICHO TPUKIAAA TOTO, SK PI3HI  pIBHI
BapiaOebHOCTI MPU3BOATH 10 PI3HUX MEX NPUUHATHOCTI 13 3aCTOCYBAHHSM IIi€l
METO/10JIOTi.

BayTpimHboCcy0’€KTHA
BapiabenpHicTh CV (%)* Huwxns mexa Bepxus mexa
30 80.00 125.00
35 77.23 129.48
40 74.62 134.02
45 72.15 138.59
>50 69.84 143.19

-

*CV(%)=1004e"™ —1

CmiBBiHOIIEHHS cepeHboro reomeTpuuHoro (GMR) mae 6yTu B Mexxax 3BUYaHOTO
nianazony npuiiaaTHOCTI 80.00-125.00%.

MOXIIMBICT ~ PO3IMIUPUTH  KpUTEpli  MPUHUHATHOCTI HA  MIACTaBl  BUCOKOL
BHYTPIIIHbOCYO €KTHOI BapiaOenbHOCTI He 3actocoByeTrhes o AUC, ams AUC
niarma3zoH  npudHATHOCTI Mae saymmarucs  80.00-125.00%  He3anexHO  Bin
BapiaOEIbHOCTI.

[IpunyctumMo  3acTocOBYBaTH a00 TpPhOX-TIEPIOAHY ab0  YOTUPHOX-TIEPIOAHY
MEPEXPECHY CXEMY B JOCIIDKEHHI 3 MOBTOPHUM JAM3allHOM (DOIAaTKOB1 yMOBM
HaBemeHO B JIONOBHeHH1 2 HacTauosBu) .

4.2. TecTH HA PO3YUHEHHS IN Vitro

3arajibHi acMeKTH JOCHIKCHb PO3YMHEHHS IN Vitro crtucino omucani B Jomatky I,
BKJTFOYAIOUM OCHOBHI BUMOTH BUKOPHUCTaHHs (akTopa moaioHocTi (f-tect).
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4.21. Tectm Ha po3YHHEeHHs IN VIO fAIK JAOMOBHEHHSI [0 JOCJTiIKEHHS
010eKBiBAJIEHTHOCTI

Pesynbratu TecTiB po3duMHEHHs IN VItro ms cepiil HOCTiKyBaHOTO i peepeHTHOTO
JKapChbKUX 3ac00iB, 110 BUKOPUCTOBYBAIKCS B JIOCTIIKEHHSIX 010€KBIBAJICHTHOCTI y
TphOX pizHUX Oydepax (3a3Buuaii pH 1.2, 4.5 ta 6.8) Ta cepenoBHIIi, MPU3HAYCHOMY
JUISL KOHTPOJIIO SKOCTI Jikapchkoro 3aco0y (QC media), HeoOXigHO BigoOpasuTH Y
3BiTI. I nmeskux JKapchKux (OpM, TaKuX SK TaOJCTKH, IO TUCIEPTYIOTHCS B
POTOBI¥ MOPOKHUHI, MOXYTh OYTH TIOTPiOHI JOCITIKEHHS 3 BUKOPUCTAHHSIM Pi3HHUX
EKCIIEpUMEHTATLHUX YMOB. Pe3ynbTaTu Ciil HajgaBaTu y BUTIIAI TPOQLTIB BiCOTOK
BUBUIbHEHOI PEUYOBMHU BIJ 4Yacy, BKa3ylOUM CEpEeIHI 3HAYEHHS Ta MiJACYMKOBY
CTaTHCTHUKY.

S0 iHIIe HE OOIpyHTOBaHO, creludikamii TeCTiB po3YyruHEHHS IN Vitro, 1o OyayTh
BUKOPHCTOBYBATHUCh IS KOHTPOJIIO SKOCTI Mpemnapary, MaiTh OyTH OTpUMaHI Ha
mifictaBl mpoduUT0 PO3UYMHEHHs cepii, mo Oyna BHU3HAYeHa $K OlOeKBiBaJICHTHA
pedepenTHOMY JTiKapchbkomy 3aco0y (auB. Jlogatox I 1i€l HacTaHOBH).

VY pasi, SKIIO pe3ysibTaTH TECTIB PO3UMHEHHS IN VItro Oiocepili He BiIOOpaXKarOTh
010€KBIBaJIEHTHICTh, IO IMPOJAEMOHCTpOBaHa IN VIVO, [gaHi, OTpUMaHHI B
JIOCHTIDKCHHSAX [N VIVO mepeBaxkaroTh. [IpoTe MOXIMBI NPUYUHU PO30IXKHOCTI
HEOOXIJTHO PO3TJISIHYTH i OOTPYHTOBYBATH.

4.2.2. Tectm HaA po3uMHEHHsI IN VItr0O sK M[iIATBEepPIKEHHS BiACYTHOCTI
HeoOXiTHOCTI MpOBeAeHHsI IOCTiKeHHs IN VIVO 1JIs1 101aTKOBHX 103yBaHb

BiamoBigHi TeCTH Ha pO3YMHEHHS IN VItr0 MaroTh MiATBEPAUTH aJCKBATHICTh BIJIMOBH
Bl TMPOBEAECHHS JOCIIKEHHsS OloekBiBaJeHTHOCTI (N Vivo. TakuM dYHHOM,
PO3YMHEHHS Ma€ TPOBOJUTHCS TIPH pPI3HUX 3Ha4YeHHsIX pH, sk 3a3HadeHo y
nonepeaHbomMy po3auti (3Buuaiino pH 1.2, 4.5, 1 6.8), axmio He oOrpyHTOBAHO IHIIIE.
[Toxi6uicTs podiniB po3unHeHHs IN Vitro (nuB. loaarok I mi€i HacTaHOBU) Mae OyTH
IPOJIEMOHCTPOBAHA 3a BCIX YMOB y MEXKax 3asiBICHOTO PSy 103yBaHb, TOOTO Mixk
J0JaTKOBUMHU JIO3yBaHHAMHU 1 J03yBaHHAM (-siMu) (TOOTO cepieto (-isiMH), IO
BUKOPHCTOBYBAJIACh JUIS JOCIIKEHHS 010€KBIBaJICHTHOCTI).

[Ipu 3HauenHsx pH, KoJu yMOBH PO3UMHEHHS HE MOXYTh OyTHM BUKOHAHI JJisi BCIX
J03yBaHb, PO3YMHEHHsS IN VIO MoXe Bigpi3HATHCA Yy pI3HUX J03yBaHb. I[Ipote y
TAKOMY BHUIIAJIKy MMOPIBHAHHS 3 BIAMOBIIHUM JI03YBaHHIM PePEPEHTHOIO JIIKAPCHKOTO
3aco0y Mae€ MOTIM MIATBEPAUTH, IO LM (PakT CTOCYEThCA [1I0Y0i PEUOBHMHHU, a HE
npenapary. TakoX 3asgBHUK MOXeE IMPOJEMOHCTPYBATH MOAIOHICT, NpOdUIIB MpHU
OJIHAKOBOMY JI03YBaHH1 (HAIMPUKJIaJl, MOXKJIMBICTh TOPIBHSIHHS JBOX TaOJIETOK MO 5 Mr
1 omHiel TabneTku 1mo 10 mr).
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4.3. 3BiT mpo pe3yJabTaTH J0CTiKeHHSI
4.3.1. 3BiT npo pe3yabTaTH A0CJHiIKeHHA 0i0eKBiBaJIeHTHOCTI

3BIT JOCIIKEHHsI O010€KBIBAJCHTHOCTI Ma€ MICTUTH TOBHY JOKYMEHTAIll0 MI0/0
IIPOTOKOJTy, NMPOBEJICHHS Ta OIIHKK. BiH Mae OyTH CKJIaJeHHI BIAMOBIIHO 10 HOPM
UMHHOTO 3akKoHOomaBCcTBa VYkpaluu" [15] Ta BiAmoBiZHOTO KepiBHUIITBA
CPMP/ICH/137/95 (ICH E3) «Structure and Content of Clinical Study Reports» [19] i
MIMACAHUH JMTOCTIMHUKOM 3TiIHO 3 BMMOTAMM UMHHOTO 3aKOHOINAaBCTBA
Yxpainm[15, 17]N.

Crnij 3a3HAYUTH TIOBHE 1M’s Ta TMOCAy BIAMOBIAAIBHOTO MOCTIAHUKA (JIOCIITHUKIB),
Micile 1 mepioj mpoBeaeHHs aociipkeHHs. CeptudikaTd ayauTiB, SKIIO HasBHI,
NOTPiOHO BKJIFOYATH B 3BIT.

3BIT JOCHIPKEHHS O10€KBIBAJICHTHOCTI Ma€ MICTUTH JO0Ka3 TOro, IIo BHOIp
pedepeHTHOrO0  JTIKApChbKOro  3aco0y  MPOBEACHWN  BIAMOBIAHO /O  BUMOT
Haxazy N 460 [3]N. Cnig Bxmouurn y 3BiT gami mpo HasBy pedepeHTHOro
JKapChKoOro 3aco0y, MT03yBaHHS, JIKAPChKy (opMy, HOMEp cepli, BUpOOHHKA, TEPMiH
PUAATHOCTI 1 KpaiHy 3aKyIIiBJIi.

Coi HaZiaBaTH Ha3BY 1 CKJIAJ AOCIHIHKYBAHOTO (-HHX) JIiKapchkoro (-ux) 3aco0y (-iB),
0 BUKOPUCTOBYETbCSI B jociikeHHl. Ciif BKazatu po3Mmip 1 HOMEp cepii, Jnary
BUPOOHUIITBA 1, SIKIIIO MOKJIMBO, TEPMIH MPUJIATHOCTI JOCIIIKYBAHOTO JIIKAPCHKOTO
3aco0y.

Ceptudikatu aHanmizy cepiii peepeHTHOro 1 JOCHIIKYBaHOTO JIIKapChKUX 3ac00iB,
1[0 BUKOPUCTOBYIOTHCSI B JOCIIJPKEHHI, MAalOTh MICTUTHUCS B JOJATKy JO 3BITY
JIOCI1IKEHHS.

OTpumaHi JaHi KOHUEHTpaliid Ta ¢(apMakOKIHETUUHHUX [apaMeTpiB, a TaKOoX
PE3yNbTaTH CTATUCTUYHOTO aHaJi3y MaloTh OyTH MPEICTaBIICHI JE€TAIbHO, K OMMCAHO
BUILE (IUB. MyHKT «[IpeCTaBICHHS TaHUXY).

4.3.2. Inmi naHi 1J19 BKJIIOYEHHS] B peecTpauiiine 10che

3agBHMK 3000B’s3aHUN TOJATH IMANHCAaHy 3asBYy, SKa IMATBEPIKYE, IO
JOCIIKYBaHUH JIKapChKUM 3aci0 Ma€ TOM caMUid KUTBbKICHUN CKJIaJ Ta BUPOOISETHCS
3a THM CaMUM BHPOOHHYHMM MPOIECOM, IO 1 JIKAPCHKUM 3aci0, SIKUM MOJaHUN IS
OJICp’)KaHHS PpEECTpalliifHOTO TocBiMueHHs. HeoOxinmHO HajgaTu 1HQOpMAaIl0 Yu
JOCTIDKYBaHUM JIIKapChKUHM 3aci0 Bxke MaciraboBaHo y BUpOoOHUITBI. HeoOximHO
OpeACTaBUTH JaHl MOPIBHAHHS Mpo@uIB po3uuMHEHHs (auB. po3aun 4.2 i€l
HACTAHOBH).

Banmigamiiinuii 3BiT 010aHATITUYHOI METOJMKUA HEOOXiTHO BKIHOYUTH B Moaynb 5
peeECTpaIIfHOTO JIOCHE.

JInst HajgaHHS 3a BUMOTOIO MalOTh OYTH JIOCTYIIHI y BIiJIMIOBITHOMY €JIEKTPOHHOMY
dbopmaTi (HampHUKIAA, BiAOKPEMJICHI KOMOIO 1 IMpOOiOM TEKCTOBI (aiiau abo B
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dopmati  Excel) nmocuth geTambHi  gaHI  JUIS MOXKIMBOIO — TIOBTOPEHHS
(hapMaKOKIHETUYHOTO Ta CTaTUCTHUYHOI'O aHai3y, HANPUKJIAMI, JaHl Mpo (aKTHIHUH
yac BiA0Opy mpoO KpoBi, OTpUMaHI KOHIICHTpAIlii Ji040i PEYOBUHH, MOKA3HUKH
(hapMakOKIHETUYHUX IapaMeTpiB I KOXXKHOTO Cy0’€KTa B KOXXHOMY Iepiojil Ta
cXema paHoMizarlii.

4.4. 3assBM Ha 3MiHHM, IO MOXYTh OYTH NPOTAroM il peecTpauniiHOro
MOCBiTYEeHHS

SIKIIO 3MIHIOETBCS CKIIAJ JIIKAPCHKOTO 3aC00y MOPIBHSIHO 13 3aTBEPKCHUM a00 METOJ
BUPOOHMIITBA OyB 3MIHEHUH TaKUM YUHOM, 10 MOKJIMBUI BIUTMB Ha 010J0CTYITHICTS,
PEKOMCH/IOBAHO IMPOBEACHHS JIOCIIHKEHHs 010€KBIBaJICHTHOCTI IN VIVO, SIKIO 1HIIE
He OOIpyHTOBaHO. bynb-ske mpeicraBiieHe OOTpyHTYBaHHS Mae Oa3yBaTHCS Ha
3arajJbHUX MIpKYBaHHSX, Hanmpukiana, 3rigHo 3 Jlomatkom III, abo Ha npuiitHITHOMY
piBHI Kopensiii A in vitro / in vivo, mo Oyna BcrtaHosiena (qus. CPMP/EWP/280/96
Corr 1 «Guideline on the pharmacokinetic and clinical evaluation modified release
dosage formsy [20]).

VY pasi sKkmo O010J0CTYNMHICTh Mpenapary, Mo 3MIHIOEThCA, Oylia JOCHIIKEeHa 1
NPUAHATHANA PIBEHb KOpeAlii A MiK Ji€to iN VIVO 1 po3drHEHHsM IN Vitro Oymo
BCTAHOBJIEHO, HEMAa€ HEOOXIAHOCTI IOBENEHHS OIOEKBIBAJIEHTHOCTI IN VIVO, SKIIO
podisib po3YMHEHHs IN VItr0 HOBOro mpernapary MOAIOHHUN MPOQLII0 PO3UNHEHHS
BXKE€ 3aTBEPKCHOr0 JIKApPChKOTO 3aco0y 3a OJHAKOBMX YMOB JOCIIIKEHHS, IO
BUKOPHCTOBYBAJIMCH JUISI BCTAHOBJICHHS Kopesnii (auB. J{omatok I 1iei HacTaHOBH).

B pasi 3MiH, SKi MOXIJIUBI TPOTSIroM Jii peectpamiiHoro mocimueHuas [3, 13] mis
JKapchKuX 3aco0iB, 1m0 OyiM 3aTBEP/PKEHI 3a TMOBHOKIO 1 HE3aJEKHOI0 3asBOIO,
3as1BOI0 Ha JI0Ope BUBYEHE 3aCTOCYBaHHS, 3as1BOI0 Ha (PiKCOBaHY KOMOIHAIIIIO, 3asIBOIO
iHpOPMOBAHOI 3roiy BiANOBIAHO IO YMHHOIO 3aKoHomaBcTBa YkpaimuM [3, 13],
npenapaToM MOPIBHAHHS IS AOCHIHKEHHS 010€KBIBAJICHTHOCTI 1 pO3UMHEHHS IN VItro
3a3BUYal € 3aTBEPKECHUN JIKAPChKUIL 3aCi0, SIKUIl MPUCYTHIN HA PUHKY, 3 YUHHUM Ha
el Yac BUPOOHUYMM MPOIECOM, MaKyBaHHSIM TOIIIO.

SIKIIo 3MiHM, SIKI MOXIIMBI TPOTArOM Jii peecTpariiiinoro moceimuenns [3, 13],
BHOCSATBCS IS TEHEPUYHOTO abo TiIOpUIIHOIO JIKApChKOro 3acoly, MpernaparoM
MOPIBHSIHHS JJIs1 JOCJIIJIPKEHHST O10€KBIBaJIGHTHOCTI Mae, SIK MPaBWIo, OYTH JTOCTYITHA
Ha PUHKY cepis peepeHTHOro JKapCchkoro 3aco0y. Skimio maHuit pedepeHTHUM
JKapCchKui 3aci0 HENOCTYNMHWM Ha PUHKY, MOPIBHSHHSA 3 MOMNEPEIHIM CKJIaJ0M
(reHepuU4HOTO 200 TIOPUIHOTO JIIKAPCHKOTO 3ac00y) MOXKe OyTH NMPHUHSATHUM, SKIIO
e o0rpyHToBaHo. Jljis 3MiH, 110 HE MOTPEOYIOTh MOCTIHKEHHS 010€KBIBaJIEHTHOCTI,
HEOOXITHO TOTPUMYBATHCS PEKOMEH/IAIlM Ta BUMOT, 10 3a3HAYCHI B 1HIIUX JII0YNUX
PETYJISTOPHUX KEPIBHUIITBAX.
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Honarok I

TecTn HA po3UYnMHEHHH i MOAIOHICTH MPOPiJIiB PO3UNHEHHSA

1. 3arajpHi acmeKTH TeCTYy HA PO3YMHEHHHA, HI0 MAKTHL BiJHOIICHHS 10
0i010CTVITHOCTI

VY xomi po3poOKHu JKApCHKOTO 3acO0y TECTH HAa PO3YMHEHHS BUKOPHUCTOBYIOTHCS 5K
croci6 imeHTHdIKaii ¢GakTopiB mMmpemapaTy, IO BIUIMBAIOTh Ta MOXYTh MaTH
BHUpIMIATBHUN BIUTUB Ha O01070CTYymHHICTH mpemnapary. Ilicis Bu3HAaYeHHS CKiamy i
PO3pOOKH BUPOOHWUYOTO TMPOIECY TECTH HA PO3UYMHECHHS BUKOPHUCTOBYIOTHCS IS
KOHTPOJIIO SIKOCTI Cepiif, BHUTOTOBJICHMX MpH MaciiTabyBaHHI TMpolecy, 1
IIPOMUCIIOBUX Cepil, 100 3a0e3MeYnTH K BIITBOPIOBAHICTh BIJ cepii 10 cepii, TaK i
Te, 1O MNpodial PO3UYMHEHHA 3AJIMINAOTHCS TMOMIOHMMHM IO  Cepiil, 110
BUKOPUCTOBYBAJIMCh B OCHOBHHUX KIIIHIYHUX BHUNPOOyBaHHsX. Kpim Toro, Ttectu Ha
PO3YMHEHHSI B JIEIKMX BHUMNAJKaX MOXXYTh BHUKOPHUCTOBYBATHCS ISl BIIMOBHU BiJl
IPOBEACHHS OCIIKEHh Ol0€KBIBaJCHTHOCTI IN VIVO. TakuM dYHMHOM TeCTH Ha
PO3YMHEHHS MOXKYTb CIIYKUTH JJI IEKUIBKOX IIJIECH:

1 — KOHTPOJIb SIKOCTI MIPOJIYKTY:

e JUIs OTPUMaHHA 1H(pOPMAIIii IPO cepii JOCIIIKYBAHOTO JIIKAPCHKOTO 3aco0y,
110 BUKOPHUCTOBYIOTBCS B JAOCTIIKEHHAX
01010CTYITHOCT1/010€KB1BaJIEHTHOCTI Ta OCHOBHHUX KJITHIYHUX
JOCIIKEHHSX, 111 OOrpYHTYBaHHs crienrdikamiii KOHTPOIIIO SIKOCTI,

e JUIsl BAKOPUCTAHHS IHCTPYMEHTY KOHTPOJIIO SIKOCTI, II00 POJAEMOHCTPYBATH
BIITBOPIOBAHICTh Y BUPOOHUIITBI;

e Uil OTpuMaHHsA 1H(opmanili nmpo pedepeHTHUM iKapChKuil 3acid, Mo
BUKOPUCTOBYETHCS B JOCHIPKEHHIX 01010CTYMHOCT1/010€KBIBAJIEGHTHOCTI Ta
OCHOBHUX KJIHIYHHUX JOCIIKEHHIX,

Il — 3aMiHa qociiaKeHb 010€KBIBAJIEHTHOCTI:

e JUISA JEMOHCTpAIlll B JIEIKUX BHUIIJIKaX IMOAIOHOCTI MK PI3HMMH CCKJIaJIlaMH
npemnapariB  Ta peepeHTHUM JIKapCchKUM 3aco0oM  (BiAMOBa  Bij
IPOBEACHHS TOCIIIKEHb O10€KBIBaJICHTHOCTI IN VIVO, HAIIPHMKIIA I, 3MIHH, IO
MOXXYTb OyTH TIPOTATOM Jii PEECTPALITHOTO MOCBITUYEHHS, 3MIHH TperapaTy
MiJ] Yac pO3pOOKH Ta 3MIHU TEHEPUUYHHUX JIKAPCHKUX 3aC001B; JAWB. PO3ILI
4.2 ta Jomatok I1I miel HacTaHOBH);

e Ul JOCHIJDKEHHS BIATBOPIOBAHOCTI BiA cepii 10 cepii mnpemnapary
(mocmimKkyBaHOTO 1 peepPEHTHOr0), MO0 BUKOPUCTOBYETHCS SIK OCHOBA IPH
BUOOPI NPUHAHATHUX CEPiil IS TOCHIHKEHHS iN VIVO.

Metoauku BUTNIPpOOYBaHHS MarOTh OyTH po3po0JieHI CTOCOBHO IIpenapaTry Ha
3arajJpbHUX Ta/a00 cheuiaibHUX (papMakonedHuX BHUMorax. SKII0 Taki BUMOTH €
HEMPUIHATHUMHU Ta/ab0 HE BIAOOpPaXKAIOTh KIHETHKY PO3YMHEHHS IN VIVO (TOOTO
Ol0peIeBaHTHICTb), MOXYTh OYyTH PpO3TJSHYTI aJlbTEPHATUBHI METOJUKH, SIKIIO
OOTPYHTOBAHO, IO BOHM € NUCKPUMIHAIIWHUMHU Ta JAOTh 3MOTY PO3PIZHHUTH Cepii 3
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NPUAHATHUMY 1 HENPUHHATHUMHU XapaKTEepUCTHKAMHM Tpenapaty in vivo. Mae 3aBxau
po3TIsAaTHCS TMOTOYHUHM CTaH iHoOpMaIllii, BKIIOYAIOUN B3aEMOII0 XapaKTEPUCTHK
otpumanux Ha migacraBi BCK — kimacudikariii Ta gsikapcbkoi popmMH.

Mae OyTH J0CTaTHBO TOYOK BIiAOOpY JUIsi OTPUMaHHSA 3HAYyIIMX HpodiiiB
PO3YMHEHHS, MPUHAWMHI uepe3 KOoxkHI 15 XBuinH. PekomeHayeThcst OUIbII YacTUi
Bi101p mpo0 mia yac mepioay HaMOLIbIIMX 3MiH y mpodini po3unHeHHA. Moxe 0yTu
HEOOXIZIHUM OTPUMaHHS aJ€KBAaTHOTO MPOQUII0 NUIIXOM BiIOOpPY 3pa3kiB 3
iHTepBasioM 5 abo 10 XBUIWH Ui IMIBHAKOPO3UMHHUX IIPENapariB, SKIIO MOBHE
PO3UMHEHHS BiI0YBAa€THCS MPOTATOM 30 XBUITUH.

MoskHa o4ikyBaTH, 10 He Oye Oyab-SKux mpoOseM 3 610JOCTYHHICTIO, AKIIO Jif0Ya
pPEUYOBHHA BBAKAETHCS JOOpE PO3YMHHOIO Ta, KPIM TOTO, JaHE TO3yBaHHS IIBHJIKO
pO3UYMHSETHCA Y (i3iosorivHOMY AianazoHi pH 1 BiomMo, 110 JOTIOMIXKHI PEYOBUHU HE
BIUTUBAIOTh Ha O10J0CTYNHICTh. | HaBHmaku, PO3UMHEHHS JIIKApChbKOT (GOpMHU MOXKE
OyTH MiIpoI0 OOMEXKEHHS MIBUIKOCTI aOCOpOIli, SKIIO BBaXAE€ThCs, IO Jil0Ya
pedyoBHHA Mae OOMEXeHY abo MOTaHy PO3YMHHICTh, a TaKOXK, SKIIO JOMOMIXKHI
PEYOBHHM BILIMBAIOTh HA BUBUIHHEHHS 1 TIOJIAJIBIIE PO3YMHEHHS JIIF0Y0i pEYOBUHU. Y
TaKUX BUITQJIKaX PEKOMEHIYEThCS OI[IHUTH Pi3HI YMOBHU JOCIHIKEHHS Ta MPOBOIUTHU
BIINOBITHUH Bi01p 3pa3KiB.

2. HoaioHicTh NpodijiB pO3YNHEHHS

JocmipkeHHs moaiOHOCTI MPoQiIiB PO3UYMHEHHS 1 Oy /1b-sIKI BACHOBKH, OTPUMAaHI 3a iX
pe3ynbTaTamu (Hanpukiaa oOIPYHTYBaHHS IJis BIAMOBH BiJl MPOBEACHHS JOCIIIKEHb
010€KBIBaJICHTHOCTI N VIVO), MOXYTh BBaXaTHUCS NPUHHATHUMH, TUIBKH SIKIIO
npodisib po3unHEHHS OYyB 3aJ0BUIBHO OXapaKTEPU30BaHUN 3 BUKOPUCTAHHSIM
JIOCTaTHBOI KUTBKOCTI TOUOK BiJIOOpY.

Jlns mpermapatiB 3 HEralHUM BHUBUIBHEHHSM JIOAATKOBO JI0 PEKOMEH/IaIllM, 110 HaJlaHi
BUIlle y MyHKTI 1, mopiBHAHHS y Toulll «15 XBWIMH» € Ba)JIMBUM, MO0 3HATH YU
JIOCSITA€ThCS IOBHE PO3YMHEHHS 10 CIIOPOKHEHHS IIUTYHKA.

Sxmo Ouem Hik 85% mikapchkoro 3aco0y pPO3UMHSETHCS MPOTATOM 15 XBUIIMH,
npod il PO3YMHEHHS MOXYTh MpUUMaTHCS K MO110H1 0€3 MoJaIbIIoi MaTeMaTUYHOI
OLIHKH.

VY pazi gkmo Outbin HiXK 85% HE PO3UMHSETHCA 3a 15 XBWIMH, a PO3UMHSIETHCS
npotarom 30 XBWJIMH, TO HEOOX1HI MPUHAKMHI TPU TOUKH BimOOpY: Mepiia ToYKa 10
15 xBuAMH, Ipyra — TOYHO y 15 XBUIIMH 1 TPETs, KOJIU BUBUIbHEHHS Aocarae 85 %.
Jnst  mikapchkkux — 3aco0iB 3 MOAM(PIKOBAHMM  BUBUIBHEHHSIM  HEOOX1IHO
JOTPUMYBATHCS PEKOMEHAIli1, 1110 HABOJATHCS Y BIAMOBIAHOMY KEPIBHHUIITBI.
[ToxibuicTs mpodiniB Moke OyTH BCTAHOBJIEHA 3a JOTIOMOTOK OOYHUCICHHS
koedirienTa noaioHoCTI fo, IK OIMKCAHO HIDKYE:
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ae.
fo — paxTop moaiOHOCTI;
N — KUIBKICTh TOYOK B1100DY;
R(t) — cepenHe 3Ha4YeHHS y BIICOTKAX PO3YMHEHOTO PEPPEHTHOrO Mpernapary B
yac t micis movyaTrky JOCTiIKEeHHS;
T(t) — cepenne 3HaUeHHS y BIJICOTKaX PO3UYMHEHOTO JOCIIKYBAHOTO Tpenapary B
yac t micis movyaTrky JOCTIIKEHHS.
Jlost pepepeHTHOTO Ta TOCHIKYBAHOTO JIIKAPCHKUX 3aC001B HEOOX1THO BH3HAYATH
KUTBKICTh PO3UYHMHEHO] /11F0401 pedoBHUHH (Y BiJICOTKAX).

Ominka (akTopa moaAi0HOCTI IPYHTY€EThCSA HA TAKUX YMOBAX:

MIHIMYM TPH TOYKH Big00py (HEe BpaXxOBYIOUYH HYJIBOBY);
TOYKH BIIOOPY Uil JOCIIKYBAHOTO 1 peepeHTHOro JIKapChKUX 3aco0iB
MaloTh OyTH OJTHAKOBUMH,

e 1o 12 3pa3kiB B KOXHIA Toulll BiAOOPY I JTOCHIIPKYBAHOTO 1
pedepeHTHOro TKapChKUX 3aCcO0IB,;

e He OUIbIIE HIXK OJHE CEpe/lHE 3HAUCHHS Micysl po3uuHeHHs 85% mig Oyab-
SKOTO 3 TIpernaparis,

e BIJIHOCHE CTaHAApTHE BIIXWICHHS a00 KOe(illeHT Bapiauii Ajig Oy1b-IKOro
npenapaty noBuHHI Oytu menme 20% y mepuriit Touri i He Oinbine 10% 3
JPYToi 1 10 OCTaHHbOI TOYKH.

[Tpodini po3urHEHHST BBAXKAIOTHCS MOJIOHUMH, SIKIO 3HAYCHHS (DakTopa moaiOHOCTI
(f2) cranoBuTs Big 50 g0 100.

Sxmo koedinieHT momiOHocTI f, He € 3aM0BIILHUM, TOAI MOAIOHICTE MOXKE OYTH
BCTAHOBJICHA IUISIXOM TOPIBHSHHS PE3yJbTaTIB, OTPUMAHUX MOJIETHHO-3AJCKHIUMH 1
MOJIETIbHO-HE3aJICKHUMU METOJIaMH, HAIpPUKIa] 3a JOMOMOTOI CTaTUCTUYHOTO
NOpIBHSHHS TapameTpiB ¢yHKiii Bellynna abo misxoM po3paxyHKY KiTbKOCTI
pevYoBHUHM (Y BIJICOTKAX ), PO3YMHEHOI B IEBHI MOMEHTH 4acy.

AnpTepHaTHBHI MeTOAM oOuuncieHHs ¢akropa momiOHocTi f2 mist memoncTparii
noiI0HOCTI PO3YMHEHHS BBAXKAIOTHCS MPUHWHATHUMHU, SKIIO BOHU CTaTUCTHYHO
KOPEKTHI 1 33JI0BUTHHO OOIPYHTOBAHI.

Mex1 NpuiHATHOCTI HEOOX1IHO MOMEPEAHbO BU3HAUUTU 1 OOTPYHTYBATH, a PI3HUILIL
Mae cknangatu He Outbine HbK 10%. Kpim Toro, BapiabenpHICTh JaHUX PO3YUHEHHS
JOCTIIKYBAHOTO 1 pe(epeHTHOTO JIIKAPCHKUX 3aCO0IB TAaKOXX Mae OyTH MOJ10HOIO,
OpoTe HIDKYa BapiaOeNnbHICTh AOCTIIKYBAHOIO JIKAPCHKOrO 3aco0y Moxke OyTu
JOITYCTHMOIO.

Cnin HajgaTd J0Ka3 TOTo, IO MPOBEASHO BaTIAAII0 CTATUCTUYHOTO MPOrPaMHOTO
3a0e3reueHHs.

Crnij mpeacTaBUTH YiTKHKA OTHUC 1 TIOSICHEHHS BCIX €TalliB 13 HaJIaHHSAM BIIITOBIIHHX
y3arajqbHEHUX TaOJIHILb.
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Honmarok 11

Bumoru 1o gociigkeHHs1 0i0eKBiBaJEHTHOCTI Pi3HUX JiKapcbKkux Gopm

Xova I HACTaHOBA CTOCYETHCS JIKAPCHKUX 3acO0iB HEraifHOro BHBIJIHLHCHHS,
Honatok Il 3abe3neuye 3aranpHi peKoMeHAAIli I10/I0 BUMOT 10 O10€KBIBaJIEGHTHOCTI
JUIA IHIIMX BUIB JIKapChKUX (OpM Ta CHenu(iuHUX JIKAPCHKUX (POpPM HETaHOTO
BUBLILHEHHSL.

Konu nocnixyBanuii Tikapchkuii 3aci0 MICTUTD 1HIIY CiJib, TPOCTUH e(ip, CKIaIHUN
edip, 130Mep, CyMilT i30MepiB, KOMIUIEKC a00 TOXITHY A1I0Y01 PEUOBUHU TIOPIBHSIHO 3
pedepeHTHUM JKapChKUM 3aco0om, 010€KBIBAJICHTHICTh HEOOX17THO
MIPOJEMOHCTPYBATH JOCTIDKEHHAMHU 010€KBIBAJICHTHOCTI IN ViVO. [TpoTe mocmipKkeHHs
010€KBIBaJICHTHOCTI IN VIVO B JIEAKHUX BHIAJKaX MOXE HE BHUMAraTHCs, SIK OIMHCAHO
Huwxk4de B Jlomarky I, konu miroda pedoBUHA JUIsl TOCHIKYBAHOTO Ta pedepeHTHOTO
JKapCchKuX 3aco0iB OJHAaKoBa (200 MICTUTH COJII 3 MOJIOHUMHU BIIACTUBOCTSIMH, SIK
BusHaveHo B po3aiii III Toxarky III miei HacTaHOBH).

OpagbHi Jikapcbki GopMu 3 HeralHUM BUBIIbHEHHSIM CHCTEMHOI il

Jnst mikapebkux (opm, Takux sK TaOJETKW, KalCyld Ta oOpajbHl CYCIEeH3ii,
JOCJIIIKEHHST 010€KBIBAJIGHTHOCTI HEOOX1IHE, KPIM TUX BUMNAJKIB, KOJIU MPUNHATHUMA
miaxin nporeaypu Oioeriep Ha miactaBi BCK [3] (muB. donatok III miei HacTaHOBH).
JUist TabyeToK, MO0 JUCHEPryIOThCS y POTOBIM MOPOKHUHI, Ta OPajJbHUX PO3UYHMHIB
3aCTOCOBYIOTh CI€lLIaJbHI BUMOTH, HABEAECH1 HIXKYE.

Ta0JieTku, 0 AMCNIEPIYIOTHLCHA B POTOBIi MOPOKHUHI

Tabnerku, MO AUCTIEPTYIOTHCS Y POTOBIN MOPOKHUHI, IPU3HAYEH] JIJIST IIBHJIKOTO
JUCTIEPTYBaHHS Y POTOBIM MOPOKHMHI. Po3TanryBanHs y pOTOBiil TOPOKHUHI Ta Yac
KOHTaKTy MOXe OyTH KPUTHYHUM Yy BHIMAJKaX, KOJW Ji04a PEYOBHHA TaKOXK
PO3YMHSIETHCS B POTOBIM MOPOKHUHI 1 MOke abcopOyBatucs 6e3mocepeiHhO Yepes
CIIM30BY OOOJIOHKY POTOBOI MOPOXHUHHU. 3aJ€XKHO BIiJl Tperapary, HapUKIA,
Ta0JICTOK, BKPUTUX OOOJOHKOI KOBTAaHHsS Ta Tojaybina abcopOIlis Takox Oyme
BiOyBaTUCS B IIUIYHKOBO-KMUIIKOBOMY  TpakTi.  Skmo  Moxe  OytH
MPOJIEMOHCTPOBAHO, 1110 JIIF0Ya PeYOBUHA HE a0COPOYEThCS B pOTOBIM MOPOXKHUHI, a
Mae OOOB’SI3KOBO TMPOKOBTYBaTUCSA Ta abCcopOyBaTHCS B ILITYHKOBO-KHUIIKOBOMY
TpakTi, TOJI MpernapaT MOXe po3rIsAaTUCs 3a MPoIeayporo Ol0BEiBep Ha IiJICTaBl
BCK [3] (muB. J[omatok III 1iei wHacraHoBu). SIKIIO 116 HEMOMJIHUBO
IPOJEMOHCTPYBAaTH, Ol0EKBIBAJEHTHICT, OOOB’SI3KOBO MAa€  OI[IHIOBAaTHCS 3a
JOTIOMOTOFO JTOCJTIIKEHb 32 Y9aCTIO JIIOJCH.

Sxmro 3ampornoHoBaHa HOBa JiiKapchka Gopma — TaOJIETKH, MO TUCHEPTYIOTHCS Y
POTOBIM TOPOXKHHUHI — 1€ 3MiHHU, 0 MOTPEOYIOTh HOBOI peecTpallii JiKapChKOTO
3ac00y, PEKOMEHIYEThCS TPHOX-TIEPIOAHE JIOCTIDKEHHS 3 METOK  OIIHKH
3aCTOCYBAaHHS TaOJETKH, IO JUCIEPIyeThCSl B POTOBIA MOPOXKHMHI, 3 Ta 0e€3
CYyIyTHBOTO Tpuiiomy piauau. OIHAK, SKIIO0 B JBOX-TIEPIOAHOMY JOCTIIKEHHI
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JIOBEJICHO 010€KBIBAJICHTHICTh TA0JETOK, 110 JUCIIEPTYIOTHCS Y POTOBIN MOPOKHUHI,
NPUWHATHX 0€3 BOAU Ta PEPEPEHTHOTO JIKAPChKOTO 3ac00y, MPUUHATOTO 3 BOJIOIO,
O10CKBIBAJICHTHICTh Ta0JETOK, IO JUCHEPTYIOThCA Y POTOBIM TOPOKHUHI,
NPUWHATHX 3 BOJIOIO, MOYKHA MPUITYCTUTH.

SIKo TabneTKH, IO JUCIEPryIOThCS y POTOBIM MOPOKHUHI, € TEHEPUUYHUM abo
riOpugHAM  JIKApChKUM  3acCO000M 0 BXKE 3aTBEPIKEHOTO  pedepeHTHOTO
JKapChKOTO 3ac00y y ¢opMi TaOJIETKH, IO AUCTIEPTYIOTHCS Y POTOBIM MOPOKHUHI,
3aCTOCOBYIOTHCS TaKi peKOMEH/IAIT MO0 JU3alHY AOCIIHKCHHS:

e skio pedepeHTHUH JIIKapChKUM 3acid MOXKe MpUitMaTUCs 3 BOAOI0 abo 0e3 Hel,
010€KBIBAJICHTHICT, Ma€ OYTH MPOJEMOHCTpOBaHA 0e€3 BOJM, OCKUIBKH TaKi
YMOBH Kpallle BChOTO BioOpakatoTh BUKOPHUCTaHHS mpemnapaty. Lle ocobmuBo
BXJIMBO, SKIIO Jil0Ya pEYOBMHA MOXKE OyTH pPO3YMHEHAa Ta 4YacTKOBO
abcopOoBaHa B pOTOBIM  mopoxkHUHI.  Skmo  610€KBIBaJIEHTHICTh
IPOJEMOHCTPOBAHO TIPU 3aCTOCYBaHHI TMpemnapaTiB  0e3 BOJAM, MOXHA
MPUIIYCTUTH O10€KBIBaJIEHTHICTh, KOJIM MpenapaTy NpUMMaroThCs 3 BOJIOIO;

e KO pedepeHTHUM JKapChbKUM 3aci0 MPUUMAETHCA TIABKA OJHHUM CIOCOOOM
(HampukJia, TUIBKU 3 BOJIOI0), 010€KBIBaJICHTHICTD HEOoOX1THO
MPOJEMOHCTPYBaTH B TaKUX K€ YMOBax (3BUYAHO JIBOX-TIEPIOAHUI
NepexXpecHui Ju3aiiH);

e kIO pedepeHTHUM JKapChbKUM 3aci0 MPUUMAETHCA TIIBKU OJIHUM CIIOCOOOM
(HampukiIaa, TUIBKH 3 BOJIOIO), a JIOCHIIPKYBAaHUN MperapaT MpU3HAaYeHUN s
JI0JIaTKOBUX YMOB MpuioMy (Hampukiaa, 0e3 BOAM), 3BHUAWHUIA Ta HOBUUN
METOJ HEOOXIAHO TMOPIBHATH 3 pe(EepeHTHUM IMpU 3BUYANHOMY HUIAXY
3acTOCyBaHHs (IM3aiflH 3 TphbOMa BBEJACHHSAMHU Ta TpboMma Imepiogamu y 6
MOCJTITOBHOCTSX).

B nocnimxeHHSIX OIIHKU TaOJEeTOK, 110 JUCIIEPTYIOThCS Y POTOBIM MOPOXKHUHI, 1110
npuiiMaroTbesi 0€3 BOJAM, PEKOMEHJOBAHO 3BOJIOKYBAaTH POTOBY MOPOXKHUHY
koBTatoun 20 Mi1 Boau Oe3mocepeHbO Mepes PO3MILIEHHSIM Mpenapary Ha s3ull.
PexomMeH10BaHO HE JO3BOJISITH NPUMMATH PIAMHY PaHIlIEe HIK Yepe3 TOJAUHY MIiCIs
IPUAOMY.

JIJist IHIIUX OpaJIbHUX JIIKAPCHKUX (POPM, TaKUX SK IUTIBKH, IO JUCIEPTYIOTHCS B
POTOBIM MOPOXKHWHI, OyKaNbHI TabMeTKu abo IJIIBKH, CYONIHTBaJIbHI TAOJETKU Ta
KyBaJIbHI TA0JICTKH MalOTh BUKOPUCTOBYBATHUCS IM1IXO/IU, TOMIOH1 K /1Sl TAOJIETOK,
0 JUCTEPTYIOTHCS Y POTOBIA TOpoxHUHI. JlocmimkeHHs 0i10€KBiBaJIEHTHOCTI
HEOOX1ZIHO TMPOBOJWTH BIAMOBIAHO [0 PEKOMEHAALli MI0J0 3aCTOCYBAaHHS
npenapary.

Po3uuHn nsa OPAJIBHOI'0 3aCTOCYBaAHHSA

Akimo AoCHiKyBaHUM JKApChKUM 3aci0 € BOJHHUM PO3YHMHOM ISl OpajibHOTO
3aCTOCYBaHHS Ha 4yac NPUMOMY Ta MICTUTh AII0YY PEYOBHHY B Takidl XKe, SIK 1y
pedeperTHOTO JKapChKOTO 3aco0y, KOHIIEHTpaIlli, JOCJT1IPKCHHS
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010€KBIBAJIGHTHOCTI MOke Oyt BiaxwieHe. [Ipore, SKIO AOMOMIXKHI PEUYOBUHH
MO>KYTh BIUTUBATH HA MPOXO/HKCHHS B IIUTYHKOBO-KHUITKOBOMY TPaKTi (HampuKIaj,
copOiT, MaHIT TOIO), Ha abcopOIito (HAIPUKIIAJ, MOBEPXHEBO-AaKTUBHI PEUYOBUHHU
a00 JOMOMIXKHI PEYOBHMHHU, IO MOXYTh BIUIMHYTH Ha TPaHCIOPTHI OLIKH),
PO3YUHHICTB IN VIVO (Hampukiaj, CIiBpO3UYMHHHUKH) a00 Ha CTaOUIBHICTH AIF0YO01
pedoBHHH IN VIVO, TOCTi/HKEHHSI 010€KBIBAJICHTHOCTI HEOOXITHO MPOBOIUTH, SIKIIIO
TUTBKM BIMIHHOCTI B KUIBKOCTI IHMX JOMOMDKHHUX PEUYOBHH MOXYTh OyTH
aZIcKBaTHO OOTPYHTOBAHI IIJITXOM TOCUJIAHHS Ha 1HII JaHi. Bumorn anamoriuHi, sk
npu nponenypi OioseriBep Ha miacraBi BCK [3] (muB. po3min 1V.2 «JlonmomixHi
peuoBunm» Jlomatky III 1iei HacTaHOBHM), 3aCTOCOBYIOTH 1O IOAIOHOCTI
JOTIOMDKHHUX PEYOBHH OpaTbHUX PO3UHHIB.

VY Tux BUMagKax, KOJU JOCIIKYBaHUHN JIKapChKUM 3aci0 € OpallbHUM PO3YUHOM,
mo Mae OyTh Ol0€KBIBAJICHTHHM IHIIIN JIKapCchKid (opmi st OpalibHOTO
3aCTOCYBaHHS 3 HETallHUM BHBUIBHEHHSIM, HEOOXIJHO MPOBOJMUTH IOCITIIKECHHS
010€KBIBAJICHTHOCTI.

Jlikapcbki 3ac00u 3 QIKCOBaAHOI KOMOiHaIi€I0

Bumoru no nocnimkeHHsi 010€KBIBaJEHTHOCTI JIIKAPCHKUX 3ac00iB 3 (p1KCOBAHOIO
koMOiHariero BukianeHi B kepiBHunTBi EMA/CHMP/158268/2017 «Guideline on
clinical development of fixed combination medicinal products» [21] Ta B Haka3i
Ne460 [3]N. YMOBH MOXKIMBOCTI IIPOBEICHHS POLEAYPU O10BEWBED I TEHEPUYHUX
JiKapCchKUX  3aco0iB 3 (ikcoBaHOIO  KOMOIHAI[l€l0  TPEJCTaBJICHI B
pozauni V Honatky I1.

HeopanabHbHi JikapcbKi GopMH HeraiHOT0 BUBIJIbHEHHSI CUCTEMHOI il

Ile#i po3min 3aCTOCOBYETHCS, HANPUKIAMA, JJISI PEKTAIBHUX JIKApChKUX 3ac0o0iB. B
OCHOBHOMY JOCHIPKeHHsI OloekBiBajieHTHOCTI HeoOximHi. [Iporemypa BiaMOBH Bif
MPOBEICHHS JOCTIKCHHsT O10€KBIBAJICHTHOCTI IN VIVO MOXXE pO3IJISIaTUCS y pasi
pPO34YMHY, 110 MICTUTh AKTHUBHY JiI04y PEUOBHMHY y TiM K€ KOHIIEHTpaIlii, 1o 1
3aTBEPKECHUN PO3YMH Ta Ma€ OJHAKOBUM SIKICHWHM 1 MOMIOHMM KITBKICHUM CKIaa
JOTIOMD>KHUX PEYOBUH (YMOBH JIJIsi OPATIbHUX PO3UYMHIB MOXKYTh BUKOPHUCTOBYBATHCS B
IIUX BUIAJKaX).

ITapeHTepanbHi pO3YNHHU

JocmipkeHHs:  010€KBIBAJICHTHOCTI, $K TMPaBWIO, HE € HEOOXIAHUMH, SKIIO
JOCIIKYBaHUH JTIKapChKHM 3aci0 BBOAUTHCS SIK BOJAHHUIM BHYTPIIIHBOBEHHUI PO3YUH,
0 MICTUTh TaKy » aKTHBHY pPEUOBHMHY, IO 1 3aTBEp/UKCHUN Ha JaHWHW dYac
mikapcekuii  3aci0  (pedepenTHmii  mikapcekmii  3aci6)N.  Ilpore  mociimkeHHS
010€KBIBaJIEHTHOCT1 HEOOX1JHE, SKIIO Oy/Ib-sKl JOMOMIKHI PEUOBUHU B3a€MOJIIOTH 3
JIIOY0I0 PEUYOBUHOIO (HAMIPHUKIIA] YTBOPIOIOTH KOMIUIEKC) ab0 iHaKIIe BILUTMBAIOTH HA
PO3MOMAUT IF0Y0i PEUOBWHH, SKIIO TUIBKM HE JOBEACHO, IO JOCIIHKYBaHHH 1
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pedepeHTHUI JIKapChKl 3acO0M MICTSATHh OJIHAKOBI JOTMOMIKHI PEUYOBUHH B IYy¥KE
CXOI1M KUIBKOCTI, Ta MOXKE OyTH aJIeKBaTHO OOTPYHTOBAHO, 110 OyAb-sAK1 BIIMIHHOCTI
B KIJIbKOCTI HE BIUIMBAIOTh Ha (papMaKOKIHETUKY JI1F0Y01 pEUOBHHHU.

B pasi iHmmx napeHTepaabHUX MUISAXIB BBEJICHHS, HAPUKIIAJ BHYTPIIIHHOM'I30BOMY
a00 MiIIIKIpHOMY, Ta SIKIO JOCTIPKYBaHUN JIIKApChKUH 3aci0 HaJCKUTh O OJHOTO
TUITY PO3YMHY (BOAHUI YH OJIHHUIN), MICTUTh OJTHAKOBY KOHIICHTPAIIIIO TI€T XK JiF0U01
PEYOBMHM Ta OJHAKOBI JOIMOMDKHI PEYOBHMHM B TMOMIOHIA KUIBKOCTi, MO 1
3aTBEP/DKEHUN Ha JaHWM 4ac JIKapChbKHM 3acid (pebepeHTHMN J11KAPChKUMA
3acif) ¥, nmochikeHHS OIOCKBIBAJICGHTHOCTI HE € HeoOXimHuMmu. KpiMm ToOTO,
JOCTIKEHHST O10€KBIBAaJCHTHOCTI HE € HEOOXIIHMMH JUIsl BOJHUX MapeHTEPaIbHUX
PO3UYMHIB 3 MOPIBHSHHUMH JOMOMDKHMMH PEUYOBHHAMH B CXOXKIM KUIBKOCTI, KOJH
MOXe OyTH TPOJAEMOHCTPOBAHO, IO JOMOMDKHI PEYOBMHH HE BIUIMBAIOTh Ha
B’SI3KICTb.

JlimocomanbHi, MileJsipHi JiKapchKi 3ac00M Ta JiKapcbKi 3aco0M y BHIJIAXI
eMYJIbCiil 1151 BHYTPIilIHLOBEHHOT0 BBEICHHS

o Jinocomanvhi nikapcoki popmu. OapMaKOKIHETUUHI MUTAHHS, MOB’S3aHl 3
JIMOCOMAIbHUMH ~ TIpermapaTaMyd  JJIi  BHYTPIITHROBEHHOTO  BBEICHHS,
NOTPEOYIOTh CHEIIaIBbHOTO PO3MJSAYy, 10 HE TMPEJICTaBICHUNA B AaHId
HaCTaHOBI.

o Emynscii. 3Bu4aiiHo AJ11 €MyJbCld HE PO3TJSAaloTh BIAMOBY BiJl MPOBEACHHS
JOCITI/KEHb 010€KBIBaJIGHTHOCTI IN VIVO.

[Ipote nyst mpenapariB y BUTIIAII eMYJIbCid MOXke OyTH MPUNHSATHOIO BiJMOBA
BiJI IIPOBEACHHS JOCIIKEHb 010€KBIBaJICHTHOCTI IN VIVO, SKIIO:

- (a) mikapchkuii 3acid HE NpPU3HAYEHUH JI1 KOHTPOJIIO BUBUIBHEHHS YU
PO3IOILTY;

- (0) muIsAX Ta MBHIKICTH BBEJCHHS € TaKHUMH K, K 1 y 3aTBEPKEHOTO Ha
JaHuii yac Jikapcekoro 3acody (pedepenTHoro nikapcskoro 3acoby)N.

