EBPA3ZUMCKASI DKOHOMUYECKASA KOMUCCHS
COBET

PEMIEHUE
«15» deBpainst 2023 r. Ne 22 - r. MockBa

O BHecennu usmenenuii B [lpapuiia npoeaeHus ucciae oBaHuii
0HMO3KBHBAJICHTHOCTH JIEKAPCTBEHHBIX MpenapaToB B paMKax
EBpa3uiickoro 3k0HOMHY€ECKOIr0 €c0K03a

B coorBercTBUM ¢ myHKTOM 2 cTatbu 4 u crateeil 6 CoramieHus o
€IMHBIX NpUHIUNAX M MpaBWiIax oOpalleHusi JIeKapCTBEHHBIX CPECTB
B paMKax EBpazuiickoro 3KoOHOMHYecKOoro coro3a oT 23 mekabps 2014 rona
u nyHkrom 86 npunoxenus Ne 1 x Permamenty pabotel EBpaswuiickoit
OKOHOMHYECKOM  KOMHCCHH, yTBepxkaeHHoMmy Pemienuem  Briciiero
EBpasuiickoro skonomuueckoro copera ot 23 aexadps 2014 r. Ne 98, Coet
EBpasuiickoii 5KOHOMHUYECKOM KOMHCCHU P € Il M JI:

. Buectu B IIpaBuna IPOBEAECHHUS HCCIIEJOBAHUN
OMOSKBHBAJIEHTHOCTH JIEKApPCTBEHHBIX IpenapaTtoB B pamkax EBpasuiickoro
OKOHOMHMYECKOTO cOr03a, yrBepxacHHble Pemenuem Cosera EBpazuiickoit
9KOHOMHUYECKOU KoMuccuu oT 3 HosaOps 2016 r. Ne 85, u3MeHEeHHs COrIacHo
IPUIOKEHHUIO.

2. Hacrosiee  Pemienne BeTymaer B CHIY 10 HCTEYCHHH
180 kanengapHbIX JHEH ¢ AaThl ero opULHATBHOTO OMYOIUKOBAHHSL.

Yueunsl Cosera EBpasuiickoii 3k0HOMHYeCKOH KOMHCCHH:




I[MTPUJIOXKEHUE

k Pemennro CoBera
EBpasuiickoli 5SKOHOMUUECKOW KOMHCCHU
ot 15 ¢espans 2023 r. Ne 22

U3IMEHEHMUSI
BHOcHUMbIe B [IpaBuiia npoBeneHust Hecaen0BaHUI
OMO3KBHBAJIEHTHOCTH JIEKAPCTBEHHBIX NPENapaToB B paMKax
EBpa3suiickoro 3K0HOMHYECKOI0 ¢0I03a

1. AG3an Bropoii myHKTa 4 JONOJHUTH MPENIOKEHUEM CJIeIyIOIEro
comgepxanus: «PaspaboTka nu3aiiHa W NpoBeeHHE HCCIENOBAHUN, aHAH3
JaHHBIX  CPaBHUTEJLHOM  OMOJOCTYMHOCTH  UIL  TOATBEPIKICHHS
OMOSKBUBAJIEHTHOCTH  JIEKAPCTBEHHBIX MPENMapaToB B  JIeKapCTBEHHBIX
(Gopmax, npegHa3HAUSHHBIX [Uii OKa3aHWs MECTHOTO JEHCTBHS WJIM JUIst
MECTHOTO TIPUMEHEHHS, IPOBOJAATCA B COOTBETCTBHH C TpPeOOBaHHMAMMU
corjacHo npuitoxenusm Ne 11 — 13.».

2.B nynkre 11:

a) B ab3alle BOCHMOM CJIOBa «OHOJIOTHYECKAs SKBHBAJIEHTHOCTBY,
«OMO5KBUBATIEHTHOCTb») 3aMEHHUTH CIIOBAMU «OUOIKBUBAJIEHTHOCTDY,

6) mociie ab3ana ABaAUATh NEPBOrO JOMOJIHUTH ab3aleM ciieyIoLero
COJIepIKAHMS:

«COKpAIIEHHOE J0ChE» — DPErHCTPALUOHHOE J0ChEe JIEKAPCTBEHHOTO
npenapara, 00beM  (papMaleBTHYECKOH  pa3paboTKH  KOTOpPOro  He
IpeayCMaTpUBAET MPOBEAEHHUS IIOJIHBIX TOKCUKOJIOTHYECKUX W KIIMHUYECKUX
MCCIICJIOBAHUH M BKIIOYEHUS MX pe3yabTaToB B MoAyid 4 u 5
PETUCTPALIMOHHOIO JIOChE;Y;

B) B IPEJIOKEHUH TMepBOM ab3aia JBajliaTh YETBEPTOro CJIOBa

«, (HeoOs3aTeIbHO B OJIMHAKOBOM KOJIMYECTBE WJIM JIEKAPCTBEHHOM (opMe)
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WIK OJIMHAKOBYIO COJIb MIIM 3(HUP» 3aMEHUTh CIOBAMH «HE00S3aTeIhHO B
OJIMHAKOBOM KOJIMYECTBE, MJIM JIEKAPCTBEHHOH (hopMe, MO0 B BUiE TOI ke
COJIM MJTU TOTO e 3hupan.

3. Ilpennoxxenne Bropoe ab3alia BTOPOro MyHKTa 33 H3IOXKHTL B
ciaepytomiel penakuuu: «Eciu takume cBeleHus B oOIed XapakTepHCTHKE
JICKAPCTBEHHOTO  Ipernapara pe(epeHTHOro JIEKapCTBEHHOTO IIperapara
OTCYTCTBYIOT, PEKOMEHJyeTcs, 4YTOObI CYOBEKTHI MCCIEAOBAHUS HAYalu
nmpueM mumk 3a 30 MHHYT 0 NpueMa JIEKapCTBEHHOTO MpenapaTta H
3aBEPIIMIIM €ro B TeueHue 30 MUHYT.».

4. B npunoxenun Ne 1 k IIpaBuiam:

a) mpeJUIoKeHHe IepBoe ab3ala mepBoro pasgena IV mociie ciioB
«JIE€KapCTBEHHBIN IpenapaT» JOIOIHUTh CJIOBAMH «B MOMEHT IIPHUMEHEHHSI,

0) B mpemnoxeHuu mepBoM abs3ana mepsoro pasgena VI ciosa
(GIBJISIETCS. BOJTHBIM PAcTBOPOM» 3aMEHMTBH CIIOBAMHU IIPHMEHSIETCS B BHE
BOJHOT'O PacTBOpay.

5. Hononmuuts npuoxkeHusMu Ne 11 — 13 crenyromiero conepxanus:

«ITPUJIOXXEHUE Ne 11

k IIpaBunam nposeieHust UCCiie0BaHMI
OMOSKBHBAIEHTHOCTH JIEKAPCTBEHHBIX
npenapaTos B paMkax EBpasuiickoro
SKOHOMHUYECKOTO COI03a

TPEBOBAHMUA
K IIPOBEICHUIO KIHHHYECKHX HCCTeIOBAHNHN JeKAPCTBEHHbIX
npenapaTos, COAEPKAMUX H3BECTHOE AeHCTBYIOIEE BEIIECTBO
(BemiecTBa), B JIEKAPCTBEHHBIX (POPMAX, OKA3LIBAIOIINX MECTHOE
JeHCcTBHE
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[. O61ue noJyioxeHus

1. Hacrosimue TpebGoBaHHS ONpemesisitoT — MOPSIAOK  MPOBEASHUSI
KIIMHUYECKUX HCCIICJIOBAHMI JIEKAPCTBEHHBIX IIPENapaToB, COEpKaIliX
M3BECTHOE JICHCTBYIOIIEE BEIIECTBO (BELIECTBA), B JIEKAPCTBEHHBIX (POpPMaX,
OKA3BIBAIOIMX MECTHOE JeHCTBHUE (Najee — MpenapaThl MECTHOTO JIeiiCcTBYS),
Y NpeACTaBJICHUs] Pe3yJIbTaTOB STUX MCCIENOBaHWHN B pazmenax 2.5 u 2.7
MOAYIsl 2 M B MOIyJe 5 PpEerucTpalHoOHHOIO Jocke. JlOMOIHUTENbHBIE
ACMeKThl HM3YYCHHS! TaKMX JIEKApCTBEHHBIX MpenapaToB MpPUBEJEHBl B
npuiokenusix Ne 12 w13 k [lpaBuiaM mpoBeneHHs HCCIIETOBAHUIMA
OMOSKMBaTEHTHOCTH JIEKAPCTBEHHBIX IPENapaToB B pamkax Espasuiickoro
5KOHOMHUYECKOro coro3a, yTBepxaeHHbIM Pemenunem Cosera EBpasuiickoii
SKOHOMUYECKOH KoMHCCHHU OT 3 HOs0psa 2016 1. Ne 85 (nanee — [pasuia).

2.Hacroamee TpeGoBaHusi comepikaT  JAeTalU3alMI0  oObeMa
MCCIIEIOBAHUM  IIpernapaToB MECTHOIO JeHCTBHA ¢ yderoMm IlpaBmi
PETUCTPAIlK M OKCIEPTHU3El JIEKAPCTBEHHBIX CPEACTB U MEIMIMHCKOTO
NpuMeHeHusi,  yrBepkiaeHHbIx  Pemenuem  Coeta  EBpasuiickoii
SKOHOMHMYECKOH Komuccuu OT 3 Hos0pst 2016 r. Ne 78, B 3aBUCMMOCTH OT
BHIa JIEKAPCTBEHHOI'O MIpernapara ¢ yueroM PyKoBOICTBA 110 JOKIMHAYECKIM
MCCIIEIOBaHUAM ~ O€30IIaCHOCTH B LIENIAX [POBENEHUS  KIMHUYECKUX
UCCIICIOBAaHUH U PETUCTPALMU JIEKAPCTBEHHBIX MPENapaToB, YTBEPKICHHOTO
Pemenmem  Komnerum — EBpasuiickof  3KOHOMHYECKOH  KOMMCCHH
oT 26 Hos10ps 2019 r. Ne 202.

3. IIpenaparel MECTHOTO NEWCTBUS TPUMEHSIOTCS € LEJIbI0 OKA3aHHUS
JIOKaJIbHOTO 3((eKTa, HapUMep:

AepMAaTOJIOTMYECKUE JIEKapCTBEHHBIE IIpernapaThl (KPeMbl, Ma3H);

JIEKapCTBEHHBIC Mpenaparhl Ui MHralsiuuid B (GopMe MOpoIIKa HIN

ad’p030JIH;

TJIa3HbIC KallJIh ¥ YITHBIC KallJld,
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Ha3aJIbHbIE JIEKAPCTBEHHBIE MTPEapaThl;

MepopajibHO, BarMHAJIBLHO WJIM PEKTAIbHO MPUMEHSIeMble Ipenaparhl
MECTHOI'O 1eHCTBUS.

CucremHoe JelicTBHe (€clM Takoe HUMEeEeTCs), PacCMaTpUBAETCs ISt
OTHX I'PYIII JIEKAPCTBEHHBIX MPENapaToB Kak HexearelbHoe AelCTBHE.

4.B ciyyaec H3MEHEHHS TEXHOJIOTMH, COCTaBa (HAIpUMeEp, IIpH
M3MEHEHUH (DU3MKO-XMMHYECKUX CBOMCTB JIEKAPCTBEHHOrO IIpemapara,
M3MEHEHHH BCIIOMOTATENIbHBIX BEIIECTB) WM JIGKAPCTBEHHOU (DOPMEI
IIpernapaToB MECTHOIO NEHCTBHSL MOTYT HM3MEHSATHCS HX O€30IacHOCTh U
(wam) 5GPeKTHBHOCTD, a TaKXKe M CTeNeHb MPOHUKHOBEHMS JIEHCTBYIOIIEro
BEILIECTBA B CUCTEMHYIO LUPKYJIALHIO. KpoMe TOro, Ipu HAHECEHHH Ha KOXKY
WA CIIU3UCTEIE OOOJIOYKH CaM HOCHTENb JEeWCTBYIOIIErO BEIIECTBA
(bopmooOpasyromuii KOMIIOHEHT JIeKapCTBEHHOM (DOPMBI, e ICTaABIISIOIIHIA
c0o00 KOMIIO3ULIUIO BCIIOMOTaTeIbHBIX BEIIECTB) MOXKET OKA3hIBATh BIHSHHIE
Ha [aToreHe3 3a00JeBaHusl.

5.B cinyyae ecnmm  HEBO3MOXKHO  OIEHHUTH  OHOJOCTYIHOCTE
JICKapCTBEHHOI'0 IIpenapara ¢ HCIOIb30BaHHeM (apMaKOKHHETHYECKUX,
(papMaxoJMHAMUYECKHX KOHEUHBIX TOYEK WJIM KOHEUHBIX TOYeK in Vitro,
TaKOH JIEKaPCTBEHHBIN IIperapar He JIOMyCKaeTcsl pacCMaTpHBaTh B KA4eCTBe
BOCIIPOM3BENIEHHOTO JIEKAPCTBEHHOTO IpenapaTta. B To ke Bpems o6bem
(papManeBTHYECKON  pa3spabOTKH TaKUX JIEKAPCTBEHHBIX  IPENapaToB
COOTBETCTBYET COKpPAILEHHOMY J0Che. B OTHOIIEHMN TaKMX MpenapaTos Ipu
nojadye 3asBJICHKMS HA PErMCTPAlUIO CIENYeT yKa3blBaTh MX OTHECECHUE K
THUITY THOPHUJHBIX JIEKAPCTBEHHBIX IIPENaparTos.

Jis1 IpemapaToB MECTHOTO JEHCTBHUS OTCYTCTBUE YKA3aHHAIX JAHHBIX O
JOKITMHUYECKOM M KJIMHUYECKOM HCCIeIOBaHNH, HEOOX0HMO 00OCHOBATH B

pasznenax 2.4 u 2.5 monynst 2 perucTpalioOHHOTO JOCKE.
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6. IIpu BHeceHnM 3HAUMMBIX H3MeHenuit I Thma HeoOXonuMo noKa3ath
TepPaneBTHYCCKYI0 OSKBMBAJIEHTHOCTH II0 OTHOLIEHHIO K OPUTHHAIBHOMY
(pedepenTHOMY)  JIeKapcTBEHHOMY IpenapaTy (mamee —  npenapar
cpaBHeHus1). Beibop MccnenoBaHuii W OTCYTCTBHME NAaHHBLIX AODKHBI OBITH
00OCHOBaHbI 3asgBUTENEM B pasfene 2.5 (4, €Ciid 9TO MPUMEHUMO K BHY
3asBJICHUSI HA PEruCTpalUI0 — TakkKe B pazgene 2.4) wmomgyns 2
PETHCTPALIMOHHOTO JTOCKE.

7. TpeboBanus K o0beMy AAaHHBIX 00 MCCIEIOBaHUAX IIPENAPATOB
MECTHOI'O JIEHCTBUS, NPENCTABIISIEMbIX B PETUCTPAlMOHHOM JIOChE TaKUX
IperaparoB, B 3aBUCUMOCTH OT BH/A 3asIBJICHHS HA PETUCTPALIMIO H CTENEHH

OTJIMYMS OT Ipernapara CpaBHEHUS MPUBEJIEHBI B TaOIMIIE.

Tabnuma

TpeboBanus k 00beMy JaHHBIX, TIPEACTABIIIEMbIX
B PETUCTPAllMOHHOM J0ChE MpernapaToB MECTHOIO JEHCTBHUS

Bup 3asBneHus Ha PEerUCTPaIHIO O0beM naHHBEIX 00 HCCIIEOBAHUSIX

1. 3agBieHye HA PETUCTPALIMIO  TIOJIHOE PErMCTPAlMOHHOE JIOCHE UK
IPernapaToB MECTHOTO AEHCTBUSL  COOTBETCTBYIOIIHE CBSI3YIOIIME UCCIIENOBAHUS
C U3BECTHBIM JICHCTBYIOIIUM B MOJyJI€ 5 PErHCTPAI[HOHHOTO JIOCHE
BELLIECTBOM, paHee He

MIPUMEHSBIIHAMCS MECTHO

2. 3asiBleHHE HA PETUCTPAIHIO C
IpeICTaBI€HHUEM COKPAIECHHOTO
JOChE U YKa3aHHEM OJHOTO U3
CIIEYIOIIMX BHJIOB Pa3IHYuil
MEXIY UCCIIeyEeMbIM
rUOPUIHBIM JIEKaPCTBEHHBIM
[perapaToM U IpernapaToM
cpaBHeHUs 2;

a) Ipyroe Toka3aHue K KIIMHUYECKHE HcclieoBaHus 3(hPeKTHBHOCTH
PUMEHEHHIO 1 0€301aCHOCTH B OTHOLLIEHUH JAHHOTO
1I0Ka3aHHUsl

0) Ipyro¥i pesKuM JO3UPOBAHMS  KIMHHYECKHE UCCIIEA0BAHMS O€30MaCHOCTH U
5(Q(dEeKTUBHOCTH B OTHOIIIEHUH IaHHOTO
pexnrmMa No3upoBaHus. B pamkax
UCClIeJ0OBaHUH HE0OX0AMMO 000CHOBATE
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B]E'II_I 3a5BJICHUS Ha PETHCTPALHIO O6Bem JaHHBIX 00 HCCJICOOBAHUX

nenecoo0pa3HoCTh pa3paboTKu HOBOrO
peXUMa JO03MPOBAHUS U IOCTATOYHOCTE
npeJuIaraeMoro oobeMa UccleOBaHUH HCXOIs
U3 TIOJIyYeHHBIX PEe3yJIbTaTOB
B) Ipyrasi T0O3UpOBKa, HO
OOBIYHBIN PEXXUM JTO3MPOBAHUS

10 BO3MOXKHOCTH (hapMaKoquHAMUYECKHE
UCCIIEI0BAHMUS, UM UCCIIEIOBAHUS JIOKATBHOM
JOCTYIIHOCTH; WJIH UCCIEOBAHUS i Vitro
(HampuMep, TS TIa3HBIX Kallelb), WK
000CHOBaHHE OTCYTCTBUS HEOOXOAMMOCTH
TIPOBEZICHMsI UCCIIEIOBAHUI B Cllydae
HE3HAYUTENBHBIX Pa3IuIuil B JO3UPOBKAX.
HeobxouMo peicTaBUTh MOITBEPKAECHHE
Oe30macHOCTH MHOM J103UpOBKU. B pamkax
HCCIIe0BaHUM HEOOX0IMMO 000CHOBATH
11eJ1eCO00Pa3HOCTh pa3pabOTKH HOBOH
JO3HPOBKH U JIOCTATOYHOCTH MPeIaraeMoro
o0beMa uccienOBaHUH HCXOIS U3
[IOJLy9€HHBIX PE3YyJIbTATOB

r) Apyras JeKapcTBeHHas GpopMa KIMHUYECKHe HCCIeJOBAHUS TS

(Hanmpumep, 3aMeHa KpeMa
Ma3blo, 3aMeHa a3pP030JIs1
IIOPOILKOM JJIsl UHTAJISIIHH )

1) BOCIIDOM3BEIEHHbIE
(ruOpuHbIe) JIeKapCTBEHHEIE
Ipenaparsl (B cirydae
NOTEHLUATBHO 3HAYUMBIX
U3MEHEHU BCIIOMOTATENIBHBIX
BELIECTB U (M) TEXHOJIOIHH
IIPOM3BO/ICTBA 110 CPABHEHHUIO C
pernapaToM CpaBHEHMs)

MOATBEPKIEHHUS OE30IIaCHOCTH U
3(QPEKTUBHOCTH U (WITH), 110 BO3MOMKHOCTH,
(papMaKoMHAMHYECKIE UCCIIEIOBAHUS, a
Takxke (eciu HeoOXOMHMO), HCCIIeJOBaHUS
abcopO1uK, MPOHUKHOBEHUSA U MECTHOM
IIEPEHOCUMOCTH. B pamkax uccieqoBanumii
Heo0X0IMMO 000CHOBATH I1ETECO00PA3HOCTD
pa3paboTKu HOBOM JIEKapCTBEHHOM (HOPMBI U
JOCTAaTOYHOCTh MpesiaraeMoro oobemMa
HCCIIEIOBAHUH UCXOLS U3 TIOIYYEHHBIX
pe3yIBTaTOB

TIOJTBEPKICHIE TepPaTleBTHYECKON
SKBUBAJICHTHOCTH TIpEIapaTy CpaBHEHHU.
Ilo Bo3mMoxkHOCTH (hapMaKOIMHAMUYECKHE
UCCIICOBAHUS, HITH UCCIIE0BAHUS JIOKATHFHOM
JOCTYITHOCTH; WJIM UCCIIeIOBAHUS i1 Vitro
(HampuMep, [Jis TTa3HBIX Karesb) WX
000CHOBaHHE OTCYTCTBUS HEOOXOIMMOCTH
IPOBEJIEHUS UCCIICIOBAaHUHN B Cllydae
HE3HAYUTENbHBIX PAa3INYUi B COCTaBE
BCTIOMOT'aTEJILHEIX BEIECTB M CriocoOe
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Buj 3asBieHus: Ha perucTparuio

OO0bBeM aHHBIX 00 UCCIIEIOBAHUSIX

3. 3asgBileHHE O BHECEHUH
3HA4YMMBIX U3MeHeHuH Il Thuna B
PErHCTPallMOHHOE JTIOChE
IpernapaToB MECTHOTO
neficTBUS>

a) N3MEHEHUS CBOICTB
JIeHCTBYIOIEro BellecTna (0e3
U3MEHEHHUS €r0 MOJIEKYJIIPHOM
CTPYKTYPBI), KOTOpOE
YKa3bIBAETCS B XapaKTEPUCTHKE
ero (PM3UYECKUX CBOHUCTB

0) U3MEeHEHUsT BCTIOMOTaTeIbHBIX
BEIIECTB

B) U3MEHEHUS IyTH BBEIICHHSI
U (UI1K) HAaHECEHUs
JIEKapCTBEHHOTO IIpernapara ¢
YUYE€TOM YCTPOUCTB IS
NOCTAaBKH WJTH HAHECEHHUSI
(HampuMep, HHTAJISITOP)

IMpOHU3BOACTBA. HCO6XOHHMO MMpEeACTaBUTDb
MNOATBCPIKACHU S Oe3omacHoCTH
JICKApCTBECHHOTO IIperapaTa

T10 BO3MOXHOCTH (papMakoJuHAMHYECKIE
UCCJIEJOBaHUsI, UM UCCIIEI0BAHHUS JIOKAIBHOM
JOCTYITHOCTH HIIA UCCIICJIOBAHMS i1 VILFO.,
IIpy HEBO3MOKHOCTH MPOBEICHUS YKA3aHHBIX
UCCIIEN0BAHUH — KIIMHUYECKHE HCCIIEOBaHUS
TepaneBTUYECKON SKBUBAJIEHTHOCTH.
Heo6xomuMo NpeICTaBUTh MOATBEPIKACHHMS
0e30I1acHOCTH JISKApCTBEHHOTO TIpernapara

10 BO3MOKHOCTH (papMaKoIHHAMHYECKHE
HCCIIeOBAHMS, MJIM UCCIIEIOBAHUS JIOKAJIbHOM
JIOCTYITHOCTH WJIW UCCIIeOBAHUS in Vitro.
IIpu HEBO3MOMXKHOCTH IIPOBEICHUS YKa3aHHBIX
HCCIIEJOBAaHUM — KIIMHUYECKHE UCCIIEIOBAHUS
TepaneBTUYECKON YKBHBAJIEHTHOCTH.
Heo0x01MMO0 NpecTaBUTE TOATBEPIK ICHHS
Oe3omacHOCTH JIEKapCTBEHHOIO Ipernapara

10 BO3MOXKHOCTHU, (hapMaKoJuHAMUYECKHE
HCCJIeIOBAHMSI, MW MCCIIEIOBAHUS JTOKAJIBHOM
IOCTYITHOCTH WJTH UCCIIENOBAHHUS M Vitro.
[Ipy HEBO3MOXKHOCTH MPOBEJICHHS YKA3aHHBIX
KCCJIeOBAaHUH — KIIMHHYECKHE UCCIIENOBAHMUS
TepaneBTUIECKOH 3KBUBAJIEHTHOCTH.
Heobx01uM0 npeICTaBUTh MTOITBEPIK ICHHMS
0€e30MacHOCTH JIEKAPCTBEHHOTO Mpenapara

' B ciyyae BHeceHHs H3MEHEHHif, YKa3aHHBIX B NOJIIYHKTAX «a» — «B» NYHKTa 2 TaOJIHIGI
BO3MOJKHO YacTh HCCIICOBAHHH ONKCATh IIyTEM YKAa3aHHs CCBUIKH Ha MEPBOHAYAILHO
000pEHHOE PErMCTPAIMOHHOE [I0ChE, BMECTE € TeM HeOOXOIHMMO TMPEICTABUTH DPE3yJIbTATHI
cOOCTBEHHEBIX UCCIEI0BAHTN.

2B ciyuae BHECCHHS M3MEHEHWIT, YKa3aHHBIX B MOJANYHKTAX «a» — «B» MYHKTa 3 TaOJMIG], a
TAKOKe UL BOCIPOM3BCICHHBIX M TI'MOPHUOHBIX JIEKAPCTBEHHBIX IIPEIapaToB W3MEHEHHIA,
YKa3aHHBIX B MOJUTYHKTE «J1» IMYHKTa 2 TabJIHIBI, HEOOXOMMO MOITBEPIHTE TEPAIIEBTHUECKYIO
9KBHBAIEHTHOCTL C MPEIapaToM CPaBHEHWS C MCIIOJIL30BAHMEM BaMIHPOBAHHBIX MOJEIICH.
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JlomyckaeTcs He IpPEACTaBIATh JKCIEPHMEHTATIbHBIE JaHHBIE B CIIy4asX, OTrPaHHUYEHHBIX
HE3HAYUTCIIEHBIMH H3MEHEHHSMH, KOTOpbIE HE PAaCLiEHHBAIOTCS B KAa4yeCTBE CYIIECTBEHHEIX C
TOYKH 3peHus OesonmacHoCTH M 3((EKTHBHOCTH JICKAPCTBEHHOIO IIpernapara, OTCYTCTBHE
JIAHHBIX HEOOX01IMMO 00OCHOBATH B pasziene 2.5 Moy (M, eclii IPUMEHHMO, B pasjere 2.4)

MOyl 2 PpErMcTpalldOHHOTO Jocke. Eciu 3asBuTeNeM He IPEACTABICHO KAKMX-THO0
000cHOBaHMI, HEOOXOAUMO TIPOBEJ/ICHHE KIIMHHYECKHX MCCIIEI0BAHMIA,

3 Uerkoe pasrpaHHueHMe MeXy KaTerophsaMH 3asBIICHHI, yKasaHHBIMH B TaOmume, B psize
CllydaeB 3aTPy/HUTEIbHO. B OTHOIIEHNN NepMaTONOrHYeckux MpenapaToB MECTHOIO JeHCTBUS
no0OaBjieHHe BCHOMOTaTEIbHBIX BELIECTB (HAIpHMep, IS YCHIHMTENIs I[POHHKHOBEHHS
NEACTBYIOIIET0 BEIIECTBA) NPHMEHsETCS MOANYHKT «O» myHKkTa 3 Tabmuimel u TpebyeTcs

IPOBEJCHNS PACHIMPEHHBIX HMCCIEOBAHMH (KaK JUIi M3MEHEHWH B paMKax IIOJIIYHKTa «T»
MYHKTa 2 TaOJIHIIBI).

B oTHOmeHMM Bcex HM3MEHEHHH, OINHCAaHHBIX B  Ta0JMIe,
COOTBETCTBYIOLIME pa3/eNibl PETUCTPALlMOHHOIO JOChE JOJKHBI COIEpIKATh

aHaJIu3 BBIOOpa MPOrpaMMbl UCCIIEIOBAHUN MM JOCTATOYHOE 0DOCHOBAHUE

MX OTCYTCTBHSI.

I1. 3asBiIeHKE HA perucTpalMio IMpernapaToB MECTHOTO IeHCTBHS
C U3BECTHBIM JIEHCTBYIOIINM BEIIECTBOM,
paHee He MPUMEHSIBIINMCS MECTHO

8. lns  (popMUpOBaHUST MOAYJIS 5 PErucTPalMOHHOIO JOChE B
3aBUCUMOCTH  OT  JIEKApCTBEHHOrO  IMpemnapata  TpedOyercss  Jubo
NPEJCTABJIIEHUE IOJHOTO PEruCTPallMOHHOIO JIOChe, JIUOO IIpecTaBeHue
JIaHHBIX COOTBETCTBYIOLIMX CBS3YIOLIUX UCCIIEIOBAHUM B yKa3aHHOM MOJyJIe
PErHCTPAlMOHHOTO J0Che. Pe3ynbTaThl CBS3YIOUIMX HCCIEAOBAHUNA MOIYT
UCIIOJIB30BAaTBCST B CllyyasiX,  KOTJla  JeWCTBYIOIIEe  BEIEeCTBO
3apPErCTPUPOBAHO B COCTABE JIEKAPCTBEHHBIX [PENapaToB C JIPYTHMH
nyTsMu  BBeieHMsMHM.  HeoOxommmo ~ o0oCHOBaTH  BO3MOXKHOCTH
MCIIOJIb30BAHUsI CBSI3YIOIIUX HMCCIIENOBAHUM BMECTO peaJM3alluM IOJHOM

IIpOTrpaMMBI KIIMHUYECKOH pa3zpaboTKu.
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II1. 3asBneHue Ha perucTpaLuio
C IIPEJICTABIIEHUEM COKPAILEHHOTO JIOChE

1. O6ocHOBaHKe BUIA 3asIBIICHUS HA pETrUCTpaIrIO

9. i mpenapatoB MECTHOTrO JACHCTBHS HEOOXOAHWMO TOATBEPIHTE,
YTO JICKApCTBEHHBIM Ipemnapar (BOCIPOHM3BENACHHBIH WM THOPUIHBIN)
TEPaNeBTUYECKU SKBUBAJIEHTEH IpernapaTy CpaBHEHUSI.

10. Ins IMOATBEPIKIACHUST ~ TEpaleBTUYECKOW  B3KBUBAJIEHTHOCTHU
HEOOXOMMMO IIPOBEJCHUE KIMHUYECKHX MCCIIEAOBAHUN, OCOOEHHO JuIs
JEPMaTOJIOTHYECKMX TIPenapaToB MECTHOTO JeHCTBHS (33 MCKIIOUEHHEM
JICKapCTBEHHBIX INPETNAapaToB, YKa3aHHBIX B pazfesie X mpuiaoxeHuss Ne 1 k
IIpaBunam). 3asBuTenb BIpaBe HCIOJIB30BATh YKA3aHHLIE B MPHIIOKECHHH
Ne 13 x [IlpaBmmam Mopmenu HCCleNOBaHWM WM pa3paboTaThb
aJIbTEpPHATUBHEIE MOJENM UcclaeoBaHui. [l Tok 1eau B 3aBUCUMOCTH OT
CUTYallUH JOIYCKAETCsl IPOBOJIUTH:

(apmMakogMHAMUYECKUE UCCIIEIOBAHMUS C YYACTHEM YEIOBEKA,

UCCIIEIOBAaHMS JIOKAIbHON OMONOCTYITHOCTH C Y4aCTHEM YeIOBEKA;

HCCJIEIOBAHKS HA )KUBOTHBIX (€CIIM IPUMEHHUMO );

HCCIIEI0OBaHUS in Vitro (€CIu MPUMEHUMO).

Bee mopenu (MeTomMku mNpoBefeHHUs) VKa3aHHBIX HCCIENOBAHUMA
JIOJDKHBI OBITH BanuAupoBaHbl. KpoMe Toro, He0OX04UMO ¢ MCIIOIb30BAaHHEM
COOTBETCTBYIOIIMX METOJUK H3YUYHUTH BOIPOCH 0€30MacHOCTH M MECTHOM
NIEPEHOCUMOCTH HCCIIEYyEMBbIX MPenapaToB MECTHOIO JIEHCTBHSL.

11.1lpu  paspaboTke anbTEPHATUBHBIX MOJENEH  HUCCie OBaHUM
JOIyCKAeTCsl  MCIONIB30BAaHUE  MOJENel, NpUBEIEHHBIX B  IIpernapar-
COELM(QUYHBIX YKa3aHHIX TOCYJapcTB — WIEHOB MeKIyHapOIHOIO COBeTa
MO TapMOHH3aLMH TEXHUYECKMX TpeOoBaHW K (apMaleBTHUECKUM
npernaparam JUis  MEIWIMHCKOrO IIPUMEHEHMs JUIs TaKUX K€ WIH

AHAJIOTHYHBIX JICUCTBYIONINX BEIIECTB M JEKAPCTBEHHLIX (hOPM TpenaparoB
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MECTHOTO NEHCTBUSL. Paszpabotky aIbTePHATUBHBIX MoJieNieH,
MCIIOJIb30BAaHHEBIE IIpenapar-clelupuyHbie yKa3aHus, a TakKe JaHHBIE I10
0e30macHOCTH M MECTHOH NepeHOCHMOCTH HCCIEAYyEMBIX IIPENapaToB
MECTHOIO JEHCTBUS HEOOXOAMMO O0OCHOBaTh B paziene 2.5 Mouxyias 2

PETrUCTPAIIMOHHOI'O JOCKHE.

2. TlpencraBnenue naHubIx 00 3QEKTUBHOCTH (SKBUBATIEHTHOCTH)
IIpernapaToB MECTHOTO JIEHCTBUS

Kimaudeckue uccienoBanus

12. Kputepun npuemieMocTy rpaHull SKBUBAJIEHTHOCTH JOJKHBI OBITH
ONpelleJIeHbl  3apaHee, HEeoOXOOMMOe Ui HKCCIENOBAHHS KOJMYECTBO
NAlMEHTOB  JOJ/DKHO  OBITH  OIIGHEHO B IPOTOKOJE  KIMHUYECKOTO
MCCIIENIOBAaHUsl O  Hayaja  MCCJIEIOBAHMS  C  KCIOJIb30BAaHUEM
COOTBETCTBYIOIIMX  CTATHCTUYECKMX  IOAXONOB.  Breibop  rpanmiy
OKBHMBAJIEHTHOCTH [JIsl MCCIEAYEeMOro TIperapara MeCTHOIrO JEeMCTBHS II0
OTHOIIEHUIO K IIperapaTy CpaBHEHHS 3aBUCUT OT HACHCTBYIOIIErO BENIECTBA U
HCIIOJIb3YEMBIX IapaMEeTpPOB OLIEHKW OSKBHBAJCHTHOCTH H JOJKEH OBITH
000CHOBaH 3asBUTEIEM. YKa3aHHE B OTUETE O IPOBEIEHHOM HCCIIELOBAHUU
CTAaHIAPTHBIX I'PaHUL] 3KBHBAJICHTHOCTHU Takke TpeOyeT 0OOCHOBaHUs s
JAHHOMW I'PYIIIBl U3YYaeMBIX IIPernapaToB MECTHOI'O IEHCTBHSL.

13. IlogTBEepKAeHUE TepaneBTHYECKOH OKBUBAJIEHTHOCTH
MCKITFOYMTEIbHO HA OCHOBAHMHM (PaKTa Pa3IMYUil B JEHCTBUU HM3ydYaeMBIX
IpernapaTroB MECTHOIO AEHCTBUS M Ianedo HemocTaToyHo. B 3aBucuMocTH
OT OJKHJAeMOTo OTBETa Ha IUIaledo M HeOOXOAMMOCTH HAJMUUS I'PYIIIIbI
OTPHULATENILHOTO KOHTPOJSL TpeOyercs MpOBeleHHWE HCCIENOBaHUs s 3
Ipynn  OOOPOBOJBLEB, TO3BOJSIOIIEr0 CPaBHHUTL JIeHCTBUE TUIanebo,
HCCIIEAYEMOr0 IpernapaTta MECTHOTO HeWCTBUS M Ipernapara CpaBHEHUS.

IIpoBenenue ucciaeqoBaHui Juis 2 Tpynn A0OpPOBONIBLEB JIOMYCKAETCS B
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ciyyae,  eClid  9T0  OOOCHOBAaHO  NPHMEHSIEMBIMH  NPUHLUIAMH
OHOCTAaTHCTHYECKOTO aHaiu3a. BeIOOp AM3aiiHa  HCCIEJOBAHUS TaKKe
NOJDKEH OBITH  OOOCHOBAaH 3asBUTENIeM B IPOTOKOJIE KJIMHHYECKOTO

HCCJICIOBAHHS U B OTUETE O pe3yJibTarax UCClIeJOBaHUs.

I[pyme MOJEJIM TOKAa3aTeJIbCTBA YKBUBAJIEHTHOCTH

14. Eciii BMeCTO KIIMHHMYECKHX UCCIIEIOBAHKI BBIOpaHa qpyrasi MOJeNb
Jl0Ka3aTeybCTBA SKBUBAJIEHTHOCTH, TO JUIS1 IIOATBEPKIEHUS
TEPaneBTUYECKON SKBUBAJIEHTHOCTH HEOOXOJMMO IIOKa3aTh U 0OOCHOBATh
PEIIeBaHTHOCTH MOJIENH (MOJENb JOJKHA OBITh BaJIMIUPOBAHA), B TOM YHCIIe
HEOOXOJMMO IOATBEPJUTH €€ NPUMEHHMOCTh B OTHOLIEHHWH YKa3HIBAEMBIX
IpU PErucTpalud peKuMa U crnocoda IPUMEHEHHUs JIEKAPCTBEHHOI'O
npenapara. Jljis OONBIIMHCTBA pa3pabOTaHHBIX MOJIENEH, albTePHATHBHBIX
KITMHHYECKUM HCCIIENOBAHUSM, BAIUAALNS OTCYTCTBYET.

15. /I JleKapCTBEHHBIX  TIpeNnapaTtoB  MECTHOTO  IeHCTBHS
(papmakokmHETHYECKAs] OMOSKBUBAJIEHTHOCTh HE BO BCEX CIIYYasX SIBIISETCSI
ONTHUMAJIBHBIM ~ METOJIOM  JUIsl  IOATBEPXKJEHHS  TepareBTHYECKOM
OKBMBAJICHTHOCTH (K YMCIIy MCKIIOYEHHH OTHOCSTCS, YKa3aHHBIE B
npunoxxenun Ne 9 k Ilpasunam), MOCKONBKY MTa3MEHHbIE KOHLEHTPALUKN He
SBJISIIOTCS TTOKA3aTeIbHEIMK IS OLIEHKH MeCTHOH d()(eKTUBHOCTH, OIHAKO
JOIyCKaeTCsl UCIIONB30BaTh  JaHHEIE 0 (papMaKkOKHHETHYECKON
OMOIKBUBAIIEHTHOCTH  1JIs  ONEHKH  OE30MacHOCTH  JIEKAPCTBEHHOTO

npenapara.

3. IlpencraBnenue JaHHBIX 0 OE€3011aCHOCTH
IperapaToB MECTHOI'O AECHUCTBUS
16. bezonacHoCTh B MECTHYIO MEPEHOCUMOCTE NMPENapaToB MECTHOTO
ACHCTBUS JIOIyCKaeTCss 00OCHOBATH ITyTeM IIpeJCTaBlIeHHs WHGOPMALUH O

CBOMCTBAax JIEHCTBYHIOIIETO BelllecTBa 5| BbIOOpE H3BECTHBIX
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BCIIOMOTATE/ILHLIX ~ KOMIIOHEHTOB. B oTmenpHbIx ciydasx Tpebyercs
MpOBeCHHUE JOMOJIHUTENBHBIX HMCCIEeI0OBAaHUM JIEKAPCTBEHHOTO MperapaTa
KaK IeJIOCTHOIO INpPOAYyKTa (CMech MAEMCTBYIOLIEro BEINecTBAa M BCEX
BCIIOMOI'aTE/IbHBIX BEILIECTB) HA JKMBOTHBIX, a TaKXe JOMOIHUTEIbHBIX
MCCIIEIOBAHUH C YYaCTHEM YEJIOBEKA.

17.Ecnu 3asBUTENb MCXOMUT M3 MPEIIOJNOXKEHHS O TOM, YTO B
UCCIIElyEMOM IIpernapare MeCTHOIO JEHCTBHS KOJHUYECTBO aKTHUBHOI'O
BEIIECTBA, JOCTUTAIOLIEr0 CUCTEMHOI0 KPOBOTOKA M (FUIM) MecTa OKa3aHWUs
(papmMakosIoruueckoro AeicTBuUS, BHIIIE, YeM B Iperapare CpaBHEHHS, H ITO
IPEIOJIOKEHNE TTOATBEPHKIEHO, CIENYET IPEICTABUTE B PETHCTPALIHOHHOM
JIOCKE  COOTBETCTBYIOIME TOKCHKOJIOTHYECKHE JIaHHble M JaHHBIE O
Oe3omacHOCTH IperapaTta MECTHOTO MAEHCTBUS, TOJNyYEHHBIE B paMKax
UCCIIeZIOBAaHUMI C yJacTHeM 4ejoBeka. OTka3 3asiBUTENs OT IpeJCTaBIeHMUs
TaKMX JaHHBIX JOJDKEH ObITh 000CHOBaH B pasnerne 2.5 (¥, eciii MPUMEHHMO,
B pazzene 2.4) Moayssi 2 perucTPalidOHHOTO JOCKE.

18.B ciyyae ecnu HCHOJB3YIOTCS BCIIOMOTATENBHBIE BEIIECTBA,
BIIEpBBEIE IIPUMEHsIEMble B COCTaBE TMpemapaToB MECTHOI'0 JeHCTBHS,
HEOOXOJUMO  IPEACTaBUTH  COOTBETCTBYIOIIHE  TOKCHKOJIOIMYECKHE,
(papmakosiornyeckue JaHHBIE M JaHHBIE O OE30MAaCHOCTH 3THX IIPENaparos,
IOJIyYE€HHBIE B paMKax HCCIENOBAaHUM C YydyacTHEM uYejioBeKa, JIs
NOATBEP)KIAEHUSI  TOIO, 4YTO  JAHHOE  BCIIOMOTaTeJIbHOE  BEIECTBO
JIEMCTBUTEIBHO HEAaKTMBHO M 0Oe3omacHO, a TakkKe HE HMeeTcs
HE)XEJIaTeIbHOr0 XapaxkTepa B3aUMOJIEHCTBHUSI STOI0 BCIOMOIaTELHOIO
BEIIECTBA C JEHCTBYIOIIMM BEILECTBOM JIEKAPCTBEHHOIO Nperapara.

19.TlporpamMmy mccieoBaHUi M 1aHHBIE O OE30MMACHOCTH IPENAPATOB
MECTHOTO JIEHCTBUsI HEOOXOAMMO paccMOTpeTh B paszieiie 2.5 (u, eciu
IPUMEHUMO, B pasjene 2.4) MOAyJsi 2 perucTpaluoOHHOrO JOChE, a TAKKE

000CHOBATH Bbl60p HPCACTABIACMBIX NaHHBIX WJIM OTKas OT NpeacTaBJICHUA
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OTUX JaHHbIX. IIpm oneHnke pucka HOBOrO JIEKapCTBEHHOTO Iperapara
HEOOXOAMMO YYHMTBIBATh TOT (aKT, YTO caM MaTOJOTHUYECKHH IPOLECC MOKET
BIMATH Ha abCOpOLMIO JEHCTBYIOLIEro BeIllecTBa Iperapara MEeCTHOTO
JICMCTBUS MM €0 INPOHUMKHOBEHHE B CHUCTEMHBIH KPOBOTOK, IPH 3TOM
TpeOyercss npejcTaBleHHe [aHHLIX O Oe30MacHOCTH, IOJYyYEHHBIX C

Y4aCTHEM HEJIOBCKA.

4. Jlpyrue cBefieHus1 o mpernapare MeCTHOIO JIeHCTBHS,
IPENICTaBIIIEMBbIE B PErUCTPAIHOHHOM JTOCHE
20.Ecii B OTHOLIEHMH TIperapaTta MECTHOrO JeHCTBHS C HOBBIM
COCTaBOM 3asIBJISIIOTCS IPU PErMCTpalldA HOBBIE CBOMCTBA, MX HEOOXOMIHMO

000CHOBATH B PETUCTPALHOHHOM JIOCKHE.

IV. 3agBienne o BHeCeHUU 3HAYUMBIX M3MeHeHuit 11 Tuna

B PErHCTPALIIOHHOE JOChE MPEenapaToB MECTHOTO ACHCTBHS
21.B ciy4ae M3MEHEHMs XapaKTepHCTHK JIEKAPCTBEHHOIO IIpenapara
(IIpOM3BOJICTBEHHON pelenTypsl, COCTaBa, Crocoba IPOM3BOJCTBA HIIU
MOIM(UKALIUY JIEKapcTBEHHOH (OpMBI), KOTOpoe He TpebyeT 1oaayd HOBOTro
3asBJICHHMSI ~ Ha  PETMCTPALMIO € BO3MOXKHOCTBIO  TpPEJCTaBIIEHHS
COKpAILIEHHOI'O  J0che  (M3MeHeHHe, He TpeOylollee  paclIMpeHwus
PErMCTPaLMK), HO KOTOPOE MOXKHO paccMaTpUBaTh B KAUECTBE 3HAYMMOIO
usMmeHenust Il Tmma, ciepyer mOpencTaBUTH  pe3yJibTaThl  OLIEHKH
TEPACBTUYECKOM JKBHBAJICHTHOCTH JTOr0 Mperapara, BKIIOYas €ro
MECTHYIO IIEPEHOCUMOCTbL (IpuH HeobOXomumocTw). Ecinu 3asBuTeneM He
obocHOBaHO MHOE TpebyeTcs MpecTaBIeHue JaHHbBIX, YKa3aHHBIX B pasjene
[II nacrosimux Tpebosanuii. [Ipencrapinenne 3THX NaHHBIX He TpeOyercs B
ciiyyae KiIacCHQUKaWKM M3MEHEHWH KaK He3HAYWMBIX M3MEHEHHI.
3HaUMMOCTh U3MEHEHUil Heobxomumo obocHOBaTh B pazuene 2.5 (4, eciu

MPUMEHHUMO, B paszese 2.4) MoJiysst 2 perucTPalliOHHOrO JI0ChE.
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[TPUJIOXEHUE Ne 12

K IIpaBunam nposesieHus
HCCIIeIOBaHU I
OMO3KBUBATIEHTHOCTHU JICKAPCTBEHHBIX
npenaparoB B pamkax EBpazuiickoro
9KOHOMHMYECKOI0 COr03a

TPEBOBAHUA
K POBEJEHHI0 HCCAeOBAHUM IS OATBEPHKAECHUS
TepaneBTHYECKOH YKBHBAJTEHTHOCTH JIEKAPCTBEHHBIX NPenapaToB
B JIEKAPCTBEHHBIX (hopMax, OKA3bIBAKIIMX MECTHOE JielicTBHE
B JKeJIYAOYHO-KHIIEYHOM TPaKTe

I. O0mme mmonoKeHus

1. Hacrosiiee TpeboBanus [IPUMEHSFOTCS B OTHOLUECHUHU
JIEKapCTBEHHBIX  IIPEIapaToB B  JIGKAPCTBEHHBIX  (OpMax, KOTOpEIE
OKa3hIBAIOT MECTHOE JEHCTBME B OIpPEJNENIEHHOM YyuacTKe (ydacTKax)
JKEJLy IOUHO-KMILIEYHOI0 TpakTa (OT IOJIOCTH pTa 0 MPSIMON KUINKK) W IS
KOTOPBIX JTI000E CUCTEMHOE JeiCTBHe pacCMaTPUBAETCS KaK HeXeaTellbHas
peaknus (nanee — mpenaparbl MECTHOTO JEHCTBHS).

2. Hacrosiuue TpeGoBanus omnpenensior OCOOEHHOCTH IIPOBENEHHS
HEOOXOUMBIX MCCIIEIOBAHMM OHOSKBUBAJICHTHOCTH i Vivo U UCCIEOBAHUI
OKBUBAJIEHTHOCTH (1 Vilro  JUiss  TIOATBEPXKAEHUS  TeparneBTHYECKOM
DKBHUBAJIEHTHOCTH IIpEelapaTOB MECTHOrO JAEHUCTBMS, a TaKXKe BKJIIOYAIOT B
cebs ycnoBHs, NPH COOIIONEHUH KOTOPHIX He TpebyeTcsi NpencTaBieHUe
COOCTBEHHBIX KIIMHUYECKUX JIJAHHBIX.

3.B coorserctBuu ¢ mpunoxenuem Ne 1 k IlpaBuiam mpoBeneHus
¥CCIe0BaHui OMOSKBHBAJIEHTHOCTH JIEKAPCTBEHHBIX TIPENapaToB B paMKax
EBpasuiickoro 3K0HOMHUYECKOTO cOi03a, yTBepKaeHHbIM Pemennem Coera

EBpasuiicKoi 5KOHOMHUYECKOU Komuccuu oT 3 Hostopst 2016 r. Ne 85 (manee —
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IIpaBuna) HeoOXOnMMO  TMpOBeJeHHE  KIMHUYECKHX  HCCIIENOBaHMUMI
OMOOKBUBAJIEHTHOCTH JUlsl JIaHHOW TPYIIBl JIEKAPCTBEHHBIX IPENapaTos,
OJHAKO JOIyCKAEeTCsl TAK)Ke HCIIONb30BaTh I'OTOBBIE WIIM pa3pabaThIBaTh
VHBIE DKCIEPUMEHTAIbHBIE MOJENM WCCIENOBAHUN IS TOKa3aTelhbCTBa
SKBHMBAJICHTHOCTH. B 3aBUCUMOCTM OT CHUTyali MOXHO pacCMaTpHBATh
(dapMakogMHAMMYECKHE  HCCIENOBAaHUs,  MCCIEJOBAHUS  JIOKAIBHOM
JIOCTYIIHOCTH € Y4YacTHUEM 4YeJIOBEeKa M ecii 00OOCHOBaHO, UCCICHOBAaHUS Ha
PKUBOTHBIX MUJIM MCCJIEIOBAHMSI i Vitro TIPU YCIOBUHU, YTO COOTBETCTBYIOIIIHE
METOIAUKHA WM MOJEJM HCCIENOBaHUN B JOCTATOYHOW CTEMEHH HaIeXKHbI
(ucxons U3 pe3yabTaToB BaIUJAIMK METOAMKH UITH MOJIEIH ).

4.1lo cpaBHEHHIO C KIMHMYECKUMH M (HapMaKoJIHHAMHUYECKUMHU
KOHEUHBIMU TOYKAMH B KIMHUYECKHUX MCCIICIOBAHUIX HCIIOIL30BAHKE
aJIbTEPHATUBHBIX MOJesell (BKIIOYash METOMAB! in Vitro W in vivo) crocoOHO
obecreyuTh 6osiee BBICOKYIO YyBCTBUTEIEHOCTE B OTHOIICHUH OOHAPYKEHUS
pasiuyMii  MeXJy  JIEKapCTBEHHBIMHM  IIperaparaMmu,  COJEPKAIIMMU
OJMHAKOBbIE  JAelcTByromue  BemlectBa.  ONBIT  OTAEIBHOTO WM
KOMOMHHPOBAHHOTO IPUMEHEHUS! HEKOTOPHIX W3 O3THX albTePHATHUBHEIX
MOJIEJIEN CBUAETENIBLCTBYET O TOM, YTO BO3MOXKHO HANPSIMYIO HJIM KOCBEHHO
CPaBHUTH JIOKAJIbHBIE KOHLIEHTPALUUHU JEeHCTBYIOIINX BEIIECTB.

5. TepanmeBTHYeCKYI0O  OKBHBAJIEHTHOCTb  IIPEMapaToB  MECTHOIO
JOEUCTBUS JIONYCKAaeTCsl JOKa3blBaTh C HCIOJIB30BAHUEM albTePHATUBHEBIX
MOJEJIEH ITIpH YCJIIOBHM, 4YTO OTH MOJENM MOATBEPAWIM CIOCOOHOCTH
[PaBUIBHO  OTpakaTh BBICBOOOXKAEHHE M JIOKAIBHYIO JIOCTYIIHOCTB
KOMITOHEHTOB  HCCIIEyeMOIro  Ipenapara  invivo.  AHaJOTHYHOCTH
BBICBOOOKIEHHUSI M JIOKAJIbHOW JIOCTYMHOCTH JEHCTBYIOLIUMX BEIIECTB
SIBJIIETCS OCHOBHBIM (DAKTOPOM, OTIPEIENSIONIMM CXOJAHbBIH KIMHHUYECKH
OTBET Ha Ipenaparbl UIsi MECTHOro IpuMeHeHHs. B caydasx, kornaa

UCCIIE0OBaHUsL  invitro UM (apMaKOKWHETHYECKHE  KCCIIeOBAHMUS
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NO3BOJIAIOT  OLIGHUTH  OTH  (AKTOpPBI, KIHHHYECKHE  HCCIeqOBaHUs
JIOTYCKAeTCsl He IPOBOIUTE.

6.Bun wuccrnenoBaHuii, NpOBeNEHHE KOTOPLIX HEOOXOAMMO IS
NOATBEPIKACHUST ~ DKBUBAJIEHTHOCTH,  OMNpENeNsieTcsi Ha  OCHOBAaHHUM
TINATEBHOTO  aHajM3a  XapaKTepPUCTUK  JIEKApCTBEHHOI'O  Iperapara,
MeXaHHU3Ma €ro JEMCTBMS, NaroreHe3a 3a00JIeBaHUs, BaJIMJHOCTH JIOOBIX
UCCIIENOBAHUM in Vifro WIW in vivo, BIASHUN BCIIOMOTI'ATebHBIX BEILECTB U
pasiMuMid B cHCTeMaX IOCTaBKH JeiicTByrolero BeimecTBa. OTCYyTCTBHE

KIMHHUUYECKUX HCCIICAOBAHUN HEOOX0IMMO 000CHOBATD.

II. Chepa npumenenus

7.B  macrosmmx TpeboBaHusAX NPUBOAUTCS ONUCAHHWE BBEIOOpA
UCCIENOBAHUM  OKBHUBAJIEHTHOCTU imVvitro ¥ (hapMaKOKUHETHUYECKHUX
MCCIIe/IOBaHMA OMOIKBUBAIEHTHOCTH i1 Vivo B KadecTBE IOAXOMISIIAX
MOJeNed  [UIsl  IOATBEPXKIEHHS  TEepaleBTHUYECKON  HKBUBAJIEHTHOCTH
TPENnapaToB MECTHOIO JEHMCTBUS ¢ HEMEIIEHHBIM WM MOAUGUIMPOBAHHEIM
BBICBOOOXKJICHHUEM, CONEPIKALIUX OJHO M TO K€ NelCTBYIOIIEee BeIecTBO.
Bribop uccnenoBanuii He0OX0MMO 0OOCHOBATH B PErHCTPALIMOHHOM JJOChE
C YYEeTOM BCEX BAXKHBIX XapAKTEPUCTHK, OKA3BIBAIOIIMX BJIHSHUE HAa
BBICBOOOXK/IEHUE i1 Vivo M JIOKAJIbHYIO JIOCTYITHOCTH JEMCTBYIOILErO
BEIlleCTBA Mpernapara.

8. lu3aiiH (papMakoIMHAMUYECKUX HCCIENOBaHUN M KIMHHYECKUX
MCCIIEIOBAHUM  TepaleBTUYEeCKOW  OKBHUBAJICHTHOCTH  3aBUCHUT  OT
ocobenHocred  3abosieBaHUM, IS JI€UEHHS KOTOPHIX  NPUMEHSIOTCS
npernaparsl  MeCTHOro medcTBus. Ilpu mnIaHUpOBaHWM W MPOBEIECHHU
MCCIIEIOBAaHUH  OTHENBHBIX TPyNN W  Pa3sHOBUIHOCTEH JIEKAPCTBEHHBIX

IpenapaToB  HEOOXOJMMO  YUUTHIBATH  IIOJIOKEHHsI aKTOB  OPraHoB
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EBpasuiickoro 3KOHOMMYECKOrO C€O0103a, pPEerjaMeHTHPYIOIIUX MPOBEIeHHUE
MCCIIEJOBAaHUH JIEKApPCTBEHHBIX MPENapaToB.

9. Hactosimume ~ TpeGoBaHuWsT ~ NpPUMEHSIOTCS B OTHOIIEHHM
JIEKApCTBEHHBIX — IIPENaparoB, COJEpXKalluX JIEWCTBYIOIIHE  BEILECTBA,
SIBJISTFOIIUECS HU3KOMOJIEKYJISPHBIMU COEIMHEHUSIMH, MOJIyYeHHBIMH IIyTEM
XHMHYECKOr0 CHHTE3a, yCTaHOBJEH B IIpaBuiiax npoBeieHHs HCCIeI0BAHUMN
OHMOJIOrMYECKUX JIEKAPCTBEHHBIX CPENCTB EBpasuiickoro >KOHOMUYECKOTO
coroza, yTBepkIeHHBIX Pemennem CoBera Eppasuiickoil d5KOHOMHUYECKOU
KoMHccHH oT 3 HosiOpst 2016 1. Ne 89.

10. Hactosimme  TpeGoBaHust —npuMEHSIOTCS  NpU  OQOPMIIEHUH
3adBJICHUM  HA  PErMCTPALMI0  CIEAYIOLIMX  BHJIOB  JIEKAPCTBEHHLIX
NpernaparoR:

OpUI'MHAJIbHEIE JIEKAPCTBEHHBIE Ipenaparhl (TOJMHBIC 3asiBIICHUS B
COOTBETCTBUHU ¢ paszenioMm I npuitoxkenus Ne 1 x [IpaBuiiam peructpanuu u
DKCIEPTU3El JIEKAPCTBEHHBIX CPEACTB MJII MEAMIMHCKOIO TNPUMEHEHHUS,
yrBepxaeHHeIM Pemenuem CoBera EBpazutickoil 5KOHOMHYECKOH KOMHCCHU
oT 3 HosA0ps 2016 1. Ne 78 (nanee — [IpaBuiia peructpaiiu U SKCIEPTU3BI));

BOCIIPOM3BE/IEHHbIE JIEKAPCTBEHHBIE IIpernapaThl (B COOTBETCTBHH C
nozapasjenom 6 paszgena II npunoxkenuss Ne 1 x IlpaBunam perucrparyu u
AKCIEPTU3HI);

THOpUIHBIE  JIEKapCTBEHHBIE TpemapaTsl (B COOTBETCTBHH €
nojapasaenoM 7 pasgena II nmpunoxenuss Ne 1 u mpunokenmem Ne 11
K IIpaBuiiaM perucrpanuu u 3KCNepTU3bl);

JIEKapCTBEHHbIE TIpemaparsl € XOPOIIO M3YyYeHHBIM MEIULIMHCKUM
nprMeHeHreM (B COOTBETCTBHHM C Iojpazjenom 8 pasmena Il mpusioxenus

Ne [ k IIpaBunamM perucTpannu v SKCIEePTH3E);
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KOMOMHMPOBAaHHBIE JIEKAPCTBEHHBIE —Ipernaparhl  ((HKCHpOBAHHAS
KOoMOMHalus J103) (B COOTBETCTBMM ¢ IoApasfenoM 9 paznena Il
npuiioxenust Ne 1 k [IpaBunam peructpanuu u 3KCrepTu3sl).

Honoxennst wacrosimmx TpeGoBanHuii Tarke NPUMEHSIOTCS TIpH
M3MECHEHUH YCIIOBUH pErucTpauuu (B COOTBETCTBHUHM C MpriiokeHueM Ne 19
K IIpaBunam peructpauuu u sKCrepTH3E).

11.Mccnemyemble  mpemaparbl  MECTHOrO — AEHCTBUS,  JOJDKHEI
NPOU3BOJUTBECS B COOTBETCTBUM ¢ [lpaBuimamMm  Hajsexarmei
IIPOU3BOJCTBEHHON TMpPaKTUKU EBpasHiickoro 3KOHOMHYECKOrO —CO033,
yrBepkