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HALIIOHAJIBHUH BCTVYII

BuzHauenHss 0100CTYMHOCTI Ta OIliHKa O10€KBIBAJCHTHOCTI € BaXKJIMBUMU
eIeMEeHTaMu TIpu  po3poOlIll Ta JepKaBHIM peecTparii JKapchKOro 3aco0y.
biomocTynHICTh 03HAYa€ MIBUAKICTH 1 CTYIIHB, 3 SIKOIO Jif04a pedoBuHA abo Ti
AKTUBHUI KOMIIOHCHT BCMOKTYIOTHCSI B CHCTEMHHI KPOBOOOIT 1 CTalOTh HOCTYITHUMHU
B Micii mii. 3a JOMOMOTOI0 JaHMX 3 Ol0JOCTYIMHOCTI 3a0e3MedyeThes OIlHKA
abcopOoBaHOi (pakiiii Air0U0T PpEYOBUHH, a TAKOXK HAAAETHCS 1H(POPMAITis ITOB’sI3aHa 3
(hapMaKoKIHETHKOIO TpernapaTy. bioeKkBIBaJICHTHICTh O3HAYae, IO 3a pe3yJbTaTaMu
HAJICKHUM YHMHOM IIPOBEICHOTO JOCHIKEHHS MiATBEPIKEHA BIJICYTHICTh CYTTEBOT
PI3HUII B MIBUJAKOCTI 1 CTYMEHI, 3 KOO Jif04a pe4oBHHA a00 11 aKTUBHUI KOMIIOHEHT
y (papManieBTUYHO €KBIBaJEHTHUX a00 (hapMaleBTUYHO aJbTEPHATUBHUX Ipenaparax
CTal0Th JOCTYIHHMMHU B MICII JIIi Tpenapary NpHu BBEACHHI B Tiil k€ MOJISIpHIN 71031 B
aHaJoriyHUX yMoBax. JlocnmipkeHHs AoKa3zy O10€KBIBaJIEHTHOCTI JBOX Ipenaparisb
MaloTh BaXJIMBE 3HAUCHHS SK Ha e€Tami po3poOKM HOBOTO MperapaTry, TaKk 1 B
micasipeecTpaiiHui epio/.

Baranpuuit TexHiyauid gokymeHT (CTD) [1], mpuitHsatuii y €Bponeiicbkomy
Corosi (€C), Cnonyuenux Illtarax Amepuku (CIIA), SInoHii, BCTaHOBIIOE BUMOTH
II0JI0 MPEJCTABIEHHS JAaHUX JIOCHIIKEHb 010JI0CTYMHOCTI Ta O10€KBIBAJIEHTHOCTI Y
CKJIaJll PEECTpallIMHOrO JO0Che Ha JKapchkui 3aci6. KOHKpeTHI BHUMOTM I10]10
MPEJICTaBJICHHS [IUX JJAHUX Y CKIIAJl peecTpaliiHoro gocke [2, 13] 3amexaTs Bij THITY
peecTpaiiitHoi  GopmMu  JiKapchkoro 3aco0y, IO TOJAEThCS Ha  JEpP>KaBHY
peectparito [3].

[TopsinkoM TPOBENEHHSI EKCIEePTHU3H PEECTPALIMHUX MaTepialliB Ha JIKApChKi
3aco0u, IO TMOJAIOThCS Ha JEp)KaBHY peecTpallito (TepepeecTparlito), a TaKoxX
€KCIIePTU3H MaTepiajiB PO BHECEHHS 3MiH 10 PEECTPALIMHUX MaTepialiB MPOTATOM
Iii peecTpaliitHOro MOCBIAYEHHSI, 3aTBEPIKEHOr0 Haka3oM MIHICTEpCTBA OXOPOHU
3mopoB’ss Ykpainu Big 26 cepmas 2005 poky Ne 426 (y pemakuii Hakasy MO3
VYkpainu Bim 23 nunas 2015 poky Ne 460, mo 3apeectpoBanoro y MiHICTepCTBi
foctuiiii Ykpainu 07 sxoBTHs 2015 poky 3a Ne 1210/27655 31 3minamu) (gayii — Haka3
MO3 Ne 460), nepeadadeHo HaAaHHSA Y CKIIAl PEECTPAIIHHOTO TOChE HA JIIKAPCHKUI
3aci0 gaHuWxX BUNPOOYBaHb, NPOBEICHUX IS OINHKH O010J0CTymHOCTI Ta/abo
010eKBIBaJICHTHOCTI JIiIKapChKUX 3aco0iB [3].

B €C BBemeno okpemy Hactanopy CPMP/QWP/EWP/1401/98 Rev.1/Corr**
«Guideline on the Investigation of Bioequivalence» [4], mo MiCTHUTh TOJOXCHHS
3araJlbHOr0  METOJIMYHOIO TMIJAXOAY JO OpraHi3aiii Ta OIlIHKH JOCHIIKEHb
01010CTYMHOCTI Ta OlOCKBIBAJCHTHOCTI, BH3HAYa€ BUMOTH IIOAO JU3AMHY,
MPOBEJICHHS Ta OIIHKK JIOCTIPKEHb O10€KBIBAJICHTHOCTI IJIsl JIIKAPCHKUX 3acO0iB
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HETaHOTO BUBIJIBHEHHS CHUCTEMHOI Jii Ta MICTHTh PEKOMEHJAIlli 100 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 ommcano
BUMOTH IOAO TMpEJACTaBICHHS OlodapMalleBTUYHUX Ta OloaHATITUYHUX JaHUX B
poszauni 2.7.1 Moayns 2 peecTpaliiiHOTo JIOCh€ Ha JIIKapChKHi 3acio.

KpiMm Toro, B KOHTEKCTI TIporeAyp OuLiHKA jgaHux PobGoya rpyma 3
dapmakokinetuku (Pharmacokinetics Working Party (PKWP)) €sporneticbkoro
arelctBa 3 Jikapchkux 3aco0iB (EMA) Bupimye crnemudiuai TUTaHHS CTOCOBHO
(hapMaKOKIHETHYHUX AOCIIPKEHb Ta BIANOBIAHI pIlIEHHS BiAoOpakae B JOKYMEHTI
EMA/618604/2008 Rev «Questions & Answers: positions on specific questions
addressed to the Pharmacokinetics Working Party (PKWP)» [6]. Taki pimeHHs
GbopMyIOTbCSI Ha TIJICTaBl CY4acCHHMX HAyKOBUX 3HAaHb Ta HOPMATUBHHUX BUMOT.
[TuTaHHA, 0 PO3MIAAAIOTHCS B JOKYMEHTI [6], y meskux BUIaAKax JOMOBHIOIOTH
iHpopmariio, 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 orysay Ha BUIIEBUKIIAJEHE, € HEOOXIAHICTh BBEJACHHS B YKpaiHI HACTaHOBH,
0 MICTUTh TapMOHI30BaHI 3 TMIOJIO)KCHHSMM BIANMOBIIHMX HactaHoB €C Ta
aKTyajli30BaHI peKOMEHAIlll 100 IJIAHYBaHHS, ITPOBEJCHHS Ta OLIHKU JOCIIIKCHb
O10€KBIBAJICHTHOCTI, a TaKOX TIPEJICTABICHHS OTPUMAaHUX JIaHUX 1 pPE3yJIbTATiB
JOCIIKEHHS y PEECTPALIITHUX TOCKE HA JIIKAPChK 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 10CH11»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» (JlogaTox
IV no HacranoBu momao mocaimkensb 6ioekBiBaieHTHOCTI (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].

[Ils ©HacTaHOBa MICTUTHh HOBI JIOMIOBHEHHS 3 METOK YJIOCKOHAJEHHS Ta
OOTpyHTYBaHHS MIJAXOAIB J0 TPOBEIAEHHS JIOCHIIKEHb, BPaXOBYIOUH OCOOJMBOCTI
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3aCTOCYBaHHS JIIKAPCHKUX 3aco0iB, IO NepeadadyeHO I1HCTPYKIIEH 3 METUYHOTO
3aCTOCYBaHHS, a caMe€ IpU MpUioMi MOAPIOHEHHOT / JE31HTErPOBAHHOI TaOJICTKH
(3mimanoi abo He 3mimaHoi 3 Kew) ([lomoBHeHHS 3); MOSCHEHHS OO0 YMOB
BUKOHAHHS MPOMOPLINHOCTI Yy CKJIadi JIKApChKUX 3aco0iB, IO MICTATh JCKLIbKa
TIIOYMX PEUYOBMH TIpH TMOAadi HA JEpKaBHY PEECTPAI0 KUIBKOX J03YBaHb
(lommoBuenus 6). Iadopmarris, MO BHUKIaJCHA B HOBUX JOIIOBHEHHSX BIJIIIOBIIAE
octaHHIM BuMoram kepiBauirBa EMA/618604/2008 Rev. [6].

[Ils mnacranoBa 3aminioe HacranoBy 42-7.2:2018 «Jlikapceki 3aco0m.
JlocaikeHHST 010€KBIBAJICHTHOCTIY.

HactanoBy HEOOXiIHO pO3INIAATH, BPaxOBYIOUM PEKOMEHJAIlll KEpiBHHUIITB
EMA oo crenuiyHuX BUMOT 10 OKpeMHX Jikapchkux 3aco0iB (Product specific
bioequivalence guidance) ta kepipaunrea ICH EMA/CHMP/ICH/493213/2018 om0
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 biowaivers» momnoBHo€e
BUMorH, BukiazaeHi B Jlogatky III Hactanosu.

Opranizaiiisi, BIANOBIAaJIbHA 3a II0 HACTaHOBY, — MIHICTEPCTBO OXOPOHU
3n0poB’st Ykpainu (pam — MO3).

[ls nactaHoBa Oyne meperisaaTUCS BIANOBIIHO 10 3MiH 1 JOMNOBHEHb, IO
BHOCcThCA A0 «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 BIJIMOBIal0OTh YNUHHOMY 3aKOHOJABCTRBY.

Jlo 1wiei HacTaHOBM OyJ0 BHECEHO OKpeMi 3MiHH, 3yMOBIICHI MPaBOBUMHU
BUMOTaMU Ta TMPUAHATUMH B  YKpaiHi TapMOHI30BaHUMU HOPMATHBHUMH
nokyMmMeHTamu. Jleski pemakiiiiiHi 3MiHU OyJ0 BHECEHO Oe3MOCepeHbO y MYHKTH,
SIKHX BOHH CTOCYIOTBCSI; Iii 3MiHH MO3HAYEHO iHIIMM mpH(TOM Ta JTiTeporo . 3MiHH i
JIOTIOBHEHHSI HaBEJICH1 y HallloHATbHOMY noaaTky «llepenik pemakiiiHuX 3MiH Ta
JIOTIOBHEHB» 111€1 HACTAHOBHU.

HacTtanoBa € pekoMeHIallisIMU 111010 IUIAHYBaHHS Ta MPOBEAEHHS JOCIIIKEHb
010/1I0CTYMHOCTI Ta 010€KBIBAJICHTHOCTI, @ TAKO OLIHKH PE3yJIbTaTIB JOCIIIKEHb Ta
MPEICTABICHHS BIANOBIAHUX PE3YJIbTATIB.

[IpaBoBuii cTaryc 1i€] HACTAHOBU BIAMNOBIJA€ MPABOBOMY CTAaTyCy BIJIMOBITHHUX
kepiBHUITB €C Ta 1Hmux perioHiB ICH, 3 sSkuMuU TapMOHI30BaHO pPO3POOJICHY
HacTaHOBY. LI HacTaHOBa HE Ma€e CHJIM HOPMATHUBHO-TIPABOBOTO akTa. {0 HacTaHOBY
CHIJ PO3MJISIAATH SIK TEXHIYHUN IOKYMEHT, 1[0 MICTUTh PEKOMEHIAIIIT JJIsl 3asBHUKIB -
BJIACHHUKIB PEECTPAIIMHUX TIOCBIIUYE€Hb, PO3POOHUKIB, IOCITIAHUKIB, BHPOOHHUKIB
JTKApChKUX  TpemapariB, EKCIePTHUX Ta  KOMIETEHTHUX  YIMOBHOBAKEHHX
PETYJISTOPHUX OpPTraHiB Ta/a00 HIIMX 3aIliKaBIEHUX 0Ci0 11010 BUKOHAHHS MTOJIOKEHb,
BU3HAYCHUX 3aKOHOJABCTBOM YKpaiHu y cdepi 00iry nmikapchbkux 3aco0iB. ILls
HAaCTaHOBA CTOCYEThCA CHENU(pIYHUX HAYKOBUX IHTAaHb IIOAO JOCIHIKEHb
OlomocTymHOCTI Ta OloekBiBajIeHTHOCTI. [looXKeHHs 11i€1 HACTAaHOBH B1AOOPaKAIOTH

VIl
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rapmoHizoBaHuii (y pamkax €C ta ICH) miaxia, siki 60a3yr0TbCsl HA OCTaHHIX HayKOBHUX
JOCSITHEHHSX Yy I[1H TaTy31 3HaHb.

JloTprMaHHSI TIOJIOKEHB 11i€1 HACTAHOBH 3aI[iKaBICHUMHU CTOPOHAMHU CIIPUSTHME
TUTAHYBAaHHIO 1 TMPOBEJACHHIO JOCHI[KCHh HAJICKHUM YHHOM, Ta TIOJETIIUTh
MIPOBEICHHS CKCIEPTH3U PEECTPAIliiHUX JOChE, a TAKOXK TMIIBUIIUTH SKICTh Ta
Oe3rmeky JKapchkux 3aco0iB B Ykpaini. OmgHak, MOXyTh OyTH 3acTOCOBaHI
aNbTepHATUBHI MiIX0U 32 YMOBH X BIJIMOBIAHOTO HAYKOBOTO OOTPYHTYBaHHS.

Takuit miaxig [0 TMPaBOBOTO CTAaTycy OUIBLMIOCTI HAyKOBUX KEPIBHUIITB
BUKIIQJICHO Y JOKyMEHTI €BpOMEHCHKOTO areHTCTBa 3 JiKapchbkux 3aco6iB (EMA)
Doc. Ref. EMEA/P/24143/2004 «Procedure for European Union guidelines and
related documents within the pharmaceutical legislative framework, 2005»
(ITporiemypa 11010 KEPiBHUITB Ta CYNMYTHIX JOKYMEHTIB €Bpormeiickkoro Coro3y B
paMkax (apmareBTUYHOTO 3akoHojaBcTBa, 2005) [10]. Bkazanmii miaxia BiamoBigae
no3utiii BTO BiJHOCHO 3aCTOCYBaHHS CTaHJAPTIB.



HACTAHOBA

JIKAPCBKI 3ACOBHA
JocaigkeHHs 0i0eKBIBAJEHTHOCTI

MEDICINAL PRODUCTS
Investigation of Bioequivalence

Ywunna 811 06.11.2020 .

COEPA 3ACTOCYBAHHAA

[Is HacTaHOBa BHM3HAYa€ IMOJIOKEHHS WIOJO JIOCHIIKEHb O10JOCTYMHOCTI Ta
010€KBIBAJICHTHOCTI JIIKapCchKUX 3acoOiB. lLlg HacTaHOBa HE NOIIMPIOETHCS Ha
JKapChKi 3ac00M J1J1s1 BETepUHapii.

[Iss HacTaHOBa 3aCTOCOBYETHCSl ISl JIIKAPCHKUX 3acO01B, 10 PO3POOISIOTHCA,
JOCIIKYIOTBCSI, PEECTPYIOThCS Ta BHUPOOJSIIOTECA B YKpaiHi JUisl MPOAAXY Ha
BHYTPIIIHBOMY PHHKY Ta 3 METOI €KCHOpPTy ab0 po3poOistOThCS, MOCIIIKYIOTHCS,
PEECTPYIOTHCS 1032 MEXKAMH Y KpaiHU Ta IMIOPTYIOTECS B YKpaiHy.

[ls wHacTtaHOBa TOIIMPIOETHCA HA TIUIAHYBAHHS, IMPOBEACHHS Ta OI[IHKY
BUIIPOOYBaHb Ta JOCIIKEHb 0100CTYMHOCTI Ta 010€KBIBAJCHTHOCTI NpeEMapariB Ha
etanax (apManeBTUYHOT pO3pOoOKH, BHUPOOHMIITBA, (POPMYBaHHS pEeECTpaIiiHUX
JIOChE Ta peecTparllii, a TaKoK BHECEHHS 3MiH JI0 MaTepialliB PEECTPAIIHHOTO JTIOCKE Ta
1] 9ac ayAuTy a00 1HCIIEKTYBaHHSI YCTAHOB, 11O ITPOBOAATH BIAMOBIAHI JOCIIIXKCHHS.

IIs HacTaHOBa pEKOMEHIYETbCS HJisi CyO0’€KTIB TOCHOJAprOBaHHA (fmam —
oprasizaiiiif), o 3aiiMarTbCcsi pO3pOOKOI0 MpenapariB, MPOBEACHHAM JOCIIIHKCHb
01010CTYNTHOCTI Ta O10€KBIBAJIEHTHOCTI, (POPMYBAaHHSIM PEECTPALIHHOTO JIOChE Ta
MPOBEJICHHSIM TIOLEAYp JHEpP>KaBHOI peecTpallli JIKapCbKUX 3aco0iB Ha TEpUTOPIL
VYkpainu, He3aJeKHO BIJ BIIOMYOrO MIANOPSAKYBAaHHA Ta (POPMHU BIACHOCTI, IS
BIJIMOBITHUX 3aBHUKIB Ta MIANPUEMCTB-BUPOOHUKIB, TPOAYKIISA SIKUX PEECTPYETHCS
Ta IMIOPTYEThCS B YKpaiHy, ISl HAYKOBO-EKCIIEPTHUX OpraHi3aliidl Ta peryiasiTopHUX
OpraHiB, a TaKOXX €KCIEpTIB, ayJIUTOPIB Ta 1HCHEKTOPIB, IO MPOBOIATH EKCIEPTUIY
IPOTOKOJIB KJIIHIYHUX BUMPOOYBaHb Ta BIAMOBIIHMX MaTepialiB, MPEACTaBICHUX Yy
CKJIaJIl PEeECTPAIIITHOTO JTOChE, TIPU peecTpalrii (mepepeecTpaitii) Ta BHECEHHI 3MiH J10
peeCTpariitHOro JOChe JIIKapChbKUX 3aC001B, 3A1MCHIOIOTh ayJUT Ta IHCIIEKTYBaHHS.
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HOPMATHUBHI IOCUJIAHHA

V 1t HACTaHOBI € MTOCUJIAHHS Ha TaKl HOPMAaTHUBHI JOKYMEHTH:

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
cnoxkuBanusa moapmu//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 (IlpaBuia, 1110 perysrO00Th
Jikapcebki nipenapatu B €Bpornericbkomy Corozi. — Tom 2B. — 3aranbauii TeXHIUHUN
JTOKYMEHT. €Bporneiickka KoMicid. ['0JIOBHMI AMpeKTopaT 3 MIANPUEMHHIITBA 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)» (Ilutanus ta BigmoBimui:
[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» (ITpoueaypa
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 JJis JOJUHU Ta 3aCTOCYBaHHS y BETEpUHApIi);

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

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» (Homatox IV 1o
HacranoBu momo mocmimkenb OloekBiBajgeHTHOCTI (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 JIOCTIJIKCHB);

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 o 6ioBetiBepy Ha mincrasi bCK);

EMEA/CHMP/225411/2006 «CHMP guidance for users of the centralised procedure
for generics/hybrid applicationsy» (HactanoBa komicii 3 MEIUYHUX HPOAYKTIB IS
JIOJMHU IS BUKOPUCTAHHS MpHU 3asBaX Ha TEHEPUK/TIOpUA 3a LEHTPaIi30BaHOIO
MIPOLIEAYPOIO);

Eudralex, Volume 3, 3CC3a «Pharmacokinetic studies in many» (dapmakokiHeTn4Hi
JOCTIDKCHHS Ha JIIOJIAX);

EMA, «Product specific bioequivalence guidance» (Cnerudiuai BUMOTH 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
JKapChKUX (GOpM 3 MO (DIKOBAHUM BHBUILHECHHSIM);

EMA/CHMP/158268/2017 «Guideline on clinical development of fixed combination
medicinal products» (HacranoBa 3 kiiHIYHOT PO3poOKH (hiKCOBAaHMX 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 IHTAALIMHUX MpenapariB, BKIIOYAIOYM BUMOTH IS
JIOBEJICHHSI TEPareBTUYHOI EKBIBAJCHTHOCTI JBOX IHTAISIIMHUX TMpenapariB, IO
BUKOPUCTOBYIOThCSL /Ui JIIKYBaHHS aCTMHM Ta XPOHIYHOI OOCTPYKTHBHOI XBOpPOOH
JICTEHIB);

CPMP/EWP/239/95 «Clinical Requirements for Locally Applied, Locally Acting
Products containing Known Constituentsy (Kuminigyai BuMOrd Ui IperapariB
MICIICBOI i1 Ta MICIIEBOI0 BUKOPUCTAHHS, 110 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 npuiitasatHOCTL. 2000);



CT-H MO3Y 42-7.3:2020

European Pharmacopoeia. 8th Edition. European Directorate for the Quality of
Medicines (EDQM). — Council of Europe, 67075 Strasbourg Cedex, France 2014.

(Eponeiicrka papmakores, BOCbMe BUAaHHS);
3akoH Ykpainu «IIpo nikapcbKi 3aco0m»;

Haka3 MO3 VYkpainu Binx 26 ceprusa 2005 poky Ne 426 «[Ipo 3atBepmxenns [lopsaky
MPOBEJCHHS EKCIEPTU3M PEECTPAIlifHMX MaTepialiB Ha JIKApChKi 3acolu, Mo
MOJAlOThCS Ha JIEpXKaBHY peecTpaliio (ImepepeecTpaiin), a TaKoXK EKCIepPTHU3H
MaTepialiiB MpPO BHECEHHS 3MIH JI0 PEECTpaliiHUX MaTepiaidiB MPOTIroM il
PEECTPAIITHOTO TIOCBIAYCHHS», Y pemakilii Hakasy MO3 Ykpaiau Bix 23 mumas 2015
poky Ne 460, 3apeectpoBanoro y MinictepcTBi toctuiii Ykpainu 07 xoBTHS 2015
poky 3a Ne 1210/27655 31 3MiHaMH.

Haka3z MO3 Ykpainu Big 23 BepecHst 2009 poxy Ne 690 «IIpo 3arBepmxenns [lopsaxky
IIPOBEJICHHS KIIHIYHUX BUMPOOYBAaHb JIIKAPCHKUX 3aCO0IB Ta €KCIIEPTU3N MaTepialiB
KJIHIYHUX BUIPOOYBaHb 1 THUMOBOrO MOJIOKEHHS MPO KOMICIT 3 MUTaHb ETUKWY,
3apeecTtpoBaHuii 'y MinicTtepcTtBi toctuiii Ykpainu 29 xoBtHa 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 (Il Bunanss)»;

Haka3 MO3 Vkpainu Big 14 OGepe3ns 2018 poky Ne 476 «IIpo 3aTBepmxeHHS 1
BBeleHHs B Ait0 JlomoBHeHHst Ne 2 nmo JlepxaBHoi ®apmakonei Ykpainu (II
BHUIAHHS ).
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TEPMIHUM TA BUSHAYEHHSA ITIOHATDH

Huxue  HaBemeHO  TepMiHU, BXMT1 y LiM HacTaHOBI1, Ta
BM3HAUEHHS I[103HAUEHMX HUMM IIOHATb. TepMiHM aHTJI1MCBKOI

MOBOIO, WO B1lONOBiZmalwTb CTAHOAPTM30BAHMM Yy LbBOMYy pPO34iji

TepMiHaM, HaBeIeHO Ha nigcrarpi [(4,12,13] (oDus.
HallOHAJBHUM  TOHATOK «Bibjaiorpadia») . Bu3sHaueHHa - LUX
TEPMiH1B MOXYTb BimpisuaTucs B 1HmMX HOPMaTMBHUX

IOKyMeHTax abo TepMiHM MOXYyTb MaTM 1HmI1 3HaAUYEeHHT .

Jliroua peyoBnHa (AKTHMBHHIT (apManeBTHYHHUI iHrpexieHT, cyocranmisa) (active
substance, drug, drug substance, substance [3, 13, 17])

Bbynp-sika pedoBuHa abo0 Cywmilll PedyOBHH, IO MpU3HAYEHA [JII BUKOPUCTAHHS Y
BUPOOHHUIITBI JIIKAPCHKOTO 3acO0Y 1 M1/l Yac I[bOTO BUKOPUCTAHHS CTA€ OT0 aKTUBHUM
iHrpenienToM. Taki pedoBHUHHM MaioTh (hapMaKOJIOTIYHY UM 1HITY O€3MOCEepeHIO JII0
Ha OpraHi3M JIOAUHHU. Y CKJIaAl roTOBUX (HOPM JIIKapChKUX 3ac00IB iX 3aCTOCOBYIOTh
JUISL JTIKyBaHHS, J1arHOCTUKH, YM NPO(UIAKTHKM 3aXBOPIOBAHHS, JJIl 3MIHU CTaHy,
CTPYKTYp a0o @i310J0riyHUX (YHKIIH Opra”iaMmy, s JIOIJAay, OOpoOKM Ta
TMOJIETILICHHS! CUMITTOMIB.

Enanrtiomepu (enantiomers, [12])

Cnonyku, 10 MalTh Taky K MOJICKYJSIpHY (GopMmyiy, IO 1 Jil04a PEYOBHHA, aje
BIJIPI3HSIIOTHCA BiJl HET MPOCTOPOBUM PO3TAIIYBAHHSIM aTOMIB y MOJIEKYJl Ta HE € iX
J3epKaTbHUM B1AOOpaKEHHSIM.

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

YucioBl Mexli, IHTEpBAJIM YW I1HLI NPUHHATHI MEXI NPUUHSITHOCTI Pe3yibTaTiB
aHATITUYHUX MTPOLIEITYP.

Jlikapebkmii 3aci6 (medicinal product [13, 17]) — Oymb-sika pedoBUHA abo
KOMOiHaIis pedyoBuH (0HOTO ab0 nekibkox ADI Ta 1OMOMINKHUX PEUOBHH), IO MA€E
BJIACTUBOCTI Ta TMpHU3HA4Y€HA IS JIIKyBaHHS abo Mpo(UIaKTUKH 3aXBOPIOBAHb Y
moJie, uu Oy/Ib-siKka peyoBHUHA a00 KOMOiHAIlS pedoBUH (0AHOTO ab0 aekiibkox ADI
Ta JOMOMIKHUX PEYOBHUH), KA MOK€ OyTH NMpU3HAUYEHA JUIsl 3a1100IraHHs BariTHOCTI,
BIJTHOBJICHHS, KOpEKLIi 4Yd 3MiHM (Pi310JIOTTYHUX (QYHKIIH y JIIOAUHU IUIIXOM
3M1CHEHHsT ()apMaKoJOriyHOi, IMYHOJOTiYHOT abo wmeTaboniyHoi aii abo s
BCTAHOBIICHHSI MEIMYHOTO JIIarHO3Y;

Jo nmikapcbkux 3aco0iB Hanexath: ADI, npoaykiis "in bulk; roToBi mikapcbki 3acoou
(J1ikapchKl mMpenapatu, JIKWA, MEIUKaMEHTH); TOMEONaTH4Hl 3aco0u; 3aco0M, sKi
BUKOPUCTOBYIOTBCS JIi BUSIBJIEHHS 30yJHUKIB XBOpOO, a TakoxX OOpoThOM 13
30y IHUKaMU XBOpoO a00 mapa3uTamu; JiKapChKi KOCMETUYHI 3aCO0M Ta JIIKAPChKIi
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JOMIIIKA 0 XapYOBUX MPOAYKTIB.

IoToBi Jikapcbki 3acodu (JTikapchKi mpenapatH, Jiku, MmeaukamenTn) (drug product,
product, drug, medicine [17]) — mo3oBaHi Jikapchki 3aco0W y BHUIJISAI Ta CTaHi, B
SKOMY iX 3aCTOCOBYIOTH, IO MPOMWILIA BCi CTaiii BHPOOHHWITBA (BUTOTOBIICHHS),
BKJTIOYAIOYM OCTAaTOYHE MMaKyBaHHS.

MoaudikoBane BuBiannennsi (modified release, [12])

BuBinbHeHHS 3 JKapchKUX (GOpM, A SKUX XapaKTEPUCTUKH BUBLIBHEHHS A1FOYOT
pEYOBHHM (a caMe YacoBi paMKH 1/ab0 Miciie) BUOpaHi TaKUM YHHOM, MO0 JOCATTH
TepaneBTUYHUX IJIed abo 3pydHOCTI 3actocyBaHHs. Lli mun He MOXYTh OyTH
JOCATHYTI MPU BUKOPHUCTAHHI JIIKAPCHKUX (POPM 3 HEralHUM BUBLIHBHEHHSIM, TAKUX SIK
po3unH abo Jikapchbka ¢opma 3 HETaHUM BUBUIBHEHHSM. J[0 TBEepAUX JIKAPCHKHUX
GopM 17 OpabHOTO 3aCTOCYBAHHS 3 MOJM(IKOBAHUM BUBUIBHEHHSIM HaJeXaTb
JKapChKi mpenapaTH sik 3 BIICTPOYCHUM, TaK 1 3 TPOJIOHTOBAHUM BUBUIHLHEHHSIM.

Heraiine BuBisibHenns: (immediate release, [12])

BuBiibHEHHS, TIpU SIKOMY JIIKapChbKUN 3aci0 PO3YMHSETHCS y BMICTI IUTYHKOBO-
KHIIIKOBOTO TPAaKTy O€3 BIACTPOUYKH TMOYATKY MPOIECY POIUYMHECHHS, MPOJIOHTYBAHHS
POLIECY PO3UMHEHHS a00 MPOJIOHTYBaHHS BCMOKTYBAHHS JIIF0Y01 PEYOBUHH.

Cnemundikanis (specification, [12])

[lepenik BuUnpoOyBaHb, MOCUJIAHb HA aHAJTITUYHI METOJUKHU Ta BIJIMOBIAHI KpUTEpIi
MPUMUHSTHOCTI, 110 SIBJISIOTH COOOI0 YMCIIOBI MEXI1, IHTEpBAJIA a00 1HII KpUTEpii i
BUINIPOOYBaHb, IO OMUCYIOThCA. Y crenu@ikaiiii BCTAaHOBIIOIOTh HaOIp KPUTEPIiB,
SIKUM TIOBUHHI BIAMOBIJIATH JIiF04a peuoBUHA ab0 JIKapChKUM penapar AJis TOro, 1moo
BOHU BBOXAIHWCS TNPUAATHUMH JUIsl X  mependadyBaHOro  3aCTOCYBaHHS.
«BiamoBigHICTh crnenudikamisiM» O3Haydae, 10 Jioua peyoBHHA 1/a00 JIKApChKHUI
npenapar OyayTh BIAMOBIJATH HABEJECHUM KPUTEPISM MPUUHATHOCTI 32 YMOBH, LIO
BUMPOOYBAHHSI MPOBEICHI 3T1IHO 3 3a3HAYCHUMH B IIMX CIICHU(IKAIISIX aHATITHIHUMHI
Metogukamu. Crenudikaii sBISIOTH €000 HEOOXiTHI CTaHAAPTU SKOCTI, SKi
MPOTIOHY€E Ta OOIPYHTOBYE BUPOOHUK, a MOTOKYIOTh KOMIIETEHTH1 YIOBHOBaXKEHI
OpTraHHu.

CuJa xii rikapcebkoro 3acody (mosyBanns) (Strenght of the medicinal product, [13])

Bwmict aitounx peyoBUH y KiJIbKICHOMY BUPQKEHHI Ha OJAWHUIIO JTIO3U YU OJUHUIIIO
00’eMy, YU OJIMHUIIIO MacH BIJMOBIIHO JI0 JIKApChKOi (POPMHU.

dapmaneBTHYHA eKBiBaseHTHicTH (pharmaceutical equivalence, [4])

Jlikapchki 3aco0u € papmareBTUUHO €KBIBAJICHTHUMHU, SIKIIO BOHU MICTATh TY XK CaMy
KUIBKICTh TIET K CaMoOi 10401 pEYOBUHU (1IOYMX PEUYOBUH) B THX XK€ JIIKAPCHKUX
dopmax Ta BIAMNOBIAAIOTH BUMOIaM OJIHAKOBUX a00 TOPIBHSHHUX CTaHAapTiB.
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dapmalrieBTUYHA €KBIBAJICHTHICTh HE OOOB’SI3KOBO Iependayae 010€KBIBAJICHTHICTb,
OCKUJIBKM BIJIMIHHOCTI y JOMOMDKHHX pPEYOBHMHAX Ta/a00 y mpolieci BUPOOHHIITBA
MOXYTh MPU3BECTH 10 OUIBII MIBUAKOTO YU OUIBII MOBUIBHOTO PO3YMHEHHS Ta/abo
abcopOrii.

dapmanesTuuHi anbTepHaTuBH (Pharmaceutical alternatives, [4])

Jlikapchki 3aco0u € papManeBTUYHO aTbTePHATUBHUMHU, SKIIIO BOHU MICTATH Ty caMy
AII0Yy PEUYOBMHY Y BHIJISII PI3HUX cojei, edipiB, ckimagHux e¢ipiB, 130MepiB,
CyMiIlled 130MepiB, KOMIUIEKCIB 200 MOXITHUX JII0U0i PEUYOBHHH a00 BiApPi3HSIIOTHCS
JKapChKoro (hOPMOIO U1 CHIIOKO Jii.
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ITO3HAKHU TA CKOPOYEHHA

ANOVA — Analysis of Variance (ducnepciiinuii ananisz)

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 3ac00i6 OJisl II0OUHLL)

CTD — Common  Technical Document (3acanvhuti  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 (rarexcna éupodbnuua npakmuxa)

NTID — Narrow therapeutic index drug (rixapcoxuii npenapam 3 8y3vKum
mepanesmudHuUM iIHOeKCOM)

MF — Matrix Factor (mampuunuii paxmop)

PKWP — Pharmacokinetics  Working  Party  (Poboua 2epyna 3
Gapmaxokinemuxu)

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

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 (cepeodosuwe, npusnauene ons kKonmponro
AKOCMI IKApcbKo20 3aco0y)

biodapmareBTruna cucrema kiacugikarii
HepxxaBna ®apmakornes: YKpaiHu
MiHICTEPCTBO OXOPOHH 37I0POB’SI
Hacranosa MO3

Cnonyueni llltatu AMepuku
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dapMaKkOKiHeTHYHI TapaMeTpH
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AUC 0.y
AUC ...
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AU C(0-72[1)

C max

Cmax,ss

3aIuIIKoOBa

oA
(Residual
area)

Rmax
1:max
1:max,ss

ti

A

3arajibHa €KCKpeIlisi 3 CEuYel0 HE3MIHEHOi [iI040i pPEUYOBUHH
JIKapChKOTO 3ac00y 3 MOMEHTY BBEICHHS JIIKAPCHKOTO 3ac00y 10
OCTaHHBOT TOYKH, 1110 BU3HAYAETHCS (1)

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

IJIOMIA IIiJT KPWUBOK KOHIICHTpAIlis/9ac, EKCTpamoJibOoBaHa [0
HECKIHYEHHOCTI

IUTOIIIA ITiJ] KPUBOIO KOHIIEHTpaIlisl / 4ac B CTalliOHApHOMY CTaHi

IIoNia TiJ KPUBOIO KOHIIEHTpaIis / 9ac 3 MOMEHTY BBEICHHS
JKapChKOro 3aco0y /10 72-i roAuHu

: . N
MaKCHUMaJIbHa KOHIOCHTpAIlA aHAJI1 Ty

. } N . .
MaKCHUMaJIbHa KOHIOCHTpAlld aHAJI1 Ty Y CTAalllOHAPHOMY CTaH1

exctpanonboBaHa mioma (AUC g . ) - AUC0.0)/AUC g - )

MaKCHUMaJlbHa MBUAKICTh €KCKpPEIIli 3 CeYeto
gac JocATHEHHS C .«

yac JOCATHEHHS Cpax s

nepioj] HaliBBUBEICHHS

KOHCTAHTAa MIBUIKOCTI eJlIMIHAIT

10



CT-H MO3Y 42-7.3:2020

3AT'AJIBHI NIOJIOKEHHA

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

1. BCTYII
1.1. OcHOBHI MOJIOKEHHSA

JIBa JdiKapchbKuX 3acoOu, IO MICTATH OJHAKOBY JiI04y PEUYOBUHY, BBAKAIOTHCS
O010€KBIBaJICHTHUMH, SIKII0O BOHU € (apMaleBTHUYHO EKBIBAJICHTHUMH  abo
dapmaneBTHYHO adbTCPHATUBHUMH, a iX O10JOCTYMHOCTI (MIBHAKICTH Ta CTYITiHb
abcopOr1ii) miciast BBEACHHS B OJHAKOBIM MOJSIPHINA 1031 3HAXOIUTHCS B MONEPETHBO
BCTAHOBJICHUX KpUTEPIsIX NpuiHATHOCTI. LI KpuTepii BCTAaHOBIIOIOTHCS IS
3a0e3MeUCHHS TOPIBHSAHHS XapaKTEPUCTHK JIIKApChKUX 3aco0iB IN VIVO, ToOTO s
BCTAHOBJICHHS MTO/1I0HOCTI 3 TOUKH 30py O€3IeKH Ta €PEeKTUBHOCTI.

JUIst OLIHKK BEJIMYMHHM Ta CTYINEHs a0CcopOIli 1040l PEUYOBHMHU B JIOCHIIKEHHSIX
010€KBIBAJICHTHOCTI 3BUYAMHO BUKOPUCTOBYETHCS KPHBA 3aJIKHOCTI KOHIIEHTpAIlii
Bil vacy. BuOpani ¢apmMakoKiHETHUYHI IapaMeTpu Ta IMONEPEIHbO BCTAHOBJICHI
KpUTEpii MPUHHATHOCTI JalOTh 3MOTY 3pOOMTH 3aKIIOYHHA BHUCHOBOK IPO
010€KBIBaJICHTHICTh MOPIBHIOBaHMUX JiKapchkux 3aco0iB. AUC (mmoma mif KpHUBOIO
KOHIIEHTpAIlisi/9ac) BigoOpaXkae CTyIiHb BILTUBY. Cpax (MaKCHMallbHa KOHIICHTPAIIS B
m1a3Mi a00 MAaKCUMYM BIUTHBY) Ta tmax (Y4ac JOCATHEHHS MaKCHMaIbHOI KOHIICHTpAIil
B IIJIa3Mi) € IapaMeTpaMH, Ha K1 BIJTUBAE MIBUAKICTh a0COPOILIi.

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

1.2. I'enepuuHni JikapcbKi 3acoomn

Konnemninisi 610€KBIBaJI€HTHOCTI € OCHOBHOIO JJIsl TEHEPUYHMX JIKAPCHKUX 3ac00iB
BignoBimHo jmo crarti 10(1) Jdupektusu 2001/83/EC [13] Ta poszmimy IIT
Hakazy N 460 [3] N MeTow BCTaHOBJIEHHS 0i0EKBIBAIEHTHOCTI JKapChKUX
3ac001B € JTOBEJCHHS €KBIBAJIEHTHOCTI O10(hapMalleBTUYHOI SIKOCTI T€HEPUYHOTO Ta
pedepeHTHOr0 MKApChbKUX 3aco0iB, IS TOrO IMIOO EKCTPAroIOBAaTH Pe3yJbTaTH
TOKJIIHIYHHMX 1 KIHIYHUX JOCIIIKEHB, MPOBEACHUX IS PehEPEHTHOrO JTIKAPChKOTO
3aco0y, Ha TeHEpUYHUU JiKapchkuil 3aci0. ['eHepuyHUM JIKapChKUM 3ac000M €
JIKapChbKUM 3aci0, 110 Ma€ Takuil camMui SKICHUM Ta KUIBKICHMM CKJIaj JIF0YHX
PEYOBHH 1 TaKy camy JIiKapchbKy ¢hopmy, 110 i peepeHTHUi Tikapchkuil 3aci0, Ta 4us
010€KBIBAJICHTHICTh 3 pePEepPeHTHUM JIKAPCHKUM 3acO00M JOBEJCHA BIAMOBIIHUMU
nocmpkeHHsaMu oiogoctymHocti [13]. Pi3Hi coui, mpocTi Ta ckianHi edipu, izomepw,
CyMilI 130MepiB, KOMIUIEKCH a00 TOXIiJIHI J1F040i PEYOBUHU BBAXKAIOTHCS TIEI XK
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III0Y0I0 PEYOBMHOIO 3a YMOBH, IO BOHH CYTTEBO HE BIiAPI3HIIOTBCI 3a
BJIACTHBOCTSAMHU 3 TOUYKH 30py Oesmeku Ta/abo edektuBHOCTI. KpiMm Toro, pisHi
JTiKapchKi (OpMH HETafHOTO BHBUIBHEHHS 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 MoO)Ke BHUMAaratucs JUisl JIIKapChbKUX 3aco0IB 3  (pIKCOBAHOIO
KoMOiHaIli€l0, TIOpUIHUX JIKAPCBKUX 3aco0iB, a TaKOX TMPEACTABICHHS JaHUX
JOCITIDKeHb 010€KBIBAJICHTHOCTI MOKe OyTHM HEOOXiJHE NpH BHECEHHI 3MIiH JI0
MatepialliB PEECTPAIITHOTO JIOChE Ha JIIKAPChKUM 3aci0 MPOTATOM [l peecTpaliitHoro
MOCBIIYCHHS, BKJIIOYAIOUM 3MiHHU, 110 NOTpeOYyIOTh HOBOI peecTpallii JIKapChbKOTO
3aco0y [3].

[IpuBeneHi B JaHiii HACTaHOBI PEKOMEHJAlll MO0 JU3ailHy Ta NPOBEIACHHS
JOCIIKEHb O10€KBIBaJIEHTHOCTI MOXKYTh TaK0 3aCTOCOBYBATHUCS /10 MOPIBHJIBHUX
JOCIIKEHb 010I0CTYMHOCTI NPHU JOCHIIKEHHI PI3HUX JIIKApChbKUX (opMm (CKIaaiB)
M1 Yac po3poOKH HOBOr'O JIKAPCHKOTO 3ac00y, 1110 MICTUTh HOBY XIMIYHY CIOJIYKY, a
TAaKOX JO0 MOPIBHSUIBHUX JOCIIKEHb 3 O10JJOCTYIHOCTI MpH 3asBax Ha 3MIHH, IIO0
noTpeOyIOTh HOBOI peecTparlii JIiKapchbKoro 3acody, 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
JKApChKUX 3ac001B HETraiHOTO0 BUBUIBHEHHS CHUCTEMHOI Jii. J[aHOI HacTaHOBOIO
TaKOX Tepea0avaroTbCsl YMOBH, MPU JOTPUMAHHI SIKUX HE BUMAra€ThCs MPOBEACHHS
JOCTiDKeHHsT OiogocTymHOCTi (y BHUIAQAKY JOAATKOBOI'O JIO3YBaHHS JIIKAPCHKOTO
3aco0y, nuB. po3nin 4.1.6 i€l HacTaHOBW; y BUMAAKY IMEBHHUX THINB JIIKAPCHKUX
dopm, nuB. Jomarok Il qo i€l HACTAaHOBM; y BUIAJAKY MOXJIMBOCTI 3aCTOCYBaHHS
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
IHTISIITHUX TpernapaTiB MPUBEIEHO B 1HIIMX HACTAHOBAX (JIMB. PO3IUT 3 Ta PO3ILI
«HopMaTHBHI MOCHIaHHSD» 11i€1 HACTAHOBH).

Cdepa 3actocyBaHHS 1€l HAacTaHOBM OOMEXYETbCA XIMIYHUMU CIHOJyKaMH.
Pexomenpaiii 110,10 MOPiBHAHHS O10JIOTIYHOTO JIIKAPCHKOTO 3aco0y 3 pedepeHTHUM
JIKapChKUM 3aCO00M IIPHBEICHO B 1HIIMX HACTaHOBAX JIS MOJMIOHMX O10JOTTYHHX
JKapChKUX 3aCO0IB.

JlaHa HacTaHOBA HE 3aCTOCOBYETHCS Y BUIIAJIKaX, KOJIM 010€KBIBAJICHTHICTh HE MOXKHA
MPOJIEMOHCTPYBATH, BUKOPUCTOBYIOYM KOHIIEHTPAIIIT M1F0Y0i PEUOBUHU (BUX1MHOT
Cronykmu) um 11 wMeTabosiTy, B pasi O@fpyHTyBaHHHN. VY Ttakux
BUHATKOBUX BHUIAJKaX, SKIIO JOCILDKEHHA Ol0E€KBIBAJIEHTHOCTI HEMOYKIMBO
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NPOBECTH BHUKOPUCTOBYIOUM KOHLIEHTpalii JMdif040i pEYOBHHU  (BMxXI1mHOI
Crionykmu) um 11 meTabosiTy, B pasi O61"pyHTyBaHHFIN, IIPOBOASATHCS
JTOCITIDKCHHST  JIIKAPChKOTO 3aco0y 3 (apmMakoJWHAMIYHUMHU abo0 KIIHIYHUMH
KIHIIEBUMH TOYKaMH 3TiIHO 3 BHMOTaMH BIIMOBIAHUX KEPIBHUILTB II0JI0
TEparneBTUYHOTO 3aCTOCYBAHHS.

Xoya KOHIEMIS O10€KBIBaJIGHTHOCTI, WMOBIPHO, MOX€ OYTH 3aCTOCOBHA J0
POCIMHHUX JKApCHKUX 3ac00iB, OCHOBHI MPUHITUIIN, BUKJIAJICHI B Iiif HACTAHOBI HE
3aCTOCOBYIOTHCSL O POCIMHHHUX JIIKAPCHKUX 3ac00iB, MiI0Yl PEYOBHHU SKHX HE TaK
no0pe oxapakTepU30BaHi, K XIMI4HI CIIOTYKH.

Kpim Toro, naHa HacTaHOBa HE BKIIIOYAE ACMIEKTH, TIOB’sI3aHI 13 3aMIHOI0 TEHEPUIHOTO
JIKapChKOr0 3aco0y, OCKIIBKH I11€ € IMHUTAHHSM HaI[lOHAJILHOTO pEeryJIloBaHHS. B
YkpaiHi BMMOTU iifePife) OOBEIEeHHS 010eKB1BaJIEHTHOCT1
TEeHEePUYHUX JI1KAPChbKMX 3acoOiB BUKJIaIeHO B Hakazili N 460
(31",

3. 3AKOHOJZIABYA BA3A

[1s HacTaHOBa CTOCY€ETHCSI MATEPialliB PEECTPAIIITHOTO JTIOCKE IS JIIKAPCHKUX 3ac001B
IS JIFOJIMHY, TIOJIaHUX Ha JCP)KaBHY PEECTpallilo K TeHEpUYHI JIiKapchki 3acodu [3].
[Is HacraHoBa TaKOXX MOXKE 3aCTOCOBYBATHUCh TIpU MIJATOTOBII MaTepiaiiB
pEECTPAIITHOTO JAOChE IS JTIKAPChbKUX 3aCO0IB JUIA JIFOJWHU, TOJAHUX HA JIEPKABHY
peECTpalliio SK JIKApChKUM 3acid 3a MMOBHUM JIOCHE, JIIKAPChKUM 3acid 3 (hiKCOBAHOIO
KOMOIHaIl€r0, TIOPUIHUN JIIKApChKUN 3aci0, Ta, KpIM TOr0, MOKE€ 3aCTOCOBYBATHCS Y
pasi 3MmiH, MO NOTPeOyIOTh HOBOI peecTpalii JIIKapChKOoro 3aco0y, Ta 3MiH, IO
MOXKYTh OyTH IMPOTATOM JIii peecTpamiifHoro nocsigueHus [3].

Posrngnaroun 110 HacTaHOBY MOTPIOHO BpaXOBYBaTH BUMOTH J0 PEECTPALIITHOTO JOChE
y ¢opmati CTD [3], a Takox eBpomneiicbki 1 ICH HacTaHOBM II0A0 MPOBEIACHHS
KIHIYHUX BUIMPOOYBaHb Ta TapMOH1B0BaH1 3 HMMM HacTaHoBu CT-H

Mo3N .

Takox 1151 HACTaHOBAa PO3IJISIAETHCS B MOEJHAHHI 3 BIJMNOBIIHUMU HACTAaHOBAMHU 3
SKOCTI Ta UMHHUMM pekoMmeHmanigmMmu €C CTOCOBHO IOCJI1IXEHb
6iomocTynHocTi Ta 6GioexsiBamernocrti [6]". Jlikapcekumii 3aci6, o
BUKOPUCTOBYBABCS  JUISI  JIOCHIIPKEHHST  OlOCKBIBAJICHTHOCTi, TOBUHEH OyTH
BHUTOTOBJICHHH BimoBiaHo g0 HOopM GMP [11, 18].

JlocmikeHHs: OioekBiBaieHTHOCTI, 1m0 mpoBoauwianck B EU/EEA, Maiots OyTH
npoBeaeHi  BimmoBigHo m0 JupektuBu 2001/20/€C [14]. JocmimkeHHS, IO
npoBoavKCh 3a Mexxamu €C Ta npusHaueHi i peectpaiii B EU/EEA marots OyTH
MPOBE/ICHI BIAMOBIMHO 10 CTaHAapTiB, Bukianenux B Jlomatky 1, JlupektuBu
2001/83/€C 3i 3minamu [13].

Komrmanii MOXyTh Tako)X 3BEpTATHUCh 3a HAYKOBOIO KOHCyibTamiero g0 EMA mns
crieu(p1YHUX 3aIMTIB, HE OXOIUICHUX ICHYIOUMMH KEPIBHUITBAMU. B YxpaiHi
nepenbadeHo KOHCYJIbTallll B1OMOB1OHO o BUMOT
Hakazy N 460 [3] Ta Hakazy N 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 MarOTh OYTH BIJANOBIAHO OOIPYHTOBaHI Ta
3aIeKaTH  Bi  (I3UKO-XIMIYHMX  XapaKTepUCTHK  JII0Y0i  PEYOBUHH, i
(apMaKOKIHETUYHUX BJIACTUBOCTEH Ta MPOMOPIIHHOCTI CKIaay JIKapChbKOro 3aco0y.
30kpema, CIliJi BpaxoByBaTH JIiHIHHICTD (PapMaKOKiHETUKH, HEOOX1AHICTh MPOBEACHHS
JIOCTDKEHHST  Michs  BXXKMBaHHA ©DKI  Ta  Harme, NOTpedy  MpOBEICHHS
€HAHTIOCEJICKTUBHOTO aHalli3y, a TaKOX BIIMOBU BiJ TPOBEACHHS JOCIITKCHHS
010€KBiBaJICHTHOCTI IN VIVO Ui JOJATKOBUX J103yBaHb (auB. po3ninu 4.1.4, 4.1.5 Ta
4.1.6 1i€i HACTaHOBM).

B nynkti 2.7.1 Moayns 2 peecTpalifHOrO JOChE CIIIJI HaBECTH IMEpesliK YciX
OCHOBHHX JIOCJII/I>)KE€Hb, MPOBEJACHUX JJIs 3asIBJICHOTO JIIKAPCHKOT0 3ac00y, HAIIPUKJIIA]]
JOCITIJKeHb 010€KBIBaJICHTHOCTI 3asBJICHOTO JIKapChKOTo 3aco0y (TOOTO, OJHAKOBHIA
CKJIaJ] JIIKapChKOTro 3aco0y 1 BUPOOHHMUMIN TMporec) 3 pedepeHTHUM JIKAPCHKUM
3aco0oM, 1110 € Ha puHKYy €C abo 1HmMM OOTPYyHTOBAHMM, BimmoBimHO IO
BMMOT' Hakazy N 460 [3], pebepeHTHUMM JiKapCbKUM sacoBoM.
[Hdopmartito 1mMOA0 JMOCHIKEHHS CIII BKIIOYATH B TMEpPETiK YyCiX OCHOBHHUX
JOCITIDKeHb, HE3JICXKHO Bl 1X pe3yibTariB. |1 BCIX MPOBEASHUX JOCHIIKEHB CIIiJI
HaJaBaTH MOBHI 3BITH JOCIIIKEHb, 32 BHUHATKOM IIIJIOTHUX HOCIIIKEHb, I SKUX
JOCTaTHHO HAJIATH KOPOTKWUM OTJISIA JOCTIKeHHs (BiamoBigHO a0 kepiBHunra ICH
E3 [19] Ta umnHOTO 3akoHomaeBcTBa VYkpalnu [15]"). IToBHHil 3BiT
MIJIOTHUX JOCTIKeHb CJiJ HajmaBath 3a 3amutoM. Jlo mynkty 2.7 Mopyns 2
pEECTpaIIfHOTO JOChE Ma€ OyTH TaKOXX BKJIIOYEHO KOPOTKHUH OIJISIA JOCIHIIKEHb
010€KBIBAJICHTHOCTI a00 TOPIBHSIBHUX JOCIHIKEHb O10/I0CTYMHOCTI, MPOBEIECHUX
MPOTATOM  PO3POOKH  JIIKapchkoro 3acoOy. JlocnikeHHs O10€KBIBaJIGHTHOCTI
3as1BJICHOTO JIKapChKOro 3aco0y 3 He cxBajieHuM B €C pedepeHTHUM JKapChbKUM
3acoboM (non-EU reference products [2]N), HE CIIIJ IIoJaBaTH Ta
BKJTIOYATH B CIIHCOK JOCIIKeHb (B pasi momaui sassku B €CY).

4.1.1. Im3aiin qoc/aiaKeHHsA

HocmimxenHss Mae OyTH CIUIAaHOBAaHO TaKUM YHMHOM, 00 e(ekT, 3yMOBJICHUM
JKapChKUM 3ac000M, MOHA OyJI0 BIIPI3HUTH Bij] BIUIMBY 1HIIUX (aKTOPIB.

CranapapTHui qu3aiiH

Sxmo  TOpIBHIOIOTHCS  JBa  Mpemapatd, pPEKOMEHIIOBAaHWW  paHIO0MI30BaHUN
MepexXpecHuid AU3aiH 3 OJTHOKPATHUM BBEJICHHSIM JIO3H, 1110 BKIIOUYAE JIBA MEPIOAH Ta
1B1 mociioBHOCTI. [lepiou BBEIEHHS JIKApCHKOTO 3ac00y MarOTh OyTH PO3JILJICHHI
nepiooM BIIMUBAHHS, TOCTATHIM JIJis 3a0€3MEUCHHS KOHIICHTpAIIll J1F040i pEYOBUHH,
HIKYOT MEXK1 KUTbKICHOTO BU3HAYEHHS 010aHAIITUYHOI METOJAUKH Y BCIX CYO €KTIB Ha
NOYaTKy JAPYroro nepioAy AOCHIIKEHHs. SIK MpaBuio, A LBOTO HEOOXITHO HE
MEHIIIE I’ ITH MEeP10/IiB HaIlIBBUBEICHHS.

14



CT-H MO3Y 42-7.3:2020

AJIbTepHATUBHUI JU3AIH

3a meBHUX OOCTaBMH Ta 3a YMOBH, IO JAW3AaMH JOCII/KEHHS 1 CTATUCTHYHI aHaJli3u
HAyKOBO OOTPYHTOBAHI, y SIKOCTI aJbTEPHATUBH MOXYTh OyTH PO3TJISHYTI 1HII J00pe
BHBUCHI JU3alHU JOCTIIPKCHHS, TaKl K MapajieJbHUM AU3aiiH — ISl PEYOBUH 3 TyXkKe
TPUBAJIUM TIEPiOJIOM HAIIBBUBEICHHS, Ta TIOBTOPHWM AW3aiiH, HANPUKIA, IS
PEUYOBHH 3 BHUCOKOBapiaOelbHUMU (HapMAKOKIHETUYHUMU XapaKTEPUCTHKAMH (IUB.
po3ain 4.1.10 miei HacTaHOBH).

Sxo AocTiHKeHAS 3 OJTHOKPATHUM BBEICHHSM JIO3H JIIKAPCHKOTO 3ac00y HE MOXKe
OyTH TIpOBEJEHE 3a y4acTIO 3J0POBHX JOOPOBOJIBLIB 3 MPUYMH MEPEHOCHMOCTI Ta
SKIIO TPOBEJCHHS TAKOTO JOCTI/DKCHHS HEMOJXIIMBE I TAI€HTIB, JOIYCTHMO
HpOBEIEHHS TOCIIIKEHHS 3 0araTOKpaTHUM BBEJIEHHSIM JIO3H Mperapary MaiieHTaM.

B pigkicHux Bumagkax, KOJIM HEIOCTaTHS YYTJIMBICTh AQHATITHYHOI METOJUKHU
NEPEIIKO/KAE JIOCUTh TOYHUM BHU3HAUCHHSM KOHIEHTpAIlll aHaIITy B IUIa3Ml MICIs
OJIHOKPATHOTO BBEJICHHS 03U Ipenapary 1 KOJW KOHIEHTpaAIllii B CTalllOHApHOMY
CTaHl JOCUTh BUCOKI, 100 OyTH JOCTOBIPHO BUMIPSIHUMH, Y SIKOCTI ajJbTE€pPHATHUBU
JOCIIJKEHHIO 3 OJJHOKPATHUM BBEJICHHSIM JIO3M IpernapaTy Moxe OyTH TPUHHATHUM
JOCIIJKEHHST 3 OaraTOKpaTHUM BBEIEHHSAM 103U mpernapaTy. OJHak, OCKUIbKU
JOCITIKEHHS 3 0araTOKpaTHUM BBEICHHSM J03HW Ipenapary € MEHII YyTIHUBUM IS
BU3HAUCHHS BIAMIHHOCTEN Y Cpax, TaKUM Ju3aiiH JOCHIIKEHHS MOXE OyTH
NPUIUHATHUM TUIBKM y pa3i, SKIIO 3asiBHUK MOXE aJeKBaTHO OOIPYHTYBAaTH, IO
YYTJIUBICTh AHAIITUYHOI METOJMKHM HE MOKE€ OYyTHM MOJIIMIIEHa, 1 HEMOXIIMBO
JOCTOBIPHO BUMIPATH KOHIIEHTPAI[II0 BUXIJHOI CHOJYKH TICJSI OJHOKPATHOIO
BBCJCHHS JIO3W TpErmapary, BpaxOBYIOYM TaKOXK, IO y JOCHTIKCHHIX
O10€KBIBAJICHTHOCTI ~ JIOMYCTUMO  3aCTOCOBYBaTH  JI03U, SIKI  TMEPEBUILYIOTh
TepaneBTHYHI (quB. TakoX po3ain 4.1.6 1iei HactaHoBH). BpaxoByrounm ocTaHHI
PO3p00KH y Ol0aHAMTHYHIA METOJI0JIO0TIi, MaJOMMOBIPHO, IO BHX1JIHA PEYOBHHA HE
MOXe OyTH BHUMIpsHA TOYHO 1 TMpaBWIbHO. TOMy BUKOPUCTaHHS AW3aHHY
JOCIIKEHHST 3 OaraTOKpaTHUM BBEJCHHSM 103U TpernapaTy 3aMiCTh JTOCHTIIKEHHS 3
OJIHOKpAaTHUM BBEACHHSIM JO3M Yepe3 HEIOCTaTHIO YYTIWBICTh aHATITUYHOT
METOJIMKHU MOK€ OyTH MPUUHATHUM TUIbKH Y BUHSITKOBUX BUTIAKAX.

[Ipu gocnikeHHSX B CTAallOHAPHOMY CTaHI1 Mepioj] BIIMUBAHHS MICIs BBEACHHS 103U
npernapary y MepuioMy Mepiojl MOXe HaKJIaJaTUCS Ha Tepioj] BCTAaHOBJICHHS
CTal[lOHAPHOI'O CTaHy MPH BBEACHHI APYTOi 03U Mpenapary 3a yMOBH, 1110 LN Nepioj
€ IOCUTh TPUBAJIUM 1 CKJIaJIa€ HE MEHIIIE 11’ SITU TIEP10/1iB HAIliBBUBEACHHS.

4.1.2. PepepeHTHHIT TA 10CTIIKYBaHM JiKapcbKi 3ac00U

PedepenTanii JikapChrKuii 3aci0

B peectpariiiinux 10cke Ha TeHEPHUYHI Ta T1OPHUIHI JIIKApPChKI 3ac00M 000B’I3KOBO Ma€e
OyTu mocuiiaHHS Ha pePEpEeHTHHM JIKapChKHUi 3acid, 3apeecTpoBaHUN HaA TMIACTaBl
MOBHOTO JIOChE 3a OJHHMM 13 Takhx THUIIB (OpM TMPO JAEpPKABHY PEECTPAIIIO
Jikapcbkoro 3aco0y BinmmoBimHOo mo BuMMOT Hakasy N 460 [3]
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JKapChbKUM 3aci0 3a MOBHUM JIOCKE, JIIKAPChKUH 3aci0 3 100pe BUBYCHUM MEIUYHUM
3aCTOCYBaHHSM, JIKapChKUM 3acid 3 (hiKCOBaHOK KOMOiHaIli€r, 3a 1H(GOPMOBAHOIO
srogoro (crarti 8(3), 10a, 10b Ta 10c HdupextuBu 2001/83/€C 31 3minamu [13]).
Jlikapchkuii 3aci0, MO0 3aCTOCOBYETHCS SK pedepeHTHuH JiKapchkui 3acid s
IOCIIDKEHHST OlOEKBIBAJIEHTHOCT], Ma€ BIANOBIZATH BHUMOraM Hakasy N 460
(31N 3 BpaxyBammsM Bumor mnyHkTy 6 (1) apyroro maparpadgy JIMpeKTHBH
2001/83/€C 3i 3minamu [13]. BimnoeimHo mo mnyHKTy 6 (1) Opyroro
naparpady IHOupextuBu 2001/83/EC J;ikapcbkui 3acib, mo
3aCTOCOBYETBHCS SK pebepeHTHUM JikapcCbkuM 3aci®, [TOBMHEH
OyTM UYaCTMHOI OCHOBHOIL JIileH311 Ha pedepeHTHUM JI1KaApPCbKUM
3acib, BKJOUYalUM MOTO »OOOAaTKOB1 m1o3Mu, Jikapcbki dopwMmu,
IJISXY BBEIEHHS, MapKyBaHHS, sdki1 OyJau NpoBeleHl SK 3MiHU
IO peecTpaliMHoTo »mocke abo 3BMiHM, mO NOoTpedbyBasiM HOBOIL
peecrpauii’. Bubpanuii peepeHTHNMIl TiKapChKUii 3aci6, M0 BUKOPUCTOBYBABCS
MpU JOBEJICHHI 010€KBIBAJEHTHOCTI HIJISXOM MPOBEACHHS BIAMOBIIHUX TOCHIIKEHB
01010CTYITHOCTI, 3a3HayYa€eThes 3assBHUKOM B 1. 1.2 Moayns 1 (popma 3asBu mipo
JIep)KaBHY PpEECTpaIlifo JIKapChKOro 3aco0y), a OOIPpYHTYBaHHS WOTO BHOOPY
HajaeTbes B po3aim 1.5.2 «Indopmariist 11010 reHepUIHUX, TIOPUAHUX a00 MOAIOHUX
010JIOTIYHUX JIKapChKUX 3aco0iB» Mopayns 1 peecTpaumiiHOrO JOChE. 3aSIBHUK
MOXe oOf0paTM 1HIMM JI1KAPCbhbKMM 3acl® B 4KOCT1 pebepeHTHOTIO
npenapaTy Op¥ B1lONOB1OHOMY OOTPYHTYBAHHI1 BPaxoOBYIUM BUMOIU
Hakazy N 460 [3]N

B 3asBi npo neprkaBHy peecTpariiio reHepruuHOro abo riOpUaHOro JIKaPChKUX 3ac00y
abo mpu 3MiHax, 110 MOTPeOYIOTh HOBOI peeCTparlii JIKapChKOro 3acoly, akuil 0yIio
CTMOYATKy 3apeecTPOBAHO SIK TEHEpUYHHMU abo riOpuaHMi Jikapchkuit 3acid [3],
JOCIIKYBaHl Mpenapaty, K MpaBUiIO, MOPIBHIOIOTHCS 3 BIAMOBIIHOIO JIIKAPCHKOIO
dbopmoro pedepeHTHOrO JIIKAPCHKOTo 3aco0y, 1110 JOCTYITHUN HA PUHKAX CBITY.

[Tpu 3miHax, 1m0 NOTPeOYIOTh HOBOI peecTpallii JIIKapChKOro 3aco0y, 3apeecTPOBAHOTO
3a noBHuM pmocke [3]" (crarrs 8(3) dupextusu 2001/83/EC), SKIO Ha PUHKY
€ JeKUIbKa JIKapCchbKux (OpM ILBOTO JIKAPCHKOrOo 3aco0y, PEeKOMEHIYEThCS, 1100
Jikapcbka (opma, 110 BUKOPHCTOBYBAJACh ISl TMIEPBUHHOI pPEECTpallii JIKapChKOTO
3aco0y (sIka BUKOPUCTOBYBAJIaCh B KJIIHIYHUX JOCHIKCHHSAX €(PEKTUBHOCTI Ta
0e3reKn), BUKOPUCTOBYBaJIach OU SIK peepeHTHUI JTiKapChKUi 3acid 3a yMOBH, IIIO
BOHA JIOCTYIHA Ha PUHKY.

Bubip pedepeHTHOro MKapChbKOTO 3aco0y I JOCIHIIHKCHHS 010€KBIBAJICHTHOCTI €
00O0B’SI3KOM 3asiBHMKA 1 MOBMHEH 0a3yBaTHCh Ha pe3yjbTaTax aHali3y KiJIbKICHOTO
BMICTY JAiI0YOi PEYOBMHHM Ta JAaHUX PO3YMHEHHS JIKAPChKOTO 3aco0y. SKmio He
OOTPYHTOBAHO 1HINE, KITBKICHUM BMICT JII0YOI PEYOBHHHM B CEpii JOCIHIIKYyBAaHOTO
JIKapChKOro 3aco0y HE MOBHUHEH BIJPI3HATHCS OUIbIl HIX Ha 5 % BiJ KUIBKICHOTO
BMICTY J1I0YOi PEYOBMHHM B cepii pedepeHTHOro JiKapchbkoro 3acody. KumbkicHui
BMICT JI1IF0Y0i pEYOBUHU B CEPIi JOCIIKYBAHOTO 1 pehepeHTHOro JiKapChKUX 3ac00iB
Ma€ BU3HAYATHCS 3a JOMOMOTOI0 METOIMKH aHaji3y, M0 BHUKOPUCTOBYETHCS IS
PYTHUHHOTO KOHTPOJIIO SIKOCTI JIOCHIJI)KYBAHOTO JIKapChKOro 3acoOy. 3asBHUK 3a
JOTIOMOT'OI0  KUIBKICHOTO aHaJli3y BMICTY [1I040i PEYOBUHHU 1 JAaHUX PO3UYMHEHHS
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JIKapChKUX 3aCO01B MOBUHEH JOKYMEHTAJIBHO MIATBEPAUTH BUOIp perpe3eHTaTUBHOL
cepii pedepenTHOro Jikapcbkoro 3aco0y. Ilpu BubGopi cepii pedepeHTHOTO
JIKapChKOro 3aco0y Il BUKOPUCTAHHS Yy JOCHIDKCHHI O10€KBIBAJICHTHOCTI
PEKOMEHAYEThCS JOCHIIUTH OUTBII HIXK OJHY cepito pedEepeHTHOro JIIKapChKOTO
3aco0y.

JlocKYBAHUN JIIKAPCHKUI 3aC10

JlochikyBaHUil  JTIKapChKU  3aci®, 10 BHUKOPUCTOBYETHCS ISl JIOCIHIJKEHHS
010€KBIBaJICHTHOCTI, TOBUHEH OyTH PENPEe3eHTATUBHUM JI0 JIIKAPCHKOTO 3ac00y, SKUI
Oyne peami3oByBaTHCS Ha pPHUHKY, IO Mae€ OyTH BHUBYEHO Ta OOTPYHTOBAHO
3asIBHUKOM.

Hamnpukinan, s opadbHUX TBEPIUX JTIKAPCHKUX (HOPM CUCTEMHOT Jii:

a) MTOCIiIKyBaHUH JTIKapCHhKHH 3aci0, K MpaBUIIo, CIIiJl BiAOMpaATH 3 cepii, po3Mip
sKoi ckiamae monaiimenmie 1/10 Big mpomuciaoBoi cepii ado 100000 oguHHIIb,
3aJIEKHO BIJ] TOTO, SIKHH 13 00’ €MiB OUIBIINHI, SKIIO 3aIBHUKOM HE OOTPYHTOBAHO
1HIIIE,

b) mnporec BHpPOOHHMITBA cepiif JOCIIIKYBAHOTO JIKApChKOro 3acoly, Mo
BUKOPUCTOBYBAaTUMYThCSI B JIOCIHIJIPKEHHI, Ma€e 3a0e3meuyBaT BUCOKHUM PiBEHb
rapaHrii TOro, IO Mpenapar 1 Mpolec BUPOOHULTBA OYAyTh BIATBOPEHI1 B
IIPOMHCIIOBOMY MacITaoi;

Akmo 00’em npomwucioBoi cepii ckiagae Menme 100000 oxuHUIE, IS
JOCIIIIKEHHSI O10€KBIBAJIGHTHOCTI HEOOXIHO BHUKOPUCTOBYBAaTH HPOMUCIIOBY
CEpi0 MOBHOTO 00CATY.

C) XapakTepuUCTHKa Ta BHMOTH crermdikaimii Mmoa0 KPUTHYHUX IMOKA3HUKIB
SKOCTI JIIKAPCHKOTO MpernapaTy, TaKuX K PO3UMHEHHS, MalOTh OyTH BCTaHOBIICHI
JUISL  JOCTIDKYBaHOiI — cepii, ToOTO cepii, i sKkoi Oylna JoBeleHa
010€KBIBAJIEHTHICTD,

d) nonatkoBi mMmiOTHI Ta/ad0 MPOMMCIOBI cepii JKapchKoro 3acoly, Mo
MOMAIOThCA 3 METOK TIPOBEICHHS BIAMOBIIHOI pPEECTPAIIiHOT TPOIEIYPH,
HEOOXITHO TIOPIBHIOBATH 31 3pa3kaMu cepii JOCIHIIKYyBAaHOTO JIKaPCHKOTO
3aco0y, 7Sl sIKO1 JTIoBeJieHa Ol10€KBIBAJCHTHICTh; BOHM MalOTh JEMOHCTPYBATH
NoiOHICTh MPOodITiB po3unHEeHHs IN VItr0 3a NPUHHATHUX YMOB TPOBEICHHS
BUITPOOYBaHHs Ha po3unHeHHs (quB. Jlogarok I miel HacTaHOBH).

[TopiBHANBHI JOCIIIKEHHSI MPOQIIIB POIUYMHEHHS CIIA MPOBECTH IJIsl MEPIINX
TPHOX MTPOMHUCIIOBUX CEPIil.

Ko MmpoMHCIOBI cepii B MOBHOMY 00CS31 HEJAOCTYNHI Ha MOMEHT IMoAayl
MaTepialliB JIOCh€, 3agBHUK HE TOBHHEH peali30BYBaTHU Cepilo, MOKU HE Oyne
3aBEPIICHO MOPIBHSUIBHE JTOCHIKEHHS MPOQ1ITIB POZUUHECHHS.

Pe3ynbTaTi MOPIBHSUTBHUX JOCIHIKEHb MPO(UIIB PO3UYMHEHHS MEPIINX TPHOX
IPOMUCIIOBUX Cepiil JIKapchbKOro 3aco0y MaroTh OyTH HaJaHi 3asBHUKOM J0
KOMIIETEHTHOTO OpraHy 3a BHMOrol ab0 Tpu OTPUMaHHI PE3yIbTaTiB
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JTOCIIKEHHS PO 1IIB pO3UMHEHHS, 1[0 HE JEMOHCTPYIOTH iX MOAIOHICTH (pazoM
13 3aIIPOTIOHOBAHUM IIJIAHOM 3aXO/IIB).

JIng  iHmMX J1KapchkuX (OpM CHUCTEMHOI Jii 3 HeraHWM BUBUIBHCHHSIM
OOTPYHTYBaHHS PENPE3EHTATUBHOCTI Cepil TOCTIHKYBAHOTO JIKAPCHKOTO 3aCO0y CIIijl
MPOBOAMTH aHAJIOTIUHO.

YakoBka JTOCIKYBAHUX JTIKAPCHKUX 3aC001B

PedepenTanii Ta mocniKyBaHUN JTKapChKi 3aCO0M CIIiJT yIAKOBYBATH 1HANWBIIYaJIbHO
I KOXHOTO cy0’€eKkTa Ta nepioay nocmimxerns. [Ipenapatu MoxyTb OyTH yrakoBaHi
70 X BIANMPaBKH Yy MICII€ TOCHTIDKEHHS a0o Oe3mocepeHh0 Yy MICII MPOBEACHHS
nocmipkeHHs. [lakyBaHHs (BKJIIOYAarOYM MapKyBaHHsS) Mae OyTH TIPOBEACHO
BIJIMOBIAHO JI0 BUMOT HaJEKHOT BUPOOHMYOI MpakTUKH, BKIodaroun [omatok 13
BianoBigHoro kepiBaunTBa EC [11] Ta rapMoHizoBaHoOl 3 HMM HACTAHOBU
CT-H MO3Y 42-4.0:2016 [18]". Ilpm HeobximHocTi Ta BimmoBimHO 10
HalllOHAJIbBHUX CTAHJApTIB, MICIIE BUPOOHMIITBA IIOBUHHO MaTH JIIECH31I0 Ha
BUPOOHUIITBO JOCIIPKYBAaHUX JIKAPCHKUX 3ac00iB, 3a BUHSATKOM CHUTYallik, KOJHU
HEOOX1/IHa IMATrOTOBKA JIO0 3aCTOCYBaHHs IpemnapaTy a0o IakyBaHHsS Ta IIEH IMpoIec
3IMCHIOETHCSL O€3MOoCcepeIHhO B MICIII TPOBEIECHHS MOCTIKEHHS (axiBUAMH, IO
MaroTh moBHOBakeHHs [14, 15, 16]. Bci kpaidu, B SKMX IPOBOIATHCS JOCIIIHKECHHS,
MalOTh MaTH CTaHJapTH HE HIKYe BuMoOr KkepiBuunrea EC [11] Ta
rapMoHizoBaHOI 3 HMM HacTraHoBM CT-H MO3Y 42-4.0:2016 [18]V.

Crig rapaHTyBaTh MOKJIUBICTH O€3MOMUIIKOBOI 1IGHTH(IKAILIIT MpenapaTy, BBEJIEHOTO
KOYKHOMY CYO’€KTy B KOKHOMY NEPIOJI1 TOCHIIKEHHA. TOMy YIakoBKY, MapKyBaHHS 1
BBEJICHHSI IIpenapariB cy0’ €KTaM CIij AeTabHO JOKYMEHTYBaTH. Taka JOKyMEHTallis
MOBMHHA BKJIIOYATH OINKC YCIX 3aCTEPEXKHUX 3aXOJIB JUISl MOMNEPEKEHHS Ta
BUSBJICHHS NOTEHLIMHUX MTOMUJIOK 3 J03yBaHHSAM. PEKOMEHIyEThCSI BUKOPUCTOBYBATH
€TUKETKH 3 BIJIPUBHOIO YACTUHOIO.

4.1.3. Cy0’ekTH H0CTiTKEHHS
KinbkicThb cy0’eKkTiB

KinbkicTh cy0’€KTiB, 3aJIy4eHUX Y TOCIIIPKEHHS, Ma€ TPYHTYBATUCS HA BIAMOBIAHOMY
pO3paxyHKy po3Mipy BHOIpkH. MiHiManbHa KiIBKICTh CyO’€KTIB, IO OI[IHIOIOTHCS Y
JIOCJIIIKSHH1 010€KBIBaJICHTHOCTI, ITOBUHHA CTAaHOBUTH HEe MeHIe 12 ocio.

Buoip cy0’exriB

I'pynia cy0’ekTiB aJis AOCIHIKEHHS 010€KBIBAJICHTHOCTI Mae OyTH BijiOpaHa TaKUM
gyuHOM, 1100 Oyna 3a0e3nedeHa MOXKIMBICTh BUSBJICHHS BIAMIHHOCTEH MixX
npenapataMu. s 3MeHIIeHHsT BapiaOeIbHOCTI, HE MOB’A3aH01 3 BIAMIHHOCTSIMU MiX
npenapaTtaMu, JIOCTIIKEHHS, SK TPaBWJIO, CIiJ NPOBOJUTH 3a YYacTIO 30POBHUX
100pOBOJIBLIIB, KPIM BUIAKIB, KOJIM BBEACHHS NpenapaTty HENpUUHIATHE AJIs 310POBHUX
JTOOPOBOJIBIIIB 3 MPUUUH OE€3MEKU 1 MPU3BOJAUTH 0 TOTO, IO JOCTIKEHHS CTae
HEeTHYHHM. B OLIbIIOCTI BUIAIKIB IS BUSBJICHHS BIJIMIHHOCTEH MiX NperaparaMmu
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MOJICJIb TOCTIDKEHHS 1IN VIVO 33 y4acTio 3J0pOBUX TOOPOBOJIBIIIB € MPUIHITHOK Ta
7a€ 3MOTY EKCTpariojlOBaTH PE3yJbTaTH Ha 1HINI TMOMYJAIii, IS SKUX CXBaJCHO
3aCTOCYBaHHS pPedEpEeHTHOro JIKApChKOro 3aco0y (JIiTHI JIIOAM, JITH, MAII€EHTH 3
HHUPKOBOIO 200 MEYIHKOBOIO HEJOCTATHICTIO, TOIIO).

Kputepii BKIIOYEHHS/BUKIIOUEHHS! CYy0’ €KTIB MaloTh OyTH YITKO 3a3HaueHl Yy

npoTokodi pocmigxeHHs. Cy0’ekTu AOCHIKEHHS MaloTh OyTu y Bimi 18 pokiB Ta
.. . . . 2

cTapuii 1 mepeBa)xxHO MaTH 1HeKc Macu Tina Bif 18,5 mo 30 kr/m”.

CKpuHIHT Cy0’€KTIB JOCHIIKEHHS 1010 MOXKJIMBOCTI iX y4acTi Y JOCHIIKEHHI CIij
NPOBOAWTH 32 JI@HUMHU KIIHIYHUX J1a0OpaTOPHUX TECTiB, IiCTOpii XBOpoO Ta
MEIMYHOTO OOCTEKEHHS. 3aleXHO BiA (apMaKOTepanmeBTUYHOI TPYIHU, A0 SIKOI
HaJICKUTh JIIKapChkuil 3acid, Ta Horo mpodiato Oe3lneKku Moke OyTH MOoTpiOHe
IPOBEJICHHSI CHEIlabHUX MEIUYHUX JOCTIIKEHb Ta BXKUTTSA 3aCTEPEKHUX 3aXOMIB
710, T Yac 1 micis 3aBepiieHHs nociipkeHHss. Cy0’ ekt JOCTIHKEHHS! MOXKYTh OyTH
OyIb-sIKOi CTaTi; OJHAK y KO)KHOMY KOHKPETHOMY BHITQJIKYy CJiJl BpPaXOBYBaTH PHU3UK
JUISL )KIHOK PEIPOIYKTHBHOIO BIKy. baykaHo, 1100 cy0’€KTH TOCTIHKEHHS HE TaWIH 1
HE Majud B aHaMHE31 alKOrOJIbHOI 3aJIeKHOCTI ab0 3aJeKHOCTI BiJ JIKAPCHKUX
3aco0iB. Y JeskuX BHIMAJKax 3 MIpKyBaHb Oe3neku abo 3 ¢dapMaKOKIHETHUHHUX
NpUYHMH caif nepegdadatd (EHOTUIYBaHHSA Ta/ad0 TEHOTUIYBaHHS CyO’ €KTIB
JOCITIIKEHHS.

[Ipu mapanenbHOMy JU3aiiH1 AOCTIIKEHHS TPYNHU CyO’€KTIB MalOTh OPIBHIOBATHCS 32
BCIMa BIJIOMHMH NMOKa3HUKaMH, 110 MOXYTh BIUIMHYTH Ha ()apMaKOKIHETHKY 1040l
peyoBMHU (HANpUKIAJ, BIK, Maca TiJa, CTaTh, €THIYHE IOXOJ/KCHHS, MaJIIHHS,
MPUCKOPEHUI/yIOBUIbBHEHH MeTabomi3M). Lle € BakIuBOI0O MepeayMOBOIO s
OTPUMAaHHS IOCTOBIPHUX PE3YJIbTATIB y TAKUX JOCIIKEHHSIX.

Akmo BiIOMO, IO JOCTIIKyBaHa Jil0Ya peyoBMHA Mae T0O0I4HI edekTH, a
dapmakonoriydi epekT abo PU3MKH BBAKAIOTHCS HEMPUHUHATHUMU JUIS 30POBUX
TOOPOBOJIBIIIB, SIK CYO’€KTH B JIOCTIIPKEHHS MOXKYTh OYTH BKJTIOUEHI MAIIEHTH (XBOP1),
32 YMOBH BXKHUTTSI HEOOXITHUX 3aCTEPEKHUX 3aXOJiB Ta BCTAHOBJICHHS BIAMOBIIHOTO
HaTJIATY.

4.1.4. IIpoBeaeHHs JOCIIZKEHHS

Cranpaprusauis

[Ilo6 3BecTu 10 MIHIMYMY BapiaOeNbHICTh YCIX IOB’A3aHUX 3 BHUIPOOYBAHHIM
(dakTopiB, 32 BUHATKOM THX, III0 3yMOBJIEH1 JOCII)KYBAaHUMHU JIIKAPCHKUMH 3aC00aMH,
YMOBU  TPOBEICHHS  JOCHIKCHHS HEO0X1HO CTaHIapTU3YBaTH. Tomy
PEKOMEHIOBAHO CTAHJIAPTU3YBATHU JI€TY, BXKUBAHHS PIJIMHU 1 (D13UYHE HABAHTAXKEHHS.

Mae OyTu BcTaHOBIIEHO 4yac 100U mpuitomy ixki. Cy0’€KTH AOCTIIKEHHS HE MOBUHHI
BXKHUBATH 1Ky IIOHAlIMEHIe 3a § FOJWH 0 MPUIOMY JIIKapChbKUX 3aco0iB, SKIIO HE
oOrpyntoBano iHme. OCKUIBKM CHOKMBAHHS PIAMHU MOXE BIUIMHYTH Ha
MPOXO/DKEHHS 4Yepe3 LUIYHOK JIKAPChKUX (OpM il OpaJIbHOTO 3acTOCYBaHHS,
JOCIIKyBaHUH Ta peepeHTHHI TIKapChKi 3aCO0M CJIiJT 3aITMBATH CTaHIAPTU30BAHUM
00’emom piguau (He Menme 150 mur). PexomenmgoBaHo muTu Body 3a Oa)kaHHSM, 3a
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BUHATKOM | TOJMHM JO 1 MICAS NPUMOMY JIIKAPCHKOTO 3aco0y; BXKMBaHHS XKl
3a00pOHECHO IMOHANMEHIIIE MPOTITOM 4 TOJIWH 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 TOCHIKEHHSI Ma€ MPOBOAMTHUCS TICHIS BXKHUBAHHS 1XKi, MPUHOM JIIKapCHKOTO
3aco0y IO BITHONICHHIO J0 1KI PEKOMEHIYEThCS 3A1MCHIOBATH BiAmoBiaHO 70 SMPC
pedepenTHoro Jikapcekoro 3acody. Skmo B SMPC pedepeHTHOro IiKapcChKOTO
3aco0y BIACYTHI crHerugidHi BUMOTH, PEKOMEHAYETHCS, MO0 CYO’€KTH MOYaiu
BXKMBATHU 1Ky 3a 30 XBHJIMH 10 TPUMOMY JTIKApCHKOTO 3ac00y 1 TPUBAJICTh BXKUBAHHS
i€l k1 Mae ctaHoBUTH 30 XBUINH.

Ockiibku 010JJ0CTYIHICTD JAiI0YOi PEYOBMHM IPHU 3aCTOCYBAHHI JIKapChkoi (opmu
MO>KE€ 3aJIe’KaTH BiJl TPUBAIOCTI MPOXOKEHHS Yepe3 IUTYHKOBO-KUIIKOBUM TPaKT Ta
BiJl IHTEHCHBHOCTI PET1OHAPHOTO KPOBOTOKY, MOKe OyTH OTpiIOHE CTaHAAPTU3YBaHHS
MOJIOXKEHHS Tia 1 (13MIHOTO HaBaHTAXXEHHS CY0’€KTa JIOCIIKEHHS.

[Ipotsirom BiAMOBIAHOTO TEpiogy M0 1 MiJA Yac AOCTIIPKEHHS CYO’€KTH MAaroTh
yTPUMYBATUCS BIJl BXKMBaHHS DKI Ta HAmoiB, IO MOXYTh BIUTMHYTH Ha (DYHKIT
CEPLIEBO-CYAMHHOI CUCTEMH Ta IUTYHKOBO-KUIIKOBOIO TPAKTY, PYHKI1IO IEYIHKHA 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 MEPIOAY
0 JOCHI/DKEHHS 1 MiJ 4ac AociiKeHHs. [Ipore 3acTocyBaHHS MPOTU3ATLIIIHUX
3ac001B JO3BOJIEHO. SIKIIO HE MOYKHA YHUKHYTH NPUHAOMY CYMNYTHIX JIKapChKHUX
3ac001B 1 Cy0’€KTH MPUIMAIOTH 111 3aCO0HM, HATPUKJIIA/, JUIsl YCYHEHHS TaKUX MOOTYHUX
e(eKTIB, sIK TOJOBHUM O171b, X 3aCTOCYBaHHSI OOOB’SI3KOBO HEOOXITHO 3apeecTpyBaTH
(i3 3a3HAYEHHSM JO3U Ta Yacy BBEIACHHS) Ta JOCTIIATH MOJKJIMBHI X BIUIMB Ha
pe3ynbTaT JOCHIDKEHHSA. B  piAKICHUX BHUMNaAKax 3 MIpKyBaHb Oe3neku abo
NEPEHOCUMOCTI YCIM CyO’€KTaM JOCHTIIPKEHHS NPU3HAYAIOTh CYIYyTHI JIKAapChKi
3aco0u (HAmpUKIIAJ OMIOiHI AHTAaroHICTH, MPOTUOIIOBOTHI 3acobu). Y TakomMy
BUIAJKYy OOOB’SI3KOBO CJIJ JOCTIANTH PHU3WK BIUIMBY TMOTEHIIHHOI JIIKAPChKOT
B3a€MO/I1i M 010aHATITUYHOT IHTep(EpPEHLIli Ha PE3yNbTaTH TOCIIIKEHHS.

Jlikapceki 3acobu, mo BigmoBigHO A0 SMPC pedepeHTHOro JKapChKOTO 3acoly
BUKOPUCTOBYIOTHCSI BUKJIIOYHO B KOMOIHAIIIT 3 THIIMM MpenaparoM (HampuKiajd, MeBH1
IHT101TOpU NIPOTEa3u NPUINMAIOTHCS BUKIIFOUHO Y KOMOIHAIT 3 pUTOHABIPOM), MOXKYTh
JOCIIKyBaTUCsT a00 y BKa3aHii KoMOiHalli, a0o 0e3 3acToCyBaHHSI CYIyTHBOTO
JKapChKOro 3aco0y.

B nocmipkeHHsIX 010€KBIBAJEHTHOCTI €HJIOTSHHHMX PEYOBHH, CJIJl IO MOJKIIHMBOCTI
KOHTpPOJIIOBAaTH (aKkTOpH, IO MOXKYTh BIUIMHYTH Ha 0a30BUN pPIBEHb E€HIOT€HHUX
PEUOBUH (HANPUKIIAA, CyBOPUI KOHTPOJIb JOTPUMAHHS JIETH).
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Yac Bigdopy npod

Jlis  afekBaTHOro OmUCY npoia0 KOHICHTpaIls/yac HEOOXITHO BiaOHpaTh
JIOCTaTHIO KIIBKICTh Tpo0. s 3a0e3medeHHs JOCTOBIPHOI OIIHKM MaKCHUMAalbHOTO
BIUTUBY (ITiKa €KCITO3MINT) CIif repeadayaTd 4acTUi BiOip mpod y MPOMDKKY 4acy,
MaKCUMaJIbHO HAOJMKEHOTO JJO TPOTHO30BAHOTO tmay. 30KpeMa, rpadik BimOopy mpod
Mae OyTH MOOYyAOBaHUN TaKMM YMHOM, II00 YHUKHYTHU cUTyalii, Ipu kil Cpa CTaHE
MEPIIOI0 TOYKOIO Ha KPHBIii KoHIeHTparlist/dac. Takox rpadik Bigdopy mpod MOBUHEH
JIOCUTHh TPUBAJIO OXOIUIIOBATH KPUBY KOHIIGHTpaIlisi/gac, mo0 3a0e3neynTH HaiiHy
OLIHKY cTyneHto BIumBYy. Lle nocsraerscs, komu AUC o) oxommoe He MeHme 80%
AUC .. [ 1ocTOBipHOI OI[IHKKM KOHCTAHTH MIBUAKOCTI eniMiHamii (1o HeoOxinHa
nist HaxiHoi oiHku AUC g..,)) IPOTSATroM nepiofdy JOr-niHiiHOT (asu emiMiHaIil ciif
BIIOUpATH HE MEHILE TPbOX-YOTHUPHbOX Mpo0. OCKIIbKM MJiA JIKaApChbKUX (popm 3
HeralHUM BHBUIbHEHHSAM ¢aza abcopOiii He nepeBuINye 72 TOAWHHU, TO IS
MOPIBHSAHHS CTyIleHs BIUIMBY sIK anbrepHaTHBa AUC () MOXKE BHKOPHCTOBYBATHUCS
AUC, Buznauena st 72 rogut (AUC o.72r0y)). ToMy 11t Oyzb-sKoi mikapchkoi Gpopmu
3 HETailHUM BUBUIbHEHHSAM HE3aJ€KHO BiJ MEpiOJy HAaIMiBBUBEICHHS, 3/1HCHIOBATU
B1J101p MpoO MpoTIroM nepiony Ouibie 72 TOJWH HE BBAXKAETHCS MOTPIOHUM.

VY nocaimkeHHsX 3 0araTOKpaTHUM BBEJIEHHSM 03U I NPABUJIBHOTO BHU3HAUYEHHS
AUC . ;) crin BinOupatu npoOy 6e3nocepefHbo (IPOTAroM 5 XB) mepel] BBEACHHAM
JIKapChKOro 3aco0y, a oCTaHHIO MpoOy — mpoTsiroM 10 XBWUIMH BiJ HOMIHAJIBHOTO
yacy IHT€pBaJly JI03yBaHHs, TOOTO IHTEPBAITY MI’K BBEJACHHIMU JIIKAPCHKOIO 3ac00y.

Sxmo sk OlojoriyHa piAvHA BUKOPUCTOBYETHCS ce€dva, ii, K MpPaBHIIO, 30MparOTh
MPOTATOM HE MeHIe TpboX typ. [IpoTe, BIAMOBIIHO 0 peKOMEHAAIli# 3 BiAOOpY Mpoo
1a3Mu, 301p cedl MPOTATOM OiIbllle HK /2 TOAWHHM MPOBOAMTH HE CIif. SIKiio
HEOOX1IHO BH3HAYMTH INBHJAKICTh BHUBEIACHHSA, I1HTEpBaId MK 300pamu 1pod
BIIPOJIOBXK (hazu abCcopOIlii MaroTh OyTH, IO MOKIIMBOCTI, SIKOMOTa KOPOTIIUMH (JHB.
Tako po3zain 4.1.5 miei HacTaHOBH).

Jist  eHporeHHUX pedoBUMH rpadik  BigOopy TpoO TOBUHEH JaTh 3MOTY
XapakTepu3yBaTH iX 0a30BUM MpoduIb I KOKHOTO Cy0’€KTa B KOXKHOMY MeEpiofi
nociikeHHs. Sk mpaBuiio, 0a3oBuii Mpodiab BU3HAYAETHCA HAa 2 — 3 3paskax,
BIIIOpaHUX 10 BBEACHHS JIIKapCchkoro 3acoOy. B iHIIMX Bumajgkax, o0 BpaxyBaTH
LIMpKagHI KOJHMBAHHS 0a30BOr0 BMICTY €HJOTE€HHOI PEYOBMHH, BIAOIp IpoO cCilif
MPOBOJIUTU YE€pe3 peryjsipHli MPOMIKKM Yacy NpoTAroM 1-2 1OHIB [0 BBEACHHS
JKapChKOTo 3aco0y (auB. po3ain 4.1.5 1iel HACTaHOBH).

YmoBu HaTIe 200 micjas npuiioMy DKi

JlocmipkeHHs: 010€KBIBaJICHTHOCTI, SIK IIPABUJIO, CIIiJI IPOBOJUTH HATIIE, OCKIIBKH IIs
YMOBA BB)XAETHCSI HAMOUIBII YyTIMBOIO JI0 BUSBJICHHS MOTSHITIHOT 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 JIKapChKOrO0 Mpernapary pPEeKOMEHAYEThCS HOoro mnpuitMaTu
TUTBKY ICJISI BXXUBAHHS 1K1, TOCTIKEHHS 010€KBIBaJIGHTHOCTI CJIiA TPOBOJAUTH ITiCIIS
B)KMBAHHS 1KI.

[Ipore nns mnpemapariB 13 crnenu(piYHUMHU BIACTUBOCTSIMHU JIIKAPChKOi (opMmu
(HampuKIam, MIKPOEMYIbCii, TBEpAl AMCHEpCii) MOCHTiHKEHHS O10€KBIBaJCHTHOCTI
MIPOBOJIATHCS K HATIE, TaK 1 MICISA BXXUBAHHS 1K1, KpIM BHITQJIKIB, KOJIM TIpemapar
CJIIT MPUHAMATH BUKJIFOYHO HATIIE 200 BUKIIFOYHO TICIIST BKUBAHHS K.

SIxmo moTpibHa iHGopMaIis K y CTaH1 HATIIE, TakK 1 MICI BXKUBAHHS 1K1, IPUIHHATHO
MPOBOAMTH a0 JIBa OKpEMI MEepexXpecHi JOCIIHKEHHS 3 BOMa MepiojaMu, abo oJiHe
nepexpecHe JOCIIKEHHS 3 YOTHpMa MepioJjaMH.

VY mocHiKEHHSIX, KOJIH MPUHOM JIKapChKOTO 3aC00y 3MIMCHIOETHCS IMICTs BKUBAHHS
K1, ckiaa TKI MOBHMHEH BiAMOBIAaTH pekoMmeHmarisM SMPC nns pedepeHTHOro
mikapcbkoro 3acoOy. fkmo B SmMPC pedepentHoro sikapchbkoro 3aco0y BiJCYTHI
0CO0MBI pEeKOMEHJAIlli 3 [bOr0 MPHUBOMY, TO 1Ka Mae OyTH BHCOKOKAJIOPiHHOIO
(mpubmuzno Bix 800 mo 1000 kinokayiopiif), 3 BUCOKMM BMICTOM >KHUPIB (TIPUOIU3HO
50% Big 3aranbHOTO BMICTY Kayiopiil). Ha Oinku Mae BiABOAMTHCS OJHM3BKO
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, abCoFOTHOMY 1 BiTHOCHOMY (%) BMicTy Kajopiii).

4.1.5. JocaigxyBaHi XapaKTepUCTHKH

DapMaKOKIHeTHYHI TapaMeTpH

Just  omiHkM  (apMaKOKIHETUYHMX MapaMeTpiB  HEOOXIJHO BHUKOPUCTOBYBATH
dakTnuHuii yac BimOopy mpoO. Y MOCHIIKEHHSX Ol10€KBIBAJCHTHOCTI TICIIS
OJHOKPAaTHOIO BBEIEHHA [JO3M JIKapcbkoro 3aco0y caix BusHadath AUC .,
AUC o), 3amuikoBy oy, Cpax Ta tmax. Y TOCHIKEHHSAX O10€KBIBAJIEHTHOCTI 3
nepioIoM BiAOOpy mpoO mpoTarom 72 roAWH 1 3 BU3HAYEHHSM KOHIIHTpAIlli y TOYII
72 roguHu HeMmae HeoOximHocTi po3paxoByBaTH AUC(.) 1 3alIMIIKOBY IUIOILY;
nocuthb Bkazatu y 3BiTI AUC, yciueny B touni 72 roaunu, AUCg.72r05. JOAaTKOBO
MOYXYTh OyTH MPEICTABJICH] TaKi TapaMEeTPH, SIK KOHCTaHTa IIBUAKOCTI emiminaltii (A;)
1 typ.

Y JocnipkeHHSIX BU3HAUEHHA OlOEKBIBAJEHTHOCTI Yy  CTallOHApHOMY CTaHi
TiKapchKUX GopM 3 HeraHuM BUBLIbHEHHAM ciJl BU3HA4aTh AUC g.1), Craxss) tmaxiss-

ITpn BUKOpHCTaHHI ceyl, K 01010TTYHOI P1AMHY, HEOOX1AHO BU3HAYATH A€ (.q), 1, AKIIO
MOKJINUBO, Rpax.

Just  Bu3HayeHHs  (apMaKOKIHETMYHUX  MMapaMeTpiB  y  JOCHIJIKEHHAX
010€KBIBAJICHTHOCTI HEOOXITHO BHKOPHUCTOBYBAaTH HEKOMITAPTMEHTAIbHI METOIH.
3acTocyBaHHS KOMIAPTMEHTAIbHUX METO/IB AJIs OLIIHKYU MapaMeTpiB HEMIPUIHATHE,
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Buxigna cnosyka 4 ii MeTadoJ1iTH

3arajgbHl peKoMeHaarii

3arayioM orliHka 010€KBIBaJICHTHOCTI Ma€e 0a3yBaTHUCs Ha BUMIPIOBAHHI KOHIICHTpAIllN
BUXIJIHOI CHOJIYKH, OCKUIBKH Cpa BHXIIHOI CHOJYKH 3a3BHYail OUIbII YyTIMBE JO
BUSBIICHHS BIJIMIHHOCTEH CTyMeHs1 abcopOiii Mk JKapChbKUMH 3ac00aMu, HIK Cpax
MEeTa0oJIITy.

HeaktusHi mpostikapchki 3acodu (inactive pro-drugs)

JUIsi HEaKTHUBHUX TMPOJIKAPCHKUX 3aCO0IB TAKOXK PEKOMEHAYETHCS MPOBOIUTH
JOCTIKEeHHST 010€KBIBAJICHTHOCTI BUX1IHOI crioyku. HeMae HE0OXiTHOCTI BU3HAYATH
KOHIICHTpAI[i}0 aKTUBHOTO MeTabomiTy. IIpore aeski mposikapchki 3acO0HM MOXKYTh
MaTH HU3bKI KOHIIGHTpallli B TUIa3Mi 1 HIBUJKO BHUBOAMTHCH 13 KPOBOTOKY, IIIO
YCKJIQJHIOE JIOBEJIEHHS O010€KBIBAJCHTHOCTI BHXIJHOI CHOJMYKU. Y IIbOMY BHUIIQJKY
JOTTYCKA€EThCS IOBOJAUTH O10€KBIBAJICHTHICTh OCHOBHOTO aKTHUBHOTO METaloIITy 0e3
BUMIPIOBaHHS KOHIICHTpAIlI BUX1THOT CIIOJIYKH. Y KOHTEKCTI I1i€] HACTAHOBH BUX1THA
CIIOJIyKa MO’K€ BBaXKATHUCSA HEAKTUBHHUM IPOJIIKAPCHKUM 3aC000M, SIKIIIO BHECOK TaKoOl
CHOJIYKU Y KJIIHIYHY €(PEeKTUBHICTH BIJICYTHIM a00 IMykKe HU3bKUM.

Buxkopucranus gjaHux MetaOoJIITIB Ha 3aMIHY JaHHUM aKTUBHOI BUX1JIHOI COOJIYKHU

BuxopuctanHs 1aHux mMeTaOOodITIB HA 3aMiHYy JaHUM aKTUBHOI BHXIJHOI CHOJYKU HE
peKOMeHIyeThcs. Taka 3aMiHa MOXJIHMBA JHIIE Y pasi, SKIO 3aiBHUK MOXE
HaJeKHUM YHMHOM OOIPYHTYBAaTH, IO YYTJIMBICTh AQHAIITHYHOI METOJMKHU
BUMIPIOBAaHHSI BUXIJHOI CHOJIYKA HE MOX€ OyTH MOKpallleHa Ta 10 MIiCas BBEACHHS
OJIHOKPATHOI JI03H JIIKapChKOTO 3ac00y HAIIWHO BUMIPSATH KOHIIEHTPAII0 BUXIIHOT
CIIOJTYKH HE MOXJIMBO, OEpy4Yd 10 yBarw, 1o y JOCIIKCHHSIX O10€KBIBaJCHTHOCTI
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 BUMIPSITH JOCTOBIPHO 1 TOYHO. Tomy
BUKOPUCTAHHS JIaHUX META0OJITY Ha 3aMiHYy JIaHUM AaKTHBHOI BUXIJHOI CIOJIYKH
MO)Ke OyTH MPUNHSATHUM JIUIIE Y BUHSATKOBHUX BHIajKax. [Ipym BUKOpUCTaHHI Takoi
3aMIHM 3asBHUK 3000B’sI3aHU HaJaTH yCl JdaHl, AK1 MiATBEPKYIOTh, 110 BILIUB
MeTaloJIITy BiI0Opa’kae BIUIMB BUXIJHOI CHOJYKA 1 IIO B TEPaneBTUYHUX J03aX
YTBOPEHHSI META0OITY HE € HACUYYBAHUM IPOLIECOM.

EnanTtiomepu

JIisi BU3HAYCHHS €HAHTIOMEPIB, SK MPABHWJIO, IPUHHATHE BUKOPHCTAHHS axipallbHUX
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.

KonnenTpaiiito KOXXKHOrO  €HaHTiOMEpa TOTpPIOHO  BHUMIpIOBAaTH, SIKIIO  BCl
BUIIE3a3HAYEHI YMOBU BHUKOHYIOTbCS a0O BIIOMOCTI TpPO HHUX BIACYTHI. SIKIIO
(apMaKkoJIOTIYHO aKTUBHUM € TUIBKM OJMH 13 €HaHTIOMEpiB, a (apMaKoJIOTiyHA
AKTUBHICTh IHINIOTO €HAHTIOMEpa HH3bKa a00 TMOBHICTIO BIJACYTHS, JOCTAaTHBO
MiATBEPAUTH 010€KBIBAJICHTHICTh TITLKA aKTUBHOTO €HAHTIOMEpaA.

BukopucTanHsi JaHUX MPO eKCKPELilo 3 cevYero

SKIIO HEMOXJIMBO JOCTOBIPHO BHUMIPATH MpoQUIb KOHIICHTpAIlis/4ac BUXITHOL
CIOJIyKM B IUIa3Mi, TO JUIsi BU3HAUEHHSA CTYINEHS BIUIMBY SK 3aMiHA J@HUX
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 TUIA3MI1, TO JIJIS OIIIHKKM O10€KBIBJICHTHOCTI Il JIaHI CJiJ HaJaTH 3
JAHUMHU TIpO CTYMNiHb BIUIMBY, OTPUMAaHUMHU TIpU BHUKOpHUCTaHHI cedl. [lpu
BUKOPUCTaHHI JJaHUX MPO €KCKPELII0 3 CEYEI0 3asBHUK Ma€ HAJaTH YCl HasIBHI JaHl,
AK1 TATBEPAKYIOTh, IO €KCKPELIs 3 ceueto BiA0Opakae BILUIUB Y TUIa3MI.

EngorenHi pe4oBuHuU

Sxmo  gocmimpKyBaHa ~— JIif04a  pPEYOBMHA €  CHAOTCHHOIO,  PO3PaxyHOK
(dhapMaKOKIHETHUYHUX TApaMETPiB CIIT MPOBOAUTH 3 BUKOPUCTAHHSIM TOMPABKU Ha ii
0a30oBull piBeHb, MO0 po3paxoBaHi (PapMAKOKIHETUYHI TapaMeTpH CTOCYBAIHCS
JI0JTaTKOBUX KOHIICHTpAIliid, OTPUMAHUX BHACIIIOK MPUHOMY JIiKapchKoro 3acoly. 3a
YMOBHM TPUIHATHOI MEPEHOCUMOCTI JIO3H JIIKAPCHKOTO 3aco0y 1 SKIIO JOJaTKOBY
KOHIIEHTPAI[II0 €HAOTEHHOT PEYOBHHH, IO TMEPEeBUINYe 0a30By KOHIICHTpAIliO, SKa
JIOCSITA€ThCS TICHS TPUHOMY JIIKapChKOTO 3aco0y, MO)KHA HAJIIHHO BU3HAYHUTH, B
JOCIIKEHH] O010€KBIBaJICHTHOCTI E€HIOTEHHUX JIKAPChKUX 3aC00IB JOMYCKAETHCS
BBEJICHHSI J103, 10 MEPEBUIIYIOTh TEPANCBTUYHI T03M. SIKIIO MICHIsI BBEACHHS PI3HUX
703 KOHKPETHOI €HJOr€HHOI PEYOBMHM PI3HMLA Yy BIUIMBI paHilie He Oyna
BCTAHOBJICHA, ii CJIiJ BU3HAauyaTh a00 B XOJ1 MUJIOTHOTO JOCII/KEHHs, a00 B paMKax
(1x yacTWHA) OCHOBHOTO JIOCIIPKEHHS 010CKBIBaJCHTHOCTI, BUKOPHCTOBYIOUYH Pi3HI
03U pedEepeHTHOro JIIKapChKOTO 3aco0y i 3a0e3nedeHHs TOro, moo ao3a, ska
BUKOPHUCTOBYBAJIACh JJIsS JOCIIPKEHHsSI 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
CJIII 3aCTOCOBYBATH CTaHJIAPTHUI METOJ BIJHIMAHHS. BiAHIMAEThCA abo cepemHs
KOHIICHTpAIlisl €HJOTEHHOT PeYOBMHHU, BU3HAUEHA JI0 MPUHOMY JIKapChKOro 3acoly,
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a60 AUC eHI0oreHHOI pEeuyoOBHMHM, BH3HAuY€HA 10 MPUUOMY JIIKapChKoro 3aco0y. B
PIIKMX BUMAJKaX TOMpaBKa Ha Oa30BUM pIBEHb MOXKE HE 3HAJIOOMTHCS, KOJIU
KOHIIEHTpAIlisl EHAOT€HHOI peYOBUHU, BU3HAUCHA MICIIs IPUHOMY JI1KapChKOro 3aco0y,
CYTT€BO MEPEBUILY€E 0a30BY KOHIIEHTPAILIIO.

Y  pocmimpkeHHSX ~ OIOCKBIBaJEHTHOCTI  C€HIOTCHHMX PEYOBHMH HE  MOXHA
0e3mocepeIHbO OIIHUTH HAsIBHICTH BIUIMBY IMOIEpeIHbOI Tepartii (ehekT mepeHocy),
TOMY 3 OOEPEeXHICTIO CIiJ MIAXOAUTH 10 BUOOpY MEpiofay BiAMHUBAHHS, SKUA Mae
OyTH TOCTaTHbHO TPUBAIUM.

4.1.6. lo3yBaHHs, 110 TOCTIIKYIOThCS

Skmo Ha Aep)KaBHY peecTpallito JIKapChKOro 3aco0y IMOJAEThCS KiJlbKa JT03yBaHb
JOCTIDKYBAHOTO JIIKapChKOTO 3aco0y, TO 3aJIeKHO BiJl MPOMOPIIMHOCTI CKJIaay B
pI3HUX JO3yBaHHSX Ta IHIIMX BJIACTUBOCTEH IIperapaTry, OMHMCAaHUX HHUXKYE, MOXKE
OyTH JOCTaTHBO IMPOBEICHHS IOCTIIKECHHS O10€KBIBAJICHTHOCTI TIILKH HAa OJHOMY
a00 BOX J03yBaHHAX. BuOip mocmimkyBaHoro (-HUX) J103yBaHHS (-Hb) 3aJICKHUTh Bijl
JHIAHOCTI (hapMaKOKIHETHKH J1I0Y01 pEYOBUHHU.

VY pasi HeniHilHOT papmakokiHeTuku (ToOTO Henpomnopiiiine 30utbmeHHss AUC 31
30LJIBIICHHSAM JO3M JIIKAPChKOTO 3aco0y) MK PI3HUMH JIO3yBaHHSAMH IIperapary
MOX€ OYyTH PI3HULA Y UYYTJIMBOCTI BU3HAUEHHS MOTEHIIMHMX BIAMIHHOCTEH MIX
MOPIBHIOBAHUMHU  JIIKAPCBKUMHU  3aco0amMu. Y  KOHTEKCTI 11€i  HACTaHOBU
(dbapMaKOKIHETHKA BBAXXA€TbCSl JIHINHOIO, SKIIO PI3HULS MIXK BIJIKOPUTOBAHUMU
BimHOCHO 103U cepenHivMu AUC mpu mopiBHSIHHI TOCTIKYBAHOTO JT03yBaHHS (TOOTO
JIO3YBaHHS, 1110 TJIAHYETHCS JJIsI TOCTIKEHHS 010€KBIBAJICHTHOCTI) 1 JO3YBaHHS, IS
SIKOTO PO3IIIAAAE€THCS MOXIIMBICTh HE MPOBOJUTH JTOCIIKECHHS €KBIBAJIEHTHOCTI IN
Vivo, craHoBuTh He Oinbie 25 %. J{j1s1 OLiHKY JIHIHHOCTI 3asIBHUK ITOBHHEH KPUTHYHO
OI[IHUTH BCl JOCTYIHI MJis 3arajlbHOTO KOPUCTYBaHHS OMYOJIKOBaHI JaHi, IO
CTOCYIOTBCSI MPOMOPINIHHOCTI A03yBaHHA. JIIHIMHICTD MIATBEPIKYETHCS, SKIIO
BIJIMIHHOCTI MI>K CKOpuroBaHuMU BiTHOCHO 11031 AUC 3HaxoasThes B Mexkax + 25%.

SIkmo  Oysio  J0BeeHO Oi10CKBIBAJICHTHICTh I J03yBaHHS (-Hb), HaAKOLIBII
YyTJIMBOTO (-MX) Ui BHUSBICHHS TMOTCHIIMHUX BIAMIHHOCTEH MIiX MOPIBHIOBAHUMH
JIKapChKUMHU 3aco0amMH, TO I 1HIIOro (-uX) J103yBaHHS (-Hb) JOCIIIKCHHS
€KBIBaJICHTHOCTI IN VIVO MOKe HE MTPOBOIUTHUCS.

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

B pasi 3as1Bu 1po BiIMOBY Bijl POBEACHHS JTOCIIHKCHHS €KBIBAJICHTHOCTI IN VIVO JIj1st
3asBJICHOTO (-uX) JI0JaTKOBOTO (-MX) J03yBaHHS (-b) MarOTh OyTH BHKOHAHI Taki
BHUMOTH:

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

C) cKiam pi3HUX J03yBaHb TNIpemapary KIUIbKICHO TMPOMOPIIAHUNA, TOOTO
CHIBBIIHOIIEHHSI MK KUIBKICTIO KOXHOI JIOTIOMI>)KHOT PEYOBHHHM Ta KITBKICTIO
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nirouoi (-ux) pedoBuHHU (-MH) OFHAKOBE JUIS BCIX J03yBaHb (M1 Ipernaparis
HETalHOTO BUBIJIBHEHHS IISI BHUMOTa HE CTOCYETHbCS KOMITOHCHTIB ITOKPHUTTSI,
000JIOHOK Karicys1, OapBHHUKIB Ta apOMaTHU3aTOPIB).

VY pa3i HasBHOCTI JEAKHX BIIXWJICHb Y KUIBKICHIH MPOMOPIIHHOCTI CKIIady,
YMOBa C) BBXKA€ThCSI BUKOHAHOIO, SIKIIO ISt I[OCJIII[)KyBaHOFO J03yBaHHS 1
703yBaHHs (-Hb), VIS IKOTO (-UX) PO3TIISIIAETHCS MMTAHHS BIIMOBH Y TIPOBEICHHI
JTOCTI/DKEHHST €KBIBaJCHTHOCTI IN VIVO, BUKOHYIOThCS yMOBH 1) Ta i1) a6o
BUKOHYIOTHCSI YMOBH 1) Ta iii):

1)  BMicT gir04oi (-ux) pedoBWHH (-H) CTAHOBUTH MeHIIE 5% BiJ MacH sjapa
TabsieTKu a00 Macu BMICTY KallCyJly,;

11) BMICT pPI3HUX JIOIOMDKHHUX PEYOBHUH sijpa TaOJIETKH a00 BMICTY KarcCyJu
€ OJHAKOBUM ISl PO3MVISIHYTHX J03yBaHb, 1 3MIHIOETHCS TUIBKH BMICT
JI0Y0i pEYOBHHHU;

111) BMICT HallOBHIOBaYa 3MIHIOETHCS 3QJIEKHO B BMICTY Jil0U0i PEYOBHHU;
KUIBKICTh 1HIIMX JIOMOMDKHHUX PEUOBMH sijpa TabJeTKH abo BMICTY
Karcyyu 3aIUIIa€TbCsl HE3MIHHUM;

d) BimmoBimHI JaHi PO3YMHEHHs IN VItr0 MarTh MiATBEP/HKYBATH BiICYTHICTB
HEOOXITHOCTI TPOBEJACHHS JOCIIPKCHb Ol0€KBIBAJICHTHOCTI 1IN VIVO I
J0JTATKOBOTO JTO3yBaHHS (IUB. po3/1ii 4.2 11i€l HaCTaHOBH).

JliH1iHa dhapMaKOKIHETHUKA

J1Jis mikapchbKUX 3aco0iB, 110 BiMOBIIAI0Th YMOBaM, 3a3HaueHUM B (a — d), TOCTaTHHO
MIATBEPAUTH 010€KBIBAJICHTHICTh TUIBKU JIJIs1 OJHOTO JO3YBaHHS JIIKAPCHKOTO 3aco0y.

Ax mpaBWiIo, MOCTIKEHHS O10€KBIBAJICHTHOCTI CIIIJT TMPOBOJUTH I HAWBHIIOTO
no3yBaHHs. JJig JiKapCchKUX 3aco0iB 3 JIIHIMHOIO (apMaKOKIHETHKOIO 1 32 YMOBU
BUCOKOI PO3YMHHOCTI Jitouoi pedoBuHu (muB. Jlomatok III 11iei HactaHOBHN)
MPUIHATHO TIPOBOJUTH JTOCHIKEHHS 010€KBIBAJIGHTHOCTI Ha JI03YBaHHI, HUKYOMY 3a
MakcuMalibHe. BuOip HWKYOTO J03yBaHHS TaKOXX MOXKe OyTH OOTpYHTOBaHHWH 3
IpUYUH  OE3IMEeKU/TIEPEHOCUMOCT], 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 MaKCHUMaJIbHOTO JI03YBaHHS
JIKapChbKOTO 3aco0y, Moke Oyt BHOpaHa Oinbla g03a (mepeBara HaJaeThCs
BUKOPHCTAHHIO JIEKIJIbKOX Ta0JIETOK MaKCHMaJbHOrO J03yBaHHs). BuOpana mo3a
MOKe OYTH BHIIOIO 33 MaKCHMaJIbHY TE€paIrleBTHUHY 103y TUTBKH Yy pasi, SKIIO Taka
703a J00pe TEPEHOCUTHCS 3I0POBUMH JOOPOBOJIBIISIMU 1 BiJICYTHI OOMEXKCEHHS 3
abcopO11ii 200 PO3UMHHOCTI TIPH IIiH T031.

HemiuniitHa (hapMakoKiHETHKA

Jlns gikapchbKHUX 3ac00iB 3 HENIHIMHOIO (hapMaKOKIHETHKOIO, IO XapaKTEPHU3YEThCS
Outbi HiK TpomnopiiitHuM 30utbieHHsIM AUC 31 301UIbIIEHHSIM JT03U JIIKAPCHKOTO
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3aco0y B Jlama3oHi TEepameBTHUYHHUX J103, JOCIHIPKEHHs Ol0€KBIBAJICHTHOCTI, SIK
TIPaBHJIO, CJIiJ[ MPOBOJUTH JJII MAaKCHMaJbHOTO JO3yBaHHA. SIK 1 y pa3i JiKapchKuUX
3aco0iB 3 JIHIHHOI (hapMaKOKIHETHKOIO, BHOIp MEHIIOTO JI03YBaHHS MOXE OYyTH
OOTpYHTOBaHMIA, SKIIO MaKCHMalbHE J03YBaHHS HE MOXKHAa BBOJUTH 3JI0POBUM
TO0OPOBOJIBIISIM 3 TPUYMH O€3MEKHU/TIEPEeHOCUMOCTI. Y pasi mpobiaeM 3 4YyTIUBICTIO
aHAJITUYHOI ~ MCTOJMKH  aHAJOTIYHO  JIKAapChKUM  3acob0aM 3 JNHIHHOIO
(apMaKOKIHETHKOIO TaKOX JIO3BOJIIETHCS BHUKOPHUCTAHHS OUIBIT BHUCOKHX 03
JKapChKUX 3ac001B 13 HENIHINHOIO (PapMaKOKIHETUKOIO.

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
MaKCUMaJIbHOTO0, TaK 1 [JI MIHIMAJbHOTO JI03yBaHHA (a00 IS JI03yBaHHS,
dbapMaKkoKIHETHKA SKOTO 3HAXOJIUTHCS B JIHIKHOMY Jlana3oHi), TOOTO y IbOMY
BUITQJIKY CJI1JT TIPOBOJAMUTH JIBA JIOCTIPKEHHS 0O10€KBIBAJICHTHOCTI. SIKIIIO HEIIHIMHICTD
(dapMaKOKIHETUKHA HE CIHPUYMHEHA OOMEKEHOI0 PO3UYMHHICTIO J1F0Y0i PEUOBHHHU, a
CIPUYMHEHA, HANpUKIAJ, HACUYEHHSM TPAHCIOPTEPIB, 3a YMOBU BHUKOHAHHS
BUIIIEBKA3aHUX YMOB BijJ a) - () Ta SKIIO MOCTIKyBaHUN 1 peepeHTHHN JIIKApChKi
3acO0M HE MICTATh OYJIb-SIKMX JONMOMIDXKHUX PEYOBHH, IO MOXYTh BIUIMHYTH Ha
MOTOPHUKY IIUIYHKOBO-KUIIIKOBOTO TpakTy abo0 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 YYTJUBICTIO aHAJTITUYHOT METOJIMKU HE MOKHA MPOBECTU JOCIIIKEHHS
JUIsT HAaWMEHIIOrO JI03yBaHHS, a 3aCTOCYBaHHS HAWBHUILOIO JO3YBAaHHS 3I0POBUM
J0OPOBOJIBIISIM HEMOXKJIUBE 3 MPUYUH O€3MEKH/TIEPEHOCUMOCTI.

ITiaxig OpUKETUHTY

Axmo gociipKkeHHsT 010€KBIBaJCHTHOCTI HEOOX1THO MPOBECTH OLIbIIEC HIXK Ha JBOX
J03yBaHHSX, HAMPUKIAJ, 4Yepe3 BIAXWUJICHHS BIJ MPOMOPIIMNHOCTI CKJIaay, MOXHA
BUKOPUCTOBYBATH TaK 3BaHWUW MiAXiJl OPUKETHHTY. Y IIbOMY BHUIIQJKy MOXE OyTH
NPUIHATHE MPOBEICHHS JBOX JIOCHIKEHb O10€KBIBAJIEHTHOCTI, 33 YMOBH 1110 0OpaHi
JIO3yBaHHS € eKCTpemMymaMu (KpaiHi TOYKU), HANpUKIIAJ, HaWBUIEC 1 HaWMEHIIE
J03yBaHHS a00 JIBa J103yBaHHs, L0 HANOUIbIIE BIAPIZHAIOTHCA 3a CKJIAIO0M, 1 TOMY
OyIib-SIK1 BIAMIHHOCTI y CKJIaJ(l 1HIIHMX JO3YBaHb OXOIUIIOIOTHCSA JBOMA MPOBEACHUMU
TOCITKEHHAMMU.

ko ouiHKy O10€KBIBaJEHTHOCTI HEOOXIAHO MPOBECTH y CTaHI HATIIE 1 MICIA
BXKUBAHHS 1K1 Ta JJIS IBOX JO3YBaHb 4Yepe3 HEIiHIMHY a0copOIlito ad0 BIIXUIICHHS B1JT
MIPOTNOPIIIMHOCTI CKJIaay, JOCTATHBO MPOBECTH JOCIIKSHHS HATIIE 1 MIC/ISA BXKHUBAHHS
DKI  TIIBKM I8 OJHOTO JO03yBaHHS. BiACyTHICTH HEOOXIIHOCTI IPOBEACHHS
JIOCIIDKEHHST O10€KBIBAJIEHTHOCTI HAaTmie a0o Micid B)KUBAHHSA DKI JUIS 1HIIHX
7103yBaHb JIKAPCHKOTO 3ac00y MOXe OyTH OOTPYHTOBAHO MOTEPEIHIMU pe3yIbTaTaMu
Ta/ab0 (apMaKOKIHETHYHHMHU JTAHUMH JIOCTIHKYBAaHOTO JO3YBAaHHS 13 JOCIIKESHHS,
MIPOBEICHOTO HATINE 1 Micis BxXUBaHHA Tki. [Ipu Bubopi auzaiiny (HaTmie abo micis
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B)KUBAHHS K1) JUIsI TOCIJDKEHHS 1HIIOTO (-UX) 03yBaHHS (-Hb) MepeBara HaJaeThCs
yMOBaM, SKi € HaWOUIbII YYTJIWBUMH IS BUSBJICHHS BIIMIHHOCTEH MIX
MOPIBHIOBAHUMHU JIIKAPCHKUMH 3aC00aMHU.

Jlikapcekuii 3aci0 3 (hiKCOBAHOK KOMOIHAIIEKO

YMOBH TPOMOPIIMHOCTI CKJIaAy TOBHUHHI BUKOHYBAaTHUCS BITHOCHO BCIX IFOYHMX
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 TaOJICTOK KOXHUW IMap MOXKE
PO3TASAATUCS OKPEMO.

4.1.7. BioaHAJIiTHYHA MEeTO0.JI0Tif

bioananiTiyHy 4YacTUHY JOCHIJKEHb Ol10EKBIBaJEHTHOCTI MOTPIOHO MPOBOAUTH
BiAMOBIHO 10 nmpuHIuiB Hanexnoi maboparoproi npaktuku (GLP). B Toii ke yac,
OCKLJTbKM Ol0aHAMITHYHI JOCHIJKEHHS 32 y4acTiO JIIOJIMHUA HE BXOIATh y cdepy mii
npuniumB GLP, Micnsg mnpoBeneHHs OloaHAMITUYHOI YaCTHUHHM JIOCTIIHKEHb HE
Ni/UISITal0Th  MOHITOPUHTY B paMKaxX HaIllOHAJIBHOI MpOrpaMu  BiJMOBITHOCTI
npunanumnam GLP.

Jlns  oTpuMaHHS JOCTOBIPHMX pE3yJbTaTiB, IO MOXYTh OyTH 3aJ0BUIBHO
IHTEpPIIPETOBaHI, HEOOXITHO HAJCKHUM YHUHOM OXapakTepu3yBaTH OloaHATITUYHI
METOJIMKH, 110 BUKOPUCTOBYIOTHCS, MOBHICTIO 1X BaJlilyBaTH 1 3aJJOKYMEHTYBaTu. Y
KOJKHIH cepii aHaJITUYHUX HUKJIIB Y paMKaxX JOCTIIKEHHS CJIiJT TPOBOAUTH BaJliJIallit0
METOJIMKH 3 BUKOPUCTAHHSM 3pa3KiB KOHTPOJIIO SIKOCTI.

Jlo XapakTepucTUK Ol0aHATITUYHOI METOJIMUKH, HEOOXImHUX s 3a0e3reueHHs
NPUIUHATHOCTI 11 BHUKOHAHHS 1 JOCTOBIPHOCTI OTPUMAHMX PE3YJIbTATIB aHami3y,
HaJIeXkKaTh. CEJEKTHUBHICTh, HIDKHS MEXa KIJIbKICHOTO BHU3HA4YCHHS, (PYHKIIISI BIATYKY
(xapakTepuCTHKa KaliOpyBajbHOI KPHMBOi), MPaBHIBbHICTH, MPCHU3IAHICTE 1
CTaOlIBHICTD.

OCKUIBKH KOHIIEHTpAIIIl 10 MPUHOMY JIKapChKOro 3aco0y MarOTh BHU3HAYATHUCS TIPU
5% B1g Cpax @00 HHIKYE, HIDKHS M€EKa KUIBKICHOIO BH3HAYEHHS METOAUKHA Mac
ctanoBUTH 1/20 Big Cpax @060 Hmx4de (auB. po3min 4.1.8 «Edextn mepenocy» i€l
HACTaHOBH).

[IpoBeneHHsT MOBTOPHOrO aHaMI3y IOCHIIKYBaHUX 3pa3KiB Mae OyTH 3a3fanerijb
nepea0ayeHo MPOTOKOJOM JOCHKeHHS (Ta/abo B CTaHIApPTHUX ONepariifHux
nporeaypax) a0 (GakTHYHOTO MOYaTKy aHalidy 3paskiB. SIK mpaBuio, TMOBTOPHHIA
aHaii3 JOCHIJKYBAaHUX 3pa3KiB uepe3 (PpapMakOKIHETUYHI MPUUYMHHU HENPUIHSATHUH.
Ile ocoOmMBO BaXXIWMBO IJIS AOCIIIKCHHS OI10CKBIBAJICHTHOCTI, OCKLIBKH MOXKE
BIUTMHYTH Ha PE3YJIbTAT TAKOTO TOCI1HKCHHS.

AHami3 3pa3KkiB CiiJ TPOBOJAUTH 3a YMOBU BiACYTHOCTI 1H(opmarii momo cxemu
paHgoMI3allli JOCHTIKyBaHUX MpeTapaTiB.

28



CT-H MO3Y 42-7.3:2020

4.1.8. Ouinka

VY nmocaimkeHHIX 010€KBIBaJICHTHOCTI (papMaKOKIHETHYHI IapaMeTpH, K IIPaBUIIO, He
MOKYTh OYyTH CKOPHTOBaHI 3 YpaXyBaHHSIM BiMIHHOCTEH y KUIBKICHOMY BH3HAYCHHI1
BMICTY JIIF0YOT PEUOBHHHU MK CEPISIMH JOCIIKYBAHOTO Ta peepPEeHTHOTO JIKAPChKUX
3ac00iB. OnHaK y BHHITKOBHX BHUIAAKaX, KOJIM HEMOXJIUBO 3HAUTH cepiro
pedepeHTHOTO JKapChKOTO 3aco0y, I SKO1 KiIBKICHHM BMICT Ji0Y0i PEYOBUHU
BIJIPI3HSAETHCS MEHIIEe HIX Ha 5% BiI KIJIBKICHOTO BMICTY AII0YOi PEYOBHHHU B cepii
JOCITIKYBAHOTO JIKapChKOro 3aco0y (muB. po3min 4.1.2 1iei HacTaHOBH), MOXKe OyTH
OPUMHATHOIO TONpaBKa Ha BMICT. BHKOpUCTaHHS TONpaBKM Ha BMICT A1I0YOT
peUYOBMHU Mae OyTH 3a3jaleriib nepeAdadyeHo B MPOTOKONI JOCHIIKEHHS Ta
OOTPYHTOBAHO BKJIIOUEHHSIM JIO MPOTOKOJY JOCIIDKCHHS PE3yJbTaTiB KIJIbKICHOTO
BU3HAYEHHSI BMICTY JIIFOYOI PEUYOBHHHU y CEpIAX IOCIIIKYBAaHOTO Ta peepeHTHOTO
JKapChKUX 3aco0iB.

001k cy0’€KTIB T0CTIIZKEHHS

B ineani Bci cy0’ekTH AOCHIHKEHHS, 0 MPUMaIK JiKapChKuii 3acid, MaroTh OyTH
BKJIIOYEHI B CTaTUCTHUYHMIA aHali3, 3a BHUHATKOM CYO’€KTIB TEPEXpPECHOro
JTOCHIDKCHHS, JUISI SIKUX BIJACYTHI NOPUUHSATHI JJI8  OIIHKM JaHl SK A
JOCJIIIKYBAaHOTO, TakK 1 JJisi peepeHTHOro Jikapchkux 3aco0iB (abo cyO’eKTiB B
JOCIIKEHH] 3 MapajelbHUMU TPYNaMH, I SKUX BIJICYTHI HNPUUHATHI IS OLIHKA
JaHi OJTHOTO TIEPIOY).

JlaHi, oTpuMaHi BiA YCiX CyO’€KTIB MOCHIIKEHHS, CJIiJi OOpOOISATH OIHAKOBO.
Hemnpumyctumo mepeadadaTv mpOTOKOIOM JOCIIIKEHHS BKIIFOUCHHS B aHAIII3 JTaHUX
«3amacHux» CyO’€KTIB JJIS 3aMiHM JaHUX CyO’€KTiB, siki Oynu BuUKIoueHl. HaBiTh
SIKIITO B XO1 JOCTIKEHHS Cy0’ €KTH HE BUOYBAIIM 13 JOCIIKEHHS, CITi1 Iepea0aunTH
BKJIFOUEHHSI B aHAI3 yCiX Cy0’ €KTIB_AOCIIHKEHHS, 1110 IPUIMAaIIX JIKapChKHil 3aci0.

VY pochimkeHHi 3 OUTBII HIXK JBOMa BBEACHHAMHU (HAIPUKIIAL, JOCTIIHKECHHS 3 TphoMa
nepioamMu 3 1BoMa pe)epeHTHUMH JIiIKapchbKkuMK 3acobamu (oauH i3 €C, a apyruii 3i
CIIA), abo mociHipKeHHS 3 YOTHpPMa TepiojaMH, IO BKJIKOYAE MPHHOM
JOCIIIKYBAHOTO 1 pehepeHTHOTO JIIKAPChKUX 3aCO01B HATINE Ta MICIS BXKUBAHHS 15K1)
CHiJ MPOBOJIUTH aHaI3 Il KOXXHOTO TOPIBHSHHS, 32 BUHATKOM JaHUX, IO HE
CTOCYIOTHCSI IIbOTO MOPIBHSIHHS.

IIpuyuHM 111 BUKJIIOYEHHS Cy0’€KTA I3 aHATI3Y

JInst 00’ €KTUBHOI OIIHKK PE3YJIbTaTIB PaHJIOMI30BaHUX JTOCIIIKEHb HEOOX1AHO, 1100
HaryIsii 3a  yciMa Ccy0’eKTamMu JIOCHIDKCHHS Ta BBEACHHA 1iM  MpernapartiB
3MIMCHIOBAITUCS 3a OJTHAKOBHMH MpaBwiaMu. [[i mpaBwiia HEe MOBUHHI 3aJ€XKaTH Bif
JOCIIIKYBAaHOTO  JIIKAPCHKOTO 3aco0y abo pe3yibTaTy, TOMY PpIIIEHHS TIPO
BUKJIFOUCHHS Cy0’ €KTa JOCIIKEHHS 31 CTATUCTUYHOTO aHali3y HEOOX1JHO MpUitMaTu
nepeJ moyaTkom OloaHaizy.
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B npunnuni, Oyap-fika NpUYMHA MOXE OyTH 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. OJIHaK BUKIIOUYEHHS JIaHUX Cy0’€KTa 13 aHami3y CJiJl 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 aHaII3y MOXKYTh OyTH Taki SBHINA, SK OJIOBaHHS abo miapes y Xomi
MPOBEICHHS OKPEMOTr0 TMepioAy OCHTIDKEHHS, IO MOXYTh 3poOuTH Mpodiiah
KOHIICHTpAIlis/9ac HEAOCTOBIPHUM. Y BHHSATKOBUX BHUNAAKAX, MNPUINHOIO IS
BUKJIIOUCHHS Cy0’€KTa 13 aHaiizy MOXKe OyTH CYNyTHE 3aCTOCYBaHHS 1HIIHMX
JKapChbKHUX 3aC001B.

Kpurepii BukitoueHHsi cy0’e€kTa JAOCHI/DKEHHS 13 aHali3y MaloTh OyTH 3a37alierijhb
OTHMCaHI y TPOTOKOJ JOCITIDKCHHS. SKINO BHHHUKAE CHUTYyaIlisl, IO IMANaAaE I
KpUTEPiil BUKIIIOUEHHSI Cy0’€KTa JOCIIKEHHS 13 aHaJli3y, MPo 1€ Ma€e OyTH 3a3HAUYEHO
B IHIMBITyasIbHIN peecTpariiiniii popmi (case report form - CRF) mig yac mpoBeneHHs
TOCTDKeHHS. BUKIIOUueHHS CyO0’€KTiB JOCHIDKCHHS 13 aHai3y Ha IIJACTaBl IHUX
3a37aJIeT1b BU3HAYEHUX KPUTEPIiB Mae OyTH YITKO B1I0OPa’KEHO Y 3BITI AJOCIIKEHHS
Ta HaJIaHO TMEPEJIIK TaKUX BUMAJKIB.

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

BunsTkaMu 3 1150T0 MIpaBHIIA € TaKi:

1) cy0’eKTH DOCHIKCHHS, B IUIa3Mi SIKHX KOHIICHTpaIlis peepeHTHOTO JIIKAPCHKOTO
3aco0y He MIAJAEThCS BHUMIPIOBAHHIO a00 BUMIPIOETHCS TUIBKHM B JYXKE€ HHU3BKHX
KkuTbkocTsx. KonnenTpaiiisi peepeHTHOro JKapchKoro 3aco0y B IiazMi cy0’e€kTa
JOCITIDKEHHST BBAXKAETHCS TyKe HU3bKOIO, Ko oro AUC crtanoButh meHIe 5% Bin
cepennboro reomerpuunoro 3HaueHHss AUC nist pedepeHTHOro JIKapchKOro 3acoly
(po3paxoBaHoro 0e3 BpaxyBaHHS TaHMX CyO €KTa TOCTIKCHHS, BHUKIIOYCHOTO i3
aHani3zy). BUkiroyeHHS NaHuX 3 i€l TPUYMHU MOXXKE OYTH NPUUHATHUM TUIBKH Y
BUHATKOBUX BHUIIAJKaX 1 B IUIOMy MOXE CTaBUTH MiJ CYMHIB JOCTOBIPHICTh
MPOBEJICHOTO JTOCTIKEHHS;

2) cy0’€KTH 3 HEHYJIHOBOIO 0A30BOIO KOHIICHTpaIli€to, mo mepeBHIye 5% Bif Chax.
Taki gaHi ciiJi BUKIIIOUUTH 13 PO3paxyHKy O10€KBIBaJIEHTHOCTI (nuB. HMk4e Edext
epPEeHocCy).

Jnst mikapcekux ¢GopM 3 HETaWHUM BUBUIBHCHHSM BHWINE3a3HAUCHE MOXE OyTu
pe3yNbTaTOM HEAOTPUMAHHA CYO0’€KTOM YyMOB JOCHIPKEHHS Ta HEIOCTaTHbOTO
nepiony BiAMUBaHHS, BiAmoBimHO. CuTyarii, 3a3HaueHOl y TYyHKTI 1) MOXHa
VHUKHYTH, SIKIIO TEPEBIPSITH POTOBY TMOPOXKHHUHY CYO'€KTIB TMICAS MpUHOMY
JKapChKOTO 3ac00y JIJIsl KOHTPOJIIO MMPOKOBTYBaHHS cy0'ekTamu npemnapary. Cutyarii,
3a3HAYEHOI y IMYHKTI 2) MOXXHA YHUKHYTH, SKIIO INependayuTd AOCTaTHIM mepiof
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BIJIMUBAaHHS JU3allHOM JOCHIDKeHHS. biosioriyHi 3pa3ku cy0’€kTiB, sKi Oynu
BUKJIIOUEHI 31 CTAaTUCTMYHOTO aHajlizy, MOTpiOHO aHaji3yBaTH, a iX pe3yibTaTu
HPEACTaBUTH Y 3BITI JIOCIIPKEHHS (TUB. MyHKT «[IpeacTaBICHHS JaHUXY).

Sk 3asHaueno B posaun 4.1.4 miei vactanoBu, AUC o) Mae OXOIIIOBaTH HE MEHILIE
80% Bin AUC(. ko ue npaBwio He BUKOHYETbCSA, Cy0’€KTH HE IOBHHHI
BUKJIIOUATUCS 13 cTaTUcTU4HOro asamsy. Opnak, akmo AUC(.) OXOIUII0€ MeHIIe
80% Bix AUC o) i Ounbm Hik 20% BHUIAAKIB, HEOOXIIHO PO3IIISIHYTH MHUTaHHSA
MPABHJIBHOCTI TaKOTo JocuikeHHs. Llel miaxia He 3aCTOCOBYEThCS 10 AOCTIIKEHB, B
AKX TPHUBAIITH MEPioAy BimOOpy O10JOTIUHUX 3pa3KiB CTAaHOBUTH 72 TOAWHU 1
ounbie, a 3amictb AUC o) BukopuctoByeTbest AUC 0.7 rop)-

IMapamerpu, mo OyayTh aHAJI3yBATUCSH, | MeKi IPUAHATHOCTI

[Ipu mocaimxeHHi 610€KBIBAJEHTHOCTI 3 OJHOKPATHUM BBEJCHHSM JIO3HM IapaMeTpH,
K1 HeoOX1qHO aHam3yBaTH, e AUC(.) abo, 3a HeoOxinHocTi, AUC g 72100, T2 Chax.
st uux mapametpiB 90% noBipunid iHTEpBaI JUIsl CIIBBITHOIICHHS JTOCIIIKYBAHOTO
Ta pePEepeHTHOro JIKAPChKUX 3aco0iB Mae OyTH B Jlala3oHi MPUHHATHOCTI BiJ
80.00% mo 125.00%. Illo6 moTpanmuTy B Alana3oH 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 MICIs KOMHU.

[Ipu nmochimxeHHi Ol0€KBIBaJE€HTHOCTI (OpM 3 HEraiHMM BUBUIBHEHHSAM y
craiionapaoMy crani AUCq.) 1 Cpaxss TOTPIOHO aHami3yBaTH 3 BHKOPHUCTAHHAM
TaKOIo K CaMOT0 Jiana3oHy NPUHHATHOCTI.

B okpemux BHIIanKax, KOJM BUKOPHCTOBYIOTBCS JaH1 €KCKpelii 3 cedero, Ae(.y Cil
aHaTI3yBaTH 3 BHUKOPUCTAHHSM BKa3aHOTO BHWINE J1aMa3oHy MPUHHATHOCTI JIJIst
AUC .. Rmax cimiJ aHamizyBaTi, BAKOPUCTOBYIOUHM TaKHMH K€ Al1alla30H MPUAHATHOCTI
K 1 101 Cpax.

CratuctuyHa OIlIHKA tma HE BHUMaraerbcsa. ONHAK, SKIIO HIBUJIKE BUBUILHEHHS
3asBIISIETHCS SIK KJIHIYHO 3HAYUME 1 BXKIIMBE JJIA TMOYATKY JIii JIIKApCHKOTO 3aco0y,
a00 BOHO MOB'sI3aHE 3 MOOTYHUMH ePeKTaMU, TO HE TIOBUHHO OYTH HISAKOI OYEBUIHOL
PI3HUIII B MeJiaH1 tya Ta B BapiabEIbHOCTI IILOTO MOKA3HUKA MIXK JTOCTIIKYBaHUM 1
pedepeHTHUM JTIKapChbKUMH 3aC00aMHU.

B ocoOmuBuX BuUNagkax i JIKapChKUX 3ac001B 3 BY3bKHM TEpaneBTUYHUM
Jiarma3oHoM Moyke OyTH MOTpiOHO 3BY3WTH miana3oH npuiHATHOCTI 1t AUC (mus.
po3min 4.1.9 miei wnHacraHoBu). KpiM TOro, B OCOOJMBHX BHUIAAKAX IS
BHUCOKOBapiaOeIbHUX JIKAPCHKUX 3acO0IB Alana3oH OpUUHATHOCTI Tt Cprax MOXKE
OyTu posmupenuit (aus. po3ain 4.1.10 miei HacTaHOBH).

CTraTuCTHYHHUN aHAJTI3

Orminka O10€KBIBaJIEHTHOCTI TpPYHTYeThcsi Ha 90% dOBipuux IHTEpBalax s
CITIBBIAHOIIIEHHS CepeHixX FEOMETPUUHUX PO3IIISTHYTUX napameTpiB
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(mocmimkyBanuii/pepepentauii  3aci0). Ileli MeTon eKBIBaJeHTHHH IS JBOX
OJIHOCTOPOHHIX KpUTEpIiB MpPH HYJIbOBIM TinmoTe31 O10HEEKBIBAJIEHTHOCTI mpu 5%
P1BH1 3HAYUMOCTI.

dapMaKOKIHETHYHI MapaMeTpu TICAs pO3MVIIAY HEOOXigHO aHamI3yBaTH 3
BukopuctanuaMm mojeni ANOVA. Anani3 cii mpoBOAMTU Micis JorapudmiuHoro
NepeTBOpeHHsT JaHuX. JloBipumit 1HTEpBan UIg pI3HMII MDK [pernapaTamMu B
jorapuMidyHO MEepeTBOPEHIi mIKail OTpuMyIoTh 3 BUKopucTtanHsaM mozeni ANOVA.
Lle#t moBipumii iHTEpBaI MOTIM Ha3aJ MEPETBOPIOETHCS AJISi OTPUMAHHS OUYiKYBaHOTO
JOBIPUOTO 1HTEpBAIY IS CHIBBIIHOIIEHHS 3a BHXIJHOIO IIKAJIOK. 3aCTOCYBaHHS
HEnmapaMeTPUYHOTO aHalli3y HE MPUNHHSATHE.

Touny mojens, 1o Oyje BUKOPUCTOBYBATHUCS JJISI aHATI3y, HEOOXIHO 3a3/aalierib
BKa3aTu B MpoTokoji. CTaTUCTUYHUN aHaNi3 Mae OpaTu 70 yBaru JpKepesa 3MiHHHX,
110, SIK MOKHA 00’€KTHBHO MPUITYCTUTH, BIUTUBAIOTH HA KIHIIEBY 3MIHHY. YMOBH, 1110
BUKOopucTOBYIOThCs B Mozeni ANOVA, 1e 3a3Buuail MOCIHIJIOBHICTh, CYO’ €KT
JOCIIJKEHHSI B TIOCIIJIOBHOCTI, mepioa 1 mpenapar. Jlns Bcix ymoB OakaHO
BUKOPUCTOBYBATH (hiKCOBaH1 €(peKTH, a HE BUIAIKOBI.

EdexT nepenocy

Tect Ha BIUIMB €(EKTy MEPEHOCY HE BBAXKAETHCS 3HAYMMUM, 1 Ha MIJCTaBl TAKOrO
TECTy HE CJHiJ NpuiMaTh Oylb-iKi pIIIEHHS IIOAO0 aHali3y (HalpuKIal, aHaiizy
TUIBKKM TEpPIIOro mepioay). MoxnuBuid BIUIMB €QEKTy TEePEeHOCY MOKHA
0e3nocepelHbO PO3MIISAATH MPU BUBUCHHI KOHIIGHTpAIlM y IIa3Mmi 0 BBEJCHHS B
Apyromy nepiozi (1 mi3Hille, Ko He0OX1HO).

ko € Oynb-aKi cy0’€KTH, IS SIKMX KOHIICHTpAIlisl O BBEJCHHS MpEnapaTy BHIIE
HIXK 5% BiJ 3HaUCHHA Cpax U1 Cy0’€KTa B IIbOMY IEPIOJl, TO CTATUCTUYHHUM aHaIi3
BapTO MPOBOAUTU 0€3 JIAaHUX ITLOTO CyO’€KTa, IO BHUMAAAIOTh JJIA LBOTO Mepioay. Y
JIPYroMy Mepiojii TOCITIKEHHS 1€ TPUBEIE 10 BUIYUYEHHS I[bOTO Cy0’€KTa 3 aHali3y.
HocnimkeHHs He Oy/ie BBaKaTUCA PUWHATHUM, SKIIIO 111 BUKITIOYSHHS TPU3BEIYTH J10
y4dacTi MEeHIII HiXK 12 cy0’€KTIB TOCHIKEHHS, IKUX MOXKHA oIfiHtoBaTH. Llei miaxin ne
3aCTOCOBYETHCS 10 €HIAOTEHHUX JIIKAPChKUX 3aC001B.

JIBoxeTanmHmii Au3aiH

JlomyCTUMO BUKOPHCTOBYBATH JBOXETANMHUM JU3aliH JOCHIDKEHHS Mpu crpoOi
JOBECTH O10€KBIBAJICHTHICTh. JlOCHIKeHHsI Oyie MPOBEACHO JIsl MMOYATKOBOI Ipynu
cy0’€KTIB JOCIIKEHHsI, Ta iX AaH1 OyAyTh aHai3yBaTuCs. K0 O10€KBIBAJICHTHICTh
He OyJe JoBeleHa, AOJATKOBY TpyIly MOKHa HaOpaTH, a pe3ysibTaTd, OTpUMaHi B
000x Tpymax, 00’€IHATH B OCTAaTOYHOMY aHami3i. SIKIIO 1ed miaxij mpuiMaeThes,
000B’S3KOBO HEOOXIAHO BXKUTHU BIAMOBIIHMX KPOKIB MJIsi 3amoOiraHHs 3arajibHid
moxuOmi Tumy | Ta 70 TOYATKy MOCHIKEHHS CHiJ YITKO BH3HAYUTH KpUTEPil
MPUNIUHEHHST EKCIIEPUMEHTY. AHaJi3 JaHUX MEepIIOro €Tamy CiiJ POo3TIsgaTd 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 nepeBuiyBatu 90%). Hanpukan, 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 BuOip piBHS 3HA4Yymiocti (o) AJS MPOMIKHOTO
aHaJi3y € BIANOBIAAIBHICTIO CIIOHCOPA. [Iman BUKOpPUCTaHHS MiIXOIy JBOXETAITHOTO
IU3aiiHy TOBMHEH OyTH 3a3[ajleriilb BHU3HAUEHUN Yy TPOTOKOII TmopsAn 31
CKOPETOBAaHMMHM PIBHSAMHU 3HAYYHIOCTI, 10 OyAyTh BUKOPUCTOBYBATUCA I KOXKHOTO
3 aHaI31B.

Konu ananmizyrorbes 00’elHaHI JaHi IBOX €TaliB, YMOBY €Tamly CIiJ BKJIIOYUTU B
moies1b ANOVA.

IIpeacraBjieHHs TaHUX

Bci pani iHAMBIAYyanbHUX KOHIEHTpAIid 1 (papMakoKiHETUYHUX MapaMeTpiB MarOTh
OyTH TmpenacTaBieHI AJi1 KOKHOTO IpernapaTy pa3oM 13 3arajlbHOI0 CTaTUCTHKOLO,
TAaKOI0 SIK CEpeJHE TEeOMETpUYHe, Me/laHa, cepedHe apudmMeTrnyHe, CTaHIAPTHE
BIIXWUJIEHHS, Koe(dilieHT Bapiallii, MIHIMQJIbHE Ta MaKCUMaJbHE 3HAYCHHS.
[HmUBiAyaIbHI KpHBI KOHIEHTpAIlisl /4ac B TUIa3Mi CIiJl TPEACTABUTH B JIHIMHIA Ta
norapupMiuHiid mkam. HeoOxigHO BKa3zyBaTH METOJ, IO BUKOPHCTOBYETBHCS IS
OTpUMaHHS (apMaKOKIHETUYHUX TapaMeTpiB 3 MEpBUHHUX JAaHuX. HeoOximHo
3a3Ha4yaTH  KUIBKICTh TOYOK  KIHIIEBOI  JorapupMiyHoO/miHIAHOI  (da3u, 110
BUKOPHUCTOBYIOTLCS JUISI OLIHKM KOHCTAHTH ejiMiHarii (1o HeoOXigaHa JuIis HaXiiHOT
ominku AUC,,).

Jist hapMakoKiHETHYHUX MapaMeTpiB, IO MiAAAI0THCS CTATUCTHYHOMY aHami3y, CIif
NPEICTaBUTH TOYKOBY OINHKY 1 90% poBipuuii iHTEpBan JUisl CIiBBITHOIICHHS
JOCIIIKYBAHOTO 1 pehepeHTHOTO JTIKaPChKHUX 3aCO01B.

Heo06xigno npencraButu tabmuii ANOVA, 1m0 BKIIOYaOTh BIAMOBIAHI CTaTUCTHYHI
TECTH BCIX €(EeKTIB y MOJIEINI.

3BIT MOBHHEH OYyTH JOCTaTHHO JOKJIAIHUM JUISS MOMKJIMBOCTI TOBTOPEHHS
(hapMaKOKIHETUYHOTO Ta CTATUCTUYHOTO aHAI3y, HAIIPUKJIIAJl, HEOOX1JHO HA/IaTH JTaH1
moA0 (pakTUYHOrO Yacy BIIOOpPY 3pa3KiB KpPOB1 MICHS JO3yBaHHS, KOHIEHTpallii
JKApChKUX 3aco01B, JaHI WIOJ0 OTPUMAHMX TNOKA3HHUKIB (hapMaKOKIHETUYHHUX
napameTpiB i1 KOXKHOTO cyO'eKTa B KOXXHOMY NEpioJll Ta MPEACTaBUTH CXEMY
paHoMizaIlii.

Heo0xigHo neTanbHO ONMUCYBaTH BUNAAKK BUOYBaHHS ab00 BUKIIFOYEHHS CYO’€KTIB 3
JTOCHIDKeHHS.  SIKII0 MOMKJIMBO, 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 HEeOOX1IHO HamaBaTy. bioaHamTHYHUN
3BIT Ma€ BKJIOYATH KOPOTKUH OMKUC 010aHATITUIHOI METOAUKH, III0 BUKOPUCTOBYETHCS
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y JTOCHIIKEHHI, 1 pe3yJbTaTh BCiX KaliOpyBaJlbHUX CTaHJAPTIB 1 3pa3KiB KOHTPOJIIO
sakocTl. HeoOXigHO mpencTaBuUTH peNpe3eHTaTUBHY KIJIBKICTh XpomaTorpaM ado
IHIIMX TEePBUHHUX JaHWX, 10 BKJIIOYAIOTh BECh Jiala30H KOHIICHTpAIiN Id BCiX
3pa3KiB  KaliOpyBaJdbHHX CTaHAApPTIB 1 3pa3KiB KOHTPOJIO SIKOCTi, a TaKOoX
aHaTI30BaHUX 3pa3kiB. JlaHi MalOTh BKIIOYATH BCI XpOMATOTpaMU aHATITHYHUX
nukiniB  mpuHaiiMHi 1t 20% cyO’ekTiB 31 3pa3kaMH KOHTPOJIO SKOCTI Ta
KaJIiOpyBaJIbBHIMH CTaHIapTaMHU.

SIKo [uIsi MeBHOTO Tpernapary MpH TEeBHOMY J03yBaHHI Oylo MPOBEICHO PN
JOCTIIKEHb, JACsKl 3 IKUX MPOAEMOHCTPYBaIl 010€KBIBAJICHTHICTh, a JCsKI 3 SIKHUX Hi,
o0CsAT JaHUX CHiJ pO3MNIANaTH K eauHe muie. HeoOXimgHo po3risaatd TUIBKH
BIJIMOBIAHI JOCIIDKEHHs, SK 3a3HauyeHo B po3aiuni 4.1 1iei HacranoBu. HasBHICTB
JOCHIJDKEHHS, 110 JOBOAUTEL 010€KBIBAJIEHTHICTD, HE O3HAYae, 110 T1 JOCIIIKEHHS, 110
HE JOBOJATH O10CKIBAJCHTHOCTI, MOXYTh BIJKHAATUCSA. 3asiBHUK Ma€ pETEIbHO
IIpOaHai3yBaTH pe3ybTaTH Ta OOIPYHTYBATH, IO 3asiBJieHa 010€KBIBAJICHTHICTH Oyia
noBeneHa. KpiM Toro, mpu HeoOXiJHOCTI KOMOIHOBAaHHMM aHaji3 BCIX JOCTIKEHb
MOXe OyTH HaJaHUHW SK JOJATOK JO0 aHaIi3y OKPEMOro JIocCiimkeHHs. HenmpuitHaTHo
00’€THYBaTH pa3oM JOCHIKCHHS, IO HE JOBOJATH O10€KBIBAJECHTHOCTI 3a
B1JICYTHOCTI JIOCTIKEHHS, 110 TOBOIUIIO O 010€KBIBAJICHTHICTD.

4.1.9. Jliroui pe4oBHHU 3 BY3bKHM TepaneBTUYHUM iHIEKCOM

B okxpemux Bumamkax s JIFOYUX PEUYOBHH 3 BY3bKHUM TEPANCEBTHYHUM 1HIECKCOM
(NTID) nmianazon npuiiasitHocTi it AUC mae Oytu 3Byxenwuii 10 90.00 - 111.11%.
HMianazon npuitHaTHOCTI 90.00 - 111.11% Takox HEOOXiTHO 3aCTOCOBYBATH JIJif
napamerpa Ciay, sKmo 3HaueHHS C., € OCOOJHMBO BaXIWUBHM JJI1 OC3IEKH,
e(eKTUBHOCTI ab00 MOHITOPUHTY PIBHA JIKapChKOro mpemnapaty. HemoxiauBo
BU3HAUYMUTU psia KpuTepiiB mis kinacudikamii NTID, Tomy 11e 000B’s13k0BO MOTPiOHO
BUPIIITYBaTH B KO)KHOMY KOHKPETHOMY BHUIIAJKy Ha MiJICTaBl KIIHIYHHUX JAHUX, SKIIIO
Jlit0Ya PEUOBHUHA XapaKTEPHU3YETHCS By3bKUM TEPANICBTUUHUM 1HJIEKCOM.

4.1.10. BucokoBapia0eJibHi Ail04i peyoBUHH a00 mpenapatu

BucokoBapiabenpni  mikapcbki  mpemapatu (HVDP) — me Taki, y skux
BHYTPIIIHbOCYO €KTHA BapiabesIbHICTh MapaMeTpa CTaHOBUTH Oubile HixK 30%. SKkiio
3asIBHUK MPUITYCKAE, IO MpenapaT Moxe OyTH PO3MISIHYTUH SIK BUCOKOBapiaOeIbHUI
y MIBUAKOCTI Ta/abo cTymeHi abcopOirii, Moxke OyTH MTPOBEACHO MOCTIKEHHS 3
NepeXpecHUM MOBTOPHUM JU3ANHOM.

Ti HVDP, nns sxux Outbia pi3HULS Y Cpax BBAXKAETHCS KIIIHIYHO HE3HAYYIOKO Ha
MiZICTaBl TMEPEKOHJIMBOTO KJIIHIYHOTO OOIPYHTYBAaHHS, MOXYTh pO3IJIAJATHCS 3
PO3IIMPEHUM J11aITa30HOM MPUHHSATHOCTI. SIKIIIO 1€ Tak, Jlana3oH MPUHHSATHOCTI JJIs
Cinax MOXXKE OyTH pO3IMIMPEHU MakcuManbHO 10 69.84 - 143.19%. Jlns po3mupeHHs
Jiana3oHy — OPUHHATHOCTI,  JOCHI/DKEHHS ~ O10€KBIBAJIEHTHOCTI  00OB’S3KOBO
MPOBOJIUTHCS 3 TIOBTOPHUM JU3aiHOM, i€ Ma€ OyTH MPOJEMOHCTPOBAHO, IIIO
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BHYTPIIIHBOCYO €KTHA BapiabenbHICTh IS Cax pePEPEHTHOTO JKAPCHKOrO 3aco0y
cknanae > 30%. 3asgBHUK Mae OOTPYHTYBATH, 110 PO3paxoBaHa BHYTPIIIHbOCYO €KTHA
BapiabenpHICTh, HAAIMHO OIliHEHAa 1 HE € pe3yJabTaToM BHUKHIIB. Bumora oo
PO3IIMPEHHS IHTEPBATY 000B’I3KOBO TIONIEPEIHBO HABOIUTHCS Y TIPOTOKOJI.

CtyniHp  pO3IMIMPEHHS  BU3HAYAETHCS HA  MIACTaBl  BHYTPIIIHHOCYO €EKTHOT
BapiaOEIIbHOCTI, SKa CIOCTEPIra€TbCs Yy JOCIIDKCHHI O010€KBIBAJICHTHOCTI 3
BUKOPHCTaHHSIM MAacIITabOBaHOi cepeaHboi OioekBiBajeHTHOCTI (Scaled-average-
bioequivalence), mo Bu3Hauaerscs [U,L] =exp [tk-sw], me U — BepxHsS Mexa
Jiana3oHy MPUHHITHOCTI, L — HIDKHS Meka Jliana3oHy MPUHHATHOCTI, K — KOHCTaHTa,
mo crtaHoButh 0.760, 1 S, — BHYTPINIHBOCYO €KTHE CTAHIAPTHE BIIXUICHHS
norapuMiuHO mepeTBOpeHuX BeMUUUH Cha.x pePEepeHTHOro Jikapchbkoro 3acody. B
HIDKYEHABEACHIH TaONMIIl TMPEJCTABICHO TPUKIAAA TOTO, SK PI3HI  pIBHI
BapiaOeNIbHOCTI MPHU3BOAATH 10 PI3HUX MEX MNPUUHATHOCTI 13 3aCTOCYBAaHHSM III€i
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 3actocoByeTbes no AUC, ams AUC
niarma3zoH  npudHATHOCTI Mae saymmarucs  80.00-125.00%  He3anexHO  Bin
BapiaOEIbHOCTI.

[IpunyctumMo  3acTocOBYBaTH a00 TphOX-TIEPIOAHY a00 YOTUPHOX-TIEPIOAHY
HEPEXPECHY CXEMY B JOCITIIKEHHI 3 MOBTOPHUM JIM3aMHOM (OOHATKOB1 yMOBU
HaBeIgeHO B JOIOBHEHHI1 2 HaCTaHOBM)N

4.2. TecTH HA PO3YUHEHHS IN Vitro

3arajibHi acMeKTH JOCHIKCHb PO3YMHEHHS IN Vitro crtucino omucani B Jomatky I,
BKJTFOYAIOUM OCHOBHI BUMOTH BUKOPHUCTaHHS (pakTopa moaioHocTi (f-tect).
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4.21. Tectm Ha po3YHHEeHHs IN VIO fIK JAOMOBHEHHS [0 JOCJTiIKEHHS
0i0eKBiBaJICHTHOCTI

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 cepenoBuIli, MPU3HAYCHOMY
JUISL KOHTPOJIIO SKOCTI Jikapchkoro 3aco0y (QC media), HeoOXigHO BigoOpasuTH Y
3BiTI. JIJIg nmeskux JKapchKux (OpM, TaKuX SK TaOJICTKH, IO TUCIEPTYIOTHCS B
POTOBI¥ MOPOKHUHI, MOXYTh OYTH TOTPiOHI TOCTIPKEHHS 3 BUKOPUCTAHHSIM PI3HHX
EKCIIEpUMEHTATLHUX YMOB. Pe3ynbpTaTu Ciii HajaBaTu y BUTIIAI TPOQLTIB BiICOTOK
BUBUIbHEHOI PEUYOBMHU B dYacy, BKa3ylOUM CEpEIHI 3HAYEHHS Ta TMIACYMKOBY
CTaTHCTHUKY.

SIKIIo iHIIIe He OOTPyHTOBaHO, creludikaiii TeCTiB po3uyruHEeHHS IN Vitro, 1mo OyayTh
BUKOPHCTOBYBATHUCh IS KOHTPOJIIO SKOCTI Mpernapary, MarTh OyTH OTpUMaHI Ha
mifictaBl mpoduUT0 PO3UYMHEHHs cepii, mo Oyna BHU3HAYeHa $K OlOeKBiBaJICHTHA
pedepenTHOMY JTiKapchbkomy 3aco0y (auB. Jlogarox I 1i€l HacTaHOBH).

VY pasi, SKIIO pe3ysibTaTH TECTIB PO3UMHEHHS IN VItro Oiocepili HE BigoOpaXKaroTh
010€KBIBaJIEHTHICTh, IO IMPOJAEMOHCTpOBaHa IN VIVO, [gaHi, OTpUMaHHI B
JOCHTIDKCHHAX [N VIVO mepeBaxkaroTh. [IpoTe MOXIMBI NPUYUHU  PO30INKHOCTI
HEOOXIJTHO PO3TJISIHYTH i OOTPYHTOBYBATH.

4.2.2. Tectm Ha po3uMHEHHsI IN VItr0O sK M[iIATBEepPIKEHHS BiACYTHOCTI
HeOOXiTHOCTi MpoBeIeHHsI T0CiKeHHS iN VIVO Aj1 101aTKOBHUX 103yBaHb

BiamoBigHi TeCTH Ha pO3YMHEHHS IN VItr0 MarOTh MiATBEPAUTH aJCKBATHICTh BIJIMOBH
Bl TMPOBEAECHHS JOCIIIKEHHs OloekBiBaJeHTHOCTI IN  Vivo. TakuM dYHHOM,
PO3YMHEHHS Ma€ TPOBOJUTHCS TPH pI3HUX 3Ha4YeHHsX pH, sk 3a3HaueHo Yy
nonepeaHbomMy po3auti (3Buuaiino pH 1.2, 4.5, 1 6.8), axmio He oOrpyHTOBAHO IHIIIE.
[Moxi6uicTs podiniB po3unHeHHs IN Vitro (nus. 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 IS JOCIIIKEHHS 010€KBIBaJICHTHOCTI).

[Ipu 3HauenHsx pH, KoJu yMOBH PO3UMHEHHS HE MOXYTh OyTHM BUKOHAHI JJisi BCIX
J03yBaHb, PO3YMHEHHS IN VIIr0 Moxe Bigpi3HATHCA Yy pi3HHX 103yBaHb. [Ipote y
TAKOMY BHITIAJIKy MOPIBHAHHS 3 BIAMNOBIIHUM JI03YBaHHIM PEPEPEHTHOIO JIIKAPCHKOTO
3aco0y Mae€ MOTIM MIATBEPAUTH, IO LeM (QakT CTOCYEThCA [1I0Y0i PEUOBHMHHU, a HE
npenapary. TakoX 3asgBHUK MOXE MPOJEMOHCTPYBATH MOAIOHICTH MpOdUIIB MpHU
OJIHAKOBOMY JI03YBaHHI1 (HAIMPUKJIaJl, MOXJIMBICTh TOPIBHSHHS ABOX 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 JOCIIKEHHsSI O010€KBIBAJCHTHOCTI Ma€ MICTUTH TOBHY JOKYMEHTAIlIO II0JI0
IIPOTOKOJTy, MPOBEJICHHS Ta OIlIHKU. BiH Mae OyTH CKIJIaJICHHI BIAMOBIIHO 10 HOPM
UMHHOTO BaKOHOIABCTBA YKpaiHMN [15] Ta BiAMOBiZHOrO KEPiBHHUIITBA
CPMP/ICH/137/95 (ICH E3) «Structure and Content of Clinical Study Reports» [19] i
MIMACAHUH JMOCTITHUKOM 3TiIHO 3 BMMOTAaMM UMHHOTO 3aKOHOINaBCTBA
yrpainm[15, 171"

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

3BIT JOCHIPKEHHS OlOCKBIBAJIGHTHOCTI MAa€ MICTUTH JO0Ka3 TOro, IO BHOIp
pedepeHTHOrO0  JTIKApChKOro  3aco0y  MPOBEACHWM  BIAMOBIAHO /O  BUMOT
Hakasy N 460 [3]N, Cnig Bxmountn y 3BiT HaHi Opo HAa3By pedepeHTHOro
JKapCchKoOro 3aco0y, T03yBaHHS, JIKapChKy (opMy, HOMEp cepii, BUpOOHHKA, TEPMiH
PUAATHOCTI 1 KpaiHy 3aKyITiBIi.

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

Ceptudikatu anamizy cepiii pepepeHTHOro 1 JOCHIIKYBAaHOTO JIIKAPChKUX 3acO0iIB,
0 BUKOPUCTOBYIOTHCS B JOCHIKEHHI, MalOTh MICTUTHCS B JIOAATKy OO 3BITY
JIOCI1IKEHHS.

OTpumaHi JaHi KOHUEHTpalid Ta ¢(apMakOKIHETUUHHUX [apaMeTpiB, a TaKOX
PE3yNbTaTH CTATUCTUYHOTO aHaJI3y MaloTh OyTH MPE/ICTABIICHI JETAIBHO, K OMKUCAHO
BUILE (IUB. MyHKT «[IpeCTaBICHHS TaHUXY).

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

3agBHMK 3000B’s3aHUN TOJATH IMANHCAaHy 3asBYy, sSKa IMATBEPIKYE, IO
JOCIIIKYBaHUH JIIKapChKHi 3aci0 Ma€ TOW caMuii KIJTbKICHUM CKJIaJ Ta BUPOOISETHCS
3a TUM CaMUM BHPOOHHYHMM MPOIIECOM, IO 1 JIKAPChKUM 3aci0, SIKUM MOAaHUN IS
OJICp’)KaHHS PpEECTpalliiiHOTO TOCBiMueHHs. HeoOxinmHO HajgaTu 1HQOpMAaIli0 YU
JOCIDKYBaHUM JIIKapChKUHM 3aci0 Bxke MaciTaboBaHO y BUpOoOHUITBI. HeoOximHO
OpEeACTaBUTH JaHl MOPIBHAHHSA Mpo@uIB po3uuMHEHHs (auB. po3aun 4.2 i€l
HACTAHOBH).

Banmipamiiinuii 3BiT 010aHATITUYHOI METOJMKHA HEOOXiTHO BKIIOYUTH B Moaynb 5
peeECTpaIIfHOTO JIOCHE.

JInst HajgaHHS 32 BUMOTOIO MalOTh OYTH JIOCTYIIHI y BIJMOBITHOMY €JIEKTPOHHOMY
dopmaTi (HampUKIaa, BiIOKpPEeMJICHI KOMOKO 1 IpoOiloM TeKkcToBi (aiiam abo B
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dopmati  Excel) ngocutrh geTampHi  gaHI  JUIS MOXKIMBOIO — TIOBTOPEHHS
(hapMaKOKIHETUYHOTO Ta CTaTUCTHUYHOI'O aHai3y, HANPUKJIAMI, JaHl Mpo (aKTHIHUH
yac BiI0Opy mpoO KpoBi, OTpUMaHI KOHIICHTpAIlii Ji040i PEUYOBUHHU, MOKA3HUKH
hapMaKOKIHETUYHUX IapaMeTpiB JJId KOXXKHOTO Cy0’€KTa B KOXXHOMY Iepiojil Ta
cXema paHoMizarlii.

4.4. 3assBM Ha 3MiHHM, IO MOXYTh OYTH NPOTAroM Jii peecTpaumiiHOro
MOCBiTYEeHHS

SIKIIO 3MIHIOETBCS CKIIAJ JIIKAPCHKOTO 3ac00y MOPIBHSIHO 13 3aTBEPKCHUM a00 METO.
BUPOOHMIITBA OyB 3MIHEHUH TaKUM YHHOM, 110 MOKJIMBUI BIUTMB Ha 010J0CTYITHICTS,
PEKOMCH/IOBAHO IMPOBEACHHS JIOCIIHKEHHS O0l10€KBIBaJICHTHOCTI IN VIVO, SIKIO 1HIIE
He O0OTpyHTOBaHO. byap-ske mpesicTaBieHe OOIPYHTYBaHHS Mae Oa3yBaThcCs Ha
3arajJbHUX MIpKYBaHHSX, Hanmpukiana, 3rigHo 3 Jlomatkom III, abo Ha mpuiitHITHOMY
piBHI Kopensiii A in vitro / in vivo, mo Oyna BctaHosiena (qus. CPMP/EWP/280/96
Corr 1 «Guideline on the pharmacokinetic and clinical evaluation modified release
dosage formsy [20]).

VY pasi skmo O610J0CTYNMHICTh Mpenapary, Mo 3MIHIOETbCA, 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 po3UMHEHHs IN VItr0 HOBOro mpernapary MOAIOHHUN MPOQLII0 PO3UNHEHHS
BXKE 3aTBEPJKEHOr0 JIKApPChKOTO 3aco0y 3a OJHAKOBMX YMOB JOCIIIKEHHS, IO
BUKOPHCTOBYBAJIHCH ISl BCTAHOBJICHHS Kopesmii (nuB. Jlomatok I miei HacTaHOBH).

B pasi 3MiH, sKi MOXIUBI TpOTSIroM Jii peectpamiiHoro mocimueHHs [3, 13] ms
JTKapChKUX 3aco0iB, MmO Oynu 3aTBep/KeHI 38 I[IOBHOK 1 HE3aJIeXHOW
3agBOK, BasgBOl Ha nobpe BUBUEHE 3aCTOCYyBaHHs, 3asgBO Ha
bixcoBaHy xkoMOiHallio, 3a4BOI0 iHdpopMOBaAHOI 370U
BimmoBiOHO oo YMHHOTO 3aKOHOIDaBCTRA praiHMN [3, 13],
npenapaToM MOPIBHAHHS IS JOCHIHKEHHS 010€KBIBAJICHTHOCTI 1 pO3UYMHEHHS IN VItro
3a3BUYal € 3aTBEPKEHUN JTIKAPChKUI 3aCi0, SIKUii MPUCYTHIN HA PUHKY, 3 YUHHUM Ha
el 4Yac BUPOOHUYMM MPOIECOM, IMaKyBaHHSIM TOIIIO.

SIKIO 3MiHM, SKI MOMJIMBI TPOTATOM Jii peectpariiiiHoro mocBimueHHs [3, 13],
BHOCSATBCS IS TEHEPUYHOTO abo TIOpUIIHOIO JIKApChbKOro 3acoly, MpernaparoM
MOPIBHSIHHS JJIs1 JOCIIIJIPKEHHST O10€KBIBaJIGHTHOCTI Mae, sIK MPaBWio, OyTH JOCTYITHA
Ha PUHKY cepis pedepeHTHOro JIKapCchbKOoro 3acoly. Skmo ganuii pedepeHTHHI
JKapCchKuil 3aci0 HENOCTYNMHHM Ha PUHKY, TOPIBHSAHHS 3 TOMEpPEIHIM CKIIAJIOM
(reHepuU4HOTO 200 TIOPUIHOTO JIIKAPCHKOTO 3ac00y) MOXKe OyTH MPHUHATHUM, SKIIO
e o0rpynToBano. s 3MiH, 1m0 HE MOTPEOYIOTh MOCTIIKEHHSI O10€KBIBAJICHTHOCTI,
HEOOXITHO TOTPUMYBATHCS PEKOMEH/IAIlM Ta BUMOT, 10 3a3HAYCH] B 1HIIUX JII0YNUX
PETYJISTOPHUX KEPIBHUIITBAX.
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Honarok I

TecTn HA po3UunHeHHH i MOAIOHICTH MPOPiJIiB PO3UNHEHHSA

1. 3arajgpHi acHmeKTH TeCTYy HA PO3YMHEHHHA, HI0 MAKTHL BiJHOIICHHS 10
0i010CTVITHOCTI

VY xomi po3poOKHu JKApCHKOTO 3acO0y TECTH HAa PO3YMHEHHS BUKOPHUCTOBYIOTHCS 5K
croci6 imeHTHdIKamii ¢akTopiB mMmpemapaTy, IO BIUIMBAIOTh Ta MOXYTh MaTH
BHUpIMIATBHUN BIUTUB Ha OiofocTymHICTh mpemapaTy. Ilicis Bu3HAaYeHHsS CKiamy i
PO3pOOKH BUPOOHWUYOTO TMPOIECY TECTH HA PO3UYMHCHHS BUKOPHUCTOBYIOTHCS IS
KOHTPOJIIO SIKOCTI Cepiif, BHUTOTOBJICHMX MpH MaciiTabyBaHHI TMpolecy, 1
IIPOMUCIIOBUX Cepil, 100 3a0e3MeYnTH K BIITBOPIOBAHICTh BIJ cepii 10 cepii, TaK i
Te, MmO Tpodiuli PO3UYMHEHHS BAIMIIAIOTHCS TMOMIOHUMU JI0  CEpiid, IO
BUKOPUCTOBYBAJIMCh B OCHOBHHUX KIIIHIYHUX BHUIPOOyBaHHsX. Kpim Toro, Ttectu Ha
PO3YMHEHHSI B JIEIKMX BHUMNAJKAaX MOXXYTh BHUKOPHUCTOBYBATHCS ISl BIIMOBHU BiJl
IPOBEACHHS OCIIKEHh Ol0€KBIBaJCHTHOCTI IN VIVO. TakuM 4YMHOM TeCTH Ha
PO3YMHEHHS MOXKYTb CIIYKUTH JJI IEKUIBKOX IIJIECH:

1 — KOHTPOJIb SIKOCTI MIPOJIYKTY:

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

e JUIsl BAKOPUCTAHHS IHCTPYMEHTY KOHTPOJIIO SKOCTI, II00 POJEMOHCTPYBATH
BIITBOPIOBAHICTh Y BUPOOHUIITBI;

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

Il — 3aMiHa qociiaKeHb 010€KBIBAJIEHTHOCTI:

e JUISA JEMOHCTpAIlli B JIEIKUX BHUIIJIKaX MOAIOHOCTI MK PI3HHUMH CCKJIaJIaMH
npemnapariB  Ta peepeHTHUM JIKapChKUM 3aco0oMm  (BiAMOBa  BijJ
IPOBEACHHS TOCIIIKEHb O10€KBIBaJICHTHOCTI IN VIVO, HAIIPHMKIIAI, 3MIHH, IO
MOXXYTh OyTH TIPOTATOM i1 PEECTPAIIAHOTO MMOCBITYEHHS, 3MIHU Mpenapary
mijJ yac po3poOKH Ta 3MIHM T€HEPUYHMX JIIKAPCHKUX 3ac001B; IUB. PO3ALI
4.2 ta Jomatoxk III i€l 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.

Mertoauku BurnpoOyBaHHS MarTh OyTH po3poOJieHI CTOCOBHO TIpenapaTry Ha
3arajJpbHUX Ta/a00 cheuiaibHUX (papMakonedHuX BHUMorax. SKII0 Taki BUMOTH €
HEMPUHHATHUMHU Ta/ab0 HE BIAOOpaXKaIOTh KIHETHKY PO3YMHEHHS IN VIVO (TOOTO
0l0peIeBaHTHICTb), MOXYTh OyTH PpO3IJSHYTI aJbTEPHATUBHI METOJUKH, SIKILIO
OOTPYHTOBAHO, IO BOHM € NUCKPUMIHAIIWHUMHU Ta JalOTh 3MOTY PO3PI3HHUTH Cepii 3
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NPUAHATHUMY 1 HENPUHHATHUMHU XapaKTEepUCTHKAMHK Tpenapaty in Vivo. Mae 3axau
po3TIsAaTHCS TMOTOYHUHN CTaH iHoOpMaIlii, BKIIOYAIOUN B3aEMOII0 XapaKTEPUCTHK
otpumanux Ha migcraBi BCK — kimacudikartii ta gikapcbkoi popmu.

Mae OyTd J0CTaTHBO TOYOK BIiAOOpY JUIsi OTpPUMaHHA 3HAuyIIuMX mpodiiiB
PO3YMHEHHS, MPUHAWMHI uepe3 KOoxkHI 15 XBuinH. PekomeHayeThcst OUIbII YacTUi
Bi101p mpo0 mia yac mepioay HaMOLIbIIMX 3MiH y mpodini po3unHeHHA. Moxe 0yTu
HEOOXIZTHUM OTPUMaHHS aJ€KBaTHOTO MNPOQIII0 MUIIXOM BinOOpy 3pa3KiB 3
iHTepBasioM 5 abo 10 XBUIWH Ui IMIBHAKOPO3UMHHUX IIPENapaTtiB, SKIIO MOBHE
PO3UMHEHHS BiI0YBAa€THCS MPOTATOM 30 XBUITUH.

MoskHa o4ikyBaTH, 10 He Oyae Oyab-SKkux mpoOseM 3 610JOCTYIHICTIO, SAKIIO Ji0Ya
pPEUYOBHHA BBAKAETHCS JOOpE PO3YMHHOIO T4, KPIM TOTO, JaHE O3yBaHHS IIBHIKO
PO3UYMHSETRCA Y (Pi3iosoriyHOMY aiana3oHi pH 1 BioMo, 110 JOMOMIXKHI PEYOBUHU HE
BIUTUBAIOTh Ha O10J0CTYNHICTh. | HaBHmaku, PO3UMHEHHS JIIKApChbKOT (GOpMHU MOXKE
OyTH MiIpOI0 OOMEXKEHHS MIBUAKOCTI aOCOpOIli, SKIIO BBaXA€ThCs, IO Jil0Ya
pedyoBHHa Mae OOMEKeHy ab0 MOoraHy pO3YMHHICTb, a TaKOX, SKIIO JOMOMIKHI
PEYOBHHM BILIMBAIOTh HA BUBUIHHEHHS 1 TIOJIAJIBIIE PO3YMHEHHS JIIF0Y0i pEYOBUHU. Y
TaKUX BUITQJIKaX PEKOMEHIYEThCSI OI[IHUTH Pi3HI YMOBU JOCIHIKEHHS Ta MPOBOIUTHU
BIINOBITHUH Bi01p 3pa3KiB.

2. loxioHicTs NpodijJiB po3YMHEHHS

JocmipkeHHs moaiOHOCTI MPoQiIiB PO3UYMHEHHS 1 Oy /1b-sIKI BACHOBKH, OTPUMAaHI 3a iX
pe3ynbTaTamu (Hanpukiaa OOIPYHTYBaHHS IJis BIAMOBH B1Jl POBEACHHS JOCIIIKEHb
010€KBIBaJICHTHOCTI [N VIVO), MOXYTh BBQKATHUCS NUPUHHATHUMHU, TUIBKH SIKIIIO
npodisib po3unHEHHS OYB 3a/J0BUIBHO OXapakTepPU30BaHUN 3 BUKOPUCTAHHSIM
JIOCTaTHBOI KUTBKOCTI TOUOK BiJI0OpY.

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 i1l PO3YMHEHHS MOXYTh MpUUMaTHCS K MOA10H1 0€3 MoJaabIIoi MaTeMaTUYHO1
OLIHKH.

VY pasi gkmo Outbin HiX 85% HE pPO3UMHSIETBCA 3a 15 XBWIMH, a PO3UYMHSAETHCS
npotsiromM 30 XBUJIMH, TO HEOOX1HI MPUHAKMHI TPH TOYKH BiAOOpPY: MepIila TOYKa 10
15 xBuAMH, Ipyra — TOYHO y 15 XBUIIMH 1 TPETs, KOJIU BUBUIbHEHHS Aocarae 85 .
Jnst  mikapchkkux — 3aco0iB 3 MOAM(PIKOBAHMM  BUBUIBHEHHSIM  HEOOX1IHO
JOTPUMYBATHCS PEKOMEHAIII1, 1110 HABOJATHCS Y BIAMOBIAHOMY KEPIBHHUIITBI.
[ToxibuicTs mpodiniB Moke OyTH BCTAHOBJIEHA 3a JOTIOMOTOK OOYHUCICHHS
koedirienTa moaioHoCTI f,, IK OIMUCAaHO HIDKYE:
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ae.
f, — paxTop moaiOHOCTI;
N — KUIbKICTh TOYOK B1100DY;
R(t) — cepenHe 3Ha4YeHHS y BiJICOTKAX PO3YMHEHOrO pPepEeHTHOrO Mpemnapary B
yac t micis movyaTrky JOCTiIKEeHHS;
T(t) — cepenne 3HaUeHHS y BiJICOTKaX PO3UYMHEHOTO JOCIIKYBAHOTO Tpenapary B
yac t micis movyaTrky JOCTIIKEHHS.
Jlost pepepeHTHOTO Ta AOCIKYBAHOTO 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 BIAOOPY IS JOCTIIKYBAHOTO 1 peepeHTHOrO JIIKapChKUX 3ac001B
MaloTh OyTH OJTHAKOBUMH,

e 1o 12 3pa3kiB B KOXHIM Toulll BiAOOpY JJs JIOCHIIKYBAHOTO 1
pedepeHTHOro TiKapChKUX 3aCO0IB,;

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

e BIJHOCHE CTaHJApTHE BIAXUJIEHHS a00 KoediIlieHT Bapiallii ajig Oyab-sSKOro
npenapary noBuHHI Oytr MeHtne 20% y nepmriid Touri i He Oinbire 10% 3
JPYToi 1 10 OCTaHHbOI TOYKH.

[Tpodisi po3urHEHHST BBAXKAIOTHCS MOJIOHUMH, SIKIO 3HAYCHHS (hakTopa MmoaiOHOCTI
(f,) cranoBuTs Big 50 g0 100.

Sxmo koedinieHT momioHocTi f, He € 3aJ0BIILHUM, TOAI MOAIOHICTE MOXKE OYTH
BCTAHOBJICHA IUISIXOM TMOPIBHSHHS PE3YJIbTaTiB, OTPUMAHUX MOJIETBHO-3AJCKHUMH 1
MOJIENTbHO-HE3aJICKHUMU METOJIaMH, HAIpUKIa] 3a JOMOMOTOI CTaTUCTUYHOTO
NOpIBHSHHS TapameTpiB ¢yHKiii Bellynna abo misxoM po3paxyHKY KiTbKOCTI
pevYoBHUHM (Y BIJICOTKAX ), PO3YMHEHOI B IEBHI MOMEHTH 4acy.

AnbpTepHaTHBHI MeToAM oOuuncieHHs ¢akropa momiOHocTi f, mIst aemoncTparii
noiI0HOCTI PO3UYMHEHHS BBAXKAIOTHCS MPUHWHATHUMHU, SIKIIO BOHU CTaTUCTHYHO
KOPEKTHI 1 33JI0BUTHHO OOIPYHTOBAHI.

Mex1 NpuiHATHOCTI HEOOX1IHO MONEPEAHBO BU3HAUYUTU 1 OOTPYHTYBATH, a PI3HUILIL
Mae cknangatu He Outbine HbK 10%. Kpim Toro, BapiabenpHICTh JaHUX PO3YUHEHHS
JOCJTIIKYBAHOTO 1 pe(epeHTHOrO JIIKAPChKUX 3aCO0IB TaKOXK Ma€e OyTH MOJ10HOIO,
MpoTE€ HWXK4Ya BapiabeNbHICTh AOCHIIHKYBAHOTO JIKApCHKOrO0 3aco0y Moxke OyTu
JOITYCTHMOIO.

Cniag HamaTh JI0Ka3 TOro, IO IMPOBEICHO BajiJallif0 CTAaTUCTHYHOTO IPOrPaMHOTrO
320€e3eYeHHS.

Crijy mpeacTaBUTH YiTKHA OTMHUC 1 TIOSICHEHHS BCIX €TalliB 13 HaJIaHHSAM BIIITOBIIHHX
y3arajqbHEHUX TaOJIHILb.
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Honmarok 11

Bumoru g0 gociigkeHHs1 0i0eKBiBaJEHTHOCTI Pi3HUX JiKapcbKkux Gopm

Xova I HACTaHOBA CTOCYETHCS JIKAPCHKUX 3ac00iB HEraHOro BHBLIHHCHHS,
Honatok Il 3abe3neuye 3aranpHi peKoMeHAAIlli I10/I0 BUMOT 10 010€KBIBaJIEHTHOCTI
JUIA IHIIMX BUIB JIKapChKUX (OpM Ta CHenu(iuHUX JIKAPCHKUX (POpPM HETaHOTO
BUBLILHEHHSL.

Konu nocnixyBanuii TikapchKHii 3aci0 MICTUTD 1HIIY Clllb, IPOCTUH e(ip, CKIaIHUN
edip, 130Mep, CyMilT i30MepiB, KOMIUIEKC a00 TOXITHY A1I0Y01 PEUOBUHU TIOPIBHSIHO 3
pedepeHTHUM JKapChKUM 3acobom, 010€KBIBAJICHTHICTH HEOOX17THO
MIPOJEMOHCTPYBATH JOCTIDKEHHAMHU 010€KBIBaJICHTHOCTI iN ViVO. [IpoTte gociimKkeHHs
010€KBIBaJICHTHOCTI IN VIVO B JIEAKUX BHIAJKaX MOXE HE BHUMAraTHCs, SIK OIMHCAaHO
Hwkue B JJonmatky III, konm miroya pedoBrHA ISl TOCIHTIIKYBAaHOTO Ta PeepeHTHOTO
JKapchKuX 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 TabieToK, MO AUCHEPryIOThCS y POTOBIMA MOPOKHUHI, Ta OPajJbHUX PO3UYHMHIB
3aCTOCOBYIOTh CII€L1aJbHI BUMOTH, HABEAECH]1 HIXKYE.

Ta0JieTku, 0 AMCNIEPIYIOTHLCA B POTOBIil MOPOKHUHI

Tabnerku, MO AUCTIEPTYIOTHCS Y POTOBIN MOPOKHWHI, IPU3HAYECH] 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
CJIU30BY OOOJIOHKY POTOBOi MOPOKHUHU. 3alleHO BIJ MpernapaTy, HalpuKIa,
Ta0JICTOK, BKPUTUX OOOJOHKOI KOBTAaHHsS Ta Tojaybina abcopOIlis Takox Oyme
BiOyBaTUCST B IUIYHKOBO-KHUIIKOBOMY  TpakTi.  Skmo  Moxe  OyTH
MPOIEMOHCTPOBAHO, 1110 JIIF0Ya PEYOBUHA HE a0COPOYETHCS B pOTOBIM MOPOXKHUHI, a
Mae OOOB’SI3KOBO IMPOKOBTYBAaTUCA Ta abCOpPOyBAaTHCS B ILTYHKOBO-KHUIIKOBOMY
TPaKTi, TOJI Mpenapar MOXe PO3TsgaTUCs 3a MPOIEAYpPOoro OiOoBeiBep Ha MiICTaBi
BCK [3] (muB. J[omatok III 1iei wHacraHoBu). SIKIIO 116 HEMOMIJIHMBO
IPOJEMOHCTPYBAaTH, OlOEKBIBAJEHTHICTh OOOB’SI3KOBO MAa€  OI[IHIOBAaTHCS 3a
JOTIOMOTOFO JTOCITIIKEHb 32 Y4aCTIO JIIOJCH.

Sxmo 3ampornoHoBaHa HOBa JiiKapchka ¢opma — TaOJIETKH, MO0 TUCHEPTYIOTHCS Y
POTOBIM TOPOXKHHUHI — 1€ 3MiHH, [0 MOTPEOYIOTh HOBOI peecTparlii J1KapChKOTO
3ac00y, PEKOMEHIYEThCS TPHOX-TIEPIOAHE JIOCTIDKEHHS 3 METOI  OIlIHKH
3aCTOCYBAaHHS TaOJETKH, 10 JUCIEPIyeThCsl B POTOBIA MOPOXKHMHI, 3 Ta 0e€3
CYyIyTHBOTO Tpuiiomy piauau. OIHAK, SKIIO0 B JBOX-TIEPIOAHOMY JOCTIIKEHHI
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JIOBEJIEHO 010€KBIBAJICHTHICTh TA0JETOK, 110 JUCIIEPTYIOTHCS Y POTOBIN MOPOKHUHI,
NPUHHATHX 0€3 BOAM Ta PeEPEHTHOTO JIIKapCHKOro 3aco0y, MPUHHATOTO 3 BOOKO,
O10CKBIBAJICHTHICTh Ta0JETOK, IO JUCHEPTYIOThCA Y POTOBIM TOPOKHUHI,
IPUHHATHX 3 BOJIOIO, MOHA TIPUITYCTHUTH.

SIKIo TabneTKH, 10 JUCIEPryIOThCS Yy POTOBIM MOPOKHWHI, € TEHEPUYHUM abo
riOpugHAM  JIIKApChKUM  3aCO00M 10 BXKE 3aTBEPKEHOTO pedepeHTHOTO
JKapChKOTO 3ac00y y dopMi TabJIETKH, IO AUCTIEPTYIOTHCS Y POTOBIM MOPOKHUHI,
3aCTOCOBYIOTHCS TaKi peKOMEH/IAIT MO0 JU3alHY AOCIIHKCHHS:

e ski0 pedepeHTHUH JKapChKU 3acid MOXKe MpuUiMaTHCs 3 BOAOI abo 0e3 Hel,
010€KBIBAJICHTHICT, Ma€ OYTH MPOJAECMOHCTpOBaHA 0€3 BOJM, OCKUIBKHM Taki
YMOBH Kpallle BChOTO Bi0OpakatoTh BUKOPHUCTaHHS mpemnapaty. Lle ocobmuBo
BAXJIMBO, SKIIO [i0Ya pEYOBHMHA MOXE OyTH pPO3YMHEHAa Ta YacTKOBO
abcopOboBaHa B pOTOBIM  mopoxkHUHI.  Skmio  Ol0€KBIBaJIEHTHICTh
IPOJIEMOHCTPOBAHO TMPU 3aCTOCYBaHHI TMpernapaTiB  0e3 BOAM, MOXHa
MPUIIYCTUTH O10€KBIBaJIEHTHICTh, KOJIM MpenapaTy NpUUMaroThCs 3 BOJIOIO;

e KO pedepeHTHUM JKapChbKUM 3aci0 MPUUMAETHCA TIABKA OJHHUM CIOCOOOM
(Hampukiian,  TUIBKM 3 BOJIOK),  OlOCKBIBAJEHTHICTh  HEOOXIJTHO
MPOJIEMOHCTPYBATH B TaKUX K€ YMOBaX (3BUYAHHO JBOX-TIEPIOJHUMN
NepexXpecHui Ju3aiiH);

e kIO pedepeHTHUM JKapChbKUM 3aci0 MPUUMAETHCA TIIBKU OJIHUM CIIOCOOOM
(HampukiIaa, TUIBKH 3 BOJIOIO), a JIOCHIIPKYBAaHUN MperapaT MpU3HAaYeHUN s
JI0JIaTKOBUX YMOB MNpuioMy (Hampukiaa, 0e3 BOAM), 3BHYAWHUNA Ta HOBUUN
METOJl HEOOXIAHO TMOpPIBHATH 3 pe(EepeHTHUM IMpU 3BUYANHOMY MUIAXY
3acTOCyBaHHs (AM3aiflH 3 TphbOMa BBEACHHSMH Ta TpboMma Imepiogamu y 6
MOCJTITOBHOCTSX).

B nocnimxeHHSIX OIIHKU TaOJETOK, 10 JUCTIEPTYIOThCS Y POTOBIM MOPOXKHUHI, 1110
npuiiMaroTbesi 0€3 BOJAM, PEKOMEHJOBAHO 3BOJIOKYBATH POTOBY MOPOXKHUHY
koBTatroun 20 Mi Boau Oe3mocepeHbO Mepes PO3MILIEHHSIM Mpenapary Ha s3ULl.
PexomMeH10BaHO HE JO3BOJISITH NPUMMATH PIAMHY PaHIlIEe HIK Yepe3 TOJAUHY MIiCIs
IPUAOMY.

JIJist 1HIIUX OpaJIbHUX JIIKAPCHKUX (POPM, TaKUX SK IUTIBKH, IO JUCIEPTYIOTHCS B
POTOBIM MOPOXKHWHI, OyKaNbHI TabMeTKu abo IJIIBKH, CYONIHTBaJIbHI TAOJETKU Ta
KyBaJbHI TAOJICTKH MalOTh BUKOPUCTOBYBATHCS I1IX0H, TIOI10HI1 K /IS TaOJIETOK,
0 JIUCTIEPTYIOThCS y POTOBIM MOpoxkHUHI. JlocaimkeHHs O010€KBIBaJICHTHOCTI
HEOOX1ZIHO TMPOBOJWUTH BIAMOBIAHO [0 PEKOMEHAAlli MO0 3aCTOCYBAaHHS
npenapary.

Po3uuHn nsa OPAJIBHOI'0 3aCTOCYBaAHHSA

Ao AoCHiKyBaHUM JIKApPChKUM 3aci0 € BOJHHUM PO3YHMHOM ISl OpajibHOTO
3aCTOCYBaHHS Ha 4yac NPUMOMY Ta MICTUThH AII0YY PEYOBHHY B TakKidl ke, SIK 1y
pedeperTHOTO JKapChKOTO 3aco0y, KOHIIEHTpAIlii, JOCJT1IPKCHHS
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010€KBIBAJIGHTHOCTI MOke Oyt BiaxwieHe. [Ipore, SKIO AOMOMIXKHI PEUYOBUHH
MO>KYTh BIUTUBATH HA MPOXO/HKCHHS B IIUTYHKOBO-KHUITKOBOMY TPaKTi (HampuKIa,
copOiT, MaHIT TOIO), Ha abcopOIit0 (HAPHUKIIAJ, MOBEPXHEBO-aKTUBHI PEUYOBUHHU
a00 JOMOMIXKHI PEUOBHMHH, IO MOXYTh BIUIMHYTH Ha TPaHCIOPTHI OLIKH),
PO3YUHHICTB IN VIVO (Hampukiaj, CIiBpO3UYMHHHUKH) a00 Ha CTaOUIBHICTH AIF0YO01
pedoBHHH IN VIVO, TOCTi/HKEHHSI 010€KBIBAJICHTHOCTI HEOOXITHO MPOBOJIHUTH, SIKIIIO
TUTBKM BIAMIHHOCTI B KUIBKOCTI IHUX JOMOMDKHUX PEUOBHH MOXYTh OyTH
aZIcKBaTHO OOTPYHTOBAHI IIJITXOM TOCUJIAHHS Ha 1HII JaHi. Bumorn anamoriuHi, sk
npu nponenypi OioseriBep Ha miacraBi BCK [3] (muB. po3min 1V.2 «JlonomixHi
peuoBunn» Jlomatky III 1iei HacTaHOBHM), 3aCTOCOBYIOTH 1O IOAIOHOCTI
JOTIOMDKHHUX PEYOBHH OpaTbHUX PO3UHHIB.

VY Tux BUMNagKax, KOJU JOCIIKYBaHUHN JIKapChKUM 3aci0 € OpallbHUM PO3YUHOM,
mo wMae OyTh O10eKBIBAJCHTHUM I1HINN JiKapchKik ¢opmi Uil OpalIbHOTO
3aCTOCYBaHHS 3 HETallHUM BHBUIBHEHHSIM, HEOOXIJHO MPOBOJUTH IOCITIIKECHHS
010€KBIBAJICHTHOCTI.

Jlikapcbki 3ac00u 3 QIKCOBAHOI KOMOiHaIi€I0

Bumoru no nocnimxkeHHsi 010€KBIBAaJEHTHOCTI JIIKAPCHKUX 3ac00iB 3 (p1KCOBAHOIO
koMOiHariero BukianeHi B kepiBHunTBi EMA/CHMP/158268/2017 «Guideline on
clinical development of fixed combination medicinal products» [21] Ta B Hakasi
N460 [3]". YMOBM MOXKIMBOCTI NpOBEIEHHS MpOLEIypH OioBeiiBep uIs
reHepMUHMK JTiKapCHKHX 3acO0iB 3 (iKCOBAHOI KOMOIHALIEI MpPEACTaBICHI B
po3aumn V Jonarky .

HeopanbHbHi JikapcbKi GopMU HEraiHOIr0 BUBIJIBHEHHS CUCTEMHOI AiL

[leit po3nisi 3aCTOCOBYEThCS, HANPHUKIAMA, JJIs PEKTAIbHUX JIIKapChKUX 3aco0iB. B
OCHOBHOMY JOCHIPKeHHsI OloekBiBajieHTHOCTI HeoOxiaHi. [Ipomemypa BiAMOBH Bij
MPOBEICHHS JOCTIKCHHsT O10€KBIBAJICHTHOCTI IN VIVO MOXXE pO3TJISIaTUCS y pasi
pPO34YMHY, 110 MICTUTh AKTHUBHY JiI0Yy PEUOBHMHY y TiM K€ KOHIIEHTpaIlii, 1o 1
3aTBEPKECHUN PO3YMH Ta Ma€ OJIHAKOBUM SIKICHWHM 1 MOMIOHMM KITbKICHUM CKIIaja
JOTIOMDKHUX PEUOBUH (YMOBH JIJIsl OPAJIbHUX PO3UYMHIB MOXKYTh BUKOPHUCTOBYBATHCS B
IIUX BUIIAJIKaX).

IapenTepanbHi po34uHH

JocmipkeHHs:  010€KBIBaJICHTHOCTI, $K TMPaBWIO, HE € HEOOXIIHUMH, SKIIO
JOCJIIKYBaHUH JIIKApChKUM 3aCi0 BBOJUTHCS SIK BOJHHUM BHYTPITHOBEHHUN PO3UMH,
0 MICTUTh TaKy > AaKTHBHY pEUYOBHHY, IO 1 3aTBepzx>1<eHI/m Ha JaHWH dYac
JIKapChKHM 3aci0 (pebepeHTHMI J11KapChKUMA 3ac16) . IIpote mocmimxeHHs
010€KBIBAJICHTHOCTI HEOOX1HE, SKIIO OYy/Ib-sIKI TOMOMIXHI PEYOBUHHU B3aEMOIIIOTH 3
JI0Y0I0 PEUOBHUHOIO (HAMPHUKJIIA] YTBOPIOIOTh KOMIUIEKC) ab0 1HaKIlIe BILUIMBAIOTh Ha
PO3MOJIN JIIF0Y01 PEYOBUHH, SKIIO TUIBKM HE JOBEACHO, IO JOCHIKYBaHHUH 1
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pedepeHTHUI JIKapChKl 3acO0M MICTSATh 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 pa3i iHmux napeHTepanbHUX IUISXiB BBEJACHHS, HAMMPUKIIA] BHYTPIITHHOM'S30BOMY
a00 MiIMIKIpHOMY, Ta SIKIO JOCTIPKYBaHUN JIIKAPCHKUH 3aci0 HAJCKUTH 0 OJHOTO
TUITY PO3YMHY (BOAHUI YH OJIIAHUIN), MICTUTh OJHAKOBY KOHIIEHTPAIIIIO Ti€i XK 110901
PEYOBMHM Ta OJHAKOBI JOIMOMDKHI PEYOBMHHM B TMOMIOHIA KUIBKOCTI, MO 1
3aTBEP/DKEHUN Ha JaHWM 4ac JIKapChbKHM 3acid (pebepeHTHMM Ji1KAPChKUMA
3aci6)”, gocmimkeHHs OioekBiBaleHTHOCTI He € HeobOximpuMu. Kpim Toro,
JOCTIKEHHST O10€KBIBAaJCHTHOCTI HE € HEOOXIIHMMH JUIsl BOJHUX MapeHTEPaIbHUX
PO3UYMHIB 3 MOPIBHSHHUMH JOMOMDKHMMU PEUYOBHHAMH B CXOXKIiM KUIBKOCTI, KOJH
MOXe OyTH TpPOJEMOHCTPOBAHO, IO JOMOMDKHI PEYOBMHH HE BIUIMBAIOTh Ha
B’SI3KICTb.

JlimocomasbHi, MileJasipHi JiKapchbKi 3ac00M Ta JiKapcbKi 3aco0M y BHIJIAXi
eMYJIbCiil 1151 BHYTPIilIHLOBEHHOT0 BBEICHHS

o Jinocomanvhi nikapcoki popmu. OapMaKOKIHETUUHI MUTAHHS, MOB’S3aHl 3
JIMOCOMAIbHUMH ~ TIpermapaTaMd  JJIi  BHYTPIITHBOBEHHOTO  BBEICHHS,
NOTPEOYIOTh CHELIAIbHOTO PO3MJISAY, IO HE TMPEJACTaBICHUNW B AaHId
HaCTaHOBI.

o Emynscii. 3Bu4aiiHo AJi1 eMyJbCld HE PO3IJsSAaloTh BIAMOBY BiJl MPOBEACHHS
JOCIIKEHb 010€KBIBaJIGHTHOCTI 1N VIVO.

[Ipote ns 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 BBEIIEHHA € TaKHUMH K, K 1 y 3aTBEP/KEHOTO Ha

JaHUM dYac JIKapChKoro 3acoly (pebepeHTHOTO  JI1KApPCBKOTO
N

3acoby) .

VY 1ux BUMagKax ckiaj Mae OyTH SIKICHO Ta KUIbKICHO OJJHAKOBUM 13 TaKUM SIK y
3aTBEpHKCHIM Ha JaHWKW dYac eMynbCli (pebepeHTHOMY JIiKapCbKOMY
saco6i) N, HeobximHo IPEACTABIIATH JOCTATHI JaHl JJI JEMOHCTpAIii JTyxe
CX0XUX (DI3UKO-XIMIYHUX XapPAKTEPUCTUK, BKIIOYAIOYM PO3MOIIT YaCTOK
qucnepcHoi JinigHoi (a3u 3a po3mipoMm. Ha miaTpuMKy 1HIIMX XapaKTEPUCTUK
eMYJIbCIi PO3IJISAal0Th, HAMPUKIIA, MIOBEPXHEB]1 BJIACTUBOCTI €MYJIbCIi, TaKl SIK
J3€Ta-MOTEHIliajl Ta PEOJIOT1UHI BIACTUBOCTI.

o Jiniou 0na 6HYmMPpIUHBLOBEHHO20 NAPEHMEPAIbHO20 XAPUYEAHHA MOXKYTh
pO3MISAaTUCS B pa3i BIJAMOBH IPOBEIACHHS JOCTIKEHb O010€KBIBaJICHTHOCTI
IN VIVO, SKIIO MpeACTaBICHO 3a[0BUIbHI [aHi MOPIBHSIBHHMX (DiI3HKO-XIMIYHHX
XapakTepuCcTHK. BiAMIHHOCTI B CKJIaal MOXYTb OYTH OOIrpyHTOBaHi 3
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ypaxyBaHHSM MPUPOIH 1 TEPANIEBTUUHHX LIJIEH TaKUX JIKAPCHKUX (HOPM.

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

[Ipote st MilEIOyTBOPIOIOYMX TPEMapaTiB MOXKE PO3TIISIATUCS BiIMOBA Bif
IIPOBEJICHHS JTOCITIKCHb 010€KBIBAJIGHTHOCTI 1N VIVO, SIKIIO:

a) BIIOYBAa€ThCS IIBUJAKE PYWHYBaHHS MIIeNl IPU PO3BEACHHI Ta Mpemapar He
NpU3HAYCHUH 711 KOHTPOJIIO BUBUTFHEHHS 200 JI0CTaBKH;

0) NUISIX 1 MIBUJAKICTh BBEJACHHS € TAaKMMHU K, SIK 1 Y 3aTBEPHKEHOTO Ha JaHUU
. N.
Jac npenapary (pedpepeHTHOrO JILKapChbKOI'O 3acody) ,

B) JIOTIOMIXKHI PEUOBUHU HE BILUTMBAIOTH HAa PO3IMOILT IIF0Y01 PEYOBHHH.

Y 1uux BuUMaAKax SAKICHUW Ta KUIBKICHUM CKJIaa MilnenspHoi  1Hy31i
Oe3nocepeiHbO Nepe]] BKUBAHHAM Mae OyTH TakuM XKe, sIK 1 Y 3aTBEPAKEHOTO
HAa JMaHHH Yac (pedepeHTHOTO JikapcbkoTo 3acoby) . HeobximHo
MPEACTABIATH 33J0BUIbHI JaH1 JJI1 JEMOHCTpaIlil mo110HOCTI (i3UKO-XIMIYHUX
XapaKTEPUCTUK, TaKl SIK KpUTUYHA KOHIICHTpAIlsl MIIe, 3/IaTHICTh CKIIATy 0
pPO3UMHECHHS (TaKWX SK MaKCHMalbHa KOHIEHTparis go0aBku - Maximum
Additive Concentration), BiTeHa Ta 3B’s13aHa Jlif04a PEYOBUHA Ta PO3MIp MIIIEIL.

Ile Tako 3aCTOCOBY€ETHCS Y pa3l HE3HAYHUX 3MIH B KUIbKICHOMY YH SIKICHOMY CKJIaJi
3a YMOBH, IIO BIICYTHI Oy/Jb-fiKl 3MIHH B KIJIBKOCTI YM THIIl ITOBEPXHEBO-aKTUBHHX
PEYOBHH.

Jlikapcbki popmu 3 Moau(pIKOBAHMM BHUBIJIbHEHHSIM CHCTEMHOI il

Opanovui  aikapcoki  ¢opmu 3 moougpikoeanum  6UBITbHEHHAM |
mpancoepmanvhi aiKapcoKi popmu

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

Buympiwnvom’azo6i i niowkipni Jaikapceki gopmu 3 moougikosanum
6UBLTLHEHHAM

Jlist cycnien3iii a0 KOMIUIEKCIB YU OyAb-SIKOTO BUAY MaTpHIli, 110 MpU3HAYEH] TS
BIICTPOYEHOTO YM IPOJIOHTOBAHOT'O BUBIIBHEHHS  JII0Y0i PEYOBUHH, IS
BHYTPIIIHBOM S30BOTO UM MiAIIKIPHOTO BBEACHHS JEMOHCTpALi0 O10€KBIBAJIEHTHOCTI
HEOOXITHO TPOBOAUTH, AOTPUMYIOUUCH TMpaBUil JUIsl JIIKapCchKuX QopM 3
MOAM(IKOBAaHUM BHUBUIBHEHHSIM IS MO3aCyJIUHHOTO 3aCTOCYBAHHSI, HAIIPUKIA[ JJIs
TpaHCJAESPMAJbHUX JHKAPCBKUX  (OpM, BIANOBIZHO JO Ji0OY0i HACTAHOBH.
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Jlikapchbki 3ac004 MicueBoOi Ail Ta MiCIIeBOT0 32CTOCYBAHHS

Jlns mikapchKUX 3acO0IB MICIIEBOTO 3aCTOCYBaHHs (OpasibHE, Ha3albHE, 1HTaJSAIINHE,
odTaabMOJIOTIUHE, Y AEPMATOJIOTii, peKTaJIbHE, BariHaJbHE 1 T.I. 3aCTOCYBaHHS), 1110

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

BimMoBa Big TpoOBEACHHS JOCHIHKCHHS Ol0CKBIBAJCHTHOCTI IN VIVO Moxe OyTh
NPUMHATHOIO Yy pa3l PO3UMHIB, HANPHUKJIAJ OYHHMX Kpareib, Ha3aJIbHUX cHpeiB abo
HAIIKIPHUX PO3UYMHIB, AKIIO JOCTKYBAaHUHM JIKApChbKUM 3acid HaJIEXKUTh 0
OJTHAKOBOTO THUITy pO3YMHY (BOJHWNA YH OJIMHHWA) Ta MICTUTh OJHAKOBY
KOHIIEHTPAIlII0 TaKoi >X [ii04oi pPEYOBHHM, IO 1 3aTBEPKEHUN HaA JaHUN Yac
JmiKapchkuii  3acid  (pebepeHTHMIM  JIiKAPCBbKUM  3acib) N Hesuauni
BIIXWJICHHS B CKJIAJi JOMOMDKHHUX PEYOBHUH MOXYTh OyTH TPUHHATHUMH, SKIIO
BIAMOBIAHI  (papMalleBTUYHI  BJIACTHBOCTI  JIOCHIDKYBAaHOTO Ta pedepeHTHOTO
JKApChKUX 3ac001B € 1IGHTUYHUMHU a00 CYTTEBO CXOXKUMHU. Byab-siKi KUIbKICHI Ta
SIKICHI BIIMIHHOCTI B JIOMOMDKHHUX PEYOBHHAX MarOTh 00OB’S3KOBO OyTH 3aJ0BLIHHO
OOTpyHTOBaH1 3 TOYKHM 30py BIUIMBY Ha TEpPANeBTUYHY €KBiBaJeHTHICTh. IIImax Ta
CIIoci0 BBEJEHHS MalOTh OYyTH TaKOXX TaKUMHM K, SIK 1 JJIS 3aTBEPKEHOTO Ha JaHUU
gac JKapChKOro 3aco0y (pedepeHTHOTO JI1KapChbKOTO 3acoBy) ", SKIIO
1HIIIE HE OOIPYHTOBAHO.

KoxHoro pasy, KomuM CHUCTEMHHH BIUIUB B PE3yJbTaTi MICIIEBOTO 3aCTOCYBaHHS
MpenapariB MICUEBOI Ail NPHU3BOAUTH 10 PU3UKY CUCTEMHUX MOOIYHUX SBUI, KOTO
Mae OyTh BH3HaueHOo. Mae OyTH MpPOJEMOHCTPOBAHO, LIO0 CHUCTEMHHI BIUIMB
JOCIIIKYBaHOTO JIIKAPCHKOTO 3ac00y HE OUIBIIMK HIXK Y peepeHTHOrO JIIKAPCHKOTO
3aco0y, To0TO BepxHs Mexa 90 % moBipyoro iHTEpBady HE MOBUHHA MEPEBUILYBATH
BEPXHBOT MEXi MPUUHIATHOCTI 6ioekBiBanenTHOi 125.00.

T'azn

Axmo mikapchKui 3acid — 1€ ra3 IS IHTajsIii, HE BHUMArae€ThCsl 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 MOXE pO3IIISAATUCS SK 3aMiHa
(surrogate) JOCITIKCHD 010€KBIBaJICHTHOCTI in vivo. JlocmiKeHHS
010€KBiBaJICHTHOCTI IN VIVO MOXYTh HE MPOBOJIUTHCS, SIKIIO TPUIYIICHHS IIPO
€KBIBaJICHTHICTH IN VIVO MOXke OyTH OOTPYHTOBAHO 3aI0BLIBHIMU JTaHUMH IN VItro.

3actocyBanHs  mporeaypu  OioBeiiBep Ha  miactaBi BCK  oOMmexyerbes
BUCOKOPO3UYMHHUMU JIIFOYMMH PEUYOBUHAMH 3 B1JIOMOIO aOCOPOIIIEI0 Y JIFOJUHU, 1110 HE
MaroTh BY3bKOI'O TEPANEeBTUYHOTO iHAeKCY (auB. po3min 4.1.9 1iei HacTtaHOBH).
[Tponienypa 6GioBeiiBep Ha mijactaBl 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 mijgctaBi bBCK He 3acTOCOByeThCs it CyOJIIHTBAJIbHUX, OYyKalbHUX
JKapChKuX 3aco0iB 1 JIKApChKUX 3aco0iB 3 MOAM(IKOBAaHUM BUBUIbHEHHSM. Jliis
JKApChKUX 3aco01B, 10 JUCIEPTYIOTHCS Y POTOBIA MOPOXKHUHI, MIAX1J TPOLETypU
oioseiiBep Ha mijacraBi BCK mose 3actocoByBaTHCS JHILE TOJI, KOJAM abcopOuis B
POTOBII MOPOKHKHI MOXK€E OyTH BUKIIFOUEHA.

[Ipouenypa OioBeiiBep Ha miactaBi BCK mnpusnauena st posrisigy NHUTaHHS
010€KBIBAJICHTHOCTI MDXK BIJNOBIAHUM T€HEPUYHUM MpENapaToM Ta pePepeHTHUM
JmikapcbkuMu  3aco0amu. LI  nOpUHIMOM  MOXYTh  BUKOPUCTOBYBATHCS — JUIS
BCTAHOBJICHHSI O10€KBIBAJICHTHOCTI B 3asBKaX Ha T'E€HEPHYHI JIKApChbKi 3aco0u, Ha
3MiHH, IO MOTPeOYIOTh HOBOI peecTparlii 1HHOBAIIWHUX JIKAPCHKUX 3acO01B, MPHU
3MiHaX, fAKI MOXYTh OYTH TMPOTITOM Jii PEECTPAIIMHOTO TOCBITYCHHS, IO
noTpeOyIOTh MPOBEICHHS  JIOCTIHKEHb O10€KBIBAJEHTHOCTI, a TaKOX MIDK
JIKapChKUMU 3ac00aMH, 1110 BUKOPUCTOBYBAJIMCh Ha eTalll KIHIYHUX JOCTIKeHb, Ta
JTKapChbKUMU 3aco0amu, 1m0 OyayTh BUPOOJISIOTHECS B MMPOMUCIOBUX MaciiTabax Ta €
Ha PUHKY.

Il. 3araasHi BUMOrHM

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

* OyJ0 JOBEICHO, IO Jil0Ya PEUYOBHHA IMPOSBIISIE BUCOKY PO3UUHHICTH 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 XBWINMH) XapaKTEPUCTUKH POIYMHEHHS
INVitro i gociipKyBaHOrO Ta pedepeHTHOro JIKAPChKUX 3aco0iB Oyin
MIPOJIEMOHCTPOBAHI 3 ypaxyBaHHsIM crienudiuanx Bumor (auB. po3ain V.1 miet
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HACTaHOBH) Ta

" JIONIOMDKHI PEYOBHMHHM, III0 MOXKYTh BIUIMHYTH Ha O10J0CTYIIHICTh, € SIKICHO 1
KUJTbKICHO OJJHAKOBUMH. B OCHOBHOMY BUKOPHCTaHHS OJTHAKOBUX JOTIOMiKHHX
PEUYOBHMH Yy TMOMIOHUX KIUIBKOCTSAX € TepeBaXHUM (nuB. po3ain V.2 el
HACTaHOBH).

[Iponenypa OioBeiiBep Ha minctaBi BCK TakoX 3acTOCOBYETHCS 10 JIKApPCHKUX
3ac001B 3 HEraifHUM BUBIIBHEHHSIM, SKIIO

= OylIO MOBEACHO, IO Jil0Ya PEYOBHHA MPOSBISE BHCOKY PO3UMHHICTH 1
oomexeny abcopoOirito (III xnac 3a BCK, muBuck po3min 111 miei HacTaHOBN)
Ta

" JIyXe IBHIKOPO3YMHHI (> 85 % mnpoTsaroM 15 XBUIIMH) XapaKTEPUCTUKU
PO3YUHEHHS IN VItr0 Juis JOCHIHKYBaHOTO Ta Pe(EepeHTHOro JIKapChKUX
3ac001B OyJH IPOJEMOHCTPOBAHI 3 ypaxyBaHHSAM CHEU(pIYHUX BUMOT (JIUB.
posnin V.1 1ieil HacTaHOBH) Ta

" JIONOMIDXHI PEYOBUHHM, 10 MOXKYTh BIUTMHYTH Ha 010I0CTYMHICTh, € SKICHO 1
KUIBKICHO OJHAKOBHMH, Ta 1HIIN JIOTIOMDKHI PEYOBHHH € SKICHO
OJIHAKOBUMHU 1 KUIBKICHO MJyKe moaioHuMu (nuB. posain V.2  miei
HACTaHOBH).

B OCHOBHOMY pH3HMKM HEBIJIIMOBIJHOTO PIMIEHHS LIOJ0 MOKJIMBOCTI IPOBEICHHS
nponeaypu OioBeiiBep Ha mijactaBi BCK (manmpukian abcopOuis, cnenudiuHa ais
MEeBHOT JUISHKH, PU3UK B3a€MO/IIi TPAHCIOPTHUX OUIKIB y JUISHIN aOcopOiii, cKiia
JOTMOMDKHUX PEYOBHUH 1 TEpPaneBTUYHI PHU3UKH) MAlOTh OYTH OUIbII KPUTHYHO
PO3IIISIHYTI JIJIs JIIKApChKUX 3ac00iB, J104a peyoBHHA KUX Hanexxuthb 10 III knacy 3a
BCK.

I11. Jiroua peyoBuHa

Sk mpaBuiio, MEPEKOHJUBI OIMYOJIIKOBaHI JaHI 3 PELEH30BaHUX JKEPesl HayKOBOT
JiTEpaTypu MOKYTh OYTH MPUHUHATHUMU ISl BIJOMHX CIIOJIYK, JIJISl TOTO 11100 ONUcaTh
XapaKTEPUCTUKHU J1I0Y01 PEUOBUHU, BAXIIHBI IS IPOBEJACHHS Tpolieypu OloBerBep
na miacrasl BCK.

[Iponenypa OioBeiiBep Ha miactaBi BCK Moxke 3acTocoByBaTucCs, KOJIM Jitoya
pEYOBHHA Y JOCIIKYBAHOMY Ta pe(PEpEeHTHOMY JIIKAPCHKUX 3ac00ax € TIE CaMoIo.
IIpouenypa OioBeiiBep Ha mifctaBi BCK Takoxx MoOXe 3aCTOCOBYBATHCS, SKIIO
JTOCHIDKYBaHUM Ta pedepeHTHUM JIKapChKi 3acO0M MICTSATh PI3HI COJIi, 32 YMOBH
k1o oou Bl Hajexath 110 I kiacy 3a BCK (Bucoka po3unHHICTB Ta MOBHA abcopOIis,
auB. posninm II1.1 Ta II1.2 miei HactanoBm). [Ipoueaypa GiosetiBep Ha migcraBi bCK
HE 3aCTOCOBYETBHCS, SIKINO JOCTIIKYBaHHMM JKApChbKid 3aci0 MICTUThH 1HIWMHA edip,
ckiagHuil edip, 13oMep, paremaT, KOMIUIEKC a00 TPOIYKT AepuBaTH3AIil A1I04Y01
PEUYOBHMHH TIOPIBHAHO 3 pPe(EpEeHTHHM JIIKAPChKUM 3ac000M, OCKUIBKH O3HAuYeHI
BIIMIHHOCTI MOXYTh HPHU3BECTH 10 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 3aco0iB 3 BY3BKUM
TepaneBTUYHUM 1HJeKCOM (uB. po3/aia 4.1.9 11ie€i HacTaHOBU MpO JTIKAPCHKI 3acO0U 3
BY3bKUM TEPAICBTUYHUM 1HICKCOM)

1.1 Posuunnicmo

HeoOxigno BcTaHoBUTH Ta 00roBopuTH Mpodiie pH-3anexHol pO3YMHHOCTI 10901
pedoBuHM. [[itoua pedyOBHMHA BBAKAETHCS BUCOKOPO3UYMHHOIO, SIKIO HaWBHINA
OJIHOpa30Ba JI03a TMpemnapary HEraHOro BHBIJIBHEHHS TOBHICTIO PO3YHMHSIETHCS B
250 mn Oydepnux pozumHiB y mianazoni pH 1 - 6,8 mpu 37+1 °C. lna gokasy
HEOOX1THO MPOBECTH JOCIIIIPKCHHS MTPUHANMHI B TphOX Oy(hepHUX PO3UMHAX B MEXKaX
poro miana3ony (6axano mpu pH 1,2; 4,5 Ta 6,8) Ta Takoxk nomatkoBo npu pKa,
SKITO 11 3HAYCHHS 3HAXOJIUTHCS Yy BHINe3a3HadyeHoMy mianazoni pH. IloTophi
BU3HAYCHHS NIPU KOKHOMY 3HaueHH1 pH MOXXyTh OyTH HEOOXITHUMU JIJISt TOCSTHEHHS
YiTKOi Kjacu@ikaiii pPO3YMHHOCTI [III0Y0i PEUOBHMHU (HAMPUKIAN, METOJIOM
CTpYIIyBaHHSI KOJOW ab0 IHIIUM OOTPYHTOBAaHUM METOAO0M). 3HaueHHs pH KOXHOTO
OydepHOro po3urHy HEOOX1THO MEPEBIPATH O Ta IMICIS BBEACHHS J1H0Y0i PEYOBUHU
B Oy(epHHil po3UuH.

[11.2. A6copoyin

IIpu mpouenypi OioseiiBep Ha miactaBli BCK HajmaeThcs mepeBara AaHUM IOBHOT
abcopOmuii y droauHu. B 11bOMy KOHTEKCTI aOcopOIlisi BBaXAa€ThCA IMOBHOIO, SIKIIO
BUMIpIOBaHUHN piBeHb abcopOuii ckinagae > 85 %. IToBHa abcopOiuisi B OCHOBHOMY
NOB'sI3aHa 3 BUCOKOIO MPOHUKHICTIO.

[ToBHa abGcopOiisi mpemapaty Mae OyTd OOIpyHTOBaHA Ha TMIJACTaBl JTOCTOBIPHHUX
JTOCTIDKeHB Y JTroauHM. J[aH1 OCIIIKEeHb

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

Axmo paHi JOCHiIKEHHS MacoOallaHCy BHUKOPHCTOBYIOTHCS JIJIS IATBEPKESHHS
MOBHOT abcopO11ii, 000B’SI3KOBO Ma€ rapaHTyBaTHUCS, 10 METAOOJITH BpaxoBaHl MpHU
BU3HAUYCHHI abcopOoBaHOi (pakilii, yTBOPIOIOThCA michs abcopbOuii. Tomy, Komu
BU3HAYAIOTh 3arajibHy PajJl0aKTUBHICTh ce4l, Ma€ OyTH rapaHTOBaHO, II0 HE ICHYE
po3maay 4d MeTafdoi3My HE3MIHEHOI J1I0U0i peYOBUHM B IUTYHKOBIA YM KHUIIIKOBIM
pimuHi. OxcupatuBHuid (1 ¢dasza) 1 kow’roroBanuil (2 ¢asza) Meraboisi3M MoOXKe
BIIOYBaTUCS TIIBKH Micisi abcopOiii (TOOTO He MoOke BiOyBaTHUCS B LUTYHKOBIN 4M
KHUIIKOBIN piguHi). OTKe, MaHl JOCIHIHKEHHS MacoOalaHCy MiATBEP/KYIOTh MOBHY
abcopOI1ito, SKIO 3arajbHUNA BMICT B C€4l BUXIHOI PEYOBHHHU, a TAKOXK BMICT B cedl
Ta Kajul i1 MeTabomiTiB, 10 MNpoHIIIM | OKCHIATUBHY Ta 2 KOH'IOTOBHY a3y
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MeTa0o0113My, CTAaHOBUTH > 85% 103M.

Kpim TOro, BHCOKOPO34YMHHI if04l PEYOBHHHU 3 HEMOBHOIO abCOpOIli€r0, TOOTO
cnostyku |l xnacy 3a BCK, MoxxyTh MaTu rpaBo Ha npoueaypy 0ioBeiiBep Ha mijcTaBi
BCK 3a ymoBH, 10 TIEBHI MEepeayMOBH BiJHOCHO CKJIaay MpemapaTy i pO3UYMHEHHS
In vitro BukoHaHi (uB. Takox po3aii V.2 «JlormoMikHI peUOBHHNY ITi€T HACTAHOBH).
binpm xopcTki BUMOTH OyAyTh TakoX 3aCTOCOBYBAaTHCS [0 TMpemapariB, IO
nporoHyioTeess 10 I kmacy 3a BCK, skmo moBHa aOcopOriis He Moxe OyTu
MEPEKOHINBO MPOIEMOHCTPOBAHA.

SIk  mATBEpHKEHHS MOXHA BHUKOPUCTOBYBATH JaHI mNpo Oil0EKBIBAJICHTHICTh
mpernapaTiB sl IEPOPaTbHOTO 3aCTOCYBAaHHSA, 1[0 € BOAHUM PO3YHMHOM Ta TBEPJIOIO
JKapChKOW (HOPMOIO, OCKIJIBKH II€ BKa3zye, 10 OOMexeHHs abcopOiiii oOyMOBIIeH1
XapaKTepUCTHKaMH TipenapaTy (i3 HeraiHMM BUBIJIBHCHHSAM) Ta MOXKYTh BBa)KaTHCS
He3HaYHUMU. [IpoBeneHI HaJeKHUM YHHOM JOCHIDKEHHS HPOHUKHOCTI IN Vitro,
BKJIFOYAIOYM CTAaHJAPTHI 3pa3Ku, MOXYTh TaKOXX BBAKATHUCS IM1ATBEPKYBATLHUMU
TUTSL JaHuX IN Vivo.

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

IV.1.1 3aranpH1 IIOJIOKEHHSA

JlocniDKeHHsT MaloTh TapaHTyBaTU BJIACTUBOCTI HETAMHOTO BHUBLIBHEHHS 1
MIITBEPKYBATH MOJIOHICTh MK JIOCTIPKYBAaHUMHM JIIKAPCHKUMHU 3aco0aMu, TOOTO
JTOCHIKYBaHUM Ta peepeHTHUM JIIKapChKi 3aCO0M MarOTh MOKa3yBaTH MOJ10HICTH
pO3YUHEHHS IN Vitro mpu (i3i0J0riYHO 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€ MIHIMAJbHY PO3YMHHICTh. BuKOpucTaHHA OyIb-IKHUX MTOBEPXHEBO-
AKTUBHUX PEYOBHH HE € MIPUIHATHUM.

HocnimxyBanuii Ta pedepeHTHUN JTiKapchKi 3aco0O0M MaroTh BIJIMOBIJIATH BUMOTaM
po3ainy 4.1.2 OCHOBHOTO TEKCTY HACTAaHOBU. BIAMOBIMHO /10 IIMX BUMOT JOIIBHO
JOCIIKYBATH OUIBII HIK OJHY CEPII0 JOCIIIKYBAHOTO Ta PEPEPEHTHOIO JIIKAPCHKUX
3aco0iB.

[TopiBHSUTBHI  JOCTIDKEHHS PO3YMHEHHS N VIIr0 MarTh BIAMOBIIATH JIiI0OYUM
dbapMakoneiHUM CTaHaapTaM. TakuM YUHOM, HEOOXIJIHO HaJaTH JCTalbHUN OIHUC
YMOB TIPOBEJICHHS €KCTIEPUMEHTIB 1 aHAJITUYHUX METOJUK, BKJIFOYAIOUM BasidalliiHi
naHi. PexoMeHIyeThCs BUKOPUCTOBYBATH 12 OJWHHUIIL JIIKAPCHKOTO 3aco0y s
KOXKHOTO JIOCHIJKEHHSI JJIsi TPOBEJCHHS CTAaTUCTHUYHOI 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;
® [epeMilIyBaHH;:
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 yChOTO E€KCIIEPUMEHTY; PEKOMEHI0BaH1 OydepHi po3unHU
onucaHl B €Bporeichbkiid (papmakonei abo JepxaBHiM odapMmakonel
Yrpainm);

® 1HII YMOBH: BICYTHICTh MOBEPXHEBO-AKTUBHUX PEUOBHH; Y pa3l KEITATHHOBUX
Karncya abo TalJeTOK 3 JKEJIATMHOBUM TOKPHUTTSIM MOXE JOIyCKaTHCS
BUKOPUCTAaHHA (PEPMEHTIB.

Crnig mpeACcTaBUTH MOBHUM KOMIUIEKT JOKYMEHTIB IIOJIO PE3YJIbTATIB MOPIBHAIBHUX
JOCHIKeHb IN VItro, BKJIIOYAKOYM MPOTOKOJ BHIIPOOOBYBaHHS, 1H(POPMAIIIIO 00
cepiil TOCHIIPKYBAaHOTO Ta pe(epeHTHOro JIKapChKUX 3ac00iB, JETalbHI yMOBH
EKCIIEpUMEHTY,  BaJiJalliiiHI  JaHi  METOJWK  MPOBEJEHHS  EKCIIEPUMEHTIB,
1HIUBITyaJIbHI 1 cepeIH] pe3yJIbTaTH Ta BIJMOBIHY IM1JICYMKOBY CTaTUCTHUKY.

IV.1.2. Oninka pe3yabTariB po3uruHEHH 1IN VIitro

JlikapchbKi 3acO0M BBaXAIOThCS AYXKE IIBUIKOPO3YMHHUMU, KOJIM HE MeHIue 85 % Bif
3a3HAYEHOI HAa €TUKETIl KUIbKOCTI JIIF0Y0i PEUOBUHU POZUMHSETHCA 3a 15 XBWIMH. Y
pa3i, KOJIM 11€ BUKOHYETHCA JJI1 TEHEPUYHOTO 1 peepeHTHOr0 JIKAPChKUX 3ac001B, iX
MoAI0HICTh MOXKeE OyTH IIpHitHATa 0€3 Oyb-IKOr0 MATEMAaTUYHOTO OOUYMCIICHHS.

BincyTHIiCTh 3HAUymUX BiIMIHHOCTEH (TIOXIOHICTH) Mae OYTH MPOJAEMOHCTpOBaHA Y
BHITA/IKaX, KOJU OLIBII HIX 3a 15 XBuiIMH, ajile He OuTbIe HIXK 3a 30 XB JOCATAETHCS
NPAKTUYHO TOBHE pO3uMHEHHs (mpuHaiiMHl, 85 % BiJ 3a3HAUYE€HOI HA ETUKETIN
KUTBKOCTI Aitouoi peuoBunu). dakrop momioHocTi (auB. Jomarok I miei HacraHoBm)
a00 1HII BIAMOBIAHI TECTH CJiJ BUKOPUCTOBYBATH I JIEMOHCTpaIii mpodiiro
noMi0HOCTI  JTOCHIKYBAaHOTO Ta pedepeHTHOro Jikapchkux 3aco0iB. [lpote
OOroBOpeHHS  BIIMIHHOCTI ~ NpOo(dUIIB  PO3YMHEHHS 3  TOYKA  30py  IX
KIIIHIYHOT/TepaneBTUYHOI ~ BIJAMOBIIHOCTI  BBAXKAETHCSA  HEIOPCYHUM,  OCKUIBKH
JOCTIDKEHHS HE BiI0OpaXkaroTh OyIb-sIKy Kopesiiro in vitro/in vivo.

IV.2. Jlonomisxchi peuogunu

Xoua BIIUB JIONOMDKHUX PEYOBUH Y JIIKAPChKUX (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 BUKIIOUeHH. ToMy HaBiTh y pa3i aitounx pedoBuH | kiacy 3a BCK
PEKOMEHIYEThCS BHKOPUCTOBYBATH TMOMIOHY KIJIBKICTh THX CaMHUX JOMOMDKHHUX
PEUOBHMH B CKJadl JOCIHIKYBAHOTO JIIKAPCHKOTO 3acol0y SK Yy pedepeHTHOro
JKapChKOTO 3aco0y.

Sxmro mporexypy 6ioBeliBep 3acTOCOBYeThes 0 mirounx pedoBuH I kimacy 3a BCK,
JOTIOMDKHI PEYOBHHU MAalOTh OyTH SIKICHO OJHAKOBHMH 1 KIJIBKICHO JTy’K€ CXOXKUMH,
1100 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 HEOOX1THO
PO3TJISHYTH 1 OOTOBOPUTH MOJKJIMBI B3a€MOJIIi, IO BIUIMBAIOTh Ha O10JI0CTYIHICTH
JIKapChKOro 3aco0y Ta/ab0 XapaKTepUCTHKU PO3YMHHOCTI. HeoOXimHO HajgaTu OIHC
GYHKIIA TOMOMDKHMX PEYOBUH 3 OOTPYHTYBAHHSIM TOTO, IO KIIBKICTh KOMXKHOI
JIOTIOMDDKHOT 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:

- MOTOPHUKY IUTyHKOBO-KHIIIKOBOT'O TPAKTY;

- CXWIBHICTh  JI0  B3aeMOJIi 3  JIIOYOI0  PEYOBUHOIO  (HAIPUKJIA,
KOMILJIEKCOYTBOPEHHS );

- MPOHHUKHICTH JIIKAPCHKOTO 3ac00y;
- B3AEMOJIII0 3 MEMOpPaHHUMH TPAHCTIOPTEPAMH.

JIOTIOMI>KHI pEYOBMHHU, 110 MOXKYTh BIUIMBATH Ha 010JJOCTYIHICTh MalOTh OYTH SIKICHO
Ta KUTbKICHO OJTHAKOBUMH B BUPOOOBYBAaHOMY Ta pePEPEHTHOMY JIIKAPCHKUX 3ac00ax.

V. Jlikapchbki 3acoom 3 pikcoBanor komoinaunierw (FCs)

[Tponenypa GioseiiBep Ha migcraBi BCK 3actocoByeTbest 10 pikcoBaHUX KOMOIHAIIHM 3
HeralHUM BUBIIBHEHHSM, SIKIIO BCi miroui pedoBuHU B FCS Hamexats m0 | um |1

kiacy 3a bBCK Ta st JOMOMDKHUX PEYOBUH BHKOHYIOTH YMOBH, OMHUCAHI B PO3LT
V.2,

[HakIIe HeoOXiIHO MPOBOJIUTH JOCITIKEHHS 010€KBIBAJIGHTHOCTI IN VIVO.
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Honaroxk IV

IIpencraBiienns GiopapManeBTUYHUX TA 0i0aAHATITUHYHUX JaHUX B po3aiii 2.7.1
Moayas 2.

1. Beryn

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

Lle#i momatox MICTUTH HaOlp MIAOJOHIB TaOMHIb IS JOMOMOTH 3asBHUKAM Y
HiAroTOBIN po3auty 2.7.1 Moayns 2, HaIaloThCS BKa31BKH OO MOJadl pe3yJbTaTiB.
Kpim Toro, nependavaerbes 110 CTaHIaPTU30BAaHE MPEACTABICHHS JaHUX CHPUSITUME
npolecy OIiHKH. ToMy 3asiBHUKaM PEKOMEHIY€TbCS BHUKOPUCTAHHS IHUX IIa0JOHIB
TaOJUIb TIPU MiAroToBLI po3auty 2.7.1 Moayns 2. et nogatok mpusHayeHUd Jist
3asgB Ha TEHEPUYHI JKapchbki 3acobm BimmoBimgHo a0 crarti 10 (1) JdupexTuBu
2001/83/EC ma wunnozo 3axonooascmea Vpainu [3]". KpiM Toro, y pasi morpe6u,
TaKOX PEKOMEH/YE€ThCSI BUKOPUCTOBYBATH 111 11a0JI0HU TaOJIUIb 1 B IHIIUX BUIAKAX,
TaKHX SIK 3a8BM Ha 3MIHH JI0 MaTepialliB PEECTPALIITHOrO J0ChE, 3asiBU Ha (DIKCOBaHI
KOMOI1Halli, 3asBH Ha 3MIHHU, 110 NOTPEOYIOTh HOBOI PEECTpAllii, Ta 3asBU HA T1OpUIH1
JKapChKi 3ac00U.

