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CnHMCOK CKOpOYeHb

GLP — Hanexxuna naboparopsa npakTtuka (Good Laboratory Practice)

ICH — Mi>xxHaposHa KOH(epeHL{isi 0 rapMOHi3alii TeXHIYHUX BUMOT peecTparil
miKapcbKuX 3acobiB s 3acTocyBanHs moAnHO0 (The International Conference
on Harmonisation of Technical Requirements for Registration of Pharmaceuticals
for Human Use)

EKI' - enekTpokapziorpama



1 BCTYII
1.1 Meta

HNani MertoanuHi pekoMeHzalii po3pobsieHi s 3abe3reueHHs 3aXUCTy
YUaCHUKIB K/IiHIYHOrOo BUIIPOOYBaHHS i MAIieHTIB Bifi MOTeHIiMHUX Heba)kaHUX
edekTiB MKapcbkuxX 3acobiB, a TaKoXX 3 METOI0 3arobiraHHsl HaJTUIIKOBOMY
BUKODUCTAaHHIO TBapUH Ta IHIWIKMX pecypciB. MeToauuHi pekoMeHZaLlil
BiamnoBifaroth HactaHoBi ICH S7A Safety Pharmacology Studies for Human
Pharmaceuticals. Note for guidance on safety pharmacology studiesfor human
pharmaceuticals (CPMP/ICH/539/00) Big 2001 poKy i BK/IHOYarOTb BH3HaUeHHS,

3ara/ibHi TIPUHIIUAIIY i peKOMeH/AIlil 3 AoCTiIKeHb apMakoiorii 6e3meKwu.

1.2 O6rpyHTYBaHHSA

Ha mporsizi 6araThboX pOKIiB y BChOMY CBiTi AOCHTi[pKeHHsI (hapMaKoJiorii
MPOBOJIUMIMCh SIK YaCTWHA [OKIiHIYHOI OIIHKK JIiKapchbKoro 3acoly, 110
TpU3HAvaeTbCd i1 BUKOPUCTaHHA  JroAuHOK. OpjHak  He  icHyBaso
3ara/ibHOMPUMHATAX MDKHApPOJHUX BH3HAaueHb, MeTH i peKOMeHJallih II0/0
Ju3aliHy Ta TIpOBeJieHHs OC/IiKeHb (papMaKosIorii 6e3neku.

Tepmin «mocnimpkeHHst (apmakosiorii  Gesreku» Briepilie 3’SBUBCA Y
nokymeHnrtax ICH «Tepminu mpoBefieHHs HEKTiHIYHUX JOC/iHKeHb Oe3rneku Ajis
TIpOBeJieHHsT K/IiHIYHMX BUMPOOyBaHb JiKapChbKUX 3acobiB Ha moasx (M3)» i
«[loksmiHiuHa olfiHKa 6e3rekn 6ioTeXHO/IOTiUHUX JIiKapChKUX 3acobiB (S6)» sK
TaKWW, 1110 XapaKTepu3ye AOC/iKeHHs, sIKi TIOBUHHI MPOBOJAUTUCH Ha MiJATPUMKY

TIpoBe/leHHd Tepariii Ha mogsax (1, 2).

1.3 Cdepa pii

HaHi MeTtoauuHi peKkoMeH/allil, B OCHOBHOMY, CTOCYIOTbCSI HOBUX XiIMIUHUX
crionyk i 6ioTexHO/IOTiYHMX TperapariB, TpU3HAUEHWUX [Ji1 BUKOPHUCTAHHS
moArHOK. BoHM MOXYyTb OyTH 3aCTOCOBaHi ZI0 B)Ke 3apeeCTPOBAHUX JiKapChbKUX

3acobiB, SKIIO BHWHUMKAE TakKa HeoOXigHICTh (HANpWKIa[A, TIpU BUSBJIEHHI
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HeOakaHMX egeKTiB, 3aCTOCYBaHHSI y TMAIiEHTiB HOBOI ITOMYyJIALiii abo HOBOTO

IIUISIXY BBe/leHHS, siKi He Oy/iv BU3HaueHi paHiliie).

1.4 3aranbHi NPUHLIMITHA

[Tpu Bubopi i mpoBeAeHHi AocdimkeHb ¢apmakosiorii 0e3rneKku Ba)K/IMBO
BUOpaty parjioHampbHUM Tiaxig. CrernudiuHi  gocaimkeHHs, fAKi  TTOBWHHI
TPOBO/JIUTUCH, Ta IX AU3alH MOXKYTh BapitOBaTU B 3a/IE>)KHOCTI BiJ| iHAMBiAyanbHAX
BJIACTUBOCTEN Ta TIPU3HAUEHOTO 3aCTOCYyBaHHs JiKapchbKoro 3acoOy. Crif
3aCTOCOBYBaTH HAyKOBO OOTPYHTOBaHi MeTO/H, MPH IIbOMY HAJla€ThCs TepeBara
MIDDKHAapDOJHMM 3arajJibHOBM3HaHUM MeTofaM. OKpiM TOro, NOPUUHATHHUM €
BUKODUCTaHHS HOBUX TEXHOJIOTIA i MeTOZOJIOTiM y BIiJMOBIHOCTI /10 Cy4YaCHHX
HayKOBUX TPUHLIUIIIB.

Hesiki KiHLeBi Touku (apmakosorii 6e3mekd MOXKyTb OyTH BKJ/IIOUEHi y
[IM3aliH TOKCUKOJIOTIUHUX, KIHETUUHUX, KIIHIYHUX [JOCTi/PKeHb, TOZi K B iHILINAX
BUIIaJIKaxX LI 3aBJaHHS TIOBMHHI OL[IHIOBaTUCh Yy CIel[iaJIbHUX [OC/iIKeHHSIX
dapmakosiorii 6e3meku. Xoua 1obiuHi edekTH [ir0UOi PeUOBUHU MOXKYTb OyTH
BUSIBJIEHI TIPU €KCIIO3ULIISIX, 110 BUXOJAThH 3a MeXl TeparieBTUYHOIO [iara3oHy y
Bi/ITIOBi/THO CTIJITAHOBAHUWX JOCTiPKeHHSX (hapMaKosIorii 6e3reku, BOHU MOXKYTb He
BUSIB/ISITUCS Y TPAJULIIMHUX TOKCUKOJIOTIUHUX [AOC/IPKeHHSIX Ha TBapWHAaXx, IO

CIIpSIMOBaHI Ha BU3HAUeHHS] TOKCUYHOCTI.