VY nux BuUnagkax ckjiag Ma€e OyTH sIKICHO Ta KUJIBKICHO OJJHAKOBHUM 13 TAaKUM SIK Y
3aTBEpIKEHIN Ha JaHMi 4ac eMyJkcii (pedepeHTHOMY IiKapchkomy 3aco0i)V.
HeoOxigHo mpencTaBisTH IOCTaTHI JaHl JUIsl JAEMOHCTpaIlli IyXKe CXOXHX
(b13UKO-XIMIYHMX XapaKTEPUCTHK, BKJIIOYAIOYM PO3MOALUT YaCTOK JUCIHEPCHOT
minigHoi (asu 3a po3mipoMm. Ha miATpUMKY IHIIMX XapaKTEPUCTUK €MYJIbCii
pO3TIsal0Th, HAMPUKIAA, TOBEPXHEBI BIACTUBOCTI €MYJIbCIi, Taki K J3eTa-
MTOTEHIIIAJI Ta PEOJIOTTYH] BIIACTHBOCTI.

o Jiniou 0na eHYmMpiWIHBbOBEHH020 NAPEHMEPANbHO20 XAPYYBAHHA MOXYTh
pO3MISAaTUCS B pa3i BIAMOBH IPOBEACHHS JIOCTIKEHb O010€KBIBaJICHTHOCTI
IN VIVO, SKIIO MpeACTaBICHO 3a[0BUIbHI AaHi MOPIBHSIBHHMX (DiI3HKO-XIMIYHHX
XapakTEepUCTUK. BIAMIHHOCTI B CKJIaAl MOXYyThb OyTH OOTrpyHTOBaHi 3
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ypaxyBaHHSM MPUPOAH 1 TEPANIEBTUUHMX IILJIEH TaKUX JIKAPChKUX (HOpM.

o MiuenoyrBoprowui mnpenapatu. Po3unHH Milen Ajis BHYTPIITHHOBEHHOTO
BBEJICHHSI MOYKHA BBaXATH «CKJIAJIHUMU» PO3UMHAMHU 1 TOMY 3a3BHYail BOHH HE
PO3TISAAIOTHCS AJI BIAMOBU Bil TMPOBEACHHS JOCITIIKEHb 010€KBIBaJICHTHOCTI
in vivo.

[Ipote s MilEIOYTBOPIOIOYMX TIPEMapaTiB MOXKE PO3TIISIATUCS BiIMOBA Bif
IIPOBEJICHHS JTOCITIKCHb 010€KBIBAJIGHTHOCTI 1N VIVO, SIKIIO:

a) BIIOYBAa€ThCS IIBUJAKE PYWHYBaHHS MIIeNl IPU PO3BEACHHI Ta Mpemapar He
NpU3HAYSHUH 7151 KOHTPOJIIO BUBUTEHEHHS 200 JI0CTaBKH;

0) NUISIX 1 MBHJAKICTh BBEJACHHS € TAaKMMHU K, SIK 1 Y 3aTBEPHKECHOTO Ha JaHUN
yac npenapary (pedepeHTHOro Jlikapchkoro 3acody)N;

B) JIOTIOMIXKHI PEUOBUHHU HE BILUTMBAIOTH HA PO3MOJILT I1F0Y01 PEYOBHHH.

Y 1uux BuUMaAKax SAKICHAW Ta KUIBKICHUM CKJIaa MilnenspHoi  1Hy3ii
Oe3mocepe/IHbO Tepe/l BXKUBAHHSAM Ma€ OyTH TaKUM XKe, SIK 1 Yy 3aTBEPIPKEHOIO
Ha faHuii yac (pedepeHTHOrO JikKapchkoro 3aco0y)N. HeobxigHo npecTapisaT
3aJI0BUTBHI  JaHl  JJIs  JEMOHCTpalii  moaiOHOCTI  (hI3UKO-XIMIYHHUX
XapaKTEPUCTHK, TaKl K KPUTHYHA KOHUEHTpAIis MILE, 3[aTHICTh CKIAIy [0
po3urHEHHs (TakMX SK MaKCHMajbHa KOHIEHTpallis go0aBku - Maximum
Additive Concentration), BitbHa Ta 3B’s13aHa Jlif04a pEYOBUHA Ta PO3MIp MilElL.

Ile Tako 3aCTOCOBY€ETHCS Y pa3l HE3HAYHUX 3MIH B KUIbKICHOMY YH SIKICHOMY CKJIaJi
3a YMOBH, IO BIICYTHI OyJb-siIKl 3MIHM B KIJIBKOCTI YM THIIl ITOBEPXHEBO-aKTUBHHUX
PEYOBHH.

Jlikapcbki popmu 3 MoAu(pIKOBAHMM BHUBIJIbHEHHSIM CHCTEMHOI il

Opanoui  nikapcoki  gopmu 3 moougpikoeanum  6UBIIbHEHHAM |
mpancoepmanvhi aiKapcoKi popmu

HeoOxigHi gocmipkeHHS O10€KBIBAJICHTHOCTI BIAMOBIAHO JO KEPIBHHIITBA
CPMP/EWP/280/96 Corr 1 «Guideline on the pharmacokinetic and clinical
evaluation modified release dosage forms» [20].

Buympiwnvom’az06i i niowkipni naikapceki gopmu 3 mooughikoeanum
6UBLTbLHEHHAM

Jlist cycnien3iii ab0 KOMIUIEKCIB YU OyAb-SIKOTO BUAY MaTpHIli, 110 MpU3HAYEH] IS
BIICTPOYEHOTO YM TMPOJIOHTOBAHOT'O BUBUIBHEHHS  J1I0Y0i PEYOBUHH, IS
BHYTPIIIHHOM SI30BOTO UM IMIAIMIKIPHOTO BBEACHHS JEMOHCTPAIliI0 O10€KBIBAJICHTHOCTI
HEOOXITHO TPOBOJIUTH, JOTPUMYIOUMCh TPABWI 7 JIKapCcbkux ¢GopMm 3
MOA(IKOBAaHIUM BUBIILHEHHSM JIJIsl TI03aCyJIMHHOTO 3aCTOCYBAHHS, HANPUKIIAM IS
TpaHCJAESPMAJbHUX JHKApCBKUX  (OpM, BIAMOBIIHO JO JI0OY0i  HACTAHOBH.
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Jlikapchbki 3ac004 MicueBoOi Ail Ta MiCIIeBOT0 32CTOCYBAHHS

Jlns mikapchKUX 3acO0IB MICIIEBOTO 3aCTOCYBaHHs (OpasibHE, Ha3albHE, 1HTaJSAIINHE,
o TaIbMOJIOTIUHE, Y JePMATOJIOrii, peKTaJlbHEe, BariHaJIbHE 1 T.I. 3aCTOCYBaHH:), 1110

JIIOTh y MICIIl 3aCTOCYBaHHsSI, peKOMeHJaIlli MO)KHAa 3HAaWTH B I1HIIMX HACTaHOBaX
(CPMP/EWP/4151/00 rev 1, CPMP/EWP/239/95) [22, 23].

BimMoBa Bijg TpoOBEACHHS JOCHIHKCHHS O10CKBIBaJCHTHOCTI IN VIVO Moxe OyTh
NPUMHATHOIO Yy pa3l PO3UMHIB, HANPHUKJIA] OYHHX Kparieib, Ha3aJIbHUX CHpeiB abo
HAIIKIPHUX PO3UYMHIB, SAKIIO JOCTKYBAaHUHM JIKApChbKUM 3acid HaJIEXKUTh /0
OJTHAKOBOTO THUMY pO34YMHY (BOAHMIA UM OJIMHHUI) Ta MICTUTh OJHAKOBY
KOHIEHTPAIlII0 Takoi > Ji0Yoi pPEYOBHHM, IO 1 3aTBEPIKEHUN HaA JaHUN dYac
miKapceKuii  3aci6  (pedbepenTHmit  jikxapcexuit 3aci6)N.  Hesnauni
BIIXWJICHHSI B CKJIaJl JOMOMDKHUX PEYOBHH MOXYTh OyTH TPUUHIATHUMHU, SKIIO
BIAMOBIAHI  (papMaleBTUYHI  BJIACTHBOCTI  JIOCHIDKYBAHOTO Ta pedepeHTHOTO
JKApChKUX 3ac00iB € 1IGHTUYHUMHU a00 CYTTEBO CXOXUMHU. By/b-siki KUJIBKICHI Ta
SIKICHI BIIMIHHOCTI B JIOMOMDKHHUX PEYOBHHAX MarOTh 00OB’S3KOBO OyTH 3aJ0BLIHHO
OOTpYHTOBaHI 3 TOYKHM 30py BIUIMBY Ha TEpameBTUYHY €KBiBajeHTHiCTh. [Ilmsax Ta
croci® BBEJIEHHSI MArOTh OyTH TaKOXX TaKUMHU 3K, AK 1 JUIsl 3aTBEPKEHOTO Ha JaHUI
yac JiKkapchKoro 3acoby (pedepeHTHOro mkapchkoro 3aco0y)N, skmo iHme He
0OTPYHTOBAHO.

KoxHoro pasy, KomuM CHUCTEMHHH BIUIMB B Pe3yJbTaTi MICIIEBOTO 3aCTOCYBaHHS
MpenapariB MICUEBOI Ail NPU3BOAUTH 10 PU3UKY CUCTEMHUX MOOIYHUX SBUI, KOTO
Mae OyTH BH3HaueHOo. Mae OyTH MpPOJEMOHCTPOBAHO, MIO CHCTEMHHMU BIUIMB
JOCIIIKYBAHOTO JIIKAPCHKOTO 3ac00y HE OUIBIIMK HIXK Y peepeHTHOrO JIIKAPChKOTO
3aco0y, To0TO BepxHs Mexa 90 % moBipyoro iHTEpBaldy HE MOBUHHA MEPEBUILYBATH
BEPXHBOI MEX1 MPUHHATHOCTI O6ioekBiBasieHTHOT 125.00.

T'a3n

Axmo mgikapchKui 3acid — 1€ ra3 IS IHTajsIii, HE BHUMAra€ThCs IPOBEICHHS
OCIIHKEHHS 010€KB1BAJIEHTHOCTI.
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Honmarok 111

IIpouenypa oioseiiBep Ha miacraBi BCK
I. Beryn

[Tinxin mpouemypu OioBeiiBep Ha miactaBi BCK mpusnaueHuit nis 3MEHIICHHS
JOCIIKeHb 010€KBIBaJICHTHOCTI IN VIVO, TOOTO BiH MOXKE PO3TIISAIATHCS SK 3aMiHa
(surrogate) JOCITIKCHD 010€KBIBaJICHTHOCTI in vivo. JlocmimKeHHS
010€KBiBaJICHTHOCTI IN VIVO MOXYTh HE MPOBOJIUTHCS, SIKIIO TPUIYIICHHS IIPO
€KBIBaJICHTHICTH IN VIVO MOXke OyTH OOTPYHTOBAHO 33/I0BUIBHUMU JTaHUMH IN VItro.

3actocyBanHs  mporeaypu  OioBeiiBep Ha  miactaBi BCK  oOMmexyerbes
BHCOKOPO3YMHHUMHU JIIOYUMHU PEUOBHUHAMH 3 BIJOMOIO aOCOPOIIi€I0 Y JIFOIUHH, 1110 HE
MaroTh BY3bKOI'O TEPANEBTUYHOTO iHAeKCY (auB. po3min 4.1.9 1iei HacTaHOBH).
[Tponienypa GioBeiiBep Ha mijgctaBl BCK 3acTtocoByeThes is JIKapChKUX 3ac00iB Y
TBEPIUX T030BaHUX (POpMax CUCTEMHOI JIii 3 HETalHUM BUBLILHEHHSM JIJIS1 OPAIBLHOTO
3aCTOCYBaHHs, 110 MalOTh OJIHAKOBY JiKapchbKy (opmy. B Tol ke uvac mporeaypa
OioBeiiBep Ha migctaBi bBCK He 3acTOCOBYeThCS i CyOJIIHTBaJbHUX, OYyKalbHUX
JTKapCchKuX 3aco0iB 1 JIKApChKUX 3aco0iB 3 MOAM(IKOBAaHUM BUBUIbHEHHSM. Jliis
JKApChKUX 3aco01B, M0 JUCIEPTYIOTHCS Y POTOBIA MOPOXKHUHI, MIAX1J TPOLETypU
oioseiiBep Ha mijncraBi BCK mose 3actocoByBaTHCS JHILIE TOJI, KOJAU adcopOLis B
POTOBII MOPOKHKHI MOXK€E OyTH BUKIIFOUEHA.

[Iponenypa OioBeiiBep Ha miactaBi BCK npusHauena st posrisigy NHUTaHHS
010€KBIBAJICHTHOCTI MK BIJNOBIAHUM T€HEPUYHUM MpPENapaToM Ta pedhepeHTHUM
JikapcbkuMu  3aco0amu. LI  nOpUHIMOIM ~ MOXYTh  BUKOPUCTOBYBATHCS  JUIS
BCTAHOBJICHHSI O10€KBIBAJICHTHOCTI B 3asBKaX Ha T'E€HEPHYHI JIKApChKi 3aco0u, Ha
3MiHH, IO MOTPeOYyIOTh HOBOI peecTparlii 1HHOBAIIWHUX JIKAPCHKUX 3acO0iIB, MPHU
3MiHaX, fAKI MOXYTh OYTH TMPOTITOM Jii PEECTPAIIMHOTO TOCBITYCHHS, IO
noTpeOyIOTh TMPOBEICHHS  JIOCTIHKEHb O10€KBIBAJEHTHOCTI, a TaKOX MIDK
JIKapChKUMU 3ac00aMH, 110 BUKOPUCTOBYBAJIMCH HA €Talll KIHIYHUX JOCTIKeHb, Ta
JTKapChbKUMU 3aco0amu, 10 OyayTh BUPOOJISTHCS B IPOMUCIOBUX MaciTabax Ta € Ha
PUHKY.

Il. 3araasHi BUMOrHM

[Ipouenypa 6ioseiiBep Ha minctaBi BCK 3acTocoByeTbes 10 JIKapChbKUX 3aco0iB 3
HETalHUM BUBUIbHEHHSM, SKIIIO

* OyJ0 JOBEJEHO, IO Jil0Ya pEUYOBHHA MPOSBIISIE BUCOKY PO3UMHHICTH 1 MOBHY
adcopomiro (I kitac 3a BCK, ausuck posain 111 miei HactanoBH) Ta

" a0o myxe MmBUAKOPO34YMHHI (> 85 % mitouoi pedoBuHU 3a 15 xBuiIWH), abo
mBuaKopo3urHHI (85 % mpotsrom 30 XBWIWMH) XapaKTEPUCTUKH POIYMHEHHS
INVIitro i gociipKyBaHOro Ta pedepeHTHOro JIIKAPChKUX 3aco0iB Oyiu
MPOJIEMOHCTPOBAHI 3 ypaxyBaHHsIM crienudiuanx Bumor (quB. po3ain V.1 miel
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HACTaHOBH) Ta

" JIONIOMDKHI PEYOBHMHHM, II0 MOXKYTh BIUIMHYTH Ha O10J0CTYIIHICTh, € SIKICHO 1
KUJTbKICHO OJJHAKOBHUMH. B OCHOBHOMY BHKOPHCTAHHS OJTHAKOBUX JOTIOMiKHHX
PEUYOBHMH Yy TMOMIOHUX KIUIBKOCTSAX € TepeBaXHUM (nuB. po3ain V.2 el
HACTaHOBH).

[Iponenypa OioBeiiBep Ha minctaBi BCK TakoX 3acTOCOBYETHCS 10 JIKApPCHKUX
3ac001B 3 HEratHUM BUBIILHEHHSIM, SKIIO

* OylO0 [OBEACHO, IIO [il0Ya PEYOBHMHA IMPOSBISE BUCOKY PO3YMHHICTH 1
oomexeny abcopoOirito (III xnac 3a BCK, muBuck po3min 111 miei HacTaHOBN)
Ta

" JIyXe IBHIKOPO3YMHHI (> 85 % mpoTsaroM 15 XBUIIMH) XapaKTEPUCTUKU
PO3YUHEHHS IN VItr0 JuIs JOCHIHKYBAaHOTO Ta pedEepeHTHOro JKapChKUX
3ac001B OyJH IPOJEMOHCTPOBAHI 3 ypaxXyBaHHAM CHEU(BIYHUX BUMOT (JIUB.
posnin V.1 1ieil HacTaHOBH) Ta

" JIONOMIDXHI PEYOBUHH, 110 MOXKYTh BIUTUHYTH Ha 01010CTYMHICTb, € SKICHO 1
KUIBKICHO OJHAKOBHMH, Ta 1HIIN JIOTIOMDKHI PEYOBHHHM € SKICHO
OJIHAKOBUMH 1 KUIBKICHO JyXe moaionumMu (auB. po3min 1V.2  miel
HACTaHOBH).

B OCHOBHOMY pH3HMKM HEBIJIIMOBIJHOTO PIMIEHHS LIOJ0 MOKJIMBOCTI IPOBEICHHS
npouenypu OioBeliBep Ha miactaBl BCK (Hampuknan aOcopOuist, cnenudiuna s
MEeBHOT JUISTHKH, PU3UK B3a€MOJIIi TPAHCIOPTHUX OUIKIB y JUISHIN aOcopOiii, cKiia
JOTMIOMDKHUX PEYOBHMH 1 TEpPaneBTUYHI PU3UMKH) MalOTh OyTH OLIbII KPUTHUYHO
PO3IIISIHYTI JIJIS JTIKAPChKUX 3ac001B, All0Ya peuoBHHA SKUX HayexuTh 110 11l knacy 3a
BCK.

I11. Jiroua peyoBuHa

Sk mpaBuiio, TMEPEKOHJUBI OIMYOJIIKOBaHI JaHI 3 PELEH30BaHUX JKEPEsl HayKOBOT
JiTEpaTypu MOXKYTh OYTH MPUHHATHUMH JJIS1 BIJOMHUX CIIONYK, JIJIsl TOTO 11100 ONUcaTh
XapaKTEPUCTUKU 110901 PEYOBUHU, BAXIIMBI JJIA MPOBEACHHS MpoLeypu Ol0BeHBEp
na miacrasl BCK.

[Iponienypa OioBeiiBep Ha minactaBi BCK Moxke 3acTocoByBaTucCs, KOJIM Jitoya
pEYOBHHA Y JOCIIKYBAHOMY Ta pe(PEpeHTHOMY JIIKAPChKUX 3ac00ax € TIEI0 CaMOIO.
[Iponienypa OioBeiiBep Ha mifctaBi BCK Takoxx MoOKe 3aCTOCOBYBATHCS, SKIIO
JTOCHIKYBaHUM Ta pedepeHTHUM JIKapChKi 3acOo0M MICTSATh PI3HI COJIi, 32 YMOBH
k1o oou Bl Hajexats 110 I kiacy 3a BCK (Bucoka po3unHHICTh Ta MOBHA abcopOiis,
auB. posninm II1.1 Ta II1.2 miei HactanoBm). [Ipoueaypa GioseliBep Ha migcraBi BCK
HE 3aCTOCOBYETBHCS, SIKINO JOCTIIKYBAaHHMM JKApChbKiA 3aci0 MICTUThH 1HIWMHA edip,
ckiagHuil edip, 13oMep, paremar, KOMIUIEKC ab0 MPOIyKT AepuBaTH3aAIiil AiI04Y0i
PEUYOBHMHH TIOPIBHAHO 3 pPe(EPEeHTHHM JIIKapChKUM 3acO000M, OCKUIBKH O3HAueHI
BIIMIHHOCTI MOXYTh HIPHU3BECTH JI0 Pi3HOI O10JOCTYMHOCTI, IO HE MOXe OyTH
BCTAHOBJICEHO Ha TMIJACTaBl JOCHIDKCHb, SKI BUKOPUCTOBYIOTHCS B KOHIICTIIIi
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nporeaypu 6ioBeiBep Ha mijacraBi bCK.

Jlitoya peyoBMHA HE Ma€ HaJeXKaTH 10 TPYMH JIKAPCHKUX 3ac00iB 3 BY3bKUM
TepaneBTUYHUM 1HJeKCOM (uB. po3/aia 4.1.9 11ie€i HacTaHOBHU MpO JIKAPCHKI 3aCO0U 3
BY3bKUM TEPAICBTUYHUM 1HICKCOM)

1.1 Posuunnicmo

HeoOxigno BcTaHoBUTH Ta 00roBopuTH Mpodiie pH-3anexHol pO3YMHHOCTI 104901
pedoBuHM. [[itoua pedyoOBHMHA BBAXKAETHCS BHUCOKOPO3UYMHHOIO, SIKIO HaWBHUINA
OJIHOpa30Ba JI03a TMpenapary HETalHOrO0 BHUBUIHLHEHHS TOBHICTIO PO3YHMHSIETHCS B
250 mn Oydepnux pozumHiB y mianazoni pH 1 - 6,8 mpu 37+1 °C. lna nokasy
HEOOX1JTHO MPOBECTU JTOCHIIPKEHHS MPUHAWMHI B TPHOX Oy(pepHUX pO3UMHAX B MEXKaX
poro miana3ony (6axano mpu pH 1,2; 4,5 Ta 6,8) Ta Takoxk nomatkoBo npu pKa,
KO 11 3HAYCHHS 3HAXOJIUTHCS Yy BHINe3a3HadyeHoMy mianazoni pH. IloTophi
BU3HAYCHHS NIPU KOKHOMY 3HaueHH1 pH MOXXyTb OyTH HEOOXITHUMU JIJISl TOCSTHEHHSI
YiTKOi Kjacu@ikaiii pPO3YMHHOCTI JIIFOYOi PEUYOBUHU (HAMPUKIAA, METOJIOM
CTpYIIyBaHHSI KOJOW ab0 IHIIUM OOTPYHTOBAaHUM METOAO0M). 3HaueHHs pH KOXHOTO
OydepHOro po3urHy HEOOX1THO MEPEBIPATH O Ta IMICISI BBEACHHS J1H0Y0i PEYOBUHU
B Oy(epHHil po3UuH.

[11.2. A6copoyin

IIpu mpouenypi OioseiiBep Ha miactaBi BCK HamaeThcs mepeBara AaHUM IMOBHOT
abcopOuii y droauHu. B 11bOMy KOHTEKCTI aOCcopOIlisi BBaXAa€ThCS MOBHOO, SIKIIO
BUMIpIOBaHUHN piBeHb abcopOuii ckinagae > 85 %. IToBHa abcopOiuisi B OCHOBHOMY
NOB'sI3aHa 3 BUCOKOIO MPOHUKHICTIO.

[ToBHa abGcopOrisi mpemapaty Mae OyTu OOTpyHTOBaHa Ha TMIACTaBl JTOCTOBIPHHUX
JTOCTIDKeHB Y JTroauHM. J[aH1 OCIIIKEeHb

*  a0co0THOT 010I0CTYITHOCTI 200
" BH3HAYCHHS MacoOajlaHCy
MOXXYTh OYTH BUKOPUCTAHI HA MIATPUMKY IILOTO TBEPI>KCHHS.

Sxmo maHi MOCHIKEHHS MacoOallaHCy BUKOPHCTOBYIOTHCS [JISl IMATBEPKEHHS
NOBHOI aObcopOI1ii, 000B’I3KOBO Ma€ rapaHTyBaTHCs, 110 METAOOJITH BpaxoBaHi MpHU
BU3HA4YeHHI abcopOoBaHOi (pakilii, yTBOpIOIOThCA michs abcopOuii. Tomy, Koiu
BU3HAYAIOTh 3arajibHy pajJl0aKTUBHICTh ce4l, Ma€ OyTH rapaHTOBaHO, II0 HE ICHYE
po3Mmaay 4d MeTafdoi3My HE3MIHEHOI J1I0U0i peYOBUHM B IUTYHKOBIA YM KHUIIIKOBIM
pimuHi. OxcupatuBHuid (1 ¢dasza) 1 kow’roroBanuit (2 ¢asza) Meraboni3M MOXKe
BIIOYBaTHUCS TIIBKH Micisi abcopOiii (TOOTO He MoOe BiOyBAaTHCS B HUTYHKOBIN 4M
KUIIKOBIN piguHi). OTKe, MaHl JOCIHIHKEHHS MacoOalaHCy MiATBEP/KYIOTh MOBHY
abcopOI1ito, SKIO 3arajlbHUNA BMICT B C€4l BUXIHOI PEUOBHHHU, a TAKOXK BMICT B cedl
Ta Kajul i1 MeTabomiTiB, 10 MNpoOHIIIM | OKCHIATUBHY Ta 2 KOH'IOTOBHY a3y
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MeTa0o0113My, CTAaHOBUTH > 85% 103M.

Kpim TOro, BHCOKOPO34YMHHI il04l PEYOBHHHU 3 HEMOBHOIO abCOpOIli€r0, TOOTO
cnostyku |l xnacy 3a BCK, MoxxyTh MaTu rpaBo Ha npoueaypy 0ioBeiiBep Ha mijcTaBi
BCK 3a ymoBH, 110 TIE€BHI MEepeayMOBH BiJHOCHO CKIJIaTy MpemapaTy i pO3UYMHEHHS
In vitro BukoHaHi (uB. Takox po3aii V.2 «JlomoMikHI peUOBHHNY ITi€T HACTAHOBH).
binmbm kopcTki BUMOTHM OYyIyTh TaKOXX 3aCTOCOBYBATHCS JO TMpemapartis, IIIo
npomonyioTeess 10 I kmacy 3a BCK, skmo moBHa aOcopOliis He MoOxe OyTu
MEPEKOHJIMBO MPOJAEMOHCTPOBAHA.

SIk  TATBEpUKCHHS MOXHA BHUKOPUCTOBYBATH JaHI mpo Oil0EKBIBAJICHTHICTh
npenapaTiB JIsl IEPOPATbHOTO 3aCTOCYBAaHHSA, 10 € BOAHUM PO3YHMHOM Ta TBEPJIOIO
JKapChKOW (HOPMOIO, OCKIJIBKH II€ BKa3zye, 10 OOMexeHHs abcopOiiii oOyMOBIIeH1
XapaKTepUCTHKaMH Tipenapaty (i3 HeralHUM BUBIJIBHEHHSAM) Ta MOXKYTh BBa)KaTHCS
He3HaYHUMU. [IpoBeneHI HaJEKHUM YHHOM JOCHIDKEHHS HPOHUKHOCTI IN Vitro,
BKJIFOYAIOYM CTaHJIAPTHI 3pa3Ku, MOXYTh TaKOXX BBaXKATHUCS IM1ITBEP/KYBATLHUMU
TUTSL JaHuX IN Vivo.

V. Jlikapcbkuii 3aci0
IV.1. Poszuunenns in Vitro

IV.1.1 3aranpH1 IIOJIOKEHHSA

JlocnipKeHHsT MaloTh TapaHTyBaTU BJIACTUBOCTI HETalHOTO BUBIJIBHEHHS 1
MIATBEPAXKYBATU MOAIOHICTh MDK JAOCTIIPKYBAHMMH JIIKAPCHbKUMHU 3ac00amu, TOOTO
JTOCHIDKYBaHUN Ta peepeHTHUN JIIKapChKi 3aCOO0M MarOTh MOKa3yBaTH MOIIOHICTH
pO3YUHEHHS IN Vitro mpu (i3i0J0TiYHO BIAMOBIIHUX €KCIIEPUMEHTAILHUX yMOBax pH.
[TpoTe 11 HE BCTAHOBJIOE KOpEsMio IN Vitro /in vivo. Po3umnenHs in Vitro mae
nocnimkyBaTucs B aianazoni pH 1 - 6.8 (mpunaiimai pH 1.2, 4.5 ta 6.8). JlogatkoBi
JOCIIKEHHS MOXXYTh OyTH HEOOXIMHMMH Tpu 3HadYeHHsX pH, B skux miroua
peYOBHHA Ma€ MIHIMAIbHY PO3YMHHICTh. BUKOpUCTaHHA OyIb-IKHUX MOBEPXHEBO-
AKTUBHUX PEYOBHH HE € IPUINHATHUM.

HocnimxyBanuii Ta pedepeHTHUN JTiKapchKi 3aco0O0M MaroTh BIJIMOBIJIATH BUMOTaM
po3ainy 4.1.2 OCHOBHOTO TEKCTY HACTAaHOBU. BIAMOBIMHO /10 IIMX BUMOT JOIIBHO
JOCIIKYBATH OUIBII HIXK OJHY CEpPit0 JOCIIKYBAHOTO Ta PEPEPEHTHOTO JIIKAPCHKUX
3aco0iB.

[TopiBHSUTBHI  JOCTIDKEHHS PO3YMHEHHS 1IN VIIr0O MarmTh BIAMOBIAATH iI0OYUM
dbapMakoneiHUM CTaHaapTaM. TakuM YUHOM, HEOOXIJIHO HaJaTH JCTalbHUN OIHUC
YMOB TIPOBEJICHHS €KCTIEPUMEHTIB 1 aHAJITUYHUX METOJUK, BKJIFOYAIOUM BasialliiHi
naHi. PexoMeHIyeTbCs BUKOPUCTOBYBATH 12 OJWHMUIIL JIIKAPCHKOTO 3acoly Jis
KOXKHOTO JIOCHIJKEHHSI JJIsi TPOBEJCHHS CTAaTUCTUYHOI OIlIHKU. 3BUYAHUMU
YMOBaMH JOCIII>KEHHS €:

® TIPWIAJU: IPHUIIAJ 13 KOIIUKOM a00 MPUIaJ i3 JIOMATTIO;

e 00'em cepenopuia po3urHeHHS — 900 M1 200 MEHITIE;
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e TeMIiepaTypa cepeaoBuiia po3unHeHHs — 37+1 °C;
® [epeMilIyBaHHs:
O Tpuiaj 13 KOMUKOM — sk rpaBuio 100 06/xB;
O TIpWIAJ i3 JTOMATTIO — K TpaBuio 50 06/xB;
¢ rpadik Bimdbopy mpob: Hanpukiam, 10, 15,20, 30145 xB;

e Oydep: pH 1.0 - 1.2 (3a3Buuait 0,1 M po34uH KUCIOTH XJOPUCTOBOJIHEBOI a00
MTYYHUN NUTYHKOBUH cik 6e3 depmentiB), pH 4,5 1 pH 6.8 (abo mry4yna
KHUIKOBa pimmHa 06e3 (depMeHTiB); (HEOOXimHO 3a0e3mednTH BIAMOBITHUN
piBeHb pH mpOTATOM yChOro €KCIIEPUMEHTY; PEKOMEHI0BaH1 OydepHi po3unHU
onucani B €Bponelicekiii Gpapmaxonei abo depxasniii hapmaxonei Ykpainu');

® 1HII YMOBH: BICYTHICTh MOBEPXHEBO-AKTUBHUX PEUOBHH; Y pa3l xKEITATHHOBUX
Karcyn abo TaOJeTOK 3 JKEIAaTHUHOBUM MOKPUTTAM MOXKE JOIyCKaTHCS
BUKOPHUCTaHHS (DEPMEHTIB.

Crnig npeAcTaBUTH MOBHUM KOMIUIEKT JOKYMEHTIB IIOJIO PE3YJIbTATIB MOPIBHAIBHUX
JOCHIKeHb IN VItro, BKJIIOYAKOYM MPOTOKOJ BHIIPOOOBYBaHHS, 1H(POPMAILIIIO 00
cepiil JTOCHIIKYBAaHOTO Ta pe(epeHTHOro JIKapChKUX 3ac00iB, J€TalbHI yMOBH
EKCIIEpUMEHTY,  BaJiJalliiiHI  JaHi  METOJUK  MPOBEJCHHS  EKCIIEPUMEHTIB,
1HIUBITyalIbHI 1 CepeIH1 pe3yJIbTaTH Ta BIJIMOBIIHY IM1JICYMKOBY CTaTUCTHUKY.

IV.1.2. Ouninka pe3yabTariB po3uruHeHH 1N VItro

JlikapchKi 3acO0U BBaXXKAIOTHCS JIyKE IMIBUAKOPO3UYMHHUMHM, KOJIM HE MeHIIe 85 % Bin
3a3HAYEHOI HAa €TUKETIl KUIbKOCTI JIIF0Y0i PEUOBUHU POZUMHSETHCA 3a 15 XBWIMH. Y
pasi, KOJIM 11€ BUKOHYETHCA JJI1 TEHEPUYHOTO 1 pehepeHTHOTr0 JIKAPChKUX 3ac00i1B, iX
MoAIOHICTh MOXKeE OyTH IpHitHATa 06€3 Oyb-IKOr0 MATEMAaTHYHOTO OOYMCIICHHS.

BincyTHicTh 3HAaYyIIMX BiAMIHHOCTEH (TOMIOHICTH) Mae OyTH MPOIAEMOHCTPOBAHA Y
BMITaJIKaX, KOJW OUIBII HIK 3a 15 XBWJIMH, ajie He OuThIe HiXK 3a 30 XB JH0CATaETHCS
NPAKTUYHO TOBHE pO3YMHEHHs (TpuHaiiMHI, 85 % BiJ 3a3HA4YE€HOI HA ETUKETII
KUTBKOCTI Jitouoi peuoBunu). dakrop momioHocTi (auB. Jomatok I miei HacraHoBm)
a0o 1HII BIAMOBIAHI TECTH CJIiJ BUKOPUCTOBYBATH I JIEMOHCTparii mpodiiro
noMi0HOCTI  JTOCHIKYBAaHOTO Ta pedepeHTHOro JiKapchkux 3aco0iB. [lpote
OOroBOpeHHA  BIJIMIHHOCTI ~ Opo(QUIIB  PO3YMHEHHS 3  TOYKH  30py  IX
KJIIHIYHOI/TEPaneBTUYHOI  BIJAMOBIJTHOCTI  BBAXKAETHCS  HEJOPEUYHUM,  OCKUIBKH
JOCTIDKEHHS HE BiI0OpaXkaroTh OyIb-sIKy Kopesiiro in vitro/in vivo.

IV.2. Jlonomischi peuosunu

Xoua BIIUB IONOMDKHUX PEYOBUH Y JIIKAPChbKUX (popMax 3 HEralHUM BUBUIbHEHHSIM
Ha OIOJOCTYMHICTh IIBUIKOPO3UYMHHUX  JIIOUUX PEUOBHUH, 110 TOBHICTIO
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abcopOyrothest (TooTo | Kiac 3a BCK) BBakaeTbcsi MaJIOWMOBIPHHMM, BIH HE MOXKE
OyTH MOBHICTIO BUKIIIOUeHH. ToMy HaBiTh y pa3i aitounx pedoBuH | kiacy 3a BCK
PEKOMEHYEThCS BHKOPUCTOBYBATH TMOMIOHY KIJIBKICTh THX CaMHUX JOTOMDKHHUX
PEUOBHMH B CKJadl JOCIHIKYBAHOTO JIIKAPCHKOTO 3acol0y SK Yy pedepeHTHOro
JKapChKOTO 3aco0y.

Sxmo mporexypy 6ioBeriBep 3acTocoByeThes 10 mirounx pedoBuH III kmacy 3a BCK,
JOTIOMDKHI PEYOBHHU MalOTh OyTH SKICHO OJHAKOBHMH 1 KIIBKICHO JTy’K€ CXOXKHUMH,
100 BUKJIIOYUTH Pi3HI e(eKTH Ha MEMOpaHH1 TPaHCIIOPTEPH.

Sk mpasmio, ans girounx pedoBuH I Ta III xmacy 3a BCK cmin BukopucToByBaTH
noOpe BHBYCHI JOMOMDKHI PEYOBMHM B 3BHYAWHIA KIJTBKOCTI, Ta HEOOXITHO
PO3TJISHYTH 1 OOTOBOPUTH MOJKJIMBI B3a€MOJIIi, 1[0 BIUIMBAIOTh Ha O10JI0CTYIHICTH
JKapChKOro 3aco0y Ta/ab0 XapaKTepUCTUKU po3uMHHOCTI. HeoOximHo HajgaTh omuc
GYyHKIINA TOMOMDKHMX PEYOBUH 3 OOTPYHTYBAHHSIM TOTO, IO KIIBKICTh KOMXHOI
JIOTIOMIDKHOT PEYOBMHHU B MEXKax 3BHYANHOTrO Jiana3oHy. [|omoMikHI pedyOBHHH, 1110
MOXXYTh BIUIMBATH Ha O10JIOCTYNHICTh, HANPHUKIAJ COpOIT, MaHIT, JIaypwicyibdaT
HATpil0O YW 1HIN cypdaKTaHTH, MarOTh OYTH BH3HAYE€HI, a TaKOX OIIHEHO iX
MO>KJIMBHM €EeKT Ha:

- MOTOPHKY IITYHKOBO-KHIIIKOBOT'O TPAKTY;

- CXWIBHICTh  JI0  B3a€EMOJIi 3  JIIOYOK0  PEUOBUHOKW  (HANpPHUKIAI,
KOMILJIEKCOYTBOPEHHS );

- MPOHHUKHICTH JIIKAPCHKOTO 3ac00y;
- B3A€EMOJIII0 3 MEMOpPaHHUMU TPAHCIIOPTEPAMH.

JIOTIOMI>KHI pEYOBUHHU, 110 MOXKYTh BIUIMBATH Ha 010JJOCTYIHICTh MalOTh OYTH SIKICHO
Ta KUTbKICHO OJJHAKOBUMH B BUPOOOBYBAaHOMY Ta pedepeHTHOMY JIIKAPCHKHUX 3ac00ax.

V. Jlikapchki 3acoou 3 pikcoBanor komoinaunierw (FCs)

[Tponenypa GioseiiBep Ha miacraBi BCK 3actocoByeThes 10 pikcoBaHUX KOMOIHAIIH 3
HeraHUM BUBUIBHEHHSM, SIKIIO BCi miroui pedoBuHU B FCS Hamexats m0 | um |1

kiacy 3a bCK Ta st JOMOMDKHUX PEYOBUMH BHUKOHYIOTH YMOBH, OMHUCAHI B PO3ILT
V.2,

[HakIIe HeoOXiAHO POBOJUTH JAOCIIKESHHS 010€KBIBAJIGHTHOCTI IN VIVO.
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Honaroxk IV

IIpencraBiienns GiopapManeBTUYHUX Ta 0i0AHATITHYHUX JAHUX B po3aiii 2.7.1
Moayas 2.

1. Beryn

Meroro posminy 2.7.1 Mopayns 2 peecTpaimiiHOTO JOChE € y3arajdbHEHHS BCi€l
BIJIMOBIAHOI 1H(pOopMalii o0 OiopapMalieBTUYHUX JOCTIKEHB 1 OB’ I3aHUX 3 HUMHU
AHAIITUYHUX METOIB.

Lle#i momatox MICTUTH HaOlp MmIAOMOHIB TaONHIb JUIS JOMOMOTH 3asBHUKAM Y
HiAroTOBIN po3auty 2.7.1 Moayns 2, HaIaloThCS BKa31BKH IIOJI0 MMOJa4il pe3yJbTaTiB.
Kpim Toro, nepenbavaerbes 10 CTaHIapTU30BAHE MPEACTABICHHS JaHUX CIPUSITUME
npolecy OIiHKH. ToMy 3asiBHUKaM PEKOMEHIY€TbCS BUKOPUCTAHHS IUX I1a0JOHIB
TaOJUIb TIPU MiAroToBLI po3auty 2.7.1 Moayns 2. et nogatok mpusHayeHUd Jist
3asgB Ha TEHEPUYHI JKapchbki 3acobm BimmoigHo a0 ctarti 10 (1) JdupexTuBu
2001/83/EC ma uunnozo 3axonooascmea Yrpainu [3]N. Kpim Toro, y pasi norpebu,
TaKOX PEKOMEHYE€ThCSI BUKOPUCTOBYBATH 111 I1a0JI0HU TaOMUIIb 1 B 1HIIKUX BUIAJIKaX,
TaKHMX SIK 3adBU Ha 3MIHH JI0 MaTepialliB PEECTPALITHOrO J0Che, 3asiBU Ha (DIKCOBaHI
KOMOI1Halli, 3asBH Ha 3MIHHU, 110 TOTPEOYIOTh HOBOI PEECTpAllii, Ta 3asBU Ha T1OpUIH1
JKapChKi 3ac00U.

2. IncTpykuii 111010 3aMI0BHEHHS Ta MOAa4i TA0 UIb

Tabnui noTpiOHO 3aMOBHIOBATU TUIBKHU JJII OCHOBHHMX JOCTIIKEHbB, 10 3a3HAYCHI B
J0ChE, BiAMOBITHO 10 po3aiury 4.1 HacranoBu. SIkio € Oinblie, HiXK OJHE OCHOBHE
JOCTIKEHHS, 1HAMBIAyalbHI TaOJMIIl MarOTh OYTH MIATOTOBJICHI /I KOXHOTO
nociimxeHHs. KpiM Toro, Taki BKa3iBKU Ui TaOJIUI MAIOTh OyTH TOTPUMAHI:

e [udopmamis moao He cxBajgeHoro B €C pedepeHTHOro JiKapchKoro 3acody
(non-EU reference products) ne Bumaraerscs (6 pasi nooaui 3assu ¢ €C);

e TaOmuui B po3aini 3 MalOTh OyTH 3alOBHEHI OKPEMO JIJIsi KOKHOTO aHalliTa B
JOCTIIKEHH1. SIKIIO0 1CHYy€ OUbIle HI’K OAWH JOJIKYBAaHUM JIIKAPChKUM 3aciO,
TO CTPYKTypa TaOJMI[l HOBUHHA OYTH CKOPUTOBAHA;

e Tabmuii B po3aili 4 MamTh 3allOBHIOBATHCH I METOAUKH, IIO
BUKOPUCTOBYETHCSI B  IMIATBEPKYBATHHOMY (OCHOBHOMY) JOCIIKEHHI
010€KBIBAJICHTHOCTI. SIKIIIO BH3HAYA€ThCS OLAbIIE HDXK OJWUH aHaiT, To
Tabmnis 4.1 1 norenmiiino Ta0omuist 4.3 MarOTh 3aIIOBHIOBATHCS I KOXKHOI'O
aHAIITY OKPEMO.

3arajioM, 3asiBHUKaM PEKOMEHIYEThCS BUKOPUCTOBYBATH MEPEXPECHI MOCHIAHHS Ta
MPUMITKH, SIKIO JOJA€ThCA JoaaTrkoBa iH(opMmairis. Ilosis, Mo HE 3aCTOCOBYIOThHCH,
MarTh OyTH MIMKUCAH] K «HE 3aCTOCOBYIOTHCS» Pa30M 3 MOSICHIOIOUNM MOCHIAHHSM,
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SIKIIIO HEOOX1IHO.

Kpim Toro, B koxxHOMy po3aini mabjoHy Mae OyTH MepexXpecHe IOCUJIaHHS Ha
PO3MIIIICHHSI ~ MIATBEP/KYBaJbHOI  JOKyMeHTamii abo Ha BUXIAHI JaHl B
peecTpariitHoMy JTOChE.

Tabnuii He MOBUHHI OYTH BIJICKAHOBAaHUMH KOMIisIMH, 1 iH(pOpMallis B HUX Mae OyTH
3pyuyHa i momryky. HacTiiiHo pexomeHayeTbes, 1mo0 3asBHUKU IMOAABAIN PO3ALT
2.7.1 Mopnyns 2 takoxx B WORD (.doc) abo RTF-hopmari.

3. Bka3iBku 11010 10KyMeHTAaIlii 115 npoueaypu 0ioBeiiBep Ha miacraBi BCK

BiamoBimai maHi anms oOTpyHTYBaHHsS 3aCTOCYBaHHs TMporeaypu OloBeliBep Ha
nigcrapi BCK wmaroTe Oyt BrimodeHi B po3ain 5.3.1 «3BiTH  JIOCHIHKEHHS
MOPIBHSUTBHOI O10/I0CTYIMHOCTI Ta Ol0€KBiBaJIEHTHOCTI» Moy 5. KopoTkuil orisi
JAHUX TOBMHEH OyTH HajaHuii B po3aual 2.7.1 3 OoOIpyHTYBaHHSIM MPOBEIACHHS
nporeaypu 6ioBetiBep Ha mifacraBi BCK ta cmuckoM BiAMOBITHUX MTOCHJIAHb.

1. BizmMoBa npoBeeHHA OCTiIKeHb iN VIVO U1 Pi3HUX 103yBaHb

Taoauusa 1.1 SAAkicHui Ta KUIbKICHUAN CKJIaA J0CTII)KYBAHOI0 JIKAPCHKOI0
3aco0y

KomnerneHt OyHKIA Hiroda pedoBuHa, Mr (iHpOpMAIlis Ha STHKETII)
XX mr XX mr XX mr

(po3mip 3asiBiIeHOT cepii) (po3mip 3asiBieHol cepii) (po3mip 3asBieHoi cepii)

Anpo Kinekicts %* Kinexictb %* Kinexicts O%*
Ha Ha Ha

OJIMHHMIIIO OJIMHHMIIIO OJIMHHMIIIO
Bcboro 100% 100% 100%
O06omnoHKa
Bceboro 100% 100% 100%

* KOJICHULL KOMROHEHm supadicacmuvcs y siocomkax (WIW) 610 3azanvnoi macu sopa abo macu 3 060r0nKo0 uu WV 0st

PO34UHIE

[HCTpYKINi

BxurounTr ckiaj BCix 103yBaHb. JlogaTy JOAATKOBI KOJIOHKH, SIKIIIO HEOOX1IHO.
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Ta6auus 1.2. /Iani po3unneHHst in Vitro

Micue npoBeneHHs TECTY Po3MimenHs 3BIiTY TOCTiIKEHHS
(TOM, CTOP., HOCHIIAHHS)
YMOBU pO3YHMHEHHS Amnapatypa
O6epTH 3a XBUIINHY
CepenoBuiie
00’em
Temneparypa
CypdakranT
CepenoBuiie po3dMHEHHS Yac BinOopy npob (XBHIMHU YU FOANH) f,
5 10 15 20
Jlo3yBaHHS pH=
pH=
Ne KUIBKICTh OJMHULIL pH=
Ne cepii QC cepenosume '
Jo3yBaHHs pH=
pH=
Ne KUIBKICTh OJJMHULIL pH=
Ne cepii QC cepenosume '
Jo3yBaHHs pH=
pH=
Ne KUJIBKICTh OJJMHULIL pH=
Ne cepii QC cepenosume '

! Tinvku aKwjo cepedoguiye po3duHeHHs, NpusHaueHe Ojisi OYIHKU BUBLIbHEHHA JIIKAPCbKO20 3aco0y, GIOPI3HACMbCA 6i0
oygheprux

[HeTpyKIli
3anoBHIOBATU 110 TaOJUII0 TOTPIOHO, TUIBKK SIKIIO HEOOXiJHa BIIMOBa BIJ

MPOBEJICHHS JOCITIKEHHS 010€KBIBAJICHTHOCTI IN VIVO IS TOAaTKOBHX J03YBaHb Ha
JIOJATOK JUIS JIO3yBaHHS, IO JOCHIKYEThCS IN Vivo. TinbKU cepenHe 3HAYCHHS
BIJICOTKa PO3YMHEHHS Mae OyTH TMpeACTaBieHE, aje HEOOXIAHO TMOo3HayuTu (*)
pesynbTat, ko RSD Bume 10 %, oxpim mepimioi Touku, ae jiMmiT ckiagae 20 %.
JIOTIOBHITH TAOJUIIO JTOJATKOBUMH KOJIOHKAMH BIATIOBITHO J0O Yacy BimOopy mpoO.
Sxmo 3asBreHo Oubie 3-X AIFOYMX PEYOBHH, MOTPIOHO JOJATH JOJATKOBI PSIKU.
3naveHHs f, moBMHHI OyTH po3paxoBaHi BITHOCHO JO3yBaHHS, JUIS SIKOTO JIOBEICHO
OloekBiBaJieHTHICTh. ~ HeoOXiiHO ~ OOTpyHTYBaTH  aJbTEPHATUBHUMA  METOJ,
BUKOPUCTAHUH JIJIS1 pO3PaXyHKY, AKIIO miaxiz f, He BUKOPUCTOBYEThCS.

56



CT-H MO3Y 42-7.4:2022

2. Indopmanis npo aocaixkeHHs 6ioeKBiBaJeHTHOCTI

Taoauus 2.1. Indpopmanist mpo gocaigxyBaHuii Ta pedepeHTHUH JiKapChKi

3acooun

XapakTepucTuKa mpenapary

JocainkyBanmii Jikapcbkuii 3aci0d

PedepenTHnii Jikapcbkuii 3aci0d

Haspa

Jo3yBaHHs

Jlikapcbka dopma

BupoOHuuk

Ne cepii

Po3wmip cepii (biocepis)

Kinpxicuuii Bmict! (% Bin
3a3HAYCHOTO Ha YIAKOBIIi)

Po3mip mpomucioBoi cepii

Tepmin npunaTHOCTI (HaTa
MTOBTOPHOTO TECTYBAHH)

Posmimenns ceprudikara Ha
npenapar

Towm/cTopiHKa, TOCHITaHHSL

Tom/cTOpiHKa, TOCHIAaHHS

HaszBa kpaiHu, B sKiii Oyi0o
3aKyIUICHO pe(epeHTHHH mpenapaT

Leit mpoaykt OyB BUKOPHCTAHHHA B
TaKUX JOCTIDKEHHAX

Kox mocmimxens

Konx mocmimxens

! Buocumscs inpopmayis 0na KodxicHoi akmusHoi cyocmanyii Qikcosanoi komoinayii

.

[HCTPYKITI]

Akmio OUTBII HIK OJIHA cepis JOCTiKYyBaHOTO abo0 pedepeHTHOTo JIKapChKOTro

3aco0y Oylia BHUKOpHUCTaHA ISl JIOCHIKEHb O10€KBIBaJECHTHOCTI,

3anoBHiOBaTH Ta0mwuiro 2.1 1715 KOXKHOI A0CIHKyBaHOi/pedepeHTHOT cepil.

Tadoauus 2.2. Micue(-s1) npoBeaeHHsI <T0CTiIKEHHST>

HEO0O0X1HO

Hasga oprawnizarii

Anpeca oprasizartii

Tacnexuis

Pik Oprasizaris

Micre KaiHIgHOT
YaCTUHU JOCIIIKEHHS

Micue 6ioaHaIITHYHOL
YaCTUHU JOCIIIKEHHS

Micue
(hapMaKOKiHETUIHOTO i
CTaTHCTUYHOTO aHAJI3y

CIoHCOp TOCIiKESHHS
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Taoauus 2.3. Indopmanis moxo <aocaigKeHHs>

HazsBa gociimkeHus:

Po3mimieHHs 3BiTy

[epiox gocmimkeHHs
Kniniune:
Bioananituune:

Hwnzaitn
Jo3za:
OnHokpartHe/GaraTokpaTHe BBEICHHS:
KimpkicTs mepiomis:
JBoxda3Huii Au3aiH:
Harme/micns mpuitomy ixi:

Kinbkicth cy6’exTiB

- OTpHUMaJIH JI03yBaHHS:

- 3aBEPIIMIH JOCTIHKCHHS:

- BKJIIFOUEHO B (DiHAJIBHUI CTATUCTUUHHUNA
- BKJIFOUEHO B (DiHAJIBHUI CTATUCTUUHHUN

TOM/CTOpiHKa, TIOCHIaHHS

<Ywucno, Mics1lb, pik> - <HucI0, MiCsAIb, PIK>
<Ywucno, Mics1lb, pik> - <UUCIO0, MiCSIb, PIK>

(Tax/mi)
<##>
<##>
ananiz AUC: <##>
anami3 Crax. <H##>

cee

[HCTpYKINi

HeoOx1an0 3amoBHIOBaTH Tadmumi 2.2 1 2.3 114 KOKHOT'O JTOCIIKEHHS

3. Pe3yabTaTn

Taoauus 3.1. ®apmakokiHeTH4Hi 1aHi 4aa <a”aiair> B <Koa gociaigxeHHs>

dapMakoKiHETHYHI MapamMeTpH 4 Cepenne apudmernune (+ crannaprre Bixxwienns SD)
HocaimkyBanuii gikapebkuii 3aci6 | PedepenTHuii gikapcbkmii 3acié

AUC. !

AUC(0-) 2

Cmax

tmax 3

! Mooicna exazyeamu AUC o.72n) 3amicms AUC o)

8 00CNI0NHCEHHAX 3 Nepiodom 8i0bopy 3paskie 72 200, Kou

KoHyenmpayis npu 72 200 sumiproemocsi. Tinoku 05t npenapamis He2atlHo20 UBLIbHEHHS. .
2 Hemae neobxionocmi exazysamu AUC 0., sikiyo AUC .72n) 6kasyemubca samicms AUC o).

3 Meoiana (Min, Max).

4 Cepeone apugpmemuune (+ SD) mooce 6ymu 3aminene na cepeoue zeomempuune (£ CV %)

Taoauusa 3.2. lonarkoBi papMakokiHeTu4Hi AaHi 1 <anaiait> B <Ko

JOCJIIZKeHHA>

KonuenTpauis B 0iosoriuniii pinuni ge:

Cnopinnena ingopmanis

AUC (g / AUC (<08 '

<imentudikaniiinuii HomMep cy6’ekTa, # nepiony, F >

Crmax € IEPIIOI0 TOYKOIO

< ineHrudikaniiuuii Homep cy6’exTa, # nepiony, F>

3pazok 10 BBeganHs 103U > 5% Crax

< ineHtudikanituuit HoMep cy6’exTa, # nepiony, F,
KOHLICHTpALisl 1O BBEJICHHS JI031>

! Tinvxu saxujo ocmannsn moyxa 6iobopy AUC 0.y menwe nisic 72 200
2F = T ona docrioocysanoco npenapamy ma F = R ona pegpepenmnoco npenapamy
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Taoaunda 3.3. Ouinka O0ioekBiBaJeHTHOCTI g <aHaidiT> B <Koa
JOCJTIZKeHHA>

CepeniHe reoMeTpHYHE

®dapmakokiHeTHIHI _ criBBitHOMIEHHS! 3 Josipui inTepasm CV% !
napaMeTpu AocaiaKyBaHuii/pedepeHTHHI
JiKkapcbKuii 3acié
AUC?gy
Cmax

! Pospaxosane 3a cepeonvoreadpamuunoio piznuyeio (Residual Mean Squares). /[us docrioscens 3 nogmopHum
OU3AUHOM  3a3HAYAOMb  GHYMPIWHbLOCYO ‘ekmuy  gapiabenvhicms (%),  uxopucmosgyiouu Oaui MinbKu
peghepenmuo2o TKapcbKo2o 3aco6y.

2 B oesikux eunaoxax AUC o.72n)

[HCTpyKITi
Heo0OxigHo 3anoBHtoBaty Tabmwmii 3.1 — 3.3 11 KOKHOTO BIJIMOBIAHOTO aHATITY.
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Taoaunga 4.1. Baaigania 0OiloaHAJITHYHOI MEeTOANKH
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3BIT 11010 Bamifanii aHATITHYHOT'O METOLY
Micue3HaxomKeHHs

<Kox mocmimxeHHsI>
<TOM/CTOpiHKa, IPUMiTKa>

I_[ﬂ aHATITHIHA MCETOJIMKa BUKOPUCTOBYBAJIACsA B TAKUX Z[OCJ'[iH)KeHHS{XZ

<Koau pociimpkeHn>

Kopotkuit onmc MmeTo1uku

<uanpuknan, HPLC/MS/MS, GC/MS, meton
3B’s13yBaHHS JIraHxiB>

Bionoriyna matpurs

<HaIpuKJIaj, 1jJa3Ma, KpoB, ceya TOI0>

Amanit
Micre3HaxomKeHHs cepTUdikaTa Ha Ipenapar

<HasBa>
<TOM/CTOpiHKa, IPUMiTKa>

Brytpimnii cranmapr (IS) !
Micne3HaxomKeHHs cepTUdiKkaTa Ha penapar

<HasBa>
<TOM/CTOpiHKa, IPUMITKa>

Kani6pyBasbHi KOHIECHTpAILIi (OJMHHUII BUMIPY)

HwkHst Meka KiTbKiCHOTO BU3HAYCHHS (OJMHHUIIS BUMIpY)

<HIKHS MeXa KUIbKICHOTO BU3HAYCHHS>,
<mpaBWIBHICTH %>,
<mpernms3iiHicTh %>

QC koHneHTpanii (0MHHLI BUMIPY)

MixcepiliHa IpaBIIBHICTh

<piama3oH abo orpumani 3uauenss QC >

MixcepiliHa npenu3iiHICTD

<piama3oH abo orpumani 3uauenss QC >

BHyTpimHbOCEpiiiHA IPABUIBHICTD

<piama3oH abo orpumani 3uauenHs QC >

BuyTpimHpocepiiiHa npenusiiiHicTh

<pmiana3oH abo orpuMaHi 3HaueHHs QC >

Matpuunuii pakrop (MF) (8ci QC)!
IS HopMmanizoBauuii MaTpudHUil GakTop (Bci QC)!
Koeditient apiarii (%) IS HopManizoBaHOro MaTpH4IHOro (akropa (Bci QC)!

BifcoToK OTpUMaHKX 3HAYCHb 3pa3kiB KOHTpPoJO skocTi (QCS) B miana3oHi Bix
85% mo 115% Bim u.3. 14

BincoTok cepiit MaTpui 3 OTpUMaHUM cepeHiM 3HadeHHsM MeHie 80% Ta
6inbire 120% Bin u.3. 14

Husbknii QC Bucokuii QC
<cepelHeE 3HAaYCHHI> <CepeIHE 3HAaYCHHSI>

<cepelHE 3HAaYCHHI> <CepeHE 3HAaYCHHSI>

<CV.%> <CV.%>
<%> <%>
<%> <%>

JloBrocTpokoBa cTabiIbHICTh OCHOBHOTO PO3UMHY i pOOOUYMX PO3UMHIB? (3MiHH,
1110 crocrepiratTbes, %)

<Yac> mpu <°C>
<%, niana3on abo otpuMani 3HaueHHs QC >

KopoTkocTpokoBa cTabinbHICTh B 0i0JI0TI4HIH MaTpHLi IPHU KIMHATHIH
TeMmreparypi, abo mpu TeMreparypi mpoiecy o0poOKH 3pas3KiB
(3MiHH, 10 CIIOCTEPIraThes, %)

<Yac> mpu <°C>
<%, niama3oH abo orpumani 3HaueHHs QC >

JloBroctpokoBa cTabiIbHICTh B 010JIOTIYHIN MaTpUIIi
(3MiHH, IO cTIOCTEPIratloThCs %)
Posminenns

<Yac> mpu <°C>
<%, niama3oH abo orpumMani 3HaueHHs QC >
<Towm/cTopiHka, NpUMiTKa>

CralinbpHICTB 30epiraHHs B aBTOMaTHYHOMY MPOOOBiAOIpHUKY
(3MmiHu, 110 criocTepirarothes, %)

<Yac> mpu <°C>
<%, niama3oH abo orpumani 3HauenHs QC >

CTabiibHICTB MICI MPOOOMIATOTOBKU
(3MiHH, 10 CIIOCTEPIrarThes, %)

<Yac> mpu <°C>
<%, niama3oH abo orpumMani 3HaueHHs QC >

CTabinbHICTh IPU 3aMOPOKYBaHHI Ta pO3MOPOKYBaHHI
(3MmiHu, 110 criocTepirarothes, %)

<TeMIeparypa, KiIbKiCTh IIUKIIiB >
< nmiama3oH abo otpumani 3HaueHHs QC >

JlomycTuMicTh po3BeIeHHS

KomnmenTpartis po36aBieHHs < B CKiJIbKH pa3iB >
[NpaBunbHicTh <%>
IIpenusiiinicts <%>

YacTkoBa Baiijganis 3

<OrmmrcaTu KOPOTKO IPHYHHY peBaigarii>

Po3mimenss < Towm/cTopiHKa, IpHMITKa >
[Tepexpecna Bamigaris > <Omnucatu KOPOTKO MIPUYHHY IepeXpecHO]
Po3MileHHs Bajiganii>

< Towm/cTopiHKa, IpUMiTKa >

! Mooice ne 3acmocogysamucs 015 OaHOi AHATTMUYHOT MemoOUuKU.

2 Jlonycmumo nogioomasmu pe3yibmamu KOpomKoCHpoK06oi cmabiibHOChi, AKWO0 HeMA€E OaHUX 00820CMPOKOBOT

CMabinbHOCMI OCHOBHO20 [ pOHOU020 PO3UUHIE.

3 L[i psaoku He € 06086 si3koeumu. Tlogidomme npo OyOv-aKy eanioayiro, uwjo Oyia nposedera nicjisk NOYAmKo8oi 8anioayii.

4 H.3. = HOMIHANbHE 3HAYEHHS.
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[HCTpYKITIS
Jeski migxoau B Tabauii 4.1 3aCTOCOBYIOTh TUIBKHU JiJIs1 XpoMaTorpadiyHUX METO/IIB 1

HE 3aCTOCOBYIOTH IS JITaH/I-3B’I3YIOUNX METOMAIB. Bka3zyBaTH «HE 3aCTOCOBYETHCS,
SKIINO NIAXOOW HE € BIANOBIIHAMM I JaHUX aHaimi3iB. HeoOXiIHO 3amoBHIOBATH
Tabnuiio 4.1 A7 KOXKHOTO BiJIMOBIAHOTO aHAITY.

Taoauus 4.2. Ilepioa 30epiranus 3pa3KiB 10CJiIKeHHSA

Kox mocnimxenns ' 1 aHamity HaiinoBmmii mepiox 30epiranus

< KUTBbKICTh > JHIB IIpu Temneparypi <°C>

< KUIBKICTB > HIB IpH TeMneparypi <°C>

" minbku 0151 OCHOBHUX OOCTIONCCHb

Taoauus 4.3. Anani3 3paskiB  <Koa nocaigxenns>

Amnamir <HaszBa>
3aranpHa KUIBKICTh BifiOpaHUX 3paskiB < KUJIBKICTB >
3aranpHa KUIBKICTh 3pa3KiB 3 NPUHHITHIMY pe3yJbTaTaMy < KiUJIBKiCTB >
3aranpHa KUTBKICTh MOBTOPHO NPOaHai30BaHUX 3pa3KiB'? < KUIBKICTP >
3aranbHa KiIbKiCTh aHAITMYHUX IUKIiB < KUIBKICTP >
3aranpHa KUTbKICTh IPUHHATHUX aHATITHYHUX kit < KUIBKICTB >

[loBTOpHMIi aHANI3 JOCHIIPKYBaHUX 3Pa3KiB 3 METO0 OLIHKM NPaBUJILHOCTI BM3HAUEHHS aHAJIiTy B
xiiniunmx spaskax! (incurred-samples)

KinpKkicTp 3pa3kiB < KUIBKICTP >

Bincotok 3paskiB, y SKUX PI3HHI MK ABOMa MOKa3HHKaMU
Oyma wenme HibK 20% BiI CcepeIHBOrO  3HAYEHHS
xpomarorpadivHux aHamiziB abo meHme Hix 30 % it MeToxy
3B’sI3yBaHHS JIITaH/IiB

<%>

! 6e3 no8mopHoO NPOAHANI308AHUX OOCTIONCYBAHUX 3PA3KI6 3 MEeTOKn OLiHKM NPaBUIIBHOCTL BM3HAUEHHA aHajIiTy
B kJiniunmx spaskaxt (incurred-samples)
2 3 IHWUX NPUYUH, OKPIM HeNPULIHAMHICMb AHATTIMUYHO20 YUKTY

[HeTpyKITli
Heo0xinHo 3amoBHUTH Ta0uUII0 4.3 17151 KOKHOTO BIJIOBIHOTO aHAIITY
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JlonoBHenHs 1

PexoMeHnaauii moa0 BU3HAYeHHS a0COJIIOTHOI i BITHOCHOI 0i010CTYITHOCTI
Abconomna 6ioodocmynHicme

Indopmariis om0 adcoa0THOT 610I0CTYITHOCTI BaXKJIMBA MPHU 3arajibHINA OLIHIT
(hapMaKoKIHETHKH JIIKApChKOi peuoBHUHM. [l psga XiIMIYHHUX CIHONYK iH(opMaliis
110,10 a0COJIIOTHOT 010/TOCTYITHOCTI IMOJIETIIY€E OIIHKY BU3HAYEHHs 0ajaHCy Macc, 110
7A€ MOXJIMBICTh POOWTH BHCHOBKM TPO BIUIMB IUISAXY BHBEIACHHS Ha KIIPEHC
PEYOBHHH.

L5 indopmariis BaxkIuBa Mpu HEOOXITHOCTI TOCTIHKEHb 3@ yYacTIO MAIl€HTIB 3
HUPKOBOIO Ta IEUIHKOBOIO HEJOCTATHICTIO, a TAaKOX JOCIIIKEHb MIKIIKAPCHKOL
B3a€MO/IIi 32 pIBHEM >KOBYHOI eKckpelli. [Hpopmarliis Takoxk Moxe OyTH KOPUCHOIO
MpU MPOTHO3YBAHHI HACIHIJIKIB TPECUCTEMHOI MDKJIIKAPCHKOI B3a€MOJIl, a TaKOX
IIBUKOCTI aOCOpOIIii Ta MeTaboI13My.

TakuMm YUMHOM, SIKIIO II€ MOXJIMBO, OCOOJMBO, I HOBHUX JIIOYMX PEUYOBUH
cUCTeMHOi [iii aOCOJIOTHY OIOJOCTYMHICTh HEOOXIHO BHU3HAYATH METOJIOM
MOPIBHSAHHA O10JJOCTYITHOCTI HPH HEBHYTPIIIHHOBEHHOMY Ta BHYTPIIIHHOBEHHOMY
nuIsiXxax BBeACHHS. JlJi1 pedoBUH 3 HENIHIMHOKIO (DApMAKOKIHETUKOIO yBara MOBHHHA
Oyt mpuiieHa 1031 (-am), M0 BUKOPUCTOBYBAJIACh (-MCh) IS OLIIHKK a0COJIFOTHOT
6iomoctynHocTi. KpiM Toro, gani 3 aOCOMOTHOOT O10/JOCTYITHOCTI € BaXJIMBUMU MIPH
IIPOBEJICHHI OIIHKH 3a mpoleayporo 6ioBetiBep Ha mifctaBi bCK [4].

Bionocna 6iooocmynnicmo

PexomeHyeThcss oTpuMyBatu 1HGOpPMAIlIIO IIOJ0 BIIHOCHOT 0100CTYITHOCTI
PI3HMX JKapchkuX Gpopm (abo CKIaAiB), 110 BUKOPUCTOBYBAIUCH B MPOLECT PO3POOKU
npenapaTty. 3a BH3HAYCHHSAM, BiIHOCHa OIOJOCTYMHICTH — II€ IOPIBHSIHHS
010I0CTYITHOCTI PI3HUX JIKApChKUX (GopM (abo X Pi3HUX CKJIAiB), IO BBOIATHCS
OJIHAKOBUM a00 PI3HUM HEBHYTPIIIHHOBEHHUM MUIIXOM (HANpUKIA, TaOJIETKU
MOPIBHSHO 3 OPAJIbHUM PO3UHNHOM).

HocnigxenHss O10€KBIBAJIEHTHOCTI HEOOXI1JHI, KpIM BHIAJIKYy MpOLEaAypH
oioseiiBep Ha migacraBl bCK, gxmio Oynu mpoBelieHl 3MIHU CKJIaay Mpenapary, sKui
BukopuctoByBaBcs B III (a3l kmiHIYHMX TOCHIIKEHb, 110 MOXYTh BIUIMHYTH Ha
MIBUJIKICTh Ta CTYMHiHb a0COpOIlii, MOPIBHAHO 3 KIHIIEBUM CKJIaJ0M. JloCiiKeHHS
BiTHOCHOI  OiogocTynmHOCTI (200 TOpPIBHSUTbHI — JOCHIDKEHHS  0100CTYITHOCTI)
PEKOMEHIOBaHI Mk pI3HUMHU ckjiagamu npemnapaty npotsrom I, 11 ta I ¢dasu. He
BUMAara€TbCs JIEMOHCTpalliss  Ol0€KBIBAJIGHTHOCTI  CKJAMiB  Mpemapary, IiIo
BukopuctoByBanuch B Il Ta III ¢dazi. Ilepenbavaerncs, mo Oyab-sKi BIAMIHHOCTI B
HIBUIKOCTI abo CTYIIEHI
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abcopO11ii Mk ITMMH CKJIaJaMU BPaXOBYIOThCS B 1u3aiini pociimkens I gazu.

Kminiysa  3Ha4yniictb  BIAMIHHOCTEM — CKJaaiB  JIIKApChKOro  3acoly,
BukopuctoByBanux y dazax I, Il 1 Il mocmimxkenns, maioTh OyTH OOTOBOpEHI Yy
J0JaTKax Uis HOBUX XIMIYHHUX JIIOUYMX PEUOBUH B po3ainax 2.5 1 2.7.1 1 BpaxoBaHi B
OLiHII (papMaKOKIHETUYHUX JAHUX B po3aim 2.7.2 Monyns 2.

PexoMenaaiii moao cynpadioqocTynnHux npenaparis

JocnipkyBaHui JTiKapChKUM 3aci0 BBAKAETHCS CynpadioJOCTYITHUM SIKIIIO HOTO
a0copOI11ii € 3HAYHO BHUIIOIO HI)K, Y peepPEeHTHOr0 JIIKAPCHKOTO 3aCc00Y.

k1o cynpabioIoCTyHICTh BUSIBIIEHA, TO HEOOX1THO PO3TJISIHYTH MOYMJIUBICTh
PO3pOOKHU JTiKapChKOi (GOPMHU 3 MEHIIIOK CUJIOKO Ail. Y I[bOMY BHUIAJKYy, HEOOX1JTHO
npeacTaBUTH  OloapMalleBTUUHY  pPO3pOOKY Ta  OCTAaTOYHE  JAOCIIJKECHHS
010JT0CTYITHOCTI 3MIHEHOI'O HOBOT'O MPOJIYKTY MOPIBHSAHO 3 PEPEPEHTHUM JIKAPCHKUM
3aco0om. Citiji 0OrOBOPUTH MO>KJIMBI BIIMIHHOCTI BILTMBY TKi Ha IMBHUIKICTH Ta / a00
CTyMiHb abcopOI1ii MK 3MIHEHUM HOBUM MPOJIYKTOM Ta pedepeHTHUM JIKaPCHKUM
3ac000M Ta, AKII0 HEOOXIIHO, OLIIHUTH B JOCIIKEHHIX IN VIVO.

VY pasi konu po3poOieHa Jikapcbka ¢hopMa Ma€e MEHIIY CUJTY Jii, BIaCTHUBOCTI
Ccynpabi0IOCTYITHOTO JIIKAPCHKOTO 3aco0y MOBWMHI OYTH BHBYEHI B KIIHIYHHUX
JOCIIIKEHHSIX .
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Mo:KIuBiCTh  BHKOPHUCTAHHSI  CXeMHM  TPbOX-NIEPIOAHOr0  NepPexXpecHOro
NMOBTOPHOI0 AM3AaWHY MJIsl AeMOHCTpalii BHYTPilIHHOCY0 €KTHOI BapiadeJabHOCTI
Crmax

Bumaraerbcsi BUKOPUCTOBYBATH MOBTOPHUI JTU3aliH NpU SIKOMY pedepeHTHUi
JIKapChKUM 3acid MNpUUHATO OUIBII HDK OJWH pa3, IS JEeMOHCTpalli, 1o
BHYTPIIIHbOCYO €KTHA BapiabenbHICTh IS Cmax peepeHTHOro JiKapchKoro 3acoly
Buie Hik 30 %. HalGiapin qo11iIbHOI0 B pa3i OOrPYHTYBAHHS BUKOPHUCTAHHS TPHOX
NEePIOJIHOTO MOBTOPHOTO Ai3aliHy JUIsl PO3MIMPEHHS KPUTEPIiB NPUUHITHOCTI 111 Crax
Oyna 6 pangomizaillisi cy0’€KTiB, 1[0 OTPUMYIOTh IIpenapaTH, y TakoMy nopsiaky: RRT,
RTR Tta TRR (me R — pedepentHuii nikapcbkuii 3acid, T — mociiapKyBaHHIA
nmikapcbkuil 3aci0). Takuii ni3aiiH € HaWOUIbII JOUUIBHUM, TaK SIK YCI CyO’€KTH
OTPUMYIOTh pePEpeHTHHI JIKapChKUil 3acid ABIYl, Ta, TAaKUM YHUHOM, OILIIHKa
BHYTPIIIHBOCYO €KTHOI Bap1aOeabHOCT1 0a3y€eThCs HAa JaHUX BCIX CY0’ €KTIB.

Pannmomizamisi cy0’ekTiB, B pa3l OOrpyHTYBaHHS BUKOPUCTaHHS TPbOX-
NEePI0IHOTO MOBTOPHOTO JU3ANHY JJI PO3UIUPEHHS KPUTEPIiB MPUHHATHOCTI Chax, 1110
oTpuMyroTh mnpenapatu y nopsaaky TRT ta RTR He posrisgaerses onTUManibHORO.
Opnak Takuil aAu3ailH MIr OW  3a0e3MeUuTH OIIHKY BHYTPIIIHBOCYO €KTHOT
Bapia0eIbHOCTI AOCTIIKYBAHOTO Ta peepeHTHOTO JIKAPChKUX 3ac001B. OCKIIbKU 1151
OIliHKa 0a3yeThCs TUIBKK Ha MOJOBUHI BCIX CYO’€KTIB JOCIIKEHHS, HEBU3HAUYCHICTD
MOB’s3aHa 3 UM OyJe BHIIE, HiXK sKIo BUKOpUcToBYyeThcsi RRT/RTR/TRR nu3aiin.
Takum uuHOM, sKimO BUKOpUCTOBYeThcs TRT/RTR — nuzaiin, Bumie miaHc
HEKOPEKTHOT'O BHUCHOBKY I110JI0 BUCOKOi BaplaOeabHOCTI pedepeHTHOIO JIKAPChKOTO
3aco0y.

BinmosigHo 10 BUMOT Ii€l HacTaHOBHM Ta BUMOT KepiBHuITBa €C [4], npuHaliMHi
12 cy0’ekTiB HEOOX1THO JIJIsi 3a0€3MeUeHHS PO3TJISly BAIIIHOCTI JAHUX JTOCTIIKEHHS
010€KBIBJICHTHOCTI Ta JJIA OLIIHKM YCIX KJIIOYOBHUX MapameTpiB. TakuM YUHOM, SIKILIO
BUKOPUCTOBYETHCSI TPHOX-TIEPIOHUI MOBTOPHUM JU3ANH ISl pO3IUIUPEHHS KPUTEPIiB
npuiHATHOCTI Chmax 3 mopsiakoM BBeacHHS TRT/RTR, To BBaXKae€Thes, 110 IPHHAKMHI
12 cy0’extiB Oyae HeoOXimHO st 3abe3neyeHHst gaHux 3 nociigoBHocTi RTR. Ile
nependayae JOCHIKEHHS, B SKOMYy Oyje BHMaratucs B 3arajbHiid KUIBKOCTI
npuHaiiMH1 24 cy0’€KTH, SIKIIIO pIBHA KIJTBKICTh CY0’€KTIB 3aisHa JUIsl IBOX MPUHOMIB
y IBOX TIOCJTIIOBHOCTSIX.
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Bumoru 10 pociaigkeHHs: 0i0eKBIBaJEHTHOCTI TeHEPUYHOIO JiKAPCHKOro 3aco0y,
skmo SMPC pedepenTHOro Jikapcbkoro 3aco0y aA03BOJISI€E NpPUHEMATH
noApioHeHy / ne3iHTerpoBany TaldJieTKy (3Mimany a00 He 3MillIaHY 3 [Kel0).

biomocTymHicTh Aitouoi (-uX) PeUYOBHHU (-H) MOXKE 3MIHIOBATHCS, SIKIIO JIIKAPCHKi
3aco0u MOAPIOHIOIOTHCS / JE3IHTETPYIOTHCS, MO0 CIPUSITH KOBTAHHIO, @ TAKOXK, SKIIIO
noApiOHEeHy / Je3iHTerpoBaHy TaOJIeTKy 3MimyloTb 3 ikew. Ilg 3miHa B
61070CcTynHOCTI MOXe OyTH crenu(pivyHOI0 B 3aJIKHOCTI BiJl CKJIaay Mpenapary Ta
roro BiactuBocTei. Tomy BUIPOOOBYBAaHMM JIIKApChKUN  3acid, SKHA €
010€KBIBaJICHTHUM pedepEeHTHOMY JIKapChKOMY 3aco0y MU MPUHOMI I1JI01 TabJIeTKH,
MOXX€ MAaTH CYTTEBO BIAMIHHY OIOJOCTYIHICTh TOPIBHSHO 3 pPePEpPEeHTHUM
JIKapChbkUM  3aco00M, KOJM  o0ujaBa  MpUHUMAIOThCS  MOApPIOHEHMMHU  /
Ae3iHTerpoBaHMMHU  (3MilIaHUMU 200 He 3MilmaHuMu 3 Dkero). OmKe, 3riIHO
MOTIEPEAHBO OIMYOIIKOBAaHOT HACTAHOBU, OYIKYBAJIOCA, IO 010€KBIBAJCHTHICTh TaKOXK
MOBUHHA OYTHU IOBEJICHA JJI IOAATKOBOTO CIIOCO0Y MPUIOMY, SIKIIIO HE BUKOHYIOTHCS
BU3HAYCHI KPUTEPIi, IO JO3BOJISATH YHUKHYTH JOJATKOBHUX JTOCIIKEHB IN-VIVO.