2. IncTpykuii 111010 3aMI0OBHEHHS Ta MOAa4i TA0UIb

Tabnui noTpiOHO 3aMOBHIOBATU TUIBKHU JJII OCHOBHHMX JOCHTIIKEHbB, 110 3a3HAYCHI B
J0ChE, BiAMOBITHO 10 po3aiury 4.1 HacranoBu. SIkio € Oinblie, HiXK OJHE OCHOBHE
JOCITIJKEHHS, 1HAMBIAyalbHI TaONMIIl MarTh OYTHM MIiJTOTOBIEHI i KOXKHOTO
nociimxeHHs. KpiM Toro, Taki BKa3iBKU IS 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 Tabmuii B po3nui 3 MarTh OYTH 3allOBHEHI OKPEMO MJi KOXKHOI'O aHajiTa B
JOCTIIKeHH1. SIKII0 iCHy€ OUIbIIe HIXK OAWH JOJIKYBAaHUM JIIKAPChKUM 3aci0,
TO CTPYKTypa TaOJMI[l HOBUHHA OYTH CKOPUTOBAHA;

e Tabmumi B po3auli 4 MamTh 3allOBHIOBATHCH IS METOAUKH, IIO
BUKOPUCTOBYETHCSI B MIATBEPKYBAIBHOMY (OCHOBHOMY) JOCIHITKEHHI
010€KBIBAJICHTHOCTI. SIKIIO BH3HAYA€THCS OILIbIIE HDK OJUH aHAT, TO
Tabmnis 4.1 1 norenmiiino Ta0omuist 4.3 MarOTh 3aIIOBHIOBATHCS I KOXKHOI'O
aHAIITY OKPEMO.

3arajioM, 3asiBHUKaM PEKOMEHIYEThCS BUKOPHUCTOBYBATH MEPEXPECHI MOCHIAHHS Ta
MPUMITKH, SIKIO JOJAEThCA JoaaTtkoBa iH(opwMairis. Tlosis, 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
PO3MIIIICHHST ~ MIATBEP/KYBaJbHOI  JOKyMeHTamii a0o Ha BHXIAHI JaHI 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-dhopmari.

3. Bka3iBku 11010 10KyMeHTAaIliil 115 npoueaypu 0ioBeiiBep Ha miacrasi BCK

BiamoBimai maHi anms oOTpyHTYBaHHsS 3aCTOCYBaHHs TMporeaypu OloBeliBep Ha
nigcrapi BCK wmaroTe Oyt BrimodeHi B po3ain 5.3.1 «3BiTH  JIOCHIHKEHHS
MOPIBHSIBHOI 0100CTYITHOCTI Ta O10€KBiBajeHTHOCTI» Moayns 5. KopoTkuii orisn
JaHUX TOBUHEH OyTH HaJaHuii B po3aual 2.7.1 3 oOIpyHTyBaHHSIM TPOBEICHHS
nporeaypu 6ioBetiBep Ha mifacraBi BCK Ta cmuckoM BiAMOBITHUX MTOCHJIAHb.

1. BizmMoBa npoBeeHHA OCTiIKeHb iN VIVO U1 Pi3HUX 103yBaHb

Taoauusa 1.1 AkicHui Ta KUIbKICHUAN CKJIa A0CTII)KYBAHOI0 JIKAPCHKOI0
3aco0y

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

(po3mip 3asiBrIeHO] cepii) (po3mip 3asiBreHOl cepii) (po3mip 3asBieHo] cepii)

Anpo Kinekicts %* KinekicTs %* Kinekicts O%0*
Ha Ha Ha

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

* KOJICHULL KOMROHEHm supadicaemuvcs y siocomkax (WIW) 6i0 3azanvrol macu s0pa abo macu 3 060r0uKow0 uu WV onst

PO3UUHIE

[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., HOCUIIAHHS)
YMOBU pO3YHMHEHHS Amnapatypa
O6epTH 3a XBUIINHY
CepenoBuiie
00’em
Temneparypa
CypdakranT
CepenoBuiie po3dMHEHHS Yac Binbopy npob (XBHIMHU YU FOANH) f,
5 10 15 20
Jlo3yBaHHS pH=
pH=
Ne KUJIBKICTh OJUHULIL pH=
Ne cepii QC cepenosume '
Jo3yBaHHs pH=
pH=
Ne KUJIBKICTh OJJMHULIb pH=
Ne cepii QC cepenosume '
Jo3yBaHHs pH=
pH=
Ne KUJIBKICTh OJJMHULIL pH=
Ne cepii QC cepenosume '

! Tinoku aKwjo cepedoguiye po3duHeHHs, NPUsHaueHe Ojisi OYIHKU BUBLIbHEHHA JIIKAPCbKO20 3aco0y, GIOPI3HACMbCA 6i0
oygheprux

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

MPOBEJICHHS JOCITIKEHHS 010€KBIBAJICHTHOCTI IN VIVO IS TOAATKOBHX J03yBaHb Ha
JOJATOK 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 JOJATKOBUMH KOJIOHKAaMH BIANOBITHO JO 4acy BiaOOpy IpoO.
Sxmo 3asBreHo OuTbie 3-X AIFOYMX PEYOBHH, MOTPIOHO JOJATH JOJATKOBI PSIKU.
3naveHHs f, moBHHHI OyTH po3paxoBaHi BITHOCHO JO3yBaHHs, JUIS SIKOTO JIOBEICHO
OloekBiBaJieHTHICTh. ~ HeoOXiiHO ~ OOTpyHTYBaTH  aJbTEPHATUBHUMA  METOJ,
BUKOPUCTAHUH JIJIS1 pO3PaxyHKY, AKIIO miaxiz f, He BUKOPUCTOBY€EThCS.
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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)

KinbKicHuil BMicT (% Bin
3a3HAYCHOTO Ha YIAKOBIIi)

Po3mip mpomucioBoi cepii

Tepmin npunaTHOCTI (HaTa
MOBTOPHOT'O TECTYBAHHSI)

Posmimenns ceprudikara Ha
npenapar

Towm/cTopiHKa, TOCHITaHHSL

Tom/cTopiHKa, TOCHIAHHS

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 kombinayii

.

[HCTPYKITI]

Akmio OUTBII HIXK OJIHA Cepis JOCTIHKYBaHOTO ab0 pedepeHTHOTO JIKapChKOTro

3aco0y Oylla BHUKOpHUCTaHA ISl JIOCIHIKEHb O10€KBIBaJEHTHOCTI,

3amoBHIoBaTH Taomuiro 2.1 1 KoKHOI AOCiIKyBaHOi/peepeHTHOT cepli.

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

HEO00X1HO

Hasga opramnizarii

Anpeca oprasizartii

THcnexuis

Pik Oprasizaris

Micre KaiHIgHOT
YaCTUHU JOCIIIKEHHS

Micue 6ioaHaIITHYHOL
YaCTUHU JOCIIIKEHHS

Micue
(hapMaKOKiHETUIHOTO i
CTaTHCTUYHOTO aHAJI3y

CIoHCOp TOCIiIKSHHS
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Taoauus 2.3. Indopmanis mogo <aocaigKeHHs>

HazsBa gociimkeHus:

Po3mimieHHs 3BiTy TOM/CTOpiHKa, TIOCHIaHHS
[epiox gocmimkeHHs
Krniniune: <Ywucno, Mics1lb, pik> - <UucI0, MicsIb, PiK>
BioananiTuune: <Ywucno, Mics1lb, pik> - <UUCIO0, MiCsIb, PIK>
Hwnzaitn
Jo3za:

OnHokpartHe/6araTokpaTHe BBEICHHS:

KimpkicTs mepiomis:

JBoxda3Huii Au3aiH: (Tax/mi)
Harme/micns mpuitomy ixi:

Kinbkicth cy6’exTiB

- OTpUMaJH JI03yBaHHS: <##>

- 3aBEPUIMIIN JIOCIIJDKCHHS: <##>

- BKJIIOUeHO B (iHanbHuUil ctatuctuunuid ananiz AUC: <#H#>

- BKJIFOYCHO B (piHATBHUN CTATUCTUUHUHN aHaMi3 Cpay: <##>
[HCTpYKITT

HeoOx1an0 3amoBHIOBaTH Tadmumi 2.2 1 2.3 11 KOKHOT'O JTOCIIKEHHS

3. Pe3yabTaTn

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

dapMakoKiHETHYHI MapamMeTpH * Cepenne apudmernune (+ cranaaptHe Bigxunenus SD)
HocaimkyBanuii gikapebkuii 3aci6 | PedepenTHuii gikapcbkmii 3acio

AUCpy!

AUC (.2

Crnax

tmax 3

! Mooicna exasysamu AUC g.7ony 3amicms AUC . 6 docniodicennsx 3 nepiodom 6i06opy 3paskie 72 200, Koau
KoHyenmpayis npu 72 200 sumiproemocs. Tinoku O npenapamie He2auHo20 6UGLIbHEHHS. .

? Hemae neobxionocmi exasysamu AUC g, axuyo AUC g.72n) 6xasyemuves zamicmo AUC gy,

3 Meoiana (Min, Max).

* Cepeone apupmemuune (+ SD) moorce Gymu saminene na cepeone eomempuune (+ CV %)

Taoauusa 3.2. lonaTrkoBi papMakokiHeTn4Hi xaHi qisg <anaiait> B <Ko
JOCJIZKeHH >

Konunenrpauisi B OioJioriuniii pinuni ge: Cnopinnena ingopmanis
AUC(. / AUC(.1<0.8! <inenrtudixamiitanii Homep cy6’exta, # nepioxny, F >
Chmax € IEPIIOI0 TOYKOIO < ineHrudikaniiauii Homep cy6’exra, # nepiony, F>

< ineHtudikanituuit HoMep cy6’exTa, # nepiony, F,

3pa3ok 10 BBeganHsa 1034 > 5% C .
P A a a max KOHIIEHTpALLis 10 BBEJICHHS J103U>

! Tinoxu axujo ocmanna mouxa 6i06opy AUC .y menwue Hisic 72 200
2F = T ona 0ocrioocysanoco npenapamy ma F = R o1 pegpepenmuoco npenapamy
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Taoaunda 3.3. Ouinka 0ioekBiBaJeHTHOCTI g <aHaidiT> B <Koa
JOCJTIZKeHHA>

CepeniHe reoMeTpHYHE

®dapmakokiHeTHIHI _ cuiBBitHOMIEHHS! 3 Josipui inTepasn CV% !
napaMeTpu AocaixKyBaHuii/pedepeHTHHI
JiKkapcbKuii 3acié
AUC?gy
Cmax

! Pospaxosane 3a cepednvoxeadpamuunoio pisnuyeio (Residual Mean Squares). /[us docrioscens 3 nosmopHum
OU3AUHOM  3a3HAYAOMb  GHYMPIWHbLOCYO ‘ekmuy  gapiabenvhicms (%),  uxopucmosgyiouu Oaui MIinbKu
peghepenmuo2o TKapcbKo2o 3aco6y.

? B oeaxux eunaoxax AUC g.72n)

[HCTpyKITi
Heo0Oxiano 3amoBHioBaty Tabmuti 3.1 — 3.3 11t KOKHOTO BIAMOBITHOTO aHAMITY.
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Taoaunga 4.1. Baaiganisa 0OiloaHAJITHYIHOI METOANKH
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3BIT 11010 Bamifanii aHATITHYHOT'O METOLY
Micue3HaxomKeHHs

<Kox mocmimkeHHs>
<TOM/CTOpiHKa, IPUMiTKa>

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

<Koau pociimkeHn>

Kopotkuit onmc MmeTo1uku

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

Bionoriyna matpurs

<HaIpuKJIaj, 1jJa3Ma, KpoB, ceya TOI0>

AmHanit
Micre3HaxompKeHHs cepTUdikaTa Ha Ipenapar

<HasBa>
<TOM/CTOpiHKa, IPUMiTKa>

Buyrpimmiit crammapr (1S)
Micne3HaxomKeHHs cepTUdiKkaTa Ha penapar

<HasBa>
<TOM/CTOpiHKa, IPUMITKa>

Kani6pyBasbHi KOHIECHTpAILIi (OJMHHUII BUMIPY)

HuxHst Meka KiTbKiCHOTO BU3HAYCHHS (OJMHHUIIS BUMIpY)

<HIKHS MeXa KUIbKICHOTO BU3HAYCHHS>,
<mpaBWIBHICTH %>,
<mpernm3iiHicTh %>

QC koHneHTpanii (0JUHHLI BUMIPY)

MixcepiliHa IpaBIIBHICTh

<piama3oH abo orpumani 3uauenss QC >

MixcepiliHa npenu3iiHICTD

<piama3oH abo orpumani 3uauenss QC >

BHyTpimHbOCEpiiiHa IPABUIBHICTD

<piama3oH abo orpumani 3uauenss QC >

BuyTpimHpocepiiiHa npenusiiiHicTh

<pmiana3oH abo orpuMaHi 3HaueHHs QC >

Matpuunuii pakrop (MF) (8ci QC)!
IS HopMmanizoBauuii MaTpudHHUi pakTop (Bci QC)!
Koeditient apiarii (%) IS HopManizoBaHOr0 MaTpHIHOrO (akropa (Bci QC)!

BifcoToK OTpUMaHKX 3HAYCHbB 3pa3kiB KOHTpoJIO skocTi (QCS) B aiana3oHi Bix
85% 1o 115% six m.3. - *

BizcoTok cepiii MaTpHIli 3 OTpUMaHKM cepeqHiM 3HaueHHsM MeHIe 80% ta
6inpime 120% Big p.3. =4

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

<cepelHE 3HAaYCHHI> <CepeHE 3HAaYCHHSI>

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

JloBrocTpokoBa CTabiIbHICTE OCHOBHOTO PO3UMHY i pOOOYNX PO3UMHIB? (3MiHH,
1110 crocrepiratTbes, %)

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

CrabinbHICTb 30epiraHHs B aBTOMaTHYHOMY NPOOOBiAGIpHUKY
(3MmiHu, 110 criocTepirarothes, %)

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

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

<Yac> mpu <°C>
<%, niama3on abo orpumMani 3HaueHHs QC >

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

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

HOHyCTHMiCTL PO3BEACHHS

KomnmenTpartis po36aBieHHs < B CKiJIbKH pa3iB >
IpaBunbHicTs <%>
[peunsiitaicts <%>

YacTkoBa Baigarfis >

<Omnumcatu KOPOTKO MPUYHHY peBalTizarii>

Po3mimenns < Towm/cTopiHKa, MpUMITKa >
[Tepexpecna Bamigaris > <Omnucatu KOPOTKO MIPUYHHY IepeXpecHO]
Po3MileHHs Bajiganii>

< Towm/cTopiHKa, IpUMiTKa >

! Moaice ne 3acmocogysamucs 015 OaHOI AHATTMUYHOT MEMOoOUKU.

2 Jlonycmumo nogioomasimu pe3yibmamu KOpomKoCmpoKo6oi cmabiibHOChi, AKW0 HeMA€e OaHUX 00820CMPOKOBOT

CMabinbHOCMI OCHOBHO20 [ pOHOU020 PO3UUHIE.

3 L[i psaoku He € 06086 si3koeumu. Tlogidomme npo OyOv-aKy eanioayiro, wjo Oyia nposedera nicjisk NOYAmKo8oi 8ani0ayii.

H.3. - HOMIHANbHE 3HAYEHHS.
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[HCTpYKITIS
Jeski migxoau B Tabmuii 4.1 3aCTOCOBYIOTh TUIBKHU JIJIsE XpoMaTorpadiyHuX METO/IIB 1

HE 3aCTOCOBYIOTH IS JITaH/I-3B’I3YIOUNX METOAIB. Bka3zyBaTH «HE 3aCTOCOBYETBCS,
SKIIO NIAXOOW HE € BIANOBIIHAMHM I JaHUX aHaimi3iB. HeoOXiIHO 3amoBHIOBATH
Tabnuiio 4.1 A7 KOXKHOTO BiJIMOBIAHOTO aHAIITY.

Taoauus 4.2. Ilepioa 30epiranus 3pa3KiB 10CJiIKeHHSA

Kox mocnimxenns ' 1 aHamity HaiinoBmmii mepiox 30epiranus

< KUTBbKIiCTh > JHIB IIpu Temneparypi <°C>

< KUIBKICTB > HIB IIpH TeMneparypi <°C>

" minbku 0151 OCHOBHUX OOCTIONCCHD

Taoauus 4.3. Anani3 3paskiB  <Koa nocaigxenns>

Amnamir <HaszBa>
3aranpHa KUIBKICTh BifiOpaHUX 3paskiB < KiUJIBKICTb >
3aranpHa KUIBKICTh 3pa3KiB 3 NPUHHITHIMY pe3yJbTaTaMy < KiJIBKICTB >
3aranpHa KUTBKICTh MOBTOPHO NPOaHai30BaHUX 3pa3KiB'? < KUIBKICTB >
3araipHa KUIBKICTh aHAITHYHUX I.II/II(J'IiBl < KUIBKICTB >
3aranpHa KUTbKICTh IPUHHATHUX aHATITHIHUX L[I/IKJ'IiBl < KUIBKICTB >

[loBTOpHMIi aHANI3 JOCHIIPKYBaHUX 3Pa3KiB 3 METO0 OLIHKM NPaBUIILHOCTL BM3HAUEHHS aHAJIIiTy B
kiIiHiunmx spasxax’ (incurred-samples)

KinpKkicTp 3pa3kiB < KUIBKICTB >

BincoTok 3paskiB, y SKUX PI3HUIS MiX JBOMa IOKa3HUKaMHU
Oyma wenme HibK 20% BiI CcepeoHBOrO  3HAYCHHS
xpomarorpadivHux aHamiziB abo MeHme Hix 30 % 11t MeToy
3B’s3yBaHHS JIITaH/iB

<%>

! 6e3 no6mopHoO NPOAHANIZ08AHUX OOCTIONCYBAHUX 3PA3KI6 3 MEeTOKn OLiHKM NPaBUIIBHOCTL BM3HAUEHHA aHajiTy
B xainiunmx spaskax” (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 MMPU 3arajabHINA OLIHIT
(hapMaKoOKIHETHUKH JIIKApChKOi pedyoBUHM. [ psga XIMIYHHUX CIHONYK iH(opMaliis
110,10 a0COJIIOTHOT 010/I0CTYIMTHOCTI IMOJIETTIYE OIIHKY BU3HAYEHHS 0ajaHCy Macc, 10
7A€ MOXJIMBICTh POOWTH BHCHOBKM TPO BIUIMB IUISAXY BHBEIACHHS Ha KIIPEHC
PEYOBHHH.

L5 indopmariis BaxkIuBa Mpu HEOOXITHOCTI TOCTIHKEHb 3@ yYacTIO MAIl€HTIB 3
HUPKOBOIO Ta TEYIHKOBOIO HEIOCTATHICTIO, a TAaKOX JOCTIIKEHb MDKIIIKAPChKOT
B3a€MO/IIi 32 pIBHEM >KOBYHOI eKckpelli. [Hpopmaliia Takoxk Moxe OyTH KOPUCHOIO
MpU MPOTHO3YBAHHI HACIHIJKIB MPECUCTEMHOI MDKJIIKAPCHKOI B3a€MOJIl, a TaKOX
IIBUKOCTI aOCOpOIIii Ta MeTabo13My.

TakuMm YUMHOM, SIKIIO II€ MOXJIMBO, OCOOJMBO, I HOBHUX MIIOYMX PEUYOBUH
cUCTeMHOi [iii aOCOJIOTHY OIOJOCTYMHICTh HEOOXIHO BHU3HAYATH METOJIOM
MOPIBHSAHHA O10JJOCTYITHOCTI HPH HEBHYTPIIIHHOBEHHOMY Ta BHYTPIIIHHOBEHHOMY
nuIsiXxax BBeACHHS. JlJi1 pedyoBUH 3 HENIHIMHOK (DAPMAKOKIHETUKOIO yBara MOBHHHA
Oyt mpuaiieHa 1031 (-am), M0 BUKOPUCTOBYBAJACh (-MCh) JJIsl OIIIHKH aOCOJIFOTHOT
6iomoctynHocTi. KpiM Toro, gani 3 aOCOMOTHOOT O10/JOCTYITHOCTI € BaXJIMBUMU MIPH
IIPOBEJICHHI OIIHKH 3a mpoleayporo 6ioBetiBep Ha mifctaBi bCK [4].

Bionocna 6iooocmynnicmo

PexomeHyeThcss oTpuMyBaTu 1HGOPMAIlIIO 100 BIJHOCHOT 0100CTYITHOCTI
PI3HMX JiKapchkuX Gopm (abo CKIaAiB), 110 BUKOPUCTOBYBAIUCH B MPOLECT PO3POOKHU
npenapaTty. 3a BH3HAYCHHSAM, BiIHOCHa OIOJOCTYMHICTH — 1€ TOPIBHSIHHS
010I0CTYITHOCTI PI3HKUX JIKapChKUX (GopM (abo X Pi3HUX CKJIAiB), IO BBOIATHCS
OJIHAKOBUM a00 PI3HUM HEBHYTPIIIHHOBEHHUM MUISIXOM (HANpUKIA, TaOJIETKU
MOPIBHSHO 3 OPAJIbHUM PO3UHNHOM).

JocnixeHHs: O10€KBIBAJIEHTHOCTI HEOOX1JHI, KpIM BHMAJIKy MpOLEAYypH
oioseiiBep Ha migacraBl bCK, gkmo Oynu mpoBeleHl 3MIHU CKJIaay Mpenapary, SKui
BukopuctoByBaBcs B III (a3l KmHIYHMX JOCHIKEHb, 110 MOXYTh BIUIMHYTH Ha
MIBUJIKICTh Ta CTYMHiHb a0COpOIlii, MOPIBHAHO 3 KIHIIEBUM CKJIaJ0M. JloCiiKeHHS
BiTHOCHOI  OiogocTynmHOCTI (200 TOpPIBHSUTbHI — JOCHIDKEHHS  0100CTYITHOCTI)
PEKOMEHIOBaHI MIX pi3HUMHU ckjiagamu npemnapaty npotsrom I, 11 ta III ¢azu. He
BUMAara€TbCs JIEMOHCTpalliss  Ol0€KBIBAJIGHTHOCTI  CKJaJiB  Mpemapary, Iio
BukopucroByBanuch B Il Ta III dasi. Ilepenbavaerncs, mo Oyab-sSKi BIAMIHHOCTI B
HIBUIKOCTI abo CTYIIEHI
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abcopO11ii Mk ITMMH CKJIaJlaMU BPaXOBYIOThCS B 1u3aiini pociimkens I gazu.

KiminiyHa  3Ha4ymiicTb  BIAMIHHOCTEM — CKJaJiB  JIIKApChKOro  3acoly,
BukopucTtoByBaHux y ¢azax I, Il 1 Il mocmimxkenns, maioTs OyTH OOTOBOpEHI y
J0JaTKaxX Ui HOBUX XIMIYHUX JIIOYMX PEUOBUH B po3ainax 2.5 1 2.7.1 1 BpaxoBaHi B
OLiHII (papMaKOKIHETUYHUX JaHUX B po3aia 2.7.2 Monyns 2.

PexoMenaaiii moao cynpadioqocTynnHux npenaparis

JocnipkyBaHui JTiKapChKUM 3aci0 BBAKAETHCS CynpadioJOCTYITHUM SIKIIIO HOTO
a0copOl11ii € 3HAYHO BHUIIOIO HIK, Y peepPEeHTHOr0 JIIKAPCHKOTO 3aCc00y.

Skiio cynpabioIoCTyHICTh BUSIBIIEHA, TO HEOOX1THO PO3TJISHYTH MOMJIUBICTh
PO3pOOKH JiKapChKkoi (pOpMHU 3 MEHIIO CHIIOKO Aii. Y IbOMY BHUIIAIKY, HEOOX1THO
npeacTaBUTH  OloapMalleBTUUHY  pPO3pOOKY Ta  OCTAaTOYHE  JAOCIIJKECHHS
010JTI0CTYITHOCTI 3MIHEHOI'O HOBOT'O MPOIYKTY MOPIBHSAHO 3 PEPEPEHTHUM JIKAPCHKUM
3aco0om. Citiji 0OrOBOPUTH MOKJIIMBI BIIMIHHOCTI BILIMBY TKI Ha IIBUAKICTH Ta / abo
CTyMiHb abcopOI1ii MK 3MIHEHUM HOBUM MPOJIYKTOM Ta pedepeHTHUM JIKaPCHKUM
3ac000M Ta, AKII0 HEOOXIIHO, OLIIHUTH B JOCIIKEHHIX IN VIVO.

VY pasi konu po3poOieHa Jikapcbka ¢hopMa Mae MEHIIY CUJTy Jii, BIaCTHUBOCTI
CcynpabioIOCTYITHOTO JIIKAPCHKOTO 3aco0y MOBWMHI OYTH BHBYEHI B KIIHIYHHUX
JOCIIIKEHHSIX .
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Mo:KIuBiCTh  BHKOPHUCTAHHSI  CXeMHM  TPbOX-NIEPIOAHOr0  NepPexXpecHOro
NMOBTOPHOI0 AM3AaWHY AJIsl AeMOHCTpalii BHYTPIlIHHOCY0 €KTHOI BapiadeJabHOCTI
Cmax

Bumaraerbcsi BUKOPUCTOBYBATH MOBTOPHUI JTU3aliH NpU SIKOMY pedepeHTHUM
JIKapChKUM 3acid MNpUUHATO OUIBII HDK OJWH pa3, IS JEeMOHCTpalli, 1o
BHYTPIIIHBOCYO €KTHA BapiaObenbHICTh I Chrax peepeHTHOro JKapCchbKOTO 3acoly
Buie HiK 30 %. HalGiap1n Jo11i1bHO0 B pa3i OOrPYHTYBaHHS BUKOPUCTAHHS TPHOX
NEePIOIHOTO MOBTOPHOTO A13aliHy ISl PO3MIMPEHHS KPUTEPIiB NPUUHITHOCTI A1 Crax
Oyna 6 pangomizaillisi cy0’€KTiB, 1[0 OTPUMYIOTh IIpenapaTH, y TakoMy nopsiaky: RRT,
RTR ta TRR (me R — pedepentnuii nmikapcbkuii 3acid, T — mocmixyBaHU
Jmikapcbkuil 3aci0). Takuil ni3aiiH € HAWOUIBII JOUIIBHUM, TaK SIK yCl CyO’€KTH
OTPUMYIOTh pePEpeHTHHI JIKapChKUil 3acid ABIYl, Ta, TAaKUM YHUHOM, OILIIHKa
BHYTPIIIHBOCYO €KTHOI Bap1aOeabHOCT1 0a3y€eThCs HAa JaHUX BCIX CY0’ €KTIB.

Pannomizamisi cy0’ekTiB, B pa3l OOrpyHTYBaHHsS BUKOPUCTaHHS TPbOX-
NEPI0IHOTO MOBTOPHOTO JU3ANHY JJI POLUIUPEHHS KPUTEPIiB MPUHHATHOCTI Crax, 1110
oTpuMyroTh mnpenapatu y nopsaaky TRT ta RTR He posrisgaerscs onTHUManibHORO.
Opnak Takuil aAu3ailH MIr Ou  3a0e3MeUuTH OIIHKY BHYTPIIIHBOCYO €KTHOT
Bapia0beIbHOCTI HOCTIKYBAHOTO Ta peepeHTHOTO JIKapChKUX 3ac001B. OCKIIbKU 1151
OIliHKa 0a3yeThCs TUIBKU Ha MOJOBUHI BCIX CYO’€KTIB OCIHIKEHHS, HEBU3HAUYCHICTD
MOB’s3aHa 3 UM OyJe BHIIE, HiXK sKIo BUKOpUcToBYyeThcsi RRT/RTR/TRR nu3aiin.
Takum uuHOM, sKiO BUKOpUCTOBYeThcs TRT/RTR — nuzaiin, Bumie miaHc
HEKOPEKTHOT'O BHUCHOBKY I110JI0 BUCOKOiI BaplaOeabHOCTI peepeHTHOIO JIKAPCHKOTO
3aco0y.

BinmosigHo 10 BUMOT Ii€l HacTaHOBH Ta BUMOT KepiBHuITBa €C [4], mpuHaliMHi
12 cy0’ekTiB HEOOX1THO JIJIsi 3a0€3MeUeHHS PO3TJIsly BIIIHOCTI JAHUX JTOCTIIKEHHS
010€KBIBAJICHTHOCTI Ta JJIA OLIIHKM YCIX KJIIOYOBHUX MapameTpiB. TakuM YUHOM, SIKILIO
BUKOPUCTOBYETHCSI TPHOX-TIEPIOTHUIA MOBTOPHUM JU3ANH ISl pO3IIUPEHHS KPUTEPIiB
npuiHATHOCTI Cpax 3 opsiakoM BBeacHHS TRT/RTR, To BBaXKaeThes, 110 IPHHAKMHI
12 cy6’exrtiB Oyae HeoOXigHO it 3abe3neyeHHst gaHux 3 nociigoBHocTi RTR. 1le
nependavyae JOCHIDKEHHS, B SKOMY OyjJe BHMAaratucs B 3arajibHii KUIBKOCTI
npuHaiimMH1 24 cy0’€KTH, SIKIIO piBHA KIJIBKICTh CY0’€KTIB 3a/isiHa ISl IBOX TIPUIOMIB
y IBOX ITOCIIITOBHOCTSIX.
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Bumoru 10 gociigxkeHHs: 0i0eKBIBaJeHTHOCTI TeHEPUYHOTI0 JIKAPCHLKOIro 3aco0y,
skmo SMPC pedepenTHOro Jikapcbkoro 3aco0y 103BOJISI€ NpPUEMATH
noApioHeHy / ne3iHTerpoBany TaldJieTKy (3Mimany a00 He 3MillIaHY 3 [Kel0).

biomocTymHicTh Aitouoi (-uX) PeUYOBHHU (-H) MOXKE 3MIHIOBATHUCS, SIKIIO JIIKAPCHKi
3aco0u MOAPiIOHIOIOTHCS / JE3IHTETPYIOTHCS, 00 CIPUATH KOBTAHHIO, a TAKOXK, SKIIO
noApiOHEeHy / Je3iHTerpoBaHy TaOJIeTKy 3MimyloTb 3 ikew. Ilg 3miHa B
61070CcTynHOCTI MOXe OyTH crenu(pivyHOI0 B 3aJIKHOCTI BiJl CKJIaay Mpenapary Ta
roro BiactuBocTei. Tomy BUNPOOOBYBAaHMM JIIKApChbKUM  3acid, SKHA €
010€KBIBaJICHTHUM pedepEeHTHOMY JIKapChKOMY 3ac00y MpH MPUHOMI 111101 TabJIETKH,
MOXE€ MaTH CYTTE€BO BiAMIHHY OIOJOCTYIHICT, TIOPIBHSIHO 3 pedepeHTHUM
JiKapcbkuM  3aco00M, KOJMKM  o0uaBa  MpUHAMalOThCs — moapiOHeHuMH  /
Ae3iHTerpoBaHMMU  (3MilIaHUMU 200 He 3MimaHuMH 3 Dkero). OTke, 3TiIHO
MOTIEPEAHBO OIMYOIIKOBAaHOT HACTAHOBU, OYIKYBAJIOCA, IO 010€KBIBAJCHTHICTh TaKOXK
MOBUHHA OYTHU IOBEJICHA JJI IOAATKOBOTO CIIOCO0Y MPUIOMY, SIKIIIO HE BUKOHYIOTHCS
BU3HAYCHI KPUTEPIT, O JO3BOJIATH YHUKHYTH JOJATKOBHUX JTOCIIKEHB IN-VIVO.

[Ipore, poboua rpyna 3 (QapMakOKIHETHUKU MEPErVIsiHyJa CBOI MO3ULII0 3 JAHOTO
NMUTaHHA 1 HaA JAaHWM 4Yac BBaXKae, IO MAaJOKWMOBIPHO, INO BIAMIHHOCTI B
010JIOCTYITHOCTI OyIyTh BIIPIZHATHCS MIK BHIIPOOOBYBAHMM Ta pePEpeHTHUM
JIKapChKUMHU  3aco0aMu, SKIIO Oylae  JOBeAeHO  OI10CKBIBAJICHTHICTh  MIXK
BUMNPOOYBAaHUM JIIKAPCHKUM 3ac000M 1 pedepeHTHUM JIIKapChbKuM 3aco0oM 3
1HTAKTHOIO a00 HEJUCTIEPrOBaHOIO TabJIETKOIO.

Otrxe, sxkmo SmPC pedepentHoro mikapchbkoro 3aco0y T03BOJISIE MPUAMATH
noJipiOHEHy / Je31HTerpoBaHy TaOJeTKy (3MilraHy abo He 3MilllaHy 3 1KE) Hemae
HEOOX1THOCTI B TIPOBEJCHHI O10€KBIBAJICHTHOCTI 3 IMM JOJATKOBHM CIIOCOOOM
IPUAOMY.

Jlnst mpenapartiB, SKi MOXYTh OyTH JUCHEProBaHi B BOJlI Ta NPUUMATHUCH 4Yepe3
HA30TacTpalbHy TPYOKy, HEOOXIAHO HamaTh aaHi IN VIr0 s miaTBEpIKCHHS
3asBieHoro B SmPC crnoco0y 3acTocyBaHHS.
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Bumoru 1o gociixxeHHs: 0i0eKBIBaJEHTHOCTI JIKAPCHLKOI0 3ac00y y JiKapcbKiil

dopwmi

e nepopajbHMili po3uuH (a00 cycmeH3isi) B OJHONO030BMX IMaKeTaX, SKIIO
BUNIPOOOBYBaHMIl JiKapcbKkHMil 3aci0 Mae mpuiimMaTucs 3 BoAow ado Oe3 (ado
HeMmae€ indopmaiii o0 npuiioMmy BoIH)

® NMOPOLIOK 200 TPaHyJAT JA NEPOPAJHLHOr0 3aCTOCYBAHHSI B OHOI030BHX
nakeTax, K0 BUNPOOOBYBaHMIl JiKapCbKHUil 3aCi0 Ma€ npuiiMaTHucs 3 BOJ0I0
a0o 0Oes.

BumMorn miono mnpuiiomMy piIMHM i 4Yac BUBYCHHS O10€KBIBaJIGHTHOCTI /
MOPIBHSIbHOT 010/I0CTYITHOCTI OpajJbHUX PO3UMHIB Ta CYCHEH31H MOXYTh OyTH
y3arajabHEH1 HACTYITHUM YHHOM:

1.V Bunanky, sikio B SmPC pedepeHTHOro J1iKapchKoro 3aco0y 3a3HaueHo, 110 Horo
CJiJI MPUKAMATH 3 BOJOIO, a BUIPOOOBYBAHUI JIIKAPCHKUN 3aCi0 Ma€e Taky XK BUMOTY,
TO TiJ] Yac AOCIIKEHHS 00M/IBa MpemapaTy CJiiji MPUUMaTH 3 BOJIOKO.

2.V Bunajuky, ko B SmPC pedepeHTHOro J1iKapCchkoro 3aco0y 3a3HauyeHo, 10 HOro
citijl npuiiMaTty 6€3 BOM, a BUIIPOOOBYBAHU JIIKAPCHKUM 3aCci0 Ma€ Taky K BUMOTY,
TO MiJ1 Yac JAOCIIIKEHHs 00uBa IIpenapartu Cii npuimMaru 6e3 Bou.

3. ¥V Bunaaky, sxiio B SmPC pedepeHTHOro Jikapchkoro 3acody 3a3HadeHo, 110 HOro
CJIi1 MpUKAMATH 3 BOJOIO, 2 BUITPOOOBYBAHUH JIIKAPCHKUI 3ac10 MOXKHA MIPUIMATH SIK 3
BOJIOI0, TaK 1 6€3 BOJM, TO IMiJl Yac JOCTIIKEHHs] OOMJ[Ba Mpenaparu Cliji MpuitMaTu
pa3oM 3 BOJIOIO Ta JIOJIATKOBO MPUHMAaTH BUIPOOOBYBaHUI JIIKapChKui 3acid 0e3 Boau
(HampuKIam, TPETs rpymna).

4.V Bunaaky, skio B SmPC pedepeHTHOro 1iKapchbKoro 3aco0y 3a3Ha4€HO, 1110 HOTo
CJiI mpuiiMaTu 3 BOJOI0 abo Oe3, a BUMPOOOBYBAaHUM JIIKAPCHKUI 3aci0 Mae Taky xk
BUMOTY, TO IIJ Yac JOCIIJKEHHsS OoOuABa MpenapaTrd ciij npuiiMatd 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 BUMPOOOBYBAHMI JIIKAPCHKUU 3acid Mae Taky Xk
BUMOTY, TOJI MiJl Yac JOCTIKeHHs 0oOWJIBa Tpemapard ClijJl nmpuiiMatu 0e3 BOIH,
OCKIJIBKH 11€, SIK MPABUIIO, O3HAYAE «HANTIPIINH CIICHAp1i».

OO0rpyHTYyBaHHS:

3miHa 00’ €My CIIOKMBAHHS PIAMHU MOKE BIUTMBATH HA 4ac MPOXOKEHHSI ITUTYHKOBO-
KHIIKOBUM TPAKTOM 1 B JICSIKUX BHITaJKaX PO3UYMHHICTh aKTUBHOI pEYOBHHHM IN VIVO Ta
/ ab0 KOHIIEHTpPAIlIF0 KPUTHYIHOI JTOITOMIKHOI PEUOBHHH, a OTXKe, 1 abCopOIlifo TiF09oi
pedoBuHU. OTXKE, MOXIHBUN €(EKT CHOKWBAHHS PIUHUA TMiJI 4Yac TPHUHOMY Ha
010/I0CTYIIHICTh OPAJILHOTO PO3YMHY / CYCIEH311 HEMOXKJIUBO BUKIIOUUTH. OCKIUIBKH,
AK OYIKYETbCS, BEJIMYMHA LBOro eQekTy Oyne MaKCUMallbHOK, KOJIU NpHiioM
Bi10yBaeThcs 06€3 BOAM, 110, K MPABUIIO, SBJISIE COO0I0 HAUTIpIIMH ciieHapii, Oyso 6
Kpauie AO0CHIKyBaTH O10€KBIBAJIEHTHICTh / MOPIBHSJIBHY O10[JOCTYIHICTh HPH IUX
yMoBax. BiixuieHHs BiJ UbOTO MiXOAY MOBUHHI OyTH HayKOBO OOIPYHTOBAaHUMU Ta
M1ATBEPKYBATUCS TOJATKOBUMHU JTOCTIKEHHSIMHU Ta / ab0 JiTepaTyporlo.

66



CT-H MO3Y 42-7.3:2020

JlonioBHeHHH 5

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 010/J0CTYITHICTh, TOOTO BOHH TOKa3YIOTh MOPiBHIOBAaHE IN VIVO BUBLIHHEHHS.
[lepopasibHi pO3YMHH BBAXKAIOTHCS MEHIII KPUTUIHUMH, OCOOIUBO y BUMIAAKY BOJIHUX
pPO3YMHIB, IO MICTATh TOBHICTIO PO3YMHEHI [il0Yl PEYOBHHH, OCKIJIBKH Hi
BUPOOHUYMIA TpoIlec, Hi JIIKapchka (opMa HE BIUIMBAIOTH HA BHUBUIBHEHHS MA1IOYOT
PEUOBHMHM, a BIUIMB CKJIaay Ha abcopOiito € MiHiMaidbHUM. [IpoTte, momoMixkHI
PEYOBMHM MOXYTh BIUIMBAaTH Ha OlOJOCTYIHICTh PI3HUMH, HE OOOB'SI3KOBO
nepeadavyBaHUMU IIUISIXaMH, OCKUIBKM CHCTEMaTH4HI1 JOCTIDKEHHS CHenu(iaHux
JONIOMDKHMX PEYOBHH € PINKO JOCTYMHHMMH, 1 B3araji, iN VIVO YyTJIHBICTh TIFOYHX
PEYOBHH JI0 BIUIMBY JTIOMOMIKHUX PEUOBUH MOXKE BIJIPI3ZHIATHUCS.

Po3nin «Po3zumnu 1t opanibHOrO 3actrocyBaHHs» [omatky Il miei nacrtanHoBu
CIeLiaJIbHO BKa3y€e Ha Te, M0 JACAKl «KPUTHYHI JOTOMIXKHI PEUYOBUHMY, TTOTCHIIIHO
BIUTMBAIOTh Ha O010JOCTYIMHICTH IN VIVO 3a gomomororo in Vvitro ta / a6o in Vvivo
B3aeMo/ii. KpiM Toro, nojiOHICTh JOMOMIKHUX PEYOBUH CJIiJ] OIIHIOBATH BIAMOBIIHO
710 BUMOT, BCTAHOBJIEHUX JJIs1 Ipoueaypu OioseriBep Ha mijcraBl bCK (muB. omaTok
III mi€ei HactanoBu). OTKe, BIIMIHHOCTI B JOMOMIKHUX PEYOBHUHAX MOXJIUBO OUIBIII
THYYKO TpakKTyBaTH 1S Airounx pedoBuH | knacy 3a BCK, nporte y Bunaaxky airoumux
pedoBuH III kmacy 3a bCK ouikyeTbes, 10 AOMOMIXKHI PEUOBUHHU SIKICHO MOAIOHI 1
KUIBKICHO JTy>K€ OJIM3bKO CXOXI.

Ile BBakaeTbcsl OOTPYHTOBAHUM, OCKUIBKM HAyKOBE OOIPYHTYBaHHS UIOJO
MOTEHIIIHOT B3aeMO/Iii BUCOKOpO3unHHUX JAitounx pedoBuH (I ado IIT kiacy 3a BCK)
Ta JIOMOMDKHUX PEUOBUH TAKOX 3aCTOCOBYETHCS JO JAIFOUYMX 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 BCK nmpoBoautbes
BianoBigHO a0 Bumor III kmacy 3a BCK. Ll BuMora He cTocyeThcsi OapBHUKIB,
apomatu3atopis, Oydepis.

[li pexomenmamii s opanbHux posunHiB (omartok |l) cmixm 3acTocoByBaTH
BpaxoByroun Bumoru po3ainy V.2 JJomatky Il Ta xmac mirouoi peuoBunm 3a bCK,
SKIIO BIAXWJICHHS BiJ M€l 3araJibHOi BUMOTHM HE MOXYTh OyTH aJIEKBaTHO
OOTpYHTOBAHI 3 TOCUJIAHHSM Ha 1HIII JaHi.
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ITosicHeHHsI 010 YMOB BHKOHAHHSI TPONMOPUIMHOCTI Yy CKJall JIKAPChKUX
3ac00iB, 0 MICTATHh JE€KUIbKA JiOYMX PEYOBUH NPH MOJAYi HA JAePKABHY
peecTpaniio KiibKOX J03yBaHb.

Sxmro Ha AepKaBHY PEECTpaIliio JIIKAPChKOTO 3aco0y, M0 MICTUTh EKUTbKA JIF0OUNX
PEYOBHH MOJAETHCSA KUTbKA J03yBaHb, TO MOXE OyTH BHKOPUCTAHUU MIIXid BIIMOBHU
BiJl TPOBEICHHS JOCIIKEHHS 010€KBIBAJICHTHOCTI 1N VIVO IS TOJTATKOBUX JI03YBaHb.
B poszmini 4.1.6. HacTaHOBM BKa3aHO, IO ‘‘C) CKJaJ PI3HUX J03yBaHb Ipenapary
KUIBKICHO  TIPOTNOPIIMHUN, TOOTO CHIBBIZHOIICHHS MK  KUIBKICTIO  KOXKHOI
JOITOMIKHOT PEUOBHHU Ta KUJIBKICTIO 110401 (-MX) peYOBHHHU (-MH) OJHAKOBE JJIS BCIX
no3yBaHb . OpHak, BIAXWJICHHS BiJI KUIBKICHO MPOIOPIIAHOIO CKJIagy BCe IIe
BBXAIOThCS NMPUHHATHUMH, SKIIO 1) BMICT Jit040i (-MX) pedyoBHHHU (-H) CTAHOBHUTh
MeHie 5% Bif MacH siipa TabneTku abo MacH BMICTY KalCyJH Ta ii) BMICT pi3HHX
JOTIOMDKHUX PEUYOBUH sipa TabyeTku abo BMICTY KarCyld € OJHAKOBUM JUIS
PO3IIISHYTHUX J03YBaHb, 1 3MIHIOETHCS TLIBKH BMICT 110401 PEYOBHHHM, 200, SIKIIO 1)
BMICT Jit040i (-uX) peuyoBUHHM (-H) CTAaHOBUTHL MeHIe 5% Bijg MacH sipa TabaeTKH abo
Macy BMICTy KaIlCyJId Ta iil) BMICT HAIllOBHIOBaYa 3MIHIOETHCS 3aJIC)KHO BijJl BMICTY
J1}0YO01 PEUOBUHH; KUIBKICTh IHIIUX JAOMOMI)XKHUX PEUYOBHUH si/ipa TaOJIETKH ad0 BMICTY
KarcCyJi 3aJIUIIAEThC HE3MIHHUM. [0 TOTO %, B IbOMY PO3/ilJIi HACTAHOBU 3a3HAYECHO
“YMOBH MpOMOPIIAHOCTI CKJIaAy IMOBUHHI BHKOHYBAaTHUCS BIJTHOCHO BCIX JIHOYHMX
pedoBHH (iKcOoBaHMX KOMOiHaIiH. [Ipy po3paxyHKy BMICTY KOXKHOI J1H0401 PEUOBUHU
y (¢ikcoBaniii komOiHamii iHma (-i) miroga (-i) pedoBHHA (-HM) PO3IIISIAETHCS SIK
JIOTIOMDDKHAa pEYOBMHA. Y pa3l JBOMIAPOBUX TaOJETOK KOXHUN IIap MOXKe
po3risinatucsa okpeMo”. Cxoxe, MmO Il BUMOTH TPaKTYIOTbCs mo-pizHOMY. [1[00
YTOYHUTH, IO MAEThCS HA YyBa3l, BUMOTH TOSICHIOIOTHCS KITbKOMA MPUKIATaMU
(AMBHUCH HMXKYE).

B nmx npuxnanax mpo3yBaHHS | BBaKae€ThCS HAWOLIBIN YYTIMBUM JI0O3YBAaHHSIM, IO
BUKOPHCTOBYETHCS B JIOCIKEHHI O10€KBIBAJICHTHOCTI, a JIO3YBaHHSA 2 € JI0JaTKOBUM
JO03yBaHHSAM JIJIT SIKOTO PO3TJSAAETHCS BiIMOBA BIJ TPOBEACHHS JOCIIIHKCHHS
eKkBiBaJIeHTHOCTI N Vivo. Illogo JOMOMIKHUX pEYOBHMH, BOHHM TIOKa3aHi sK
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. ¢) nactanoBu. Xoua JJisl IpenapaTiB HEraHOTO BUBUIHLHEHHS, KOMIIOHCHTIB
MOKPUTTS, OOOJIOHOK KamcyJs, OapBHUKIB Ta apoMaTu3aTOpiB HE BUMArac€TbCs
JTOTpUMYBaTHUCh 1€l BuMoru. Kpim Toro nepenbdavaerbes, MO JIKapChKUil 3aci0, aKuit
MICTHTh JACKIJIbKA JII0YMX PEYOBHUH HE € JBOIIAPOBUMHU TaOJETKAMHU.
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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 € MOBHICTIO MPOMOPIIIMHUM 3 JI03yBaHHAM 1, TOOTO MOMIOHMI SKICHUM 1
KUIBKICHO TIPOTOPLIMHUK CKJIaJ 1 BIAMOBA BIA TPOBEACHHS JOCIIKCHHS
CKBIBAJICHTHOCTI IN VIVO Moke OyTH 3aCTOCOBaHA BIAMOBITHO JIO MYHKTY C) PO3JILIY
4.1.6 HacTaHOBHU.

[Mpukman 2:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua pedoBuHa A 320 320
Jliroua peuoBruHa B 25 12.5
HamnoBHroBau 200 212.5
Beci iHII11 1OMOMIKHI PEUOBUHU 50 50
3aranpHa Maca spa 595 595

KinekicTe 3MiHeHOi Aitouoi peyoBMHHM B cTaHoBUTH MeHie 5 % Big Macu sjpa.
BignoBigHO 10 BUMOr [Jis JIIKAPCHKUX 3ac001B, 110 MICTITh JEKIJIbKa JIFOYUX
pPEYOBHH, 1HIIA JAil0Ya PEYOBHMHA, B JAHOMY BHUIIAJKy [ll04a pEYOBHMHA A, MOXKeE
PO3IIIAIaTUCA K JIOTIOMIKHA peuOBUHA (HATIOBHIOBAY).

JlozyBanHST 2 po3poOJICHO 3a YMOBH 30€pEKEHHS TIOCTIHHOI KIUIBKOCTI BCIX
JTOTIOMIXXKHUX PEYOBHH, 1 JIMIIE KIIbKICTh HAIIOBHIOBaYa MOJXKE 3MIHIOBAaTHCH, II00
KOMIICHCYBATH PI3HUINIO B KUIBKOCTI J1F0Y01 peYOBUHHU B st OTpUMaHHS OJHAKOBOI
3arajJpbHOT Macu sijipa Jjisi 000X J03yBaHb. Takuil MiXil € NMPUWHITHUM JIHMIIE TOJI,
KOJIM Jil04Ya peYyOoBHHA CTAaHOBUTH MeHIe 5 % BiAg Macu sjapa TabieTku abo BMICTY
karcynu (ymoBa 5 %, 3riJHO 3 MyHKTOM ¢) 1) Ta iii) po3auty 4.1.6. HacTaHOBN).

Komu posrmsimaerscst giroua pedoBUHA A, KUIBKICTh II1€1 J1I040i PEYOBUHU HE
3MIHIOETBCS MIXK JI03yBaHHAMH 1 Ta 2, aje jgirouya pedyoBuHa B, B il cutyari
BBA)XAETHCA JOTOMIKHOIO PEYOBUHOIO, 1 HE € TMOCTIMHOIO; CIIBBIIHOLICHHS 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 CTAaHOBUThH MeHIe 5% Bil Macu
siipa TabJaeTKu ab0 BMICTY KaIlCyJIH, 110 KOMIIEHCYEThCS 10JIJaBaHHSAM Ti€1 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
HamnoBHioBau 200 200
Bci iH111 10M1OMiXKHI PEYOBUHH 50 50
3aranpHa Maca sapa 595 582.5

[leit crenapit mnomiOHUKA 10 TOMEPEAHBOTO ClieHapilo (mpukian 2). €auHa
BiJIMIHHICTB TOJISITAa€ B TOMY, 10 HAIIOBHIOBAY IpemapaTy 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 3aC001B, 10 MICTITh JEKUIbKA JIIFOYUX PEUOBUH, 1HIIA Jir04a
pEYOBHHA, B JAHOMY BHUIIAJIKY J[1I04a PEYOBHHA A, MOXKE PO3TIISIATUCS K JOMIOMIXKHA
peyoBMHA (HAIIOBHIOBAY).

Jlo3yBaHHS 2 pO3pO0ICHO MUISXOM 30€pEKECHHS CTAJIOi KUIBKOCTI BCIX JIOMOMIKHHUX
peyoBrMH 0Oe3 KOMIeHcallli pi3HuIll B KUTbKOCTI airouoi pedoBuHu B. Ilei migxin
NPUHHATHUHN JIUIIE TOJ1, KOJH Jit04a peYOBHHA CTAHOBUTH MEHIIE 5 % BijJ MacH sjapa
TabseTku abo BMICTY Karcyiau (ymoBa 5%, 3T1JIHO 3 MYHKTOM ¢) 1) Ta i1) po3aity 4.1.6.
HaCTaHOBH).

Komu posrmsimaerses Airoua pedoBUHA A, KUIBKICTH I11€1 J1F0Y0i PEYOBUHHU HE
3MIHIOETBCA MK J03YBaHHSMU | 1 2, ane 3HOBY Aitoya pedoBuHa B He € mocTiiiHOL0.
[Ipote 1ie NpUHHATHO, OCKUIBKH Jit04a peyoBHMHA B B IbOMY BHUIIAJIKYy pO3TIISAAETHCS
SIK HAIMIOBHIOBAY 1 ii 3MiHA CTAHOBUTHL MEHIIE 5 % BiJ Macu sijpa TabJIeTKu abo BMICTY
KarcyJyu.
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[Tpuknan 4:

Jo3yBanns 1 Jo3yBaHHs 2
Jliroua pedoBuHa A 10 10
Jliroua pevoBruHa 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 pi3HUIll B KIJILKOCTI JIiF040i peuoBUHM B Mixk 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 MeHIIE 5 % BiJ MacH siipa Ta0ieTku abo
BMICTY KarcyJu.

KinekicTe 3MiHeHOI nir040i peuoBuHu B MmeHme 5 % Bix macu sapa. BiamosigHo 10
BUMOT JIJIs1 JIIKQpChbKUX 3ac001B, IO MICTATH JIEKIJIbKa JIIOYMX PEUYOBHH, 1HIIA Jil0ua
PEUYOBHMHA, B JAHOMY BUIIAJIKY JI1F0Ya PEYOBUHA A, MOXKE PO3TJISIATUCS SIK JTOMOMIXKHA
peyoBrHA (HAIOBHIOBAY).

Jlo3yBaHHS 2 pO3pO0ICHO NMUISXOM 30€pEKEHHS CTAJIOi KUIBKOCTI BCIX JIOMOMDKHHUX
PEUYOBHH 1 JHIINE KUIbKICTh HAIIOBHIOBauYa MOJKE 3MIHIOBATHCH, 100 KOMIICHCYBaTH
PI3HHINIO B KUTBKOCTI JIIF0U0i peYOBUHU B 1711 OTprMaHHS OJJHAKOBOI 3arajibHOT Macu
snpa st 000X J103yBaHb (3T1IHO 3 MYHKTOM C) 1) Ta iii) po3nainy 4.1.6. HacTaHOBH).
e miaxix NpUHHATHUMN JIMIIE TOAl, KOJH JIiF0Ya pEUYOBHHA, KIJIBKICTh KO 3MIHECHO,
CTaHOBUTH MEHILE 5 % BiJ Macu spa TabieTku abo BMICTy Karcynu (ymoBa 5%). Ll
BHMOT'a 3aCTOCOBYETHCS HE3aJEKHO BiJ TOr0, YM KUIBKICTH JII0YOi PEYOBHHH A,
KUTBKICTh SIKO1 HE 3MIHIOETHCSI, MeHIIIa a0o Oubiie 5 % Big Macu siapa.
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IIpuknan 5:

Jo3yBanns 1 Jlo3yBaHHs 2
Jliroua pedoBuHa A 320 160
Jliroua peuoBruHa B 10 10
HamnoBHioBau 200 100
Bci iH111 10M1oMiXkHI pEYOBUHH 50 25
3aranpHa Maca sapa 580 295

B 1npomy Bumanky mpemapaT po3poOisS€ThCS IIISAXOM 30€pEeKEHHS KIJIBKOCTI
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 OLJIbIne 5 % Bia Macu sjipa, TOMy YMOBa 5 % He BUKOHYETHCSI.
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
IpOIOpIlifiHa, 1 BIAMOBA BiJ IMPOBEACHHS IOCIIIKEHHS €KBIBAJIEHTHOCTI IN VIVO He
MO>K€ 3aCTOCOBYBATHUCh.

[Tpuknan 6:
Jo3yBanns 1 Jo3yBaHHs 2

Jliroua pedoBuHa 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 BUMagKy po3risiHyTO JIKapChKHM 3aci0, 110 MICTUTH 3 104l PEUOBUHU, A€
TITBKU KUIBKICTh OJTHI€T JIIF0Y01 pEYOBUHH 3MIHIOETHCS B J10JIATKOBOMY JI03yBaHHI.

Kinbkicth 3miHeHO1 Aitouoi peuoBunu B menme 5 % Big macu snapa. BinmoBigHo 10
BUMOT JIJIs JIIKAPCHKUX 3ac001B, MO0 MICTAThH JEKIIbKA JIFOYMX PEUYOBHH, 1HII JIIFOUi
PEYOBHHM, B JIAaHOMY BUTAAKY Aif0di pedyoBUHU A Ta C, MOXYTh PO3TIISIATUCS 5K
JIOTIOMI>KHI PEYOBHHM (HAIIOBHIOBAY1).

Jo3yBanHsT 2 po3poOJeHO MNIITXOM 30€peXeHHS OJIHAKOBOi KIJIBKOCTI BCIX
JOTIOMIXKHUX PEYOBHH 1 JIMINE KUIBKICTh HAIIOBHIOBaYa MOXKE 3MIHIOBATHCH, 100
KOMIICHCYBATH PI3HUIIO B KUIBKOCTI J1F040i 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 % B Macu sipa TadiaeTKu abo BMiCTy Karcynu (ymoBa 5 %). Ls
yMoBa 5 % He 3aJIeKUTh Bl KITBKOCTI a00 BIZICOTKA BiJ MacH siipa JI1I0YUX 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 J]0JIATKOBOMY JI03YBaHHI.

KinpkicTs 3MiHeHUX nirounx pedoBuH B 1 C menmie 5 % Bijg Macu sapa, KOJIW KO)KHA
OIIHIOETHCA 1HAMUBIAYaIbHO. [IpoTe, SKIIO OIIHIOBAaTH B LIJIOMY, 3arajibHa KiJbKICTb
nitounx pedyoBuH B ta C (TOO6TO 35 Mr) craHoBuTh Oulbiie 5 % Big Macu sjapa
TabseTku abo BMICTY KarcCyiu, TOMy yMoBa 5 % He BUKOHY€TbCS, 1 BIAMOBA BIJ
MIPOBEICHHS JIOCIIIIKCHHSI €KBIBAJICHTHOCTI IN VIVO HEMOXKJTHBA.

Komu posrmsimaersess Airoua pedoBUHA A, KUIBKICTH I11€1 J1F0Y01 PEUYOBUHHU HE
3MIHIOETbCS MK JO3yBaHHAMHM 1 Ta 2, aje KUIbKICTh Jirounx 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
BMICTYy Kancynu. OHaK, sSskOM BOHM CTaHOBHJIM MeHIe 5 % BiJ MacH sjpa TabJIeTKu
a00 BMICTY Karcymu, 1e Oyio 6 mpuifHITHO.
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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.1/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» ([logaTox
IV no HactanoBu momao nociimkensb 6ioekBiBaieHTHOCTI (CPMP/EWP/QWP/1401/98
Rev.1/Corr**): IlpencraBnenns OiogapMalieBTUYHUX Ta Ol0aHATITUYHUX 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
BianoBiai: [To3uris mono cnenudiuHux NMUTaHb, HanpaBiaeHux 10 PKWP) [6].

Opranizanis, BIANOBIJaJbHA 33 L0 HACTAHOBY, — MIHICTEPCTBO OXOPOHH 3A0POB’S
(mam - MO3) Ykpainu.

Ils HacTaHOBa Oyze pPEryiaspHO NEpEriasaaTUCs BIANOBIAHO 0 3MIH 1 IONOBHEHbB, IO
BHOCcThCA A0 «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 HOPMATHMBHUMHU JOKyMmMeHTamu. Jlesiki
penaxiiiiiHi 3MiHA OyJI0O BHECEHO 0e3MOocepeHbO Y MYyHKTHU, SKUX BOHH CTOCYIOTHCS,
11i 3MiHH MO3HAYEHO IHIINM IIPH(TOM TA JHTEPOIO .

Jlo HacTaHOBM BHECEHO TaKi peJaKIliiiHi 3MiHH Ta I0AaTKOBY 1H(pOpMaIlito:

- Ha3By IIi€l HACTaHOBM HaBeleHO BiANMoBiAHO 10 Bumor JICTY 1.5:2003
«HarionanbHa crangaptusanis. [IpaBuia nmoOynoBH, BUKIAIaHHS, OQOPMIIEHHS Ta
BUMOTH JI0 3MICTy HOPMATUBHUX JOKYMEHTIBY» [7], a MO3Ha4Y€HHsS — BIANOBIJIHO 10
Bumor crangapty CT MO3VY 42-1.0:2005 «®PapmanieBtuyHa mpoaykiis. Cucrema
cranfaptuzailii. OCHOBHI MOJIOXKEHHS [8];

- JIOJTATKOBO BBEJICHO TaKi CTPYKTYpHI €JIEMEHTH HAcTaHOBH, K «[lepeamoBay,
«Harmionaneanii  Betyn», «Cdepa 3acrocyBaHHsS», «HopmatuBHI mocuimaHHSY,
«TepMinu Ta BU3HaUEHHS MOHATHY, «[[03HaKK Ta CKOpOUCHHS», a TaKOXK [[omOBHEHHS
1 ta 2 BignmoBigHO M0 iH(OpMAIIii, BUKIAACHOI B TOKYMEHTI [6], Ta HaIllOHAJIbHHMA
nonatok «bibmiorpadis», odopmueni Biamosimno g0 Bumor JICTY 1.5-2003
«Harrionanbaa crangaptusaiis. [IpaBuna moOynoBu, BUKIagacHHs, opopMIIECHHS Ta
BUMOTH JI0 3MICTy HOpMaTuBHUX JoKyMeHTiB» [7] Ta JICTY 1.7-2001 «HarionansHa
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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 BUKJIAJCHO Yy PO3AUIT «3arajibHi moyioxkeHHs». Koxuuit
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 e€leMEeHT Ta HOro HOMEp y JaHiii HacTaHOBI
BiIMOBI1at0Th TakuM y kKepiBHUIITBI EMA/CHMP/600958/2010/Corr.* [5]; nmutanHs,
BUKJIQJIeH1 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» (MOXJIUBICTh BUKOPUCTAHHS
CXEMH TPbOX-TIEPIOHOTO IMEPEXPECHOr0 MOBTOPHOTO AW3alHy IJisi JAEMOHCTpallii
BHYTPIIIHKOCYO €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  OlOCKBIBaJICHTHOCTI  I€HEPUYHOTO
Jikapchkoro 3acoOy, gk SmPC pedepeHTHOTO JiKapchKoro 3acoly 103BOJISIE
npuiiMaT NOApIOHEHY / JEe3UHTErpoBaHy 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 BUMPOOOBYBAHUH JIKAPChKUM 3aci0 Mae mpuilMaTHCs 3 Bojol0 abo 6e3 (abo
Hemae iHdopmallli moA0 NPUUOMYy BOIM; MOPOIIOK ad0 TPaHYJIAT ISl 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 (IlosichenHst nmo pos3ainy «Po3uuHHM JIi OpalbHOTO 3aCTOCYBaHHS»
Jonatky II i€l HacTaHOBU MO0 YMOB BIIMOBH BiJ HPOBEACHHS MOCIIKCHB 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 mutaHHia «How should the condition
regarding fulfilling proportionality in composition of fixed combinations be
interpreted in an application with multiple strengths ?» (IlosicHeHHs 1010 yMOB
BUKOHAHHS TPOIMOPIIAHOCTI y CKJaJl JIKApPChbKUX 3ac00iB, M0 MICTITh JEKUIbKa
JIFOYMX PEYOBMH MPH TOJAadi Ha JIEp)KABHY PEECTPAIil0 KUTBKOX J103yBaHb),
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kepiBaulTBa EMA/618604/2008 Rev. [6], cTocoBHO HampsiMKy cdepu Jii HAaCTaHOBU
CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4];

- nutanHs «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 no gocmimpkeHHs
010€KBIBAJICHTHOCTI T€HEPUYHOTO JiKapCchKoro 3acoly, skmo SmPC pedepeHTHOTO
JIKapChbKOTO 3aco0y A03BOJISIE MpHMMATH TOJAPIOHEHY / JAE3MHTETPOBaHY TaOJETKY
(3mimany abo He 3MimaHy 3 DKelo), BHKIageHe B JlomoBHeHHI 3 3aMiHEHO Ha
TenepinHi BuMoru kepiBauiirBa EMA/618604/2008 Rev. [6];

- po3nin «TepMiHM Ta BH3HAUCHHS IIOHATHY BHUKIAJICHO Ha IMIJICTaBl PO3JLITY
«Definition» HactanoBu CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4]. Llei#t po3ain He
MO3HAYEHO HOMEPOM Ta BUKIAQJCHO Micis po3auty «HopmaTtuBHi mocuianHs». Yci
TepMIHU y po3aul «TepMiHM Ta BU3HAYEHHS TMOHATHY» HABEJACHO B ai(aBITHOMY
MOPAJIKY, BOHHU CYIPOBO/KYIOTHCA TIOCHJIAHHSM Ha HOPMATHUBHI JOKYMEHTH,
616iorpadiuHmii ONUC SKUX HABEJECHO Y HaIllOHATBHOMY A0JaTKy «biomiorpadis»;

- y posaun «HopmaTuBHI MOCHIaHHS» JIOJATKOBO HaBeaeHO OibiiorpadgiuHmii
ONKC HOPMATUBHUX JTOKYMEHTIB, 110 3raJyl0ThCsl Y JaH1i HACTaHOBI;

- y  HauioHagpHOMY  jaojatky  «bibmiorpadisy»  g0JaTKOBO — HaBEAECHO
010sorpadiuHMii ONMKMC HOPMATHBHUX JOKYMEHTIB, Ha SIKI € MOCWUJIAHHSA Yy JaHii
HACTaHOBI,

- y po3nuti «TepMmiHu Ta BU3HAUECHHS MOHSTHY JOJATKOBO HABEICHO BU3HAYCHHS
TEPMIHIB, III0 BUKOPUCTOBYIOTHCS y JaHI HACTAaHOBI: «/llI04a PEUYOBHHA (AaKTUBHHI
dapmaneBTUYHUN  IHTPENIEHT,  CyOCTaHIlis)»,  «KpUTEpli  MPUHHATHOCTI»,
«CHAHTIOMEpW», «IIKAPChKHUM 3aciO», <«JIKapchKi mpenapatu (TOTOBI JIKapChKi
3aco0M, JIIKH, MEIUKAaMCHTH)», «HErailHe BHUBUIBHCHHS», «MOAM(IKOBaHE
BUBUIBHEHHS», «CWJIa [Ii JIKApChKOro 3aco0y (J03yBaHHS)», «cmerudikaiis» — 3
MOCHJIAHHSIM Ha BIAMOBIIHI HOPMATUBHI JJOKYMEHTH, Y IKMX BOHU HaBEJIEHI;

- po3ain «llo3Haku Ta CKOpPOYEHHS» CKJIAJICHO Ha MiJICTaBl MarepiajiB PO3ALTY
«Definition» nactanoBu CPMP/QWP/EWP/1401/98 Rev.1/Corr** [4], a Takox y
IIbOMY PO3LTI JOJAaTKOBO HaBEJACHO MO3HAYEHHS CKOPOYEHbB, 10 BUKOPHUCTOBYIOTHCS
y J1aHiil HACTAHOBI;

- y 1iil HAacTaHOBI CJIOBa «3asiBKa Ha TOProBy JineH3iro» («marketing
authorisation application, application») 3aMiHEHO Ha «peecTpaliiiHe JOChE»; KTOProBa
minensis» («marketing authorisation») — Ha «peectparisy; «3MiHH» («variationsy)
3aMIHEHO Ha «3MIHH, SIKI MOXKYTb OyTHU MPOTATrOM Jiii PEECTPALIMHOTO MOCBITYCHHS;
«pO3MUPEHHS («extensiony») 3aMiHEHO Ha «3MiHH, 10 TOTPEOYIOTh HOBOI peecTparrii
JTKapChKOTO 3ac00y»; «I1Mo JoCcTynmHUM Ha puHKax» («if available on the market»)
3aMIHEHO Ha «II0 JOCTyHmHUN Ha puHKax cBity», «Ph.Eur. buffers recommended»
3aMIHEHO Ha «PEKOMEHJI0BaHI €Bporeichkoto (papmakomneero 6ydepm»; «BCS based
Biowaiver» 3amineHo Ha «mporieaypa 6ioseiiBep Ha miactaBi BCKy;
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- 0 BCbOMY TeKCTy JaHoi HacTaHOBM BHECEHO pelakiliiiHl 3MIHU Yy TOCHJIAHHSX
Ha CTPYKTYpHI €JIEMEHTH IIi€i HACTAaHOBU, HAMPHUKIAA, 3aMicTh «(see also section
4.1.6)» BKazaHO «(IUB. TaKOX po3Ail 4.1.6 11i€1 HACTaHOBM)»; 3aMICTh «(see section
4.1.6)» BkazaHo «(muB. po3aia 4.1.6 1ie€i HacTaHOBU)»; 3aMicTh «(see Appendix II)»
BKazaHo «(muB. [{omarok Il o 11i€i HacTaHOBM)»;

- micast ciiB  «EBporeiickka (papMakomnes» JoAaHOo cioBa «abo JlepikaBHa
. N
dapmakonies Ykpainu »;

- JOJJaTKOBO J0 TOCWiIaHb Ha KepiBHHLTBa €C 3po0J€HO TMOCWIAHHA Ha
BIJIMOBIAHI TaApMOHI30BaH1 JOKYMEHTH, 3aTBEp/DKEHI B YKpaiHi;

- J0JTATKOBO IO TIOCHJIAaHb Ha KOHKPETHI JokKyMeHTH €C 3p00eHO0 MOCHUIaHHS Ha
YHWHHE 3aKOHOJ1aBCTBO €C;

- BHECEHO YTOYHECHHS y BH3HAYEHHs (apMakoKiHeTHYHHX mapameTpiB Ae(0-t),
AUC(0-1), Cmax, Cmax,ss;

- B po3ainu 1.3. «Hi Tumnu 3as1B», 3. «3akoHoaaB4a 0azan, 4.1.2. «PedepentHuit
Ta BUIPOOOBYBaHUM JiKapchbki 3acobu», «Jlikapcekuii 3acid 3 (IKCOBAHOIO
koMmoOiHariero» Honatky II, 1. «Berym» Jomatky IV BHeceHO yTOYHEHHS 1I0/I0 Ha3B
THITIB JIKapChKUX 3aC001B, IO MOJAIOTHCS HA JIEp)KaBHY PEECTPALIii0 Ta BUMOT JI0 HUX
BIAMOBIHO 10 BUMOT Hakazy Ne 460 [3];

- B a03ain yeTBepTuil po3aury 2. «Cdepa 3acTOCyBaHHS» BHECEHO JIOTIOBHEHHS
1010 MOKJIMBOCTI BUBHAUEHHS, B pa3i OOIPYHTYBaHHs, KOHLIEHTpAI[li METa0oJIITy;

- B ocTaHHIi a63an po3auty 2. «Cdepa 3aCTOCYBaHHS» BHECEHO JIONOBHEHHS
110/I0 PETYJISITOPHOTO JOKYMEHTY MPUUHIATOrO B YKpaini (Haka3z Ne 460 [3]), B skoMy
BUKJIAJICHO BUMOTH IIOJO JOBEJCHHS O10€KBIBAJCHTHOCTI TE€HEPUUYHHUX J1KAPCHKUX
3ac001B;

- B po31in 3. «3akoHoAaBYa 6a3a» BHECEHO JIOJATKOBO MOCHIJIAHHSA Ha HACTAaHOBU
CT-H MO3 Ta kepiBaunTBa EMA [6]. BHeceHO IOMOBHEHHS IIOJO0 IMPOBEICHHS
KOHCYJIbTaIll¥ BIAMOBIAHO O YUHHOTO 3aKOHOJIaBCTBA Y KpaiHu;

- B po3nin  4.1. «/luzaitH, TpoBeIEeHHS Ta  OLIHKA  JIOCHIJIKEHb
010€KBIBAJICHTHOCTI» BHECEHO JIOMOBHEHHS IIOJI0 PETYJISATOPHOTO JTOKYMEHTY
npuitHaiToro B Ykpaini (Hakaz Ne 690 [15]) Ta yTO4YHEHHS MO0 BHUOOPY
pedepeHTHOro JTiKapCchKoro 3acoly;

- B nepmmii ab3an pozainy 4.1.2. «PedepeHTHU Ta MOCHIIKYBaIbHI JIIKAPCHKI
3aco0M» BHECEHO YTOYHEHHS MI0J0 BUMOI MOYyHKTY 6 (1) apyroro maparpady
Hupextusu 2001/83/€C 31 3minamu [13];

- JI0 TYHKTY «YTaKOBKa JOCIIIKYBaHUX JIIKAPCHKUX 3aco0iBy» pos3ainy 4.1.2.
«PedepeHTHUN Ta MOCHIIKYBajdbHI JIIKApChKlI 3acoOM» BHECEHO IIOCHJIAHHSA Ha
nacranoBy CT-H MO3V 42-4.0:2016 [18]";

- B po3aini 4.1.7. «bioaHamiTHYHA METOMOJIOTIS» 3aMiCTh IO3Ha4YeHHS «SOP»
BUKOPHUCTAHO «CTaHJIAPTHA OMeparliiiia mpoueaypar.

- 4.1.10. «BwucokoBapiabenpHi [if04l pPEUYOBMHHM abO TpemapaTtw» BHECEHO

nocwiaHHs Ha JIOMOBHEHHS 2 HACTaHOBH.
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- B nepmuid a6zary poszauty 4.3.1. «3BIT npo pe3ynbTaTH JOCHIKCHHS
010€KBIBAJICHTHOCT» BHECEHO JOIMOBHEHHS MO0 PETYISATOPHOTO JOKYMEHTY
npuitHsaToro B Ykpaini (Haka3z Ne 690 [15] ta 3akoH Ykpainu npo Jikapchki 3acobu

[17]);

- B Tperiii ab3am po3giry 4.3.1. «3BiT Tpo pe3yNbTaTH  JOCIHIHKEHHS
010€KBIBaJICHTHOCT» BHECEHO JOMOBHEHHS MO0 PEryJISITOPHOTO JOKYMEHTY
npuitHATOTO B YKpaiHi (Haka3 Ne 460 [3]);

- B po3auni 4.4. «3asBM Ha 3MIHHM, M0 MOXYTb OYTH MPOTATOM Jii
peecTpaliiiHoro MocBiA4YeHHs» Ta MyHKTI «Jlikapcbki ¢opmu 3 MoauGiKOBaHUM
BUBUTbHEHHSIM cucTemHoi mii» Jlomatky Il BkazaHo akTyanbHy BEpCil0 HAaCTaHOBH
CPMP/EWP/280/96 Corr 1 «Guideline on the pharmacokinetic and clinical evaluation
modified release dosage formsy [20];

- B nyHKTax «[lapeHTepanbHi po3unHu», «JlimocoManbHi, MINENSIPHI JIIKApPChKI
3aco0u Ta JIKapChKi 3aC00M Y BUTJISIAI €MYJIbCIH 1711 BHYTPIIIIHHOBEHHOTO BBEJICHHSY,
«Jlikapchki 3acobu micieBoi nii Ta micuieBoro 3actocyBaHHs» Jlomatky Il BHeceHo
YTOYHEHHS II0/J0 TMOHATTA «3aTBEP/KEHWH Ha JaHWWA Yac JIKApChKUil 3acid» -
pedepeHTHU JTiKapChKuii 3acio;

- 0 TEeKCTy 3aMiHeHo «Mopaymo 2.7» abo «Moaymto 2.7.1» Ha «poszaun 2.7
Mopymto 2» a6o «po3aun 2.7.1 Moaysto 2»;

- no Tekcty 3amiHeHo «ODT» Ha «rabimeTku, Mo IUCHEPrylOThCsl B POTOBIU
MTOPOXKHUHIY;

- 0 TEKCTYy BHECEHO YTOYHEHHS, B pa3l BUKOPHCTaHHS TepMiHY «biowaiver»
3a3HAYAETHCS «B1IMOBA BiJl MIPOBECHHS JOCIIPKEHb O10€KBIBaJIGHTHOCTI 1n Vivoy, Ta
B pa3i Buxkopucranus tepminy «BCS-based biowaiver» 3a3HagaeThcsi «mporeaypa
6ioBeiiBep Ha mijnctaBi BCKy;

- no Tekcty 3amineno «CPMP/EWP/240/95 Rev 1 «Guideline on clinical
development of fixed combination medicinal products» (HacranoBa 3 KiiHiYHOT

po3poOku  (hikcoBaHWUX KOMOIHAIIM JIKApCHKUX TIPEmapariB)» Ha HOBY BEPCIiO
BiamoBigHOTO KepiBHUlTBa «kEMA/CHMP/158268/2017%;

- no Tekcty Homatky IV 3amicts «Study ID» 3a3nadeno «Kox mocmimkeHHD;

- B Tabmuui 2.2. Jlomatky IV 3amicts «EU Authority Inspection» 3a3HaueHo
«IHCTIeK IS

- B Tabmuisix 4.2. ta 4.3 Jlogatky IV 3amicTh «#» 3a3HaYEHO «KIJTBKICThY,;

- B Tabmuui 4.3 Jonmatky IV BHeceHo yrouHeHHs: «lloBropuuii anami3
nocaipkyBanux 3paskiB  (incurred-samples)» 3amineno Ha «lloBTopHMI aHai3
JOCTIKYBaHUX 3pa3KiB 3 METOK OL1HKM [IPaBUJILHOCTI BM3HAUEHHSI
aHaniTy B kJiHiuHux 3paskax (incurred-samples)y;

- B po3ain «Jlikapceki 3aco0u 3 ikcoBaHoro koMOiHamieo» Joaarky II BHeceHO
YTOUHEHHS «T'€HEPUUHMX JIIKAPCHKUX 3aC001BY;
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- BHECEHO YTOYHEHHS Ta BHUIIPABJICHO TEXHIYHI TOMMJIKH B  PO3ILUII
«Harionaneauii BcTymny, nepmomMy mnaparpadi posainy 1.1, B yeTBeproMy naparpadi
po3auty 2, B nepuiomy naparpadi po3ainy 2 Joaatky 1V;

- BHECEHO yTouHeHHs B JlomoBHeHHs 3, 4 Ta 5.
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