1.5 BuzHaueHHs (hapmakoJiorii 6e3mexku

dapMakoJ/IoTiuHi AOC/i/PKeHHsT MOXKYTh OyTU TIOIiJIeHi Ha TPW KaTeropii:
repBUHHa (PapMakoJvHaMiKa, BTOpPUHHa (PapMakKoJgvHaMiKa 1 [JOC/iIKeHHs
dapmakosiorii 6e3reku. ¥ Mexax L[bOTO AOKYMEHTY, AOC/TiiKeHHsT (hapMaKoJIorTii
Oe3meky BU3HAUEHI SIK TakKi, 1[0 TIPOBOASTLCS 3 METOI0 BU3HAUEHHS MOTEHIIHOTO
HEOUIKyBaHOroi (papMakOAMHAMIYHOIO BIUIMBY  IIperniapaty Ha ()i3ioJorivHi
GyHKLIT B 3a71€)KHOCTI Bi/l €KCMO3UIIil y /liara30Hi TepareBTUUHKX /103 Ta BUILIE.

Y [gedkux BuUmNaAkax iHQopMmalis Tpo TEePBMHHI Ta BTOPHUHHI

dapMakoiiHaMiuHi BIaCTUBOCTI TperiapaTy MO)Ke BKJIFOYATH OL[iHKY Oe3meku
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TIOTEHIIMHUX TOOIUHMX e(eKTiB y JIFOJUHN i TTOBUHHA PO3IJIAJATHCSA CITIHHO 3

pe3yJibTaTaMU JJOC/Ti/PKeHb (hapMaKoJioTii Ge3rneku.

2 TokniniuHe BUBUeHHs (papmaxoJiorii 0e3meku
2.1 Meta gocifKeHb

Metoto gocrimpkeHb dapmakosiorii Oe3mekyd €: 1) BU3HAUMTU HeOakaHi
dapmMakoZMHaMiuHi B/IaCTUBOCTiI CITO/IYKM TeCT-3pa3ka, $Ki MOXyThb OyTH
CYTTEBUMHU [i71s1 6e3reKu JI0AUHY; 2) OL[iHUTH Heba)kaHy (hapMaKOAUHaMiuHy i/uu
narodizionoriudy  [it0  CIHOJyKM  TecCT-3pa3Ka, II[0  CIlOCTepiragach B
TOKCHKOJIOTiYHUX AOC/i/PKeHHSX Ta/abo KMiHIYHMX BUNPOOYBaHHSAX; 3) AOCTiANTH
MeXaHi3M no6iuHoi hapmMakoArHaMIUHOI fil, 110 criocTepiranachk abo OUiKy€eThCs.
[nis jocsrHeHHS 1ii€l MeTH TUIaH JOC/Ti/I)KeHb TIOBUHEeH OyTH WiTKO BU3HAUEHUM i

CHUCTeMdTH30BaHUM.

2.2 3ara/ibHi MiX0/{4 M[0/10 AM3alHY JOC/T/PKeHb (h)apMaKoJIorii 0e3meku
OckinbKu (papmakoJ/ioriuHi edeKTH KOXKHOTO [JOC/Ii[PKyBaHOTO TiperapaTy
BapilOIOTh B 3a7eXXHOCTI Bif Moro crietudiuyHUX B/IaCTUBOCTEH, BiAMOBiAHUM
YMHOM TIOBMHHI 00MpaTHCh Ta TJIaHYBAaTUCh [ocC/impkeHHs. Cilifi BpaxOByBaTH
HACTYIHI (aKTopH, 5IKi, IpOTe, He € BUUEPITHUMMU:
(1) Edektu, npuTtaMaHHi TeparieBTUUHOMY Kjacy TpernapaTty, OCKiJIbKM MeXaHi3M
Ail Moxe Tiepefi0auaTu crieliidiuHy HeraTWBHY [it0 (HampuK/az, MpoapyuTMiuHi
BJIACTUBOCTI € 3arajibHOK PHUCOI aHTUAPUTMIUHUX areHTiB);
(2) HecrnipusitiuBi edeKTH, MOB’si3aHi 3 Ha/Ie)KHICTIO /10 BiJIMOBiJHOrO XiMiuHOTO
abo TeparieBTUUHOTO K/acy  TecT-3pa3Ka, aje He3aJeXHi Bif TepBUHHOI
dapmakoauHamiuHOi il (HarpuK/az, aHTUIICUXOTHYHI 3acobu, rposiorrattis QT);
(3) 3B’sa3yBaHHs jiraHAiB abo JaHi aKTUBHOCTI (hepMeHTIB, 1[0 TepenbayaroTh
TIOTeHIlia/T BAHUKHeHHS HebakaHUX edeKTiB;
(4) PesysibraTH TIONEpeAHIX AOC/TiKeHb (hapmakosiorii 6Ge3meku, BTOPHUHHOI
(hapMakoiMHaMiKH, TOKCUKOJIOTIUHUX AOC/i/I)KeHb UM pe3y/IbTaTu BUKOPHUCTAHHS

JIDAWHOIO, SIKI HOTPE6YI-OTI) moAa/ibImioro BUBYUEHHSA [OJId BCTAdHOBJIEHHA
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BOK/IMBOCTI I[UX [JaHUX 1100 TIOTeHL[iIMHUX HeCTpUSATIMBUX edeKTiB Ta ix
XapaKTepUCTUKHU IPU BUKOPUCTaHHI JIFOAUHOIO.

Ha panHix crafisix po3poOKy HasiBHa iH(opMallisi He 3aBXAU Moxke OyTu
JOCTaTHBOIO I pallioHa/IbHOTO BUOOPY [AW3aiiHy AOC/i/PKeHHS y BiJMOBigHOCTI
J10 HaBe/IeHUX BHIIle MYHKTIB; 3a TaKUX 00CTaBUH MOyKe OyTHU 3aCTOCOBAHMM Oi/blil
3ara/ibHUY TiAXig 10 gocstimpkedb GpapMakoorii 6e3meku.

Iepapxist cuctem opraHiB Moke OyTH moOyzoBaHa y BifmoBigHoCTI g0 ix
Ba)K/IMBOCTI TI0 BiZIHOIIIEHHIO /[0 >XUTTEBO 3abesreuyrounx ¢yHKIiH. KUTTEBO
B&)K/IMBI OpraHyd 4v CUCTeMM, (YHKIii SKUX € TOCTPO KPUTUUHUMM [JIs1 XKUTTS,
TaKi K CepLeBO-CyJAUHHA, JUXabHa 1 [jleHTpa/lbHa HepBOBa CUCTEeMH, BBa)KatOThCS
HaMOI/IBIIT Ba)K/TMBUMH /IS OLIIHKYM B JOC/i/PKeHHSIX (hapMakosorii 6e3meku. [Hrmi
OpraHHi CUCTeMHU, TaKi SIK HUPKOBA UM IJIyHKOBO-KHUIITKOBA, (DYHKIIIT TKUX MOXYTb
TUMYaCOBO TTOPYIITYBaTHUCh BHAC/IZIOK HebakaHMX (papMakouHaMiuHUX edeKTiB
6e3 He3BOPOTHUX HACJIiJKiB, € MEHIII CyTTEBUMU [JIsI TTIEPIIIOUEPTOBUX TOC/Ti[KEHb.
Orjinka B Mexxax (hapmakoJiorii 6e3meky edekTiB Ha IIi Ta iHII CHUCTEMH MOXKe
O6yTH 0Cc00/IMBO BaKIIMBOO, KOJIM HasiBHI Taki (hakTopH, SIK BiJTOBiZiHe KTiHiuHe
BUITPOOYBaHHS abo0 BiAMOBiAHA TIOMYJ/IALiA TAL[i€HTIB (HANPHUK/IaZ, IUTyHKOBO-
KWIIIKOBUM TpakKT TIpH XxBopoOi KpoHa, HUpKOBa AMCOYHKIliS TIPH TTePBUHHIM

HYDKOBIU rinepTeHsii, iMyHHa cuCTeMa y MaLli€HTIB 3 IMyHHOI HeZIOCTaTHICTIO).

2.3 Tect-cucremu
2.3.1 3aranbHUH PO3IJIs] TeCT-CUCTEM

Benvke 3HaueHHs1 Ma€ BUOIp ajeKBaTHOI Mojie/li Ha TBapHMHAX YW iHIIIMX
TeCT-CUCTeM, OCKIiJIbKY Bifl 1[bOTO 3a/e)KUTh OTPUMAaHHS HayKOBO OOIPYHTOBaHOI
indbopmariii. ®@akropy, 1[0 BU3HAUaIOTh BUOIP TeCT-CHCTeMH, TIOBUHHI BK/IIOUATH
dhapMakoMHaMiuHy BiJMOBiAHICTE MoJeni, hapMakoKiHeTUUHUM mpodinb, BUJ,
JiHIIO, CTaTh i BiK eKCIIepUMeHTa/lbHUX TBAapWH, CIIPUUHSAT/IWBICTh, UyT/IUBICTH i
BiZITBOPIOBAHICTh TECT-CUCTEM, a TaKOXX HAasBHICTb IPYHTOBHMX [JaHUX W00
Jitouoi peyoBUHHM. [laHi 1110710 MIOAMHU (HampUK/aj, MeTabomisM in vitro), SIKIIO

BOHU €, TAaKOXX TMOBMHHI BPaXOBYBaTUCh MpU BUOOPi TecT-cuctemu. YacoBa cxema
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BUMIipIOBaHb  TOBMHHA  0Oa3yBaTMCd  Ha  (hapMakOJWHAMiuHOMYy  Ta
dapmakokiHeTMuHOMY aHamiszi. OOOB’SI3KOBUM € OOIpyHTyBaHHSI BUOOpY

KOHKDEeTHOI MO/IeJli Ha TBapuHax ab0 TeCT-CUCTEMHU.

2.3.2 locnigxeHHd in vivo Ta in vitro

B sIKOCTI TeCT-CcMCTeM MOKYTb BUKOPUCTOBYBAaTHMCh MO/eJIi HAa TBapUHaXx, a
TaKOK TIperiapatv ex vivo Ta in vitro. CucteMH ex Vivo Ta In VItro MOXYTb
BK/TFOUATH, ajie He 0OMe)KyBaTHCh, TAKUMU CHUCTe€MaMH, SIK: i30/IbOBaHi OpraHu i
TKAaHWHM, K/ITWHHI Ky/JIbTYpH, K/IITUHHI (parMeHTH, CYOK/THHHI OpraHes,
peLienTopy, iOHHI KaHa/id, TpaHcropTepu i GpepMeHTU. CUCTEMU in Vitro MOXYTb
OyTH BUKOPUCTaHi y TIOrMOMEHUX AOCTiIKeHHSX (HArpuKaj, AJi OTPUMaHHS
NpoGi/if0  aKTUBHOCTI PEUOBMHM abo i BCTAaHOBJIEHHS MeXaHi3My [ii, 1110
criocTepiraaack B Z0C/iIax in vivo).

[Ipu mipoBefeHHI JOC/ipKeHb in Vivo mepeBara HaJa€TbCs BUKOPUCTAHHIO
He aHeCcTe30BaHMX TBapuH. /[laHi, OTpMMaHi Ha TakKuWX TBapUHAaX, 3aBAsAKU
XPOHIYHOMY CIIOCTEpPEe)KeHHIO 3a JOIMOMOIOK TejieMeTpii UM iHIIUX BiAMOBIAHUX
iHCTpyMeHTa/IbHUX MeTOZiB /i1 TBapUH 3 a/IeKBaTHOI CBiZjomicTio, abo Ha
TBapUHAaX, 1[0 YTPUMYIOTbCS y /abopaTOpHHX yMOBaX, MalTb TiepeBary Haf
pe3yjbTaTaMM  JOCTi)KeHb Ha OOMeKeHWX UM HeaJ[eKBaTHUX TBapUHAX.
OCHOBHOIO BMMOT'OIO TIPM BUKOPUCTAHHI He aHeCTe30BaHUX TBAPUH € BiICYTHICTb

AucKoMdopTy uu 60It0.

2.3.3 Il1an ekcriepyMeHTy
2.3.3.1 Po3mip BHOipKOBOi rpynu i BUKOPUCTaHHS KOHTPOJIIO

Po3mip rpyn mnoBuHeH OyTd [JocTaTHiM [y 3abe3redeHHs HAYKOBO
oOrpyHTOBaHOiI iHTeprperarii OTpUMaHMX MAaHWX. TakK, KibKiCTh TBApUH UYH
i30/1bOBaHUX TperapaTiB Ma€ OyTH a/leKBaTHOIO /il BUSIBJIEHHSI a0 BUK/TIOUEHHS
HasiBHOCTi OiosioriyHO 3HAaUMMOTO edeKTy AOCTiIKyBaHOi peuoBUHU. HeoOXimHO
BPaxOBYBaTU CTyMiHb e(eKTy CTOCOBHO JIIOAWHU. [Jl0 eKCliepuMeHTalbHOro

[lM3aliHy TOBWHHI BKJ/TFOUATUCS Bi/[TIOBi/IHI HEraTUBHA Ta MO3UTUBHA KOHTPOJbHI
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rpynu. [Ipy HasBHOCTI in Vivo TeCT-CHCTeMH, BJIACTUBOCTI KOi J00pe BUBUEH,
BUKODUCTAHHS TPYMNM T[IO3UTHBHOTO KOHTPOJIIO MOXKe OyTH HeoOOB’SI3KOBUM.

BuK/toueHHSI KOHTPOJIIO 3 JIOC/Ti/PKeHb Ma€e OyTH 00TpyHTOBAaHUM.