[Ipore, poboua rpyna 3 (QapMaKOKIHETHKM MEPErisHyJa CBOK MO3ULII0 3 JAaHOTO
NMUTaHHA 1 HaA JAaHWM 4Yac BBaXKae, IO MAaJOKWMOBIPHO, INO BIAMIHHOCTI B
010JIOCTYITHOCTI OyIyTh BIJPIZHATHCS MIK BHIPOOOBYBAHMM Ta pePEepeHTHUM
JIKapChKUMHU  3aco0aMu, SKIIO OyJae JOBeAeHO  OI10CKBIBAJICHTHICTh  MIXK
BUNPOOYBAaHUM JIIKAPCBKUM 3acO000M 1 pedepeHTHUM JIKapChbKUM 3aco0oM 3
1HTAKTHOIO a00 HEJUCTIEPTrOBAHOIO TabJIETKOIO.

Otrxe, sxkmo SmPC pedepentHoro mikapchbkoro 3aco0y T03BOJISIE MPUAMATH
no/ipiOHEHy / Je31HTeTrpoBaHy TaOJeTKy (3MilaHy abo He 3MilllaHy 3 1KEK) HeMae
HEOOX1THOCTI B TIPOBEJCHHI OI10€KBIBAJICHTHOCTI 3 IIMM JIOJATKOBHUM CIIOCOOOM
IPUAOMY.

Jlnst mpenapartiB, SKi MOXYTh OyTH JUCHEProBaHi B BOJlI Ta NPUUMATHUCH 4Yepe3
HA30TacTpalbHy TPYOKy, HEOOXIAHO HamaTh aaHi IN VIro g migTBepIKCHHS
3asBieHoro B SmPC crnoco0y 3acTocyBaHHS.

65



CT-H MO3Y 42-7.4:2022

JlomoBHeHHs 4

Bumoru 1o gociixxeHHs: 0i0eKBIBaJEHTHOCTI JIKAPCHLKOI0 3ac00y y JiKapcbKiil

dopwmi

e nepopajbHMili po3uuH (a00 cycmeH3isi) B OJHONO030BMX IMaKeTaX, SKIIO
BUNIPOOOBYBaHMIl JIIKapcbKkMid 3aci0 Mae nmpuiimatucs 3 Bogow ado 6e3 (ado
HeMmae€ indopmaiii o0 npuiioMmy BoIH)

® NMOPOLIOK a00 TPaHyJAT IJ NEePOPAJHLHOr0 3aCTOCYBAHHSI B OJHOI030BHX
nakeTax, K0 BUNPOOOBYBaHMIl JiKapCbKHUil 3aCi0 Ma€ npuiiMaTHucs 3 BOJ0I0
a0o 0Oes.

BumMorn miomo mnpuiiomMy PpiIMHM I 4Yac BUBYEHHS O10€KBIBaJE€HTHOCTI /
MOPIBHSJIBHOI O10JJOCTYITHOCTI OpajbHUX PO3YMHIB Ta CYCHEH31 MOXyThb OyTH
y3arajabHEH1 HACTYITHUM YHHOM:

1.V Bunanky, sixio B SmPC pedepeHTHOro J1iKapchKoro 3aco0y 3a3HaueHo, 110 Horo
CJIiJI MpUKAMATH 3 BOJIOIO, a BUIPOOOBYBAHMI JIIKAPCHKUN 3aci0 Ma€e Taky >k BUMOTY,
TO TiJ] Yac AOCIIKEHHS 00M/IBa MpemnapaTy CJiiji MPUUMaTH 3 BOJIOKO.

2.V Bunajuky, ko B SmPC pedepeHTHOro J1iKapCchKoro 3aco0y 3a3HaueHo, 10 HOro
citijl npuiiMaTty 6€3 BOM, a BUIIPOOOBYBAHU JIIKAPCHKUM 3aCci0 Ma€ Taky K BUMOTY,
TO MiJ1 Yac JAOCTIIKEHHs 00uBa IIpenapary Ciijl npuimMaru 6e3 BoIu.

3. ¥V Bunaaky, sxiio B SmPC pedepeHTHOro aikapchkoro 3acody 3a3HayeHo, 110 HOro
CJIi1 MpUKAMATH 3 BOJOIO, 2 BUITPOOOBYBAHUH JIIKAPCHKUI 3ac10 MOXKHA MIPUIMATH SIK 3
BOJIOI0, TaK 1 6€3 BOJM, TO MiJl Yac JOCTIIKEHHsI OOMJ[Ba Mpenaparu Clijl MpuitMaTu
pa3oM 3 BOJIOIO Ta JIOJIATKOBO MPUHMAaTH BUIPOOOBYBaHUI JIIKApChKUi 3acid 0e3 Boau
(HampuKIam, TPETs rpymna).

4.V Bunaaky, skio B SmPC pedepeHTHOro JiKapchbKoro 3aco0y 3a3Ha4€HO, 1110 HOTo
CJiI mpuiiMaTH 3 BOAOI0 abo 0e3, a BUMPOOOBYBAHUM JIIKAPCHKUI 3aci0 Mae Taky xk
BUMOTY, TO IIJ Yac JOCHIJPKEHHs OoOuABa MpenapaTtd ciij npuilMatd 0e3 BOJM,
OCKIJIBKH 11€, SIK MPAaBUJIO, O3HAYAE «HAUTIPIINI BapiaHT.

5. YV Bunaaky, sikmo B SmPC pedepeHTHOro JiKapchKOro 3aco0y HIYOro He
3a3HAYEHO MPO MPUKOM PIAMHM, a BUIPOOOBYBAHMI JIIKAPCHKUN 3aci0 Mae Taky Xk
BUMOTY, TOJI MiJl Yac JOCTIKeHHs 0oOWJIBa Tpemaparu CIijJl nmpuiiMatu 0e3 BOIH,
OCKIJIBKH 11€, SIK MPABUIIO, O3HAYAE «HANTIPIINH CIICHAp1i».

OOrpyHTYBaHHS:

3MiHa 00’€My CMOXKUBAHHS PIAMHU MOKE BIUIMBATH HAa Yac MPOXOKEHHS IITYHKOBO-
KUIIKOBUM TPAKTOM 1 B JISIKUX BHUIIAJIKAX PO3UYMHHICTH AKTHBHOI PEYOBHUHHU IN VIVO Ta
/ ab0 KOHIIEHTpPAIIIF0 KPUTHYIHOT JTOITOMIKHOI PEUOBHHH, a OTXke, 1 abCcopOIlifo TiF09oi
pedoBuHU. OTXKE, MOXIHBUN €(EKT CHOKWBAHHS PIUHUA TMiJI 4Yac TPHUHOMY Ha
010/I0CTYITHICTh OPAJILHOTO PO3YMHY / CYCIEH311 HEMOXKJIUBO BUKIIOUUTH. OCKIUIbKH,
AK OYIKYETbCS, BEJIMYMHA LBOro eQekTy Oyne MaKCUMalIbHOI, KOJM NpHiioM
B110yBaeThcs 0€3 BO/AM, 110, K MPABUIIO, SBJISIE COO0I0 HAUTIpIIMH ciieHapii, Oyso 0
Kpauie AO0CHIKyBaTH O10€KBIBAJIEHTHICTh / MOPIBHSJIBHY O10[JOCTYIHICTh HPH IUX
yMoBax. BiIxuieHHs B UbOTO MiIXOAY MOBUHHI OyTH HayKOBO OOTPYHTOBAaHUMU Ta
M1ATBEPKYBATUCS TOJATKOBUMHU JTOCTIKEHHSIMHU Ta / ab0 JiTepaTyporlo.
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IMosichennst 10 po3aiity «Po3umHm aJis1 opajabHOro 3acrocyBanusp» Jlomarky II
i€l HACTAHOBH 100 YMOB Bi/IMOBH Bi/l MpOBeIeHHs A0CJiI3KeHb N ViVO.

KonnentyanbHo, 610€KBIBAJIGHTHICTh AOCTIIXKY€E, YU JBA JIKAPCHKUX 3aCO0M MAlOTh
noi0Hy 0G10JJ0CTYITHICTh, TOOTO BOHH TOKa3yIOTh MOPiBHIOBAaHE IN VIVO BUBIJIHHEHHSI.
[TepopanbHi pO3UYMHU BBAXKAIOTHCSI MEHINI KPUTHYHUMH, OCOOJIMBO Y BUTIAJKY BOJTHUX
PO3YMHIB, IO MICTATh TIOBHICTIO PO3YMHEHI [il0Yl PEYOBHHH, OCKIJIBKU Hi
BUPOOHUYMIA TpoIlec, Hi JIIKapchka (opmMa HE BIUIMBAIOTH HAa BHUBUIBHEHHS AI1IOUYOT
PEUOBHMHM, a BIUIMB CKJIaay Ha abcopOiito € MiHiMaidbHUM. [IpoTte, momoMixkHI
PEYOBMHM MOXYTh BIUIMBAaTH Ha OIlOJOCTYIHICTh PI3HUMH, HE OOOB'SI3KOBO
nepeadavyBaHUMU IIUISIXaMH, OCKUIBKM CHCTEMAaTH4HI JOCIHIJKEHHS CIemUpIYHUX
JOTIOMDKHMX PEYOBHH € PINKO JOCTYMHHMMH, 1 B3araji, iN VIVO YyTJIHBICTh TIFOYHX
PEYOBHH JI0 BIUIMBY JIOMOMIXHUX PEUOBUH MOXKE BIJIPI3ZHIATHUCS.

Po3nin «Po3zumnu nst opanibHOrO 3actrocyBaHHs» [omatky 1l miei nactanHoBu
CIeLiaJIbHO BKa3y€e Ha Te, MO JeAKl «KPUTHYHI JOTOMIXKHI PEUYOBUHMY, TTOTCHIIIHO
BIUTMBAIOTh Ha O010JOCTYIMHICTH IN VIVO 3a gomomororo in Vvitro ta / a6o in Vvivo
B3aeMo/ii. KpiM Toro, noaiOHICTh JONOMIKHUX PEYOBUH CJIiJ] OIIHIOBATH BIAMOBIIHO
710 BUMOT, BCTAHOBJIEHUX JJIs Iipoueaypu OioseiiBep Ha mijacraBl bCK (nuB. JlogaTok
III miei HactanoBu). OTke, BIAMIHHOCTI B JOMOMIKHUX PEYOBHUHAX MOXKJIMBO OUIBIII
THYYKO TpakTyBaTH JUIs Airounx pedoBuH | knacy 3a BCK, nporte y Bunaaxky airoumux
pevoBuH III kiacy 3a BCK ouikyeTbes, 10 AOMOMIXKHI PEUOBHUHHU SIKICHO MOAIOHI 1
KUIBKICHO JTy>K€ OJIM3bKO CXOXI.

Ile BBaxkaeTbCs OOrPYHTOBAaHUM, OCKUIBKM HAyKOBE OOIPYHTYBaHHS  II0JIO
MOTEHINIMHOT B3aeMO/Iii BUCOKOpO3unHHUX Airounx pedoBuH (I ado IIT kiacy 3a BCK)
Ta JOMOMDKHUX PEUOBUH TAKOX 3aCTOCOBYETHCS 10 JAIFOYMX PEUYOBHH, IO BXKE € y
po3YMHAX Ta TMpenaparax HEralHOro BUBUIbHEHHS (IIBUAKE a00 IyKe IIBUIKE
PO3YUHEHHS IN Vitro).

Ominka Ta TOPIBHSHHS JOMOMDKHHUX PEYOBMH B PO3YMHAX ISl OpajJbHOTO
3aCTOCYBaHHA, 1O MicTATh airoui pedyoBuHu II Tta IV kmacy 3a bBCK nmpoBoautbes
BianoBigHO a0 Bumor III kmacy 3a BCK. Ll BuMora He cTrocyeThcsi OapBHUKIB,
apomatu3atopis, Oydepis.

[li pexomenmamii s opanbHux posunHiB (omartox |l) cmix 3acTocoByBaTH
BpaxoBytoun BuMoru posauty 1V.2 Honatky Il ta xnac nirodoi pewoBunu 3a BCK,
SKIIO BIAXWJICHHS BiJ IIi€] 3araJibHOI BUMOTM HE MOXKYTh OyTH aJeKBaTHO
OOTPYHTOBaHI 3 TOCUJIAHHSM Ha 1HIII JaHi.
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ITosicHeHHsI 010 YMOB BHKOHAHHSI TPONMOPUIMHOCTI Yy CKJall JIKAPChKUX
3ac00iB, 0 MICTATHh JE€KUIbKA JilOYMX PEYOBUH NPH MOJAYi HA JAepPKABHY
peecTpaniio KiibKOX J03yBaHb.

Sxiio Ha AepKaBHY PEECTPAIIiIO JIKAPChKOTO 3aco0y, MO MICTHTh JCKIJIbKa TIFOUYMX
PEYOBHH MOJAETHCSA KUTbKA J03yBaHb, TO MOXE OyTH BHKOPUCTAHUU MIIXid BIIMOBHU
BiJI TPOBEJICHHS JOCIIDKEHHS 010€KBIBAJICHTHOCTI 1N VIVO IS TOJTATKOBUX JI03YBaHb.
B poszmini 4.1.6. HacTaHOBM BKa3aHO, IO “‘C) CKJaJ PI3HUX J03yBaHb Ipenapary
KUIBKICHO  TIPOTNOPIIMHUN, TOOTO CHIBBIIHOIICHHS MK  KUIBKICTIO  KOXKHOI
JOITOMIKHOI PEUOBHHU Ta KUJIBKICTIO 110401 (-MX) peYOBHHHU (-MH) OAHAKOBE JJIS BCIX
no3yBaHb . OpHak, BIAXWICHHS BiJI KUIBKICHO TPOIOPIIAHOIO CKJIagy BCE IIe
BBXXAIOThCS NPUAHATHUMH, SIKIIO 1) BMICT Iit040i (-MX) peyoBHHHU (-H) CTAHOBHUTh
Merie 5% Bif Macu siipa TabneTku abo MacH BMICTY KalCyJH Ta ii) BMICT pi3HHX
JOTIOMDKHUX PEUYOBUH sijpa TaOJIeTKM a00 BMICTY KalCyld € OJHAKOBUM JUIS
PO3IIISHYTHUX J03YBaHb, 1 3MIHIOETHCS TLIBKH BMICT 10401 PEYOBHHHM, 200, SIKIIO 1)
BMICT 110401 (-1X) peuyoBHHHM (-H) CTAaHOBUTHL MeHIe 5% Bix MacH siipa TabaeTKH abo
Macy BMICTY KallCyJId Ta 1il) BMICT HAIllOBHIOBaYa 3MIHIOETHCS 3aJIC)KHO BijJl BMICTY
J1}0YO01 PEUOBHHH; KUIBKICTh IHIIUX JAOMOMI)KHUX PEUOBHH si/ipa TaOJIETKH ad0 BMICTY
KarcCyJu 3aJIMIIa€ThCsl HE3MIHHUM. J[0 TOro K, B IIbOMY PO3/1J1i HACTAHOBH 3a3HAYEHO
“YMOBM MpPONOPLIMHOCTI CKJIaQy IMOBHHHI BUKOHYBATUCS BIJTHOCHO BCIX JIIOUHX
pedoBHH (piKcoBaHUX KOMOiHaIiH. [Ipy po3paxyHKy BMICTY KOXKHOI J1H0401 PEUOBUHU
y ¢ikcoBaniii komOiHamii iHma (-i) miroga (-i) pedoBHHA (-HM) PO3IISLIAETHCS SIK
JOTIOMDDKHA pEUYOBMHA. Y pa3l JBOMIAPOBUX TaOJETOK KOXHUW IIap MOXKe
po3risinatucsa okpeMo”. Cxoxe, MmO Il BUMOTH TPaKTYIOTbCs mo-pizHOMY. [1[06
YTOYHUTH, II0 MAEThCA HA yBa3i, BUMOTH TIOSICHIOIOTHCS KITbKOMA MPUKIAIaMU
(AMBHUCH HMXKYE).

B nux mpuxnanax no3yBaHHs | BBaKae€TbCs HAMOUIBII YYTIMBUM JI03yBaHHSM, IIO
BUKOPHCTOBYETHCS B JIOCIKEHHI O10€KBIBAJICHTHOCTI, a JIO3YBaHHSA 2 € JI0JaTKOBUM
J03YBaHHAM [UJIsl SIKOTO PO3TJISIIAE€THCS BIAMOBA BiJl TPOBEACHHS JOCIIIKEHHS
ekBiBaJieHTHOCTI 1IN Vivo. Illogo mONOMiIXHHMX pEYOBHMH, BOHHU TIOKa3aHi SIK
HAIlOBHIOBAY Ta BCl 1HIII JOMOMDXKHI pedyOoBUHU. {1 AOJATKOBHX A03yBaHb KOXHA
JOTMIOMID)KHa pPEYOBMHA, $Ka BKJIOYEHA Y «BCl 1HII JOMOMIKHI PEYOBUHU
JOTPUMYETHCS TIPaBUJI MPOMOPLIMHOCTI, A€ 1€ 3aCTOCOBAHO, K 3a3HAYEHO B PO3ALII
4.1.6. c) HacTaHOBM. Xoua JJisl MpenapariB HEralHOTO BUBIJIbHEHHS, KOMIIOHEHTIB
MOKPUTTS, OOOJIOHOK KamcyJs, OapBHUKIB Ta apoMaTuU3aTOpiB HE BUMArac€ThbCs
JTOTpUMYBaTHUCh 1€l BuMoru. Kpim Toro nepenbdavaerbes, MO JIKapChKUil 3aci0, aKuit
MICTHTB JACKIJIbKA JII0YMX PEYOBHH HE € JBOIMIAPOBUMH TaOJCTKaAMHU.
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Upuknan 1:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua pedoBruHa A 320 160
Jiroua peyoBuHa B 25 12.5
HanosHioBau 200 100
Bci iH1i JONOMIXHI peUOBHHU 50 25
3aranpHa Maca sapa 595 297.5

Jlo3yBaHHS 2 € OBHICTIO MPOMOPIIIMHUM 3 I03yBaHHAM 1, TOOTO MOAIOHUHN SIKICHHUH 1
KUIBKICHO TIPOTOPLIMHUK CKJIaJ 1 BIAMOBA BIA TPOBEACHHS JOCIIKCHHS
CKBIBAJICHTHOCTI IN VIVO Moke OyTH 3aCTOCOBaHA BIAMOBITHO JIO MYHKTY C) PO3JILIY
4.1.6 HacTaHOBHU.

[Mpuknan 2:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua pedoBuHa A 320 320
Hiroua peyoBuHa B 25 12,5
HamnoBHroBau 200 212.5
Beci iHII11 1OMOMIKHI PEUOBUHU 50 50
3aranpHa Maca spa 595 595

KinekicTe 3MiHeHOi Aitouoi peyoBMHM B cTaHoBUTH MeHie 5 % Big Macu sjpa.
BignoBigHO 10 BUMOr [Jisl JIIKAPCBKUX 3ac001B, 10 MICTITh JEKIJIbKa JIIFOYUX
pPEYOBHH, 1HIIA Ail0Ya PEYOBHMHA, B JAHOMY BHUIIAJKy [1I04a pEYOBHMHA A, MOXKeE
PO3IIIAIATUCSA K JIOTIOMIKHA peuOBUHA (HATIOBHIOBAY).

Jlo3zyBaHHsT 2 pO3pOOJICHO 3a YMOBH 30€pEKEHHS TMOCTIHHOT KITBKOCTI BCIX
JTOTIOMIXKHUX PEYOBHH, 1 JIMIIE KIIbKICTh HAIIOBHIOBaYa MOJXKE 3MIHIOBATHCH, ITI00
KOMIICHCYBATH PI3HUINIO B KUIBKOCTI J1F0Y0i PEYOBUHHU B /1 OTprMaHHS 0JTHAKOBOL
3arajJpbHOT Macu sijipa Jjisi 000X J03yBaHb. Takuil MiXil € NMPUWHITHUM JIHMIIE TOJI,
KOJIM Jil0Ya peYyoBHHA CTAaHOBUTH MeHIe 5 % BiAg Macu sjpa TabieTku abo BMICTY
Karcyau (ymoBa 5 %, 3riIHO 3 MyHKTOM ¢) 1) Ta iii) po3aury 4.1.6. HaCTaHOBH).

Komu posrmsimaerscst giroua pedoBUHA A, KUIBKICTh II1€1 J1I040i PEYOBUHU HE
3MIHIOETBCS MIXK JI03yBaHHAMH 1 Ta 2, aje jgirouya pedyoBuHa B, B il cutyari
BBAKAETHCA JOMOMIXKHOIO PEYOBHUHOIO, 1 HE € TMOCTIHHOIO; CITIBBIIHOIICHHS MIX
JTOTIOMIKHOIO PEYOBHMHOIO B Ta nit0uor0 peyoBHMHOIO A HE OJHAKOBE I 000X
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no3yBaHb. [Ipote, 11e BBaXXaeThCsl NIPUMHATHUM, OCKIJIBKHU JIII04a peyoBUHA B y ibomy
BUIIAJIKY PO3TJISAAE€THCS K HAMOBHIOBAY 1 1 3MiHA CTAaHOBUTH MeHIEe 5% BiJl Macu
siipa TabaeTKH a0 BMICTY KallCyJIH, III0 KOMIIEHCYEThCS J1I0JJaBaHHAM Ti€l 5K KIJIbKOCTI
(dakTUYHOTO HamoBHIOBaya mpemnapaTy. OTxe, CHIBBIAHOLIEHHS MDK J1I0YOI0
PEYOBHHOIO A 1 ‘HamoOBHIOBaueM (HAIOBHIOBAY + Jifo4ya pedoBuHA B) omxHakoBe s
000X J103yBaHb.

Ilpukman 3:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua peyoBuHa A 320 320
Jliroua peuoBruHa B 25 12.5
HamoBHioBau 200 200
Bci iH111 10M1OMiXKHI PEYOBUHH 50 50
3aranpHa Maca sapa 595 582.5

[leit crenapit mnomiOHUKA 10 TOMEPEAHBOTO ClieHapilo (mpukian 2). €auHa
BiJIMIHHICTB TOJISITa€ B TOMY, 10 HAIIOBHIOBAY IperapaTy He BUKOPUCTOBYETHCS IS
KOMIIEHCAIII] pI3HULI Y KUIBKOCTI 110401 pe4oBUHH B Mk no3yBanHsmu 1 Ta 2.

KinekicTe 3MiHeHOI fir04oi peuoBuHu B MmeHme 5 % Bix macu sapa. BiamosigHo 10
BHUMOT JIJIsl JTIKAPChKHUX 3aCc001B, 10 MICTITH JEKIJIbKA JIIFOYUX PEUOBUH, 1HIIA Jir04a
pEYOBHHA, B JAHOMY BHUIIAJIKY JI1I04a PEYOBHHA A, MOXKE PO3TIISAIATUCS K JOMIOMIXKHA
peyoBMHA (HAIIOBHIOBAY).

Jlo3yBaHHS 2 pO3pO0ICHO MUISXOM 30€pEKECHHS CTAJIOi KUIBKOCTI BCIX JIOMOMIKHHUX
peyoBrMH Oe3 KOMIeHcallli pi3HuIll B KUTbKOCTI airouoi pedoBuHu B. Ilei migxin
NPUHHATHUHN JIUIIE TOJ1, KOJH Jit04a peUOBHUHA CTAHOBUTH MEHIIEe 5 % BijJ MacH sijapa
TabseTku abo BMICTY Karcyiau (ymoBa 5%, 3T1JIHO 3 MYHKTOM ¢) 1) Ta i1) po3aity 4.1.6.
HaCTaHOBH).

Komu posrmsimaersess Airoua pedoBUHA A, KUIBKICTH I11€1 J1F0Y01 PEUYOBUHHU HE
3MIHIOETBCS MIXK J03YBaHHSAMU 1 1 2, ane 3HOBY Jil04a peuoBHHA B He € MocTiiHOIO.
[Ipote 1ie NpUHHATHO, OCKUIBKH Jit04a peyoBHMHA B B IbOMY BHUIIAJIKYy pO3TIISAAETHCS
SIK HaIMIOBHIOBAY 1 ii 3MiHA CTAHOBUTH MEHIIIE 5 % BiJ MacHu sifjpa TabJIeTKH ab0 BMICTY
KarcyJu.
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[Tpuknan 4:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua pedoBuHa A 10 10
Jliroua peuoBruHa B 10 5
HamnoBHioBau 200 205
Bci iH111 1omomixHI peYOBUHH 50 50
3aranbHa Maca sjpa 270 270

Le#t cuenapiii moai6HuM 10 npukiany 2. HamoBHioBau npenapaTy BUKOPUCTOBYETHCS
JUISL KOMITEHCAIlli pi3HUIl B KIJILKOCTI JIIF040i peuoBUHM B MK mo3yBanHsMu 1 Ta 2.
PizHuiis mix npukiagaom 2 1 4 mojsArae B TOMY, 1110 B IPUKJIAIl 2 Ji0o4a peyoBUHA A
CTaHOBUTH OuIbIIe 5 % BiA Macu sjapa TabneTku ado BMICTY KamcCyJjd, TOAl K y
npukiaal 4 airoya pedoBUHAa A CTaHOBUTH MeHUIe 5 % BiJ mMacH siipa TabieTku abo
BMICTY KarcyJu.

KinekicTe 3MiHeHOI air040i peyoBunu B Menme 5 % Bin macu sigpa. BinnosigHo 110
BUMOT JIJIs1 JIIKQpChbKUX 3ac001B, IO MICTATH JIEKIJIbKa JIIOYMX PEUYOBHH, 1HIIA Jil0ua
PEUYOBHMHA, B JAHOMY BUIIAJIKY JI1F0Ya PEYOBUHA A, MOXKE PO3TJISAIATUCS SIK TOTIOMIXKHA
peyoBrHA (HAIOBHIOBAY).

Jlo3yBaHHS 2 pO3pOO0ICHO HUISAXOM 30€PEKECHHS CTANIOi KUIBKOCTI BCIX JIOMMOMIDKHHMX
PEUYOBHH 1 JHIINE KUIbKICTh HAIIOBHIOBauYa MOJKE 3MIHIOBATHCH, 10O KOMIICHCYBaTH
PI3HHINIO B KUTBKOCTI JIIF0U0i peYOBUHU B 1711 OTprMaHHS OJJHAKOBOI 3arajbHOI Macu
anpa st 000X J103yBaHb (3T1IHO 3 IMMYHKTOM C) 1) Ta iil) po3aury 4.1.6. HaCTaHOBH).
e miaxix NpUHHATHUMN JIMIIE TOAl, KOJH JIiF0Ya pEUYOBHHA, KIJIBKICTh KO 3MIHECHO,
CTaHOBUTH MeHIE 5 % Bia Macu sapa TabaeTku adbo BMICTy Karcynu (ymoBa 5%). L4
BHMOT'a 3aCTOCOBYETHCS HE3aJEKHO BiJ TOr0, YW KUIBKICTH J1I0Y0I PEYOBUHU A,
KUTBKICTh SIKO1 HE 3MIHIOETHCSI, MeHIIIa a0o Oubiie 5 % Big Macu siapa.
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IIpuknan 5:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua pedoBuHa A 320 160
Jliroua peuoBruHa B 10 10
HamnoBHioBau 200 100
Bci iH111 10omomMixHI peYOBUHH 50 25
3aranpHa Maca sapa 580 295

B upomy Bumanky mnpemapar po3poOJsSeThCA NUIAXOM 30€peKeHHS KiIbKOCTI
JOTMOMDKHUX PEYOBMH Yy TIM K€ MPOMOPIIii, M0 1 3MIHA 1040l peYOBMHU A, Xo4a
KUTBKICTh J[1I040i peuoBUHM B 3anmuinaerscst mocTiiiHO0. KUTbKICTh 3MIHEHOI JI1F0Y01
pEYOBUHHU A CTaHOBUTH OLibIne 5 % Bia Macu sjipa, TOMy yMoBa 5 % He BUKOHYETHCH.
B Toii j)xe yac BUMOTH MPOMOPIIHHOCTI HE BUKOHYIOTHCS III€ 1 TOMY, 110 J03yBaHHS 1
Ta 2 HE € TOBHICTIO MNPONOPLINHUMH, OCKUIBKM JOTOMIXKHA pedoBMHa B He
IpOIOpIfifiHa, 1 BIAMOBA BiJ IMPOBEACHHS IOCIIIKEHHS €KBIBAJIEHTHOCTI IN VIVO He
MO>K€ 3aCTOCOBYBATHUCh.

[Tpuknan 6:
Jo3yBanns 1 Jo3yBaHHs 2

Jliroua peyoBuHa A 320 320
Hitoua peyoBuHa B 25 12.5
Hiroua peyoBuHa C 10 10
HamnoBHroBau 200 212.5

Bci iH111 1OMOMIKHI PEUOBUHU 50 50
3aranpHa Maca spa 605 605

B upoMy BUIagKy po3riasiHyTO JIKAPChKUM 3aci0, 1110 MICTUTh 3 104l PEYOBHHH, 1€
TIJTBKH KUTHKICTh OAHIET 1F0Y01 PEYOBUHH 3MIHIOETHCS B IOJJATKOBOMY JI03YBaHHI.

Kinbkicth 3miHeHO1 Aitouoi peuoBunu B menme 5 % Big macu snapa. BinmoBigHo 10
BUMOT JIJIS JIIKAPCHKUX 3ac00iB, M0 MICTATh JIEKiIbKa JIFOYMX PEUYOBHH, 1HIII 04Ul
PEYOBHHM, B JIAaHOMY BUTAAKY Aif0di pedyoBUHU A Ta C, MOXYTh PO3TIISIATUCS 5K
JIOTIOMI>KHI PEYOBHHM (HAIIOBHIOBAY1).

Jo3yBanHsT 2 po3poOJeHO MNIIAXOM 30€peXeHHS OJIHAKOBOi KIJIBKOCTI BCIX
JOTIOMIXXKHUX PEYOBHH 1 JIMIIE KUIBKICTh HAIIOBHIOBaYa MOXKE 3MIHIOBATHCH, 1100
KOMIIEHCYBATH PI3HUIIO B KUIBKOCTI J[1F04Y0i peYOBUHM B 1711 OTpUMaHHS OJIHAKOBO1
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3arajibHOi MacH sjipa st 000X A03yBaHb (3T1IHO 3 MyHKTOM C) 1) Ta 1i1) po3ainy 4.1.6.
HACTAHOBH).

[e miaxix NpuAHATHUMN JIUIIE TO1, KOJH JiiF0Ya pEUYOBHUHA, KIJIBKICTh KO 3MIHEHO,
CTaHOBUTH MeHIIe 5 % BiJ Macu sipa TadiaeTKu abo BMicTy Karcynu (ymoBa S %). Ls
yMoBa 5 % He 3aJIeKUTh BiJl KITBKOCTI a00 BIZICOTKA BiJ] MacH siipa JII0YUX PEUYOBUH
A Ta C, KUIBKICTh SKHX HE 3MIHIOETHCS MK JJO3yBaHHSAMH | Ta 2.

IIpuknan 7:

Jdo3yBanns 1 Jo3yBaHHs 2
Jliroua peyoBuHa A 320 320
Jliroua peuoBruHa B 25 12.5
Hiroua peqoBuHa C 10 5
HanosHioBau 200 217.5
Bci iHmIi JONOMIXHI peYOBHHA 50 50
3arajibHa Maca siipa 605 605

B npoMy BuIaKy pO3TasHYTO JIKAPChKHM 3aci0, 110 MICTUTH 3 104l PEYOBUHH, €
KUIBKICTB JABOX JIIOYUX PEYOBUH 3MIHIOETHCS B JI0JIATKOBOMY JI03yBaHHI.

KinpkicTs 3MiHeHUX nirounx pedoBuH B 1 C menmie 5 % Bijg Macu sapa, KOJIW KO)KHA
OIHIOEThCA 1HAMUBIAYya bHO. [IpoTe, SKIIO OIiHIOBAaTH B LJIOMY, 3arajibHa KiJbKICTh
nirounx pedyoBuH B Ta C (toOto 35 Mr) craHoBuTh Ounbiie 5 % Big Macu siapa
TabseTku abo BMICTY KarcCyiu, TOMy yMoBa 5 % He BUKOHY€TbCS, 1 BIAMOBA BIJ
MIPOBEICHHS JIOCITIIKSHHSI €KBIBAJICHTHOCTI IN VIVO HEMOXKJTHBA.

Komu posrmsimaerses Airoua pedoBUHA A, KUIBKICTH I11€1 J1F0Y01 PEUYOBUHHU HE
3MIHIOETbCS MK JO3yBaHHAMHM 1 Ta 2, aje KUIbKICTh airounx pedoBuH B 1 C
3MIHIOETBCSA. Y I[bOMY BHUMAAKY II€ HE MPUHHATHO, OCKUIBKH TIPH X TOEIHAHHI IIS
3MmiHa gitounx pedoBuH B 1 C craHoBuTh Ounbine 5 % Bix mMacu sapa TaObneTKu ado
BMIiCTy Kancynu. OHaK, SskOM BOHM CTaHOBHJIM MeHIe 5 % BiJ MacH sjpa TabJIeTKu
a00 BMICTY Karcymu, 1e 0yio 6 mpuifHITHO.
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/lonnoBHeHHs 7

ITosicHeHHsI OO0 MOKJIMBHMX BiIXWJI€Hb Bil NPONOPUIAHOCTI y CKIami
JIKapPCbKMUX 3aC00IB, 0 MICTATH A€KUIbKA BUCOKOPO3YMHHUX Ji0YNX PEeYOBUH
NPHU 10BeAeHHI 0i0eKBIBAJIEHTHOCTI KiJIbKOX 103yBaHb.

Jnga  mikapcbkuX 3aco0iB, IO MICTSITh JEKUIbKa MIIOYMX PEYOBUH HEBEIHKI
BIIMIHHOCTI B TPOMOPILIHHOCTI CKJIaay MOXYTh 3aBaJUTH BUKOPHCTAHIO MIiAXOIY
BiJIMOBH BiJ] IIPOBEACHHS JOCIIKCHHS 010€KBIBaJICHTHOCTI IN VIVO TSl TOJaTKOBUX
n03yBaHb. [IpoTe y BUMaaKy, SKIIO BCI A1F0Y1 PEYOBUHHU Y CKJIAJ1 JTIKAPCHKOTO 3aC00y
BiiHOCATRC 70 | a6o III kmacy 3a BCK (BUCOKOpO3UMHHI Ait04Yl PEYOBUHHU) PHUUK
HEO10€KBIBAJIEHTHOCTI JOJAaTKOBUX JI03yBaHb € HE3HAUYHUM, SKIIO BHUKOHYIOTHCS
HaBEeJICHI HUYKYE YMOBH.

TakuMm YMHOM BigIMOBa Bij IPOBEACHHS JOCIIIKEHHs 010€KBIBaJICHTHOCTI IN VIVO [1st
JOJATKOBUX J0O3yBaHb € TPHUHSATHOI, HAaBITh SKIIO JOJATKOBl JO3YBaHHS
BIJIPI3HSIOTBCS BiJ MPOMNOPLIMHOCTI Yy CKJIafl, SIKII0O BUKOHYIOTBCS BCl HACTYIMHI

YMOBH:

. BC1 JiI0Ul PEUOBHUHM Yy CKJAJl JIIKaApChKOro 3acoOy BimHOcAThea 10 [ abo III
kinacy 3a bCK;

. 010€KBIBAJICHTHICTh JOBEJEHA ISl HAUO1IBII Yy TIMBOTO J103yBaHHS,

. JI0JIATKOBE JI03YBaHHS BUPOOJISIETHCS 32 OJTHAKOBUM TEXHOJIOTIYHUM TIPOIECOM;
. JIOATKOBE JI03YBaHHS MA€ OJHAKOBUM SKICHUM CKJIa;

. JI0JIATKOBE J103YBaHHS IEMOHCTPYE MOAI0HI Mpod 1l pO3UUHEHHS;

. KUIBKICTh aKTMBHOI PEYOBMHM (-H), IO BIAXWISAIOTBCA BIJ KUIbKICHO

MPOMOPIIIAHOrO CKJIaQy CTAaHOBHTH MeHIIe 5% BII Macu sjpa TaOleTku abo macu
BMICTY KallCyJIH SIK JIJIs IO3YBaHHS JUIS SIKOTO JIoBeeHa O10€KBIBaJICHTHICTD, TaK 1 JJIs
M03yBaHHSA (-b) JUIA SIKOTO PO3TJISIAETHCS MIAXIA BIAMOBH BiJl IPOBEICHHS
JOCIIKeHHsT O10€KBiBaJICHTHOCTI IN VIVO (amB.: po3min 4.1.6. Jlo3yBaHHS, IO
JOCITIIKYIOTHCS );

. pI3HMIISI B  KUIBKOCTI  HENPOMOPIIHHOI  Aif040i PEYOBUHM  TIOBHICTIO
KOMIICHCYEThCS KUIBKICTIO HAMOBHIOBa4Ya JJIsi  MIATPUMAHHS — MPOTOPIIAHOCTI
3arajJpHOI Mach 1 Ti€l X MPONOpuUii BCIX IHIIMX KOMIIOHEHTIB, 3a BHHITKOM
HEMPOIOPIIITHOT /1110401 PEUOBUHU (-H) Ta HAlIOBHIOBAYaA.

JleTanbHi TOSICHEHHS B HI)KYE HABEJECHUX MPHUKIIAIAX, B SIKUX OJHUM 3 JI03YBaHb €
JIO3YBaHHS JJIs SIKOTO JIOBeJeHa O10€KBIBAJICHTHICTH BIAMOBIAHO JI0 BUMOT IIi€l
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Hacranosu [4]. ConboBa popma moBuHHA OyTH BpaxoBaHa B PO3PaxXyHOK KiIJIbKOCTI
nirounx pedoBuH. Kpim Toro, mepeadadaerbes, 10 JIKaApChKUM 3aci0, SIKUH MICTUTH
JCKiJIbKa JIIOYMX PEYOBHH HE € JBOIIAPOBHUMH TaOJETKaMH, OCKUIBKH B TaKOMY
BUITAJIKy KOXKEH IIIap OI[IHIOETHCS OKPEMO.

[Tpuxnan 1:
Ho3yBanus 1 [Tponoprtis Jo3yBanus 2 [Tponoprris
(vr) BIJIHOCHO  MacH (vr) BIIHOCHO  MacH

anpa anpa

(% mac/mac) (% mac/mac)
Jliroua pedoBuHa A 320 55.17% 160 55.17%
Hiroua peyoBuHa B 10 1.72% 10 3.45 %
HamoBHIOBaY 200 34.48% 95 32.76%
Beci 1 ,Z[OHOMi)KHi 50 8.62 % 25 8.62 %
pEYOBUHU

[TopiBHsIHO 3 f03yBaHHSM 1, M03yBaHHS 2 PO3POOJEHO NUISIXOM 3MIHM KUIBKOCTI
JOTMIOMDKHUX PEYOBHH B TIiM K€ MPOMOpIIi, M0 1 3MiHA AI0YOi PEYOBHHH A, ajne
KUTBKICTh /110401 peuoBUHU B B ckitani 1o3yBaHHs | 1 103yBaHHS 2 HE 3MIHIOETHCS.
[lepeBuilienHss Ha 5 Mr KUIBKOCTI if040i pPEYOBMHM B KOMMEHCYEThCA NUISIXOM
3MEHIIICHHS] KUIBKOCTI HANOBHIOBaYa HAa 5 MI M[0JI0 WOTO MPOMOPIIHAHOT KIIBKOCTI
(to6to 100 wMr), moO oTpuMaTHh MPOMOPINHHY JO3yBAaHHIO 3arajbHy Macy sapa
Ta0JIETKH 200 BMICTY KarCyJIH.

B mpunnum BigMoBa Bif MPOBEJAEHHS AOCIHIKCHb OI0CKBIBAJIGHTHOCTI in Vivo HE
MOK€E 3aCTOCOBYBATHCh. OIHAK, AKIIO Aitodi peuoBUHH A 1 B BigHOCSATBCS 10 1 a6o 111
kiacy 3a BCK 1 KibKICTh [111040i pedyoBUHU B cTaHoBUTH MeHIe 5% Macu siapa
TabneTku abo BMICTy Kamcyiau (1 3a yMOBM, IO IHIN KpUTEpii BIAMOBHU BIJ
MPOBEJCHHS JIOCTIKEHHS O10€KBIBAJEHTHOCTI In VIvOo JOTPHUMAaHi), BIIMOBa BIJ
MPOBEICHHS TOCTIKEHHS 010€KB1BAJICHTHOCTI 1N VIVO BBAXKAETHCS MPUUHATHORO. {7151
OI[IHKYA TMPOMOPIIIAHOCTI CKJIaTy TO BITHOIICHHIO MO JiI0YOi PEUOBMHU A diroda
peuoBnHa B posrmamaerbes Ak HanmoBHIOBadY. OCKUIBKM — BIOXWJICHHS — BiJ
MIPOTIOPIIIAHOCTI /1F040i PEYOBMHU B KOMIMEHCYEThCSA KUTBKICTIO HANOBHIOBAadYa IS
OTpPUMAaHHS MPOMOPIINHOTO J03yBaHHIO JIKApChbKOro 3acoly, mo3yBaHHS 1 i
J03yBaHHS 2 BBAXAIOTHCS MOBHICTIO TPOMOPLIIITHUMU.

JIns OIiHKM it040i peYyOBHMHHM B 10mOMIXKHI pEYOBHMHHM, 32 BUHSATKOM HAITOBHIOBAYa,

Ta Jil0Y0i PEYOBHMHU A, sIKa PO3IVISIAETHCS SIK 1HIIMKA HANMOBHIOBAY I J1FOYOi
75




CT-H MO3Y 42-7.4:2022

pedoBuHU B, € mponopmiiiauMu. Pi3HUIIL B HAIOBHIOBAYl BBAXKAETHCSI HE3HAYHOIO, K
1 y Bumanky mnpaBuwia 5 %. Y Toi yac gk 3a mpaBwioMm 5 % airoya peyoBUHA
3MIHIOETBCS, a JIOMOMDKHI PEYOBUHM TOCTIMHI, XO4Ya HANOBHIOBAY MOXE
KOMIICHCYBAaTH 3MiHY JiI0Y0i PEUYOBHMHHU, Y I[bOMY BHIIQJKy JOMOMIKHI PEUOBUHU
3MIHIOIOTBCS, a Jil04a pEeYOBHHA € HE3MIHHOIO. lle BBaXkaeThCsl NPUNHHATHUM,
OCKIJTbKM JIOTIOMDKHI PEUYOBHHU 3HAXOMATHCS B OJHAKOBIA Tporopiii B 000X
JIO3YBAaHHSAX Ta JI1F04Yl PpEYOBUHU JOOpE PO3UHHHI.

[Ipukiman 2:
Ho3yBanus 1 [Tponoprtis 10 Jo3yBanus 2 [Tponoprris 10
(ur) Macu siapa (vr) Macu sipa

(% mac/mac) (% mac/mac)
Jliroua pedoBuHa A 36 8.57 % 18 8.57 %
l[i}oqa peYoBUHA B 10 2.38 % 10 476 %
Jliroua peuosuna C 24 5.71% 12 571 %
HamnosaroBau 200 47.62 % 95 45.24 %
Bci 1H011 1OTTIOMIXKHI 150 35.71 % 75 3571 %
pEYOBUHU
3aranpHa Maca sapa 420 100 % 210 100 %

Jlo3yBaHHSI 2, TIOPIBHSHO 3 JO3yBaHHAM |, po3po0J€HO NUIAXOM 3MIHHU KiJIBKOCTI
JOTMOMDKHUX PEYOBHH Y TIM K€ MPOMOpIii, M0 1 3MiHa Jirounx pedoBuH A 1 C, ane
KUTBKICTh J11t0401 peuoBMHM B 3amumaerbcs mnoctiiiHOw0. [lepeBuliieHHs 1r040i
pedyoBUHU B Ha 5 Mr moj0 nponopuiiHOCTI KOMIIEHCYETHCS 3MEHILIEHHAM KiJIbKOCTI
HAMOBHIOBaYa Ha 5 MT MIOJ0 HOro MpomopIiiiHol KutbkocTi (ToOTo 100 Mr), 1m06
OTpUMATH TPOTOPIIAHY JO3YBaHHIO 3arajbHy Macy spa TaOJeTku abo BMICTY
KarcyJiu.

B mpunHmmmni BizmMoBa Bij MPOBENCHHS JOCTIIHKEHb OIOCKBIBAJICHTHOCTI in VIVO HE
MOKe 3acTocoByBatch. OHAK, KO Aitodi peuoBuHu A, B 1 C BigHOCSTHCS 10 | 260
[T kmacy 3a BCK 1 xinbkicTs aitouoi pedoBunu B ctanoBuTh MeHme 5% macu sapa
TabneTku abo BMICTY Kamcyiau (1 3a YMOBM, IO 1HINI KpUTepli BIAMOBH BiA
MPOBEJCHHS JIOCTIKEHHS O10€KBIBAJEHTHOCTI In VIVO JOTPHUMAaHi), BIIMOBa BIJ
MPOBEJICHHS JOCIIPKEHHsSI 010€KBIBAJICHTHOCT1 1N VIVO BBAXKAETHCS MPUUHITHOIO, SIK
MOSICHIOEThCA B Tpukiami 1. Skmo 1Bl Ai04l PEUYOBUHM BIAXUIISIOTBCSA  Bif
MIPOTIOPINIHHOCTI, CyMa 000X HE IMOBUHHA CTAHOBUTH OiJibIie 5% 3arajgbHOI Macu sapa
TabseTK 00 BMICTY KarCyJIH.
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[Tpuxnan 3:
Hozy | IIponopu | o3y | [Ipomnop Hozy [Iponop Hozy | [Ipomopig
papns 1 | A0 papma 2 | ™M A0 papmg 3 [ A0 pappag | M Ao
Macu Macu Macu Macu
(Mr) | sagpa (% | (Mr) | smpa (% (mr) sapa (% (mr) snpa
Mac/mac) Mac/mac) Mac/mac (%
) Mac/mac)
Jiroua .
pedoBmHa A 1000 70.67 % 1000 | 70.67 % 850 70.67 % 850 70.67
Hiroua 15 1.06 % 5 0.35 % 15 1.25 % 5 0.42 %
peuoBuHa B
HamnoBHioBau 200 14.13 % 210 14849% | 167.75 | 13.95% | 177.75 14.78 %
Bei 1H1II1
JOTIOMIXKHI 200 14.13 % 200 14.13 % 170 14.13 % 170 14.13 %
PCUOBHHU
3aranbia 1415 | 100% | 1415 | 100% | 1202.75 | 100% | 1202.75 | 100 %
Maca siapa

JlozyBaHHsI 2, TOPIBHSHO 3 JI03YBaHHSAM 1, pO3pOOJIEHO JHUIIE MIISXOM 3MIHU
KUTBKOCT1 HAalIOBHIOBaua, 100 KOMIIEHCYBATH PI3HUIIIO B KIJIBKOCTI JIIF0U0T PEYOBHHU
B (muB. JlonoBHEHHA 6). OCKUIBKU KUIBKICTH A10YOI pEeYOBMHU B CTaHOBUTH MeHIIe
5% BiJ 3arajabHOI Macu siipa, 103yBaHHS 2 MOXKE BBKATHUCS MIPUUHITHUM BI1MIOBITHO
no mpaBuia 5 % (posain 4.1.6. JlodyBaHHsI, IO JOCTIIXKYIOTbCS) 1 HE3aJIEKHO Bij
TOTO, 4Yd BiIHOCATHCA Aitoui pedoBrHH A 1 B 1o I abo 11 knacy 3a bCK.

Jlo3yBaHHsl 3, MOPIBHSIHO 3 JO3yBaHHSM 1, po3poOJIeHO NUISIXOM 3MIHM KiJIbKOCTI
JOTMOMDKHUX PEUOBHH B TIH K€ MPOMNOPLIi, IO 1 3MiHA Ait040i peyoBUHU A. KUIBKICTh
nitouoi pedoBrHHU B He 3MiHIOE€ThCS. SIK 1 B mpuKiIal 1, HAIUIIOK 10401 PEYOBUHU
B momgo mpomopiiitHOCTI KOMIIGHCYETBCS 3MEHIICHHSM KIUIBKOCTI HaIllOBHIOBaua
0JI0 WOTO MPOTOPIIIAHOT KUTHKOCTI JUIsi OTPUMAHHS JO3YBaHHS, MPOTOPIIHHOTO
3arajgpHIi Maci gapa TabaeTku abo BMICTY KallCyJiu.

Jlo3yBaHHsT 4, TIOPIBHSHO 3 JO3yBaHHAM |, po3po0J€HO NUIIXOM 3MIHHM KUIBKOCTI
JOTIOMDKHUX PEYOBHMH B TIH K€ MPOMOpIIi, 0 1 3MiHA Ait0uoi pedoBuHU A. [liroua
pedoBrHa B 3MiHIO€THCS, TOOTO, 3aMICTh TOTO, 1100 OYTH CTajI0r0, BOHA 3MIHIOETHCH,
ajie He B TiM JKe MPOIMOPIIii, IO 1 Air0ya peyoBruHa A. BigxuiieHHs BiJl MPONOPIIHHOCTI
B JIIF0Yiil pedyoBUHI B KOMIIEHCY€ThCSI 3MIHOKO KUIHKOCTI HAlOBHIOBaYa IIOJ0 HOTO
MIPOTOPINIHHOT KIJTBKOCTI JJII OTPUMAHHS JI03YBaHHS, MIPOMOPIIIHOTO 3arajibHii Maci
syipa TabieTku ad0 BMICTY KarlCyJIu.
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KinekicTe nirodoi pedoBuHu B craHoBuTh MeHme 5% Bij 3arajibHOi Macw sjapa, 1
Ko N4l peyoBuHu A 1 B BigHOCcsaThes 10 1 a6o III kmacy 3a BCK BigMoBa Bin
MIPOBEJCHHS JOCITIKEHHS 010€KBIBAJIEHTHOCTI 1n VivVOo IS IIUX JOJATKOBUX JI03YBaHb
BBAXKA€THCS PUUHATHOIO.
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HAIIIOHAJIBHUM IOJATOK
(TOB1IKOBHIA )

Iepenik pegakuiiiHUX 3MiH Ta 10NI0OBHEHb

Ils macTanoBa po3poOieHa Ha TMiACTaBl HACTAHOB 3 KIIHIYHOI (apmakosorii Ta
(dapmakokiHeTHkH, npuitHATHX B €C, a came:

. CPMP/QWP/EWP/1401/98 Rev.1l/Corr** «Guideline on the Investigation of
Bioequivalence» (HactanoBa momo gociimkeHb 010eKBIBAJICHTHOCTI) [4],

. EMA/CHMP/600958/2010/Corr.* «Appendix IV of the Guideline on the
Investigation on Bioequivalence (CPMP/EWP/QWP/1401/98 Rev.1/Corr**):
Presentation of Biopharmaceutical and Bioanalytical Data in Module 2.7.1» ([JJomatox
IV no HacranoBu momao mociimkensb 6ioekBiBaieHTHOCTI (CPMP/EWP/QWP/1401/98
Rev.1/Corr**): IlpeacraBnenns OlodgapMalleBTUYHUX Ta OlOaHAIITUYHUX JaHUX B
Monymni 2.7.1) [5],

. EMA/618604/2008 Rev. «Questions & Answers: positions on specific
questions addressed to the Pharmacokinetics Working Party (PKWP)» (Ilutanns ta
BijnoBiai: [To3wuiis mo/o crenupiyHuX MUTaHb, HampaBieHux 10 PKWP) [6].

Opranizanis, BIANOBIJaJdbHA 33 L0 HACTAHOBY, — MIHICTEPCTBO OXOPOHH 3H0POB’S
(mam - MO3) Ykpainu.

Ils HacTaHOBa Oyze pPEryiaspHO NEpEriasaaTUCs BIANOBIAHO 0 3MIH 1 IONOBHEHbB, IO
BHOcATbes 10 «Guideline on the Investigation of Bioequivalence» ta «Questions &
Answers: positions on specific questions addressed to the Pharmacokinetics Working
Party (PKWP)» [4 - 6].

HacranoBa MicTUTB TIOJIOJKEHHSI, 1110 BIJIMOBIAAI0OTh YHHHOMY 3aKOHOJIaBCTRBY.

Jo 1€l HacTaHOBU OyJIO BHECEHO OKpEMIi 3MiHH, 3yMOBJICHI MPAaBOBUMU BUMOTAMH Ta
OPUMHATAMU B YKpaiHi TapMOHI30BAaHMMH HOPMATHUBHUMHU JOKyMeHTaMu. Jleski
penaxiiiiiHi 3MiHU OyJI0O BHECEHO 0e3MOoCcepeHbO Y MyHKTHU, SKUX BOHH CTOCYIOTHCS,
11 3MiHM II03HAYEHO 1HIIMM WpUPTOM Ta JIiTeporo N,

Jlo HacTaHOBU BHECEHO Taki peAaKiliiiHi 3MiHU Ta JOJATKOBY iH(MOpMAIIitO:

- Ha3By IIi€l HACTAaHOBM HaBeleHO BimmoBigHo ao sumor JICTY 1.5:2003
«HarionanbHa crangaptusanis. [IpaBuia nmoOynoBH, BUKIAIaHHS, OQOPMIIEHHS Ta
BUMOTH JI0 3MICTY HOPMATHBHHUX JTOKYMEHTIB» [7], a MmO3HAaY€HHsI — BIAMOBITHO /10
BuMmor crangapty CT MO3VY 42-1.0:2005 «®PapmaneBtuyHa mpoaykiis. Cucrema
crangaptuzailii. OCHOBHI MOJIOXKEHHs» [8];

- JIOJTATKOBO BBEJICHO TaKi CTPYKTYpHI €JIEMEHTH HAcTaHOBH, K «[lepeamoBay,
«Harmionaneanii  Betyn», «Cdepa 3acrocyBaHHsS», «HopmatuBHI mocuimaHHSY,
«TepMinu Ta BU3HaUEHHS MOHATHY, «[[03HaKK Ta CKOpOYECHHS», a TaKOK [|0OMOBHEHHS
1 ta 2 BignmoBigHO M0 iH(oOpMAIlii, BUKIAAEHOI B JTOKYMEHTI [6], Ta HaIllOHAJIBHHMA
nonatok «bibmiorpadis», odopmueni Biamosimno g0 Bumor JICTY 1.5-2003
«Harrionanbaa crangaptusaiis. [IpaBuna moOynoBu, BUKIagaeHHs, oQOpMIIECHHS Ta
BHMOTH JI0 3MICTy HOpMaTuBHUX JoKyMeHTIB» [7] Ta JICTY 1.7-2001 «HamionansHa
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crapaaptu3arisa. I[lpaBuiaa 1 MeTonM NMPUHHATTS Ta 3aCTOCYBAaHHS MIKHAPOIHUX i
perioHanbHUX cTaHAapTiB» [9]. Po3ginm «3micT» 1€l HAacTaHOBM TOJAHO 3
ypaxyBaHHSM JIOJJATKOBUX CTPYKTYPHUX CIICMCHTIB;

- OCHOBHI TOJIOKEHHSI BUKJIAJACHO Yy pO3AUll «3arajibHi moyioxkeHHs». Koxxuuii
CTPYKTYpPHHH €JIEMEHT Ta HOTO HOMEp y JlaHii HACTaHOBI BiJMOBIAAIOTH TaKUM Y
HactanoBi CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4], 3a BHHATKOM pO3ILTY
«Definition». KoxHuil CTpyKTypHHII €leMEHT Ta HOro HOMEp y JaHid HacCTaHOBI
BiMOBI1at0Th TakuM y KepiBHUIITBI EMA/CHMP/600958/2010/Corr.* [5]; nutanHs,
BUKJIaJIeH1 y po3ainax «Recommendations on determination of absolute and relative
bioavailability» (PekoMenmamii 1070 BHU3HAYCHHS aOCOJFOTHOI 1 BIJHOCHOI
OiomoctymHocTi), «Suitability of a 3-period replicate design scheme for the
demonstration of within-subject variability for Cmax» (MOXIUBICTh BUKOPUCTaHHS
CXEMH TPBOX-TIEPIOHOTO IMEPEXPECHOr0 MOBTOPHOTO AM3alHYy HJisi JAEMOHCTpallii
BHYTPIIIHLOCYO €KTHOT BapiabenpHOCTI Cmax), «If the SmPC of a reference product
allows for the possibility to administer a tablet crushed or disintegrated (and mixed
with food), would a specific bioequivalence study with administration of
crushed/disintegrated tablets (Test and Reference) always be required for a generic
application?» (Bumorm 10 JOCHIDKEHHS  OIOCKBIBaJICHTHOCTI ICHEPUYHOTO
Jikapchkoro 3acoOy, gk SmPC pedepeHTHOTO JiKapchKoro 3acoly 103BOJISIE
npuiiMaTH NOAPIOHEHY / Ne3MHTErpoBaHy TaOJeTKy (3MillaHy a0o HE 3MIIIAHy 3
ikero), «If the test product is an oral solution (or suspension) dosed in single dose
sachets and the test product claims the administration with or without water (or makes
no claim), how should the test product be administered in the BE study - with or
without concomitant fluid intake? If the test product is an oral powder or granulate
dosed in a single dose sachet for intake with or without water it is understood that it
should be assimilated to an orodispersible tablet, orodispersible film, buccal tablet or
film, sublingual tablet or chewable tablet, but how should oral solutions/suspensions
be tested?» (Bumorum m0 AocCiimKeHHS O10€KBIBAJIEHTHOCTI JIKapChKOTO 3aco0y y
JKapchKi opmi: iepopaibHUil po3uuH (200 CyCIieH3isl) B OJHOJO030BHX MaKeTax,
AKIIO BUMPOOOBYBAHHUH JIKAPChKUI 3acid Mae mpuiiMaTHCs 3 BoJol0 abo 6e3 (abo
Hemae iHdopMallii o0 NPUUOMY BOAM; MOPOIIOK ad0 TPaHYJIST JJIsl IEPOPATHLHOTO
3aCTOCYBaHHS B OJIHO/I030BHX IMaKeTax, AKII0 BUIPOOOBYBAHUI JIIKAPCHKUIA 3aci0 Mae
npuiiMaTucs 3 Bojor abo 0e3), «Clarification on how to apply the reference made in
Appendix Il of the Guideline on the investigation of bioequivalence
(CPMP/EWP/QWP/1401/98 Rev.1/Corr**), when waiving in vivo studies for oral
solutionsy (Ilosichennst o po3aity «Po3uuHHM JJIi OpabHOTO 3aCTOCYBaHHS»
Jonatky II i€l HacTaHOBU MO0 YMOB BIAMOBH BiJ MPOBEACHHS TOCIIKCHB IN
vivo), kepiBuuiitBa EMA/618604/2008 Rev. [6], cTocoBHO HampsMmKy cdepu il
nactanoBi CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4], BuknaaeHo y JlomoBHEHHSIX
1,2,3,4,5;

- nonatkoBo y JlomoBHenHi 6 BukiaaeHo mutaHHs «How should the condition
regarding fulfilling proportionality in composition of fixed combinations be
interpreted in an application with multiple strengths ?» (IlosicHeHHs 1010 yMOB
BUKOHAHHSI TPOMOPIINAHOCTI y CKJIaJl JIKAPChbKUX 3ac00iB, M0 MICTITh JEKUIbKa
JII0YMX PEYOBHMH MpU I0Ja4yi Ha JCp)KaBHY PpEECTpallil0 KiIbKOX J03YBaHb),
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kepiBaulTBa EMA/618604/2008 Rev. [6], cTocoBHO HampsiMKy cdepu Jii HAaCTaHOBU
CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4];

- nojpatkoBo y JlomoBHeHH1 7 BuKianeHo nutaHHsa «How large cam be deviations
from proportionality in combination be in the case of fixed combinations with highly
soluble active substances in an application with multiple strenghts?» (IloscHenns
0JI0 MOYKJIMBUX BIIXWJICHB BiJ MPOTMOPINIHHOCTI Yy CKJIaMl JIKapChKUX 3ac00iB, 110
MICTATh JEKUIbKa BHUCOKOPO3UYMHHUX MIIOYMX PEYOBUH MPH MOJa4yl Ha JEp)KaBHY
peecTpartiro KiTbKoX 103yBaHb), kepiBHUITBAa EMA/618604/2008 Rev. [6], cTocoBHO
HanpsMKy chepu nii Hactanosu CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4];

- mutanHs «If the SmPC of a reference product allows for the possibility to administer
a tablet crushed or disintegrated (and mixed with food), would a specific
bioequivalence study with administration of crushed/disintegrated tablets (Test and
Reference) always be required for a generic application?» (Bumoru g0 gociikeHHs
010€KBIBAJICHTHOCTI TEHEPUYHOIO JIIKAPChKOTO 3aco0y, skmo SmPC pedepeHTHOrO
JKapChKOro 3aco0y M03BOJIsiE MpUAMATH TMOAPIOHEHY / JAE3WHTErpOBaHY TabJETKY
(3mimany abo He 3MmilaHy 3 iKew), BUKIajgeHe B JlomoBHeHHI 3 3aMiHEHO Ha
TenepinHi BuMmoru kepisHunrea EMA/618604/2008 Rev. [6];

- po3nin «TepMmiHM Ta BHU3HAYEHHS MOHATH» BHUKIAIEHO HA IMIJICTaBl PO3ALTY
«Definition» nactanoBu CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4]. Lleit po3ain He
MMO3HaYE€HO HOMEPOM Ta BHMKJIAJACHO Micisa po3auny «HopmaTuBHI mocuiaHHs». Yci
TEpMIHU y po3aul «TepMiHM Ta BU3HAYEHHS MOHATH» HABEACHO B al()aBITHOMY
MOPSIIKY, BOHHM CYNPOBOJKYIOTHCS TOCHJIAHHSM HA HOPMAaTHBHI JIOKYMEHTH,
610miorpadiuHM ONMKC SIKUX HABEACHO Y HalllOHAIbHOMY JoAaTKy «bidmiorpadis»;

- y po3aini «HopMmaTuBHI TTOCHIAHHS» J0JATKOBO HaBeJeHO Oi0iorpadgiuyHuii omuc
HOPMAaTUBHHX JIOKYMEHTIB, 110 3raJylOThCs Y JaH1i HACTaHOBI;

- y  HamioHaapHOMYy  jgojatky — «bibmiorpadis»  gomaTkoBo  HaBeAEHO
616miorpadiuHmii OMKMC HOPMATHBHUX JOKYMEHTIB, Ha $IKI € TMOCWUJIAHHS Y JaHii
HAaCTaHOBI;

- y po3niii «TepMmiHu Ta BU3HAYCHHS MOHSTHY JOJAaTKOBO HaBEICHO BU3HAYCHHS
TEPMIHIB, 1[0 BUKOPUCTOBYIOTHCA y JaHI HACTAHOBI: «Jlif04a peYOBHHA (AaKTUBHUI
(apManeBTUYHUN  IHIPENIEHT,  CYyOCTaHIis)»,  «KpUTEpli  MPUHUHATHOCTIM,
«CHAHTIOMEpW», «IIKApChKUM 3aciO», <«JIKapchKli mpenapatd (TOTOBI JiKapChKi
3aco0M, JIIKM, MEIUKAMEHTH)», «HerailHe BHUBUIbBHEHHS», «MOJU(DIKOBaHE
BUBIJTLHEHHS», «CUJIa J1i JIIKApChKOro 3aco0y (103yBaHHA)», «crnerudikamis» — 3
MOCUJIAHHSM Ha BIJMIOBIIHI HOPMAaTUBHI JJOKYMEHTH, Y IKHX BOHU HABEJICHI;

- po3niun «Ilo3Haku Ta CKOpPOUYEHHs» CKJIQJICHO Ha IiJICTaBl MaTepiajiB PO3/LTy
«Definition» nactanoBu CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4], a Takox y
IIbOMY PO3UT JOJIATKOBO HaBEJEHO MO3HAYEHHS CKOPOYEHbB, 1[0 BUKOPUCTOBYIOTHCS
y JIaHiil HACTAHOBI,

- y Iiii HacTaHOBI CJIOBa «3asgBKa Ha TOProBy JineH3io» («marketing
authorisation application, application») 3aMiHEHO Ha «peeCTpaIliiHe JOChE»; KTOProBa
minensis» («marketing authorisation») — Ha «peecTpariisn»; «3MIHW» («variationsy)
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3aMIHEHO Ha «3MiHH, K1 MOXYTh OYTU MPOTATOM JIii peECTPaIIfHOTO MOCBIAYCHHS;
«PO3MIMPEHHM («extensiony») 3aMIHEHO Ha «3MiHH, 10 MOTPeOYIOTh HOBOT peecTpartii
JKapChbKOr0 3aco0y»; «Io MOCTymHUM Ha puHKax» («if available on the markety)
3aMIHCHO Ha «I0 JOCTYHMHUW Ha puHKax cBiTy», «Ph.Eur. buffers recommended»
3aMIHEHO Ha «PEKOMEHI0BaHI €Bpomeichkoro papmakoneero Oydepmn»; «BCS based
Biowaiver» 3amiHeHO Ha «mpoiieypa 6ioBeriBep Ha mijactaBi BCKy;

- 10 BCbOMY TEKCTY JaHoi HacTaHOBM BHECEHO pelakiliifHi 3MiHH Y TTOCUIaHHIX
Ha CTPYKTYpHI €JIEMEHTH I1Ii€i HACTaHOBU, HANPUKIAA, 3aMicTh «(see also section
4.1.6)» BKazaHO «(AWB. TaKOX po3ain 4.1.6 miel HACTAaHOBM)»; 3aMICTh «(see section
4.1.6)» BkazaHo «(auB. po3air 4.1.6 11ie€i HacTaHOBH)»; 3amicTh «(see Appendix II)»
BkazaHo «(auB. Jlomatok Il 10 11i€1 HACTaHOBM ),

- micast chiB  «EBpomeiicbka dapmakones» J0JaHO cioBa «abo JlepskaBHa
(apmakones Ykpainu'y;

- JOAATKOBO JO IOCHJIaHh Ha KepiBHUNTBA €C 3p00JICHO TOCHJIAHHA Ha
BIJIMMOBIAHI TAQPMOHI30BaH1 JOKYMEHTH, 3aTBEPHKEH] B YKpaiHi;

- JI0AATKOBO JI0 TTOCHJIaHb Ha KOHKPETHI JoKyMeHTH €C 3p00JIeHO MOCHUJIaHHS Ha
YHMHHE 3aKOHO1aBCTBO €C;

- BHECCHO YTOYHCHHS y BH3HAUCHHS (apMakokiHeTHYHHX mHapameTpiB Ae(0-t),
AUC(0-1), Cmax, Cmax,ss;

- B po3aunu 1.3. «[Hmi Tunu 3as1By, 3. «3akoHoaBua 0azay, 4.1.2. «PedepenTHuit
Ta BUIPOOOBYBaHUM JIKapchbki 3acoOm», «Jlikapcekmii 3acid 3 (PIKCOBAHOIO
komOiHarieo» Jlomatky II, 1. «Betyn» Jlomatky IV BHeceHO yTOUHEHHS 1100 Ha3B
THUITIB JIKAPChKUX 3aCO01B, IO MOJAIOTHCA HA JIEP>KaBHY PEECTPALIii0 Ta BUMOT J10 HUX
BIAMOBIAHO J10 BUMoOTr Hakazy Ne 460 [3];

- B abz3ail yetBepTuil po3niny 2. «Cdepa 3acTOCyBaHHS» BHECEHO JTOTOBHEHHS
I0JI0 MOKJIMBOCT1 BU3HAYEHHS, B pa3i OOTpyHTYBAaHHS, KOHIIEHTpAIIll METa0oITy;

- B ocTaHHIN ab3ar po3aunry 2. «Cdepa 3acTocyBaHHS» BHECEHO JIOMOBHEHHS
IIOJI0 PETYJIATOPHOTO JOKYMEHTY NMPUUHATOTO B YKpaiHi (Haka3z Ne 460 [3]), B sskomy
BUKJIAJICHO BUMOTHU IIOJO JOBEACHHS O10€KBIBAJIEHTHOCTI T€HEPUYHUX JIIKAPCHKUX
3ac001B;

- B po3aiia 3. «3akoHoaaB4a 0azay BHECEHO J0JIAaTKOBO MOCUJIAHHS HA HACTAaHOBU
CT-H MO3 Ta kepiBauntBa EMA [6]. BHeceHO OMOBHEHHS WIOAO0 MPOBEICHHS
KOHCYJIbTalll BIJMOBIIHO O YUHHOTO 3aKOHOJIAaBCTBA YKpaiHU;

- B po3min 4.1. «/luzaiiH, TpoBedeHHA ~Ta  OIlIHKa  JIOCJIKEHb
010€KBIBAJICHTHOCTI» BHECEHO JIOMOBHEHHS WIOJI0 PETYJIATOPHOTO JIOKYMEHTY
npuiiHaroro B YkpaiHi (Hakaz Ne 690 [15]) Ta yTOYHEHHS MO0 BHUOOPY
pedepeHTHOTO JIIKapChKOTO 3aC00Y;

- B mepmuid ab63ar po3ainy 4.1.2. «PedepentHuii Ta mOCHIKYBaIbHI JIIKAPCHKI

3aco0M» BHECEHO YTOYHEHHs IoA0 BUMOr myHKTY 6 (1) npyroro maparpady
Jupextusu 2001/83/€C 31 3minamu [13];
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- JI0 TYHKTY «YTaKOBKa IOCIIIKYBaHUX JIIKAPCHKUX 3aco0iBy» pos3ainy 4.1.2.
«PedepeHTHHI Ta JOCHIKYBajdbHI JIIKApChKI 3acO0M» BHECEHO IIOCHJIAHHS Ha
nacranosy CT-H MO3V 42-4.0:2016 [18]";

- B po3aini 4.1.7. «bioaHamiTHuyHa METOOJIOTIS» 3aMicTh TMo3HadYeHHS «SOP»
BUKOPHCTAHO «CTaHIApTHA OIepalliifHa mporemaypay.

- 4.1.10. «BwucokoBapiabenpHi Ait04l peyoBHMHH a0 TMpenaparn» BHECEHO
MOCHJIaHHS Ha /JomOBHEHHS 2 HACTAaHOBHU.

- B mepumid a63am po3aury 4.3.1. «3BIT mpo pe3ynbTaTH  JOCIIDKEHHS
010€KBIBaJICHTHOCT» BHECEHO JOMOBHEHHS MO0 PEryJISITOPHOTO JOKYMEHTY
npuitHATOTo B YKpaini (Hakaz Ne 690 [15] ta 3akon YkpaiHu mpo JiKapchKi 3acoom

[17]);

- B Tperik a63an po3mity 4.3.1. «3BIT mpo pe3ynbTaTH  JOCHIKEHHS
010€KBIBAJICHTHOCTI» BHECEHO JIOMOBHEHHS IWIOJI0 PETYJISATOPHOIO JOKYMEHTY
npuitHsaToro B Ykpaini (Haka3 Ne 460 [3]);

- B po3nuni 4.4. «3asgBu Ha 3MIHHU, 10 MOXYTh OYTH NPOTATOM il
pEeECTpaIlifHOr0 MOCBIAUEHHS» Ta MyHKT1 «Jlikapcbki dopmu 3 MoaudikoBaHUM
BUBUIbHEHHSIM cucTeMHoi mii» Jlogatky Il BkasaHo akTyajabHy BepcCil0 HACTaHOBH
CPMP/EWP/280/96 Corr 1 «Guideline on the pharmacokinetic and clinical evaluation
modified release dosage forms» [20];

- B nmyHKTax «[lapeHTepanbHi po3unmHmy, «JlimocomaiibHi, MILENSPHI JTIKApPChKI
3aco0u Ta JIKapChKi 3aCO0M Y BUIJIS1 €EMYJIbCIH 1711 BHYTPIIIHBOBEHHOTO BBEJICHHS,
«Jlikapchki 3acoOu MicieBoi 1ii Ta micueBoro 3actocyBaHHs» Jlomatky Il BHeceHo
YTOYHEHHS IIOAO TMOHATTA «3aTBEPIKEHUN Ha JlaHWW Yac JIKApChKUU 3acio» -
pedepeHTHU TiKapChKUii 3acio;

- Mo TEeKCTy 3aMmiHeHo «Mopaymo 2.7» abo «Mopymio 2.7.1» Ha «pozain 2.7
Mopymto 2» a6o «po3aia 2.7.1 Momyiio 2»;

- no Tekcty 3amineHo «ODT» Ha «rabneTku, 10 JUCHIEPTYIOThCS B POTOBIN
OPOKHUH1Y;

- MO0 TEKCTYy BHECEHO YTOYHEHHS, B pa3l BUKOPHCTAHHS TEPMiHY «biowaiver»
3a3HAYAETHCS «BIIMOBA BiJI MPOBEJICHHS JTOCTIKEHb 010€KBIBAJIGHTHOCTI 1n ViVoy, Ta
B pa3l BukopucrtanHs Tepminy «BCS-based biowaiver» 3a3zHauaeThcs «mporeaypa
OioBeiiBep Ha mizgctaBi BCKy;

- no tekcry 3amineHo «CPMP/EWP/240/95 Rev 1 «Guideline on clinical
development of fixed combination medicinal products» (HacranoBa 3 KiiHIUHOT

po3po0ku  (ikcoBaHMX KOMOIHALIM JIKapChKUX TIpernapariB)» Ha HOBY BEPCitO
BianoBigHoro kepiBHUIITBa «KEMA/CHMP/158268/2017»;

- no Tekcty Jomarky IV 3amicts «Study IDy» 3a3naueno «Kopa gociimkeHns»;

- B Tabmumi 2.2. Jlomarky IV 3amicte «EU Authority Inspection» 3a3HaueHo
«lHCTIEKIISY;

- B TaOymmirsix 4.2. ta 4.3 Jlogatky 1V 3amicTh «#» 3a3HAYEHO «KITBKICTHY;
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- B Tabmuii 4.3 Jlomatky IV BHeceHo ytouHeHHs: «lloBTopHuUil aHami3
nocaimkyBanux 3paskiB  (incurred-samples)» 3amineno Ha «IloBTopHMI aHai3
JTOCITIDKYBAaHUX 3pa3KiB 3 METOI OIlIHKM MPaBWJIBHOCTI BU3HAYCHHS AaHAJITy B
KIiHIYHKEX 3pa3kax (incurred-samples)y;

- B po3ain «Jlikapceki 3acobu 3 (ikcoBanoro komOiHatieo» Jlogatky I BHeceHo
YTOYHEHHSI «T€HEPUYHHUX JIIKAPCHKHUX 3aCO01BY;

- BHECEHO YTOYHEHHS Ta BHIIPABICHO TEXHIYHI TMOMHJIKH B  PO3ILT
«HanionanbHuii BcTym», nepiiomy naparpadi posaury 1.1, B yerBepromy naparpadi
po3ainry 2, B TperboMmy maparpadi pozainy 1 [omatky III, B mepmomy maparpadi
posainy 2 Jlomatky IV;

- BHECEHO yTouHeHHs B JlomoBHeHHs 3, 4 Ta 5;

- B pOSI[iJI ((TepMiHI/I Ta BU3HAYCHHA IIOHATH» BHCCCHO YTOUHCHHA: «Td HC € ix
A3CPKAJIbHUM BiIIO6pa)KeHHSIM» 3aMIHEHO Ha «Ta € A3CpPKaJIbHUMHA 306pa}KCHHHMI/I, 1o
HC HAKJIadalOTBCA»,

- B po3ain «4.1.6. Jlo3yBaHHs, IO JAOCIIKYIOTHCS» BHECEHO YTOUHEHHS: «JIJIs
JIOCTIKYBAHOTO JIO3yBaHHSA 1 J03yBaHHS (-Hb), I SKOro (-MX) pPO3IJISIa€ThCs
UTAHHS BIIMOBH y IIPOBEICHHI JOCIIIKEHHS SKBIBAJIEHTHOCTI IN VIVO» 3aMiHEHO Ha
«UIS JT03YBaHHs, II0 BHKOPHUCTOBYBAJIOCH B JIOCIIJDKEHHI 1 M03yBaHHS (-Hb), IS
SKOro (-MX) PO3IJISAEThCA IUTAaHHSA BIIMOBH Yy TPOBEIACHHI  JOCIIKESHHS
€KBIBAJIEHTHOCTI IN VIVOY;

- B po3ain «Edekt nepeHocy» BHeceHO yTouHeHHsA: «B apyromy mnepioai
JOCJIIIDKEHHI1 11e TTpUBEJIe 10 BUIIYUEHHS I[bOTO Cy0’€KTa 3 aHali3y» 3aMiHEeHO Ha «B
JIBOX TNEPIOJHOMY JAOCHIDKEHHI L€ MNpU3BEAE 0 BHIYYEHHS LbOro cyO’ekTa 3
aHami3y»;

- y  HamioHalbHOMY  noaaTtky  «bibmiorpadis»  BHECEHO ~ yTOYHEHHS:
«JICTY 1.5-2003» 3amineno Ha yuHHY peaakiiro «JICTY 1.5-2015»;

- y  HamioHalbHOMY  noaaTtky  «bibmiorpadisy»  BHECEHO  yTOYHEHHS:
«JICTY 1.7-2001» 3amineno Ha ynHHy pemakiiro «JICTY 1.7-2015»;
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