2.3.3.2 lllnax BBegeHHA

Sk mnpaBuI0, TNOBUMHEH BHUKODWUCTOBYBAaTHCS ILISAX BBEJ€HHS, SIKUM
repei0avaeThCs y KiHII, SKIO 1je MOXK/IHMBO. He3ane)xxHo Bif MIISIXy BBeAEeHHS,
eKCIO3MI[is BUXiHOI peyoBMHU Ta I TOJIOBHUX MeTaboJiTiB TOBUHHA OyTU
aHa/IoOriyHo0 ab0 OiNBIIOI0 y TOPIBHSAHHI 3 Ti€lO, IO JOCATAETHCS HA JIFOJSMX,
AKIIO Taka iHdopMallis € [AOoCTynHOw. SIKIo y KIiHili Tmepeg0avaeTbCst
BUKOPHUCTAHHS JOC/i)KyBaHOTO TIperapaTy Tpu Oisbllie, HiK OAHOMY MIISXY
BBejleHHS1 (HAIPUKIIAJ,, OpalbHOMY i TlapeHTepajbHOMY), abo y BWIA[Ky, KOJH
CTIOCTepira€ThbCsi UM Tiepe/i0ayaeTbCsl 3HaUHA Ki/lbKiCHA i sIKicHa pi3HUI MK
CHUCTEeMHOK i MICLIEBOIO [Ii€r0, AOLII/IbHO BUBUMTH e(eKTU TecT-3pa3Ka 3a YMOB

BUKOPUCTaHHs Oifblile, Hi’)K OTHOTO LLIJISIXY BBeZeHHS.

2.4 PiBHi 103 a00 KOHIleHTpaIii TecT-3pa3Ka
2.4.1 NocnigmxeHHs in vivo

NocnimkenHs: dapmakosiorii 0e3rekd TMOBHHHI OyTH CIJIaHOBaHI TaKUM
YMHOM, 11[00 BU3HAUMTH B3aEMO3B’SI30K MiXK 103010 Ta e()eKTOM IT0J]0 BUSB/IEHHS
HeraTuBHOI Aii, gKIIO0 MOX/IMBO. IIOBUHHI AOC/II)KYyBaTUCh 4YacoBl apamMeTpu
BUHUKHEHHSI Ta TPUBA/IOCTI HECTIPDUSITIMBUX e(eKTiB, SIKIIO € MOK/IUBICTh. K
TIPaBUJIO, /I03H, SIKi BUK/TMKAIOTh TIOOIUHY /1it0, MTOBUHHI TTOPiBHIOBATHCh i3 I03aMH,
110 BUKJIMKAIOTh MEPBUHHUU (hapMaKOAuMHaMiuyHUM e(eKT y [OC/iJHUX TBapHH,
abo ouikyBaHO 3a0e3reuyr0Th TeparneBTUUHY [Iif0 y JIFOJeH, SKIIO 1ie MOXK/THUBO.
BcraHoBneHo, 1110 iCHye BMJOBa BiJMiHHICTb 11[0ZI0 (apmaKoJUHaMiUHOT
uyT/MBOCTI. OTXKe, Aiara3oH [03 MOBUMHEH BKJ/IKOUATU i MepeBUILyBaTH Jiara3oH
TePBUHHUX (PapMaKOJWHAMIUHUX i TeparieBTUUHUX [103. Y BUMAAKYy BifCyTHOCTI
nobiuHoi fii B JocmiiykeHHAX (papMakosiorii 6e3reku HaliBUIIOO /103010 Ma€ OyTH

[103a, sika TIPU3BOJUTH /10 TIOMipHUX HeOa)kaHWUX TIPOSIBiB y 1[bOMy abo iHIIMX
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JOC/IIPKeHHSIX 3 @aHA/IOTIYHMMU TPUBAJIICTIO 1 IUISIXOM BBeZeHHs. L]i HeCcripugaT/IuBi
edeKTH MOXKYTh BKIHOUYATH OOMEXeHHs 03U 1100 (papMakoAuHaMiuHOI Aii abo
iH nposiBU TOKCMYHOCTI. Ha mpaktuii, geski e(eKTH y TOKCUUHUX MeKax
(HampuK/aaZ, TpeMOp ud HamnpyxeHHs T 4yac peecrpayii EKI') MoxyTb
YCKIaJHUTU iHTeprpeTalito pe3y/bTaTiB i TakKoXX OOMeXUTH PpiBHI [103.
TecTyBaHHS OJHI€I IPYNU i3 BUKOPUCTAHHSAM JIIMITYHOUOI 103U, K OMKUCAHO BUILIE,
3a BificyTHOCTI 1106iUHOI i MOyKe OyTH AOCTaTHIM Y JJOC/TiIKeHHAX (hapMaKoJIorii

OesreKu.

2.4.2 NocnigmxkeHHs in vitro

HdocnifykeHHss in  Vitro TIOBUHHI IIPOBOJWUTHCH 3 MeTOKH OTpPHUMaHHSA
3a/1e)KHOCTi KOHIleHTpallis-edeKT. [liara3oH KOHLIEHTpalliki TecT-3pa3ka IOBUHEH
3abe3neunTy 30isbIIeHHS BipOTiJHOCTI BUSIBIeHHs e(eKTy B TeCT-CUCTeMi.
BepxHsi Me)Xa KOHLEHTpaL{il 3aleXWThb Bif (i3MKO-XIMIYHUX BIaCTUBOCTEU
JOCTipKyBaHOI peYoBMHU Ta iHIMX creuudiuyHux ((akTopiB, 1[0 MarTh
BpaxOBYBaTUCh. Y pasi Bi/ICyTHOCTi edeKTy, Aiarna3oH oOpaHUX KOHL|eHTpaLlili Mae

00IDYHTOBYBAaTHCh.

2.5 TpuBasicTh AOCTI)KEeHb

Sk mpaBwuso, pAocmimkeHHs dapMakosiorii  0e3reKd TIPOBOASTHCS TPH
OJHOPa30BOMY BBe/IeHHI TeCT-3pasKa. N BUMAJKY BUSIB/IEHHS
dapmakoguHaMiuHUX eeKTiB JIMIIe B XO/i TPHUBAJIOr0 3aCTOCYBaHHS, ab0 SIKIIO
JlaHi AOKTiHIYHUX AOC/i/pKeHb MPH BBeJeHHI MOBTOPHMX 703, ab0 pe3y/bTaTH
3aCTOCYBaHHSl mMpernapaTy Yy JioJled BUK/IMKAIOTh 3aHENOKOEHHS  I110/0
dapmakonorii 0Oe3mekd, s BUSBIAEHHS TakKoi [ii TpUBaMiCTb AOC/TiKEeHb

dapmakoJiorii 6e3rmeky TOBUHHA OOTPYHTOBYBATUCh.

2.6 JocrimkeHHs: MeTabosTiTiB, i30MepiB Ta KiHI[eBUX MPOAYKTIB
SIk mpaBusIo, y Mekax (hapMakosiorii 6e3rmeKu oBUHHA TTPOBOAUTHCE OLTiHKa

CUCTeMHOI [Iii Ha JIFOAWHY BUXiHOI PeYOBMHM Ta OCHOBHOTO ii MeTabomiTy(TiB),



1

1[0 YTBOPIOETHCS ab0 OUiKy€eThCS MOro/ix yTBOpeHHs. JlocCumifkeHHS OCHOBHMX
MeTaboJIiTiB YacTO 3aBePIIYETLCS Y TPOIECi AOC/iHKeHb BUXiJHOI CITOMYKH Ha
TBapyHaX. SIKIo rosioBHUM(i) MeTabosIiT(TH) y JIFOJUHU BifICYTHI UM TIPUCYTHI Y
BiZJHOCHO HHW3BbKUX KOHLIEHTpAL|isiXx Yy TBapuH, OLIHKA X BIUVIMBY 3 TOYKW 30Dy
dapmakosorii 6e3reku MoBUHHA OyTU TpoaHasi3zoBaHa. KpiMm Toro, sKiijo Bizomo,
0 MeTabo/iTH TIpM BWKOPHCTAHHI JIIOJUHOIO BHOCATh 3HAUHWM BKIaZ Yy
(dhapMakKo/IoTiuHy fif0 TepareBTUYHOrO0 areHTy, MO)Ke BUHMKHYTH HeOoOXiJHiCTb
JIOCJTiDKEHHSI TaKWX aKTUBHUX MeTabomiTiB. SIKI[O B [JOCTiI)KeHHSX BUXiZHOI
CTIOJIYKHU in Vivo HEMOK/IUBO afIeKBAaTHO OIL[iIHUTH MEeTa0OJIiTH, IK OIHMCAHO BUIIIE,
MeTaboJliTh MOXYTh OyTH BHBUEHI B cHUCTeMax in vitro, siki obupaioTb 3
TPaKTUYHUX MiDKYyBaHb.

SIkmo mperapat MiCTUTh CyMilll i30mepiB, HeobxigHO TiepeabauUTH
BUBUEHHS iHAUBiZyasbHUX i30MepiB B fjocifiax in vitro abo in vivo.

HocnimxkenHs  ¢dapmakosiorii  Ge3riekd  ylikapcbkoi  (OpMU  TTOBUHHI
TPOBOJMTHUCH TI/IbKU [IJIs1 TIperiapariB, B IKUX CYTTEBO 3MiHeHi (papMaKOKiHeTHKa
Ta/abo (apmakogvHaMiKa TIOTIepeIHbO AOC/i/PKeHOI [1ifouoi peuoBUHU Y
TIOPiBHSIHHI 3 MonepeHbO0 BHBUEHOIO JiKapChbKOK (opMOI0 (HaIlpUK/Ia/[l, 3aBAsSKU
TaKUM JIOTIOMDKHHUM peUYOBHMHAM, IO 30i/IbIITYIOTh TTPOHUKHEHHS, JIIIOCOMaM Ta

IHIIMM 3MiHaM, TaKUM, SIK TOIMOPQi3m).

2.7 OcHOBHMII KOMIUIEKC AOC/I/pKeHb 3 ¢papMakosiorii 6e3meku

3aBJ@aHHSAM OCHOBHOI'O KOMILIEKCY AOC/Ii/I)KeHb 3 BUBUEHHS (papMaKoJIorii
Oe3rmeKy € BCTAHOBJIEHHSI BIUIMBY TeCT-3pa3Ka Ha JKUTTEBO BaXK/IWBi MyHKII. Y
LIbOMY CEHCi CepLeBO-CYJWHHa, AuXalbHa 1 LeHTpa/ibHa HepBOBa CUCTEMU
3a3BMYall PO3IJ/ISAIAal0ThCS K JKUTTEBO Ba)K/IMBI CHMCTEMHM OPTraHiB, SIKi MOBUHHI
OyTH [OCTipKeHi y paMKax OCHOBHOTO KOMILIEKCY MAOCTi/pKeHb. Y JesKUX
BUTIA/IKaX, KOMU 1je HayKOBO OOTPYHTOBAHO, CYKYITHICTb 3aBJaHb IMOBHHHA OyTH
JOTIOBHEHa (JuUBHCh po3fin 2.8) abo He morpebye BUKOHAHHS (AVBHUCH TaKOXK
po3zin 2.9).

BukstouenHsi 0yap-skoro Tecty(iB) abo mociimkeHHs(Hb) MTEBHUX OpraHiB,



cuCTeM uM PYHKIIi¥ Ma€e OyTH HAyKOBO OOTPYHTOBAHKM.

2.7.1 IlenTpaibHa HepBOBa CHUCTeMa

Bruvs TecT-3pa3ka Ha IeHTpaJbHy HEPBOBY CHCTeMy Ma€ OyTu
JIOC/TipKeHUH BiAMoBiAHMM urMHOM. [TOBMHHI BU3HAuaTHCh MOTOpPHA AKTHBHICT,
3MiHU TOBE/IiHKH, KOOpAUHaLlisl, CCHCOPDHO-MOTOPHI ped/ieKCcH i TeMriepartypa Tija.
Harpuknazs, MOXYTb  BUKOPMCTOBYBAaTHCh  KOMIIIEKC  (DYHKI[iOHATbHUX

crioctepexkeHs (3), MogudikoBanui TecT IpBiHa (4) uu iHiwi BiAgmoBigHI TecTH (5).

2.7.2 CepueBo-CyAuHHA CUCTeMa

BifnoBigHuM uMHOM TIOBMHHA OyTH BHMBUEHA [isl TeCT-3pa3Ka Ha CepiieBO-
CyIUHHY CHUCTeMy. MarTb BH3HAUaTUChb KPOB’SIHUM THUCK, 4YacTOTa CepLIEeBUX
CKOpOYeHb, aHa/li3yBaTUCh - ejleKTpokapziorpamMa. IIoBUHHI BpaXOByBaTUCh [aHi
JOCTi/pKeHb in vivo, in vitro Ta/abo ex Vivo, BK/IIOUalOUd METOJW OI[iHKU

perioJisipy3aliii i MopyllieHb MPOBiJAHOCTI.

2.7.3 luxasbHa cucremMa

Hane)kHuM 4YMHOM Ma€ BHBUAaTHUCh BIUIMB TeCT-3pa3ska Ha JuXajbHY
cucteMy. IloBuMHHI BHM3HAuaTWCh YacTOTa JUXaHHA Ta IHIII ITOKA3HUKU
pecrtipaTopHoi GyHKIfii (Hampukiag, o6’em, 1m0 BAUXyeTbCs (6), HaCHUeHHS
remMoryiobiHy KucHeM). SIK TpaBWIO, K/iHIUHiI CriOCTepe)KeHHSI Ha TBapUHaX €
HEeINpUAAaTHUMHU [JI1 OLIiHKWA pecripaTopHOI (yHKLii, TOMy Lii MOKa3HWKU MOBUHHI

TiATBEpAKYBaTHUCh 3 BAKOPUCTAaHHSAM IHILIOI a/leKBaTHOI MeTOZ0JIOrII.

2.8 ITor/mmos1eHi i JOAATKOBI A0C/Ti/HKeHHA 3 (hapMaKoJIorii 0e3mexkun

[Tobiuna gis Mo)ke OyTu TmepezdaueHa, BUXOASUYM 3 (hapMaKOJIOTiUHUX
B/IaCTUBOCTeH abo ximMiuHOrO Kacy TecT-3paska. [lo Toro >k, Tifo3pa o0
icHyBaHHS HeOa)kaHUX e(eKTiB MoO)Ke BHUHMKHYTH 3a pe3y/bTaTaMU OCHOBHOTO
KOMILJIEKCY JIOC/Ti/XKeHb 3 (hapMakoJiorii 6e3rmeku, KIiHiYHUX BUTIPOOYBaHb, JJaHUX

dapMakoHarsAy, eKcriepuMeHTa/IbHAX [OC/IiHKeHb in vitro abo in vivo, maHux
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niTeparypu. SIKI[0 TakKi TMOTEHLIIMHO HeCTpUSATIUBI e(eKTH BUK/IMKAIOTh
3aHETIOKOEHHSI 11I0ZI0 0e3MeKyd 3aCTOCyBaHHSI JOC/i[)KyBaHOTO TiperapaTy y
JIFOIVHY, BOHU TIOBWHHI BiJITTOBiHUM UMHOM JOC/Ii/IKYBaTUCh Y TTOTJIMO/IEHUX UM

JI0IaTKOBUX (PApMaKoJIOTiUHHX JOC/Ti/PKeHHSIX 3 JapMaKoJIorii 6e3mekHu.

2.8.1 ITor/iu6/1eHe BUBYEHHSA B Me)KaX OCHOBHOI'0 KOMIUIEKCY JOC/Ti/PKEHb 3
(dhapmakoiorii 0e3mexkun

CynpoBifHi mocmifyKeHHs: MatoTh 3abe3neuyBaTu OibII rMO0OKe po3yMiHHS
ab0 OTpHMMaHHS [O/JAaTKOBHX 3HAaHb IIOPiBHAHO i3 THUMH, IO HAAAIOTh JIaHi
OCHOBHOTO KOMIUIEKCY [OC/TI[)KeHb JKUTTEBUX GYHKLIK. Y  HaCTyMHUX
MiJpO34i/iax HaBOAUTHCH Tiepesiik  JOC/Hi[)KeHb [/ [OAaJbIIOl  OLIHKHU
MOTeHIIiitHOI MobiuHoi (hapMakoguHaMiuHOI il Ha TeBHi cucteMu opradiB. Ilei
repesiik He € BCeOCSHKHUMHU Ta 000B’SI3KOBUM /10 BUKOHaHHsS. OOcCsT A0C/i/pKeHb
Ma€ BHU3HAUATUCh Y KOXXKHOMY KOHKDETHOMY BUIAJKY, BUXOZSYM 3 JOCTYITHUX
JAHUX AOK/MiHIUHMX abo KIiHIYHMX BHUIPOOyBaHb. Y [JesSKMX BUMaAKax Oi/blil
JOLIJIbHO BHBYAaTU TOOIYHY (papMakojoriyHy [it0 B XO7i MPOBeAEHHs iHIINUX

JOKJTiHIUHUX Ta/ab0 KIiHIYHUX BUTIPOOYBaHb.

2.8.1.1 IlenTpa/ibHa HepBOBA CUCTeMa

BuBuenHsi mobiuHoi fii TecT-3pa3ka Ha IeHTpaJibHy HEPBOBY CHCTEMY
repeibauae BCTaHOB/IeHHS (hapMaKOJIOTiUYHOrO0 BIJIMBY Ha TMOBE/iHKY, 3/aTHIiCThb
[0 HaBUaHHS Ta 3alaM’ATOBYBaHHs, CcreludiuHe 3B’si3yBaHHSA 3 JIraHOM,
HeWpOXiMiUHUW aHasi3, [OCHi/pKeHHs1 30py, CAyXy i/ud ejieKTpodisiosoriuni

JIOC/TIIKEeHHS Ta IH.

2.8.1.2 CepueBo-cyAuHHA cUCTeMa

[Tpu mpoBeseHHi gocimKkeHb 1Mob6iuyHOI hapMakosOTiuHOI 71ii Ha cepieBo-
CYOVUHHY CHUCTeMy BW3HAYae€ThCsl XBWIMHHMM 00°€eM ceplis, CKOpPOYYBaHiCTh
IJTyHOYKIB, CyJUHHUM Omip, e()eKTH eH/JoreHHUX Ta/abo eK30reHHHX PeuoBHH Ha

CepLieBO-Cy/IMHHI peakliil Ta iH.



2.8.1.3 luxanbHa cucrema
Omnip [uUXanbHUX LLISAXIB, €1aCTUYHICTb, JIeTeHEBUM apTepiaJilbHUM THUCK,

ra3oBUM CK/aJ| KpoBi, pH KpoBi ToI1110.

2.8.2 JlopaTkoBi JocmipkeHHs (papmakoiiorii 0e3nmeku

3a HasBHOCTI BIAMNOBIAHUX MiJCTaB MPOBOAATHCH AOAATKOBI AOC/IIIKEHHS,
SKi MaltOTh Ha MeTi OLiHKY TMOTeHLilHuX MobiuHuX (hapmakoArHaMiuHUX e(eKTiB
CTOCOBHO (PYHKI[IOHYBaHHSl CUCTeM OpraHiB, 1110 He BXOJSATb [0 OCHOBHOI'O
KOMILJIEKCY AOC/Ti/pKeHb hapMakosiorii 6e3meku abo He MPOBOASTHLCS TIPU BUBUEHHI

TOKCUUYHOCTI ITpH TIOBTOPHMX BBE€AEHHAX.

2.8.2.1 Hupku/ceyoBui/ibHa cricTeMa

Heo0xifHO OLIIHUTH BIUIMB TeCT-3pa3ka Ha HUPKOBY cucTeMy. Hampukiaz,
MOXXYTb OyTH BM3HaueHi 06’eM cedi, MMUTOMa Bara, OCMOJISUIbHICTB, pH, piguHHO-
eNIeKTpO/IiTHUI OanaHc, OiMKOBUI CK/af, TPOBeJeHUN I[UTOJIOTIUHWN aHami3 Ta
BCTAHOBJIeHi OioXiMiuHi ITOKa3HMKM CHPOBAaTKU KPOBi, Taki SIK a30T CEUOBHHH,

KpeaTHHiH Ta Oi/IOK.

2.8.2.2 BereraTBHa HepBOBa CUCTeMa

HeoOxifiHO OLIIHUTH BIJIMB TeCT-3pa3ka Ha BereTaTUBHY HEPBOBY CUCTEMY.
Haripyikiaz, BHU3HAuyarOTbCS 3B’S3yBaHHS 3 peLielTOpaMH, pejieBaHTHUMU ISl
BereTaTUBHOI HEPBOBOI cHCTeMHM, (PYHKIiOHa/IbHI BifMOBiZi 111010 aroHicTiB abo
aHTAroHiCTiB B Zloc/ifax in vivo abo in vitro, ipsiMe CTUMYJ/TIFOBaHHS BereTaTUBHUX
HEpBIiB Ta TMPOBOJUTHCSI BHMIPIOBaHHS CepL[eBO-CYJIMHHUX Ppeakli[id, aHasli3

bapopedekciB, BapiabesbHOCTI YaCTOTU CePLieBUX CKOPOYeHb Ta iH.

2.8.2.3 KumkoBo-1IyHKOBa CMCTeMa
HeoOxifiHO OLIIHUTH BIIMB TeCT-3pa3ka Ha KUILKOBO-LITYHKOBY CUCTEMY.

HaanKﬂa,q, MalOTb BHM3HAUATHUCH CEKPEL[iH [MUTYHKY, HOTEHL[ia]I YIIKOIPKEHHS
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KHILKOBO-ILIJIYHKOBOI'O TPaKTy, CeKpeLisi >KOBUi, YaC TPaH3UTY in vivo, CKOpOUYEHHS

K/1yOO0BOI KMILIKM in vitro, pH Ta HarOBHIOBaHICTh IIVTYHKY Ta iH.

2.8.2.4 TH111i cUCTeMH OPraHiB

3a HasBHOCTI Mi/icTaB HeOOXiZHO OL[iIHUTH BIIMB TeCT-3pa3Ka Ha paHillle
He/loC/Ti/pKeHi cuctemMu opradiB. Hampukiaza, moxe OyTH AOL[/IbBHUM BUBUKTH
TIOTeHLlia/l JIiIKapChbKOI 3a/e’KHOCTi, (DYHKI[IOHyBaHHS CKeJeTHUX M’s3iB, iMyHHOI,

€H/JJOKpUHHOI CUCTEM.

2.9 YMoBH, 3a AKHX AOCTiPKEeHHA He € 000B’ A3KOBHMH

HocnimkenHs: apmakosorii 6e3rnekd MOKyTb OyTH HeoOOB’sSI3KOBUMH TIpU
BHUBUEHHI areHTiB, IIJ0 3aCTOCOBYIOThCS MiclleBOo (a came, zAepManbHO abo
OKYJISIDHO), SIKIIIO0 (hapMaKoJIoTiuHa Jlist TecT-3pa3ka Jo0pe BUBUeHa i BCTaHOB/IEHO
HU3bKi CUCTeMHY [iito ab0 po3Mozis B iHIIIMX OpraHax.

HocnimkenHss (apMakosiorii 6e3rneky 70 TOYaTKy I1epIoro BBeeHHS
MIOASIM  MOXKYTb  OyTW  HeOOOB’SI3KOBUMM  /I/I1  I[MTOTOKCMYHUX  areHTiB,
TpU3HAUeHUX I JIIKyBaHHA MALl€HTIB Ha OCTaHHIX CTajifax paky. OfHak,
I[ATOTOKCWUYHI areHTH 3 HOBHMH MeXaHi3MaMH [ii MalTh OyTH OIfiHeHi B
JOCTiIKeHHsX 3 papMakoJiorii 6e3reku.

Ilns miperapatiB 0iOTeXHOJ/IOTIYHOTO TOXO/PKEHHS, IO MalTh BHCOKHM
piBeHb crerudiyHOrO 3B’SI3yBaHHS 3 peLeNTOpOM, 4YacTo OyBa€ I0OCTaTHBLO
OLiHUTU KiHLIeBi TOUKW (hapMakosorii 6e3rekyd B XOZi TOKCHKOJIOTiUHUX Ta/abo
(dhapMakoAMHaMiUHUX JOCTiI)KeHb i, TAKUM UMHOM, AOC/i/I)KeHHs 3 (hapMaKoJioril
Ge3meku /s [TUX TIperapaTiB MOXKYyTh OYTH CKOpoueHi abo He MPOBOUTUCH.

I171s1 TipemiapatiB 6i0TeXHOJIOTIYHOTO MOXO/KEHHS, 1110 Ha/leXkaThb /10 HOBOT'O
TeparieBTUYHOr0 Kjacy Ta/abo MaroTh HeJOCTaTHIO CITelM(iuHICTh 3B’ SI3yBaHHS 3
peLIenTopoM, TOBMHHI TMPOBOJWUTUCH Oi/IbIII  PO3TOPHYTI  AOCHTI[PKEHHS 3

(hapmakosorii 6e3reku.
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Mo>k/T1Bi i iHIII BUK/TFOUEHHS, KOJIA JJOC/TiIKeHHs (papMakoJiorii 6e3mneku He
€ HeoOXigHWMH, HaNPHWK/IAJA, y BWITQAKYy, KOJHM HOBa Ciib Ma€ Ti X cami

(hapMakoOKiHeTUYHi Ta (h)apMaKOJAUHAMIiUHIi BJIaCTUBOCTI, 1110 U BiZjoma.

2.10 Tepminu mpoBeJeHHA AOCTI/PKeHb 3 (papMakosiorii 0e3meKH CTOCOBHO
K/IIHIYHUX BUNIPOOyBaHb

[Tpu mutaHyBaHHI MMpOrpamMu AOC/Ti/PKeHb 3 hhapMakKosorii Oe3rneku HeoOXigHO
3BepHYTHUCh 0 po3Ainy 2.9, 11106 BCTaHOBUTU, UM PEKOMEHYEThCSI TIPOBeIeHHS

crietiiuyHUX A0C/Ti/[)KeHb.

2.10.1 JocaifpkeHHs, 10 NepeAyOTH NepHIOMYy BBe/IeHHIO Npenapary JII/{MHI

BrimB TecT-3pa3ka Ha (yHKIii, BHU3HAu€Hi OCHOBHHM KOMILIEKCOM
Joc/TipKeHb (papMakosiorii 6e3reku, MOBUHeH OyTHM BU3HAueHWM [0 TOYaTKy
TepIIoro BBeJieHHs TMperapaTty J/oAvHi. Takok TOBUHHI OyTH TpoBefeHi
ror/b/ieHi Ta [OJATKOBI JJOCTi/PKeHHs, BU3HAHI HeOOXimHWUMHU, BHXOJAUU i3
HasIBHUX ITi/IcTaB. Pe3ynbTaTh TOKCUKOMOTIUHUX [IOC/Ti/IKeHb, 1110 OY/IM Hae>KHUM
YMHOM CIUIAHOBaHI Ta TIpOBeJeHl [Jid BU3HAUEHHS KI/IFOUOBUX II0KA3HUKIB
JOCTipKeHb  dapMakosiorii  Ge3rmekd, MOXKyTb OyTH  JOCTaTHIMH /IS
oOIpyHTYBaHHS [OL[I/IBHOCTI CKOpOUeHHs ab0 BiMiHM OKpeMUX [OC/ifKeHb 3

(apmakosorii 6e3reku.

2.10.2 JocmipkeHHs B X0Ai K/TiHIYHMX BUNIPOOYBaHb
Mo>ke BUHUKHYTH He0OXiHiCTb y TIpOBe/IeHHi JOAATKOBUX JOCTiIPKeHb /s
MiZTBep)KeHHs BUsIBJIeHUX ToOiuHuX edekTiB abo mizo3pu 1i0[0 iX HasBHOCTI

3rifIHO aHKX, OTPMMAaHUX Ha TBapWHax abo B XO/i K/IiHIYUHUX BUTIPOOYBaHb.

2.10.3 JocmipKkeHHs], 0 MepeAyOTH PeecTpallii TiKapcbKoro 3acody
MocnimkenHs: gapMakosiorii 6e3MeKd Ha CHUCTeMax, HaBeJleHUX B PO3ii
2.8, MatoThb OyTH MpoOBeJieHi 10 peecTpaliil JiKapCcbKoro 3aco0y, 3a BUK/IHOUEHHSIM

o0IpyHTOBaHMX BWMAKiB. HasBHI ZlaHi TOKCHKOJIOTiUHUX AOC/iKeHb, 1[0 Oy/H
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Ha/Ie)KHMM UYWHOM CIUIAHOBAaHI Ta TIPOBeZeHI JjIsi BU3HAUEHHSI K/IFOUOBHUX
TTOKAa3HMKIB AOCTipKeHb hapMakosorii 6e3meku, abo iHbopMaliist 1010 KIiHiuHHX
BUTIPOOYBaHb MOXXYTb BUKOPUCTOBYBATHCH [I7Is ITi/ITBEP/KEHHS OLiHKH Oe3IneKy, i,

OT’Ke, BUBUEHHS 3 (hapMaKoJIorii 0e3reKu He MPOBOAUTHCS.

2.11 Hanexna jiabopaTopHa npaktuka (GLP)

BaxyiiBO rapaHTyBaTM SKIiCTb Ta  BIJTBOPIOBaHICTb  JOK/IIHIYHUX
JOCTiKeHb  Oe3meku. 3a3BUuail 1@ 37iMCHIOETBCA IIUIIXOM  TPOBeJeHHS
JIOC/IiKeHb y BianoBigHOCTI A0 npuHUMMIiB GLP. Uepe3 yHiKa/lbHICTh IW3aliHY Ta,
BUXOAAYM 3 T[PAKTUYHUX MIpKyBaHb, TIIPOBeJeHHA [esKUX JOC/IiKeHb
dapmakosiorii 6e3meku y BiamoBigHocTi Ao mpuHIMNiB GLP € HegouibHUM.
OfHak CJiii HaroJOCUTH, 110 SKICTh Ta UUVIICHICTh [HAaHUX JOC/IIKEHb
dapmakonorii 6e3reku moBuHHa OyTH 3abe3rneueHa HaBiTh 3a BiJICYyTHOCTI
dbopmansHOro gorpumanHs npuHiuniB GLP. Y Bumagky, Koiud [oCiimKeHHS
TPOBOJATHCA He Yy BiAmoBigHocTi A0 TipuHUMniB GLP, BIATBOpeHHS mpoiecy
JIOCJTiKEeHHSI TIOBUHHe OyTHM rapaHTOBaHe HaJeXXHUM JOKYMEHTYBaHHSIM XOAY
JOCJIi/[KeHHSI Ta apXiByBaHHAM JjaHUX. By/ib-sike HOCTi/PKeHHs Ui MOro (pparMeHT,
TpoBefieHi He y BifgmoBigHocTi g0 mpuHmmmiB GLP, moBuHHI OyTH Ha/leXXHUM
YrHOM OOrpyHTOBaHi i Mae OyTu TipoaHasi30BaHMM IX TIOTEHI[IMHWUN BHECOK B
OLIiIHKY K/TFOUOBMX TIOKa3HUKIB [JOC/Ti/PKeHb (papMaKosIorii 6e3reku.

OcHOBHUIT KOMIUIEKC J0OC/ipkeHb (apMakosiorii  Oe3rieku  3a3BUYait
MpOBOAUTHLCA y BigrnosigHocTi 7o GLP. CyrnpoBigHi Ta JOAaTKOBI JOC/IiIKeHHs
Oe3meky TiKapChbKMX 3ac00iB MOBHHHI TTPOBO/JUTHCH Y BiAIOBiAHOCTI A0 TIPaBUI
GLP B MakcumanbHO A0CsDKHIN Mipi. docnimkeHHsi dapmakosorii 6esneku, siK
CKJ/1aZJoBa TOKCHUKOJIOTIUHUX AOC/Ii)KeHb, TIOBUHHI NPOBOJUTUCH Y BiATOBIAHOCTI
Jo nipuHumtiB GLP.

[MTepBuHHI JOC/TiHKeHHS (GapMakoAWHAMIKKA He TIOTPeOyIOTh A0TPUMaHHS
nipuHOuIiB GLP.

Sk mpaBWIO, MAOC/IPKeHHS BTOPUHHOI (hapMaKoJWHAMIKM TaKOX He

MPOBOJATHCA 3 AOTpUMaHHsAM npuHuuIiB GLP. Pe3dynbrati 0ux [gOC/TiKeHb
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MO>XKXYTb [IOYUYaTHCh [0 OLIIHKH 3 (hapMakoJiorii 6e3meku, sIKIIo BiZICyTHI mizcTaBu
JJIsT 3aHEeTOKOEHHS I1oZi0 Oe3reku mpermapary (ToO6To, KoM He BHU3HAUalOThCS
K/TFOUOBi TIOKa3HUKW (hapmakosiorii 6e3meku abo XiMiuHMI YW TeparieBTUYHHUM
K/lacu), TakKi [OCJi/pPKeHHs 3 BTOPWMHHOI (hapMaKoAWHAMIiKM He TIOTPeOyHOTh
TIOBTOpPeHHsI y BiAnoBigHocTi g0 BuMor GLP. 3a meBHUX 0OCTaBUH pe3y/bTaTH
JOCJTi/PKeHb BTOPWHHOI (hapMakoZMHAMIKH MOXXYTh 3abe3reuyBaT OCHOBHHI
BHECOK Yy BHW3HAaueHHS TMOTEHL[iMHUX T00iuHuX edekTiB y /moguHu. B Takomy

BUIA/KY, K [IPaBUJIO, BOHU IPOBOAATLCS Y BiANOBifHOCTI 10 BuUMor GLP.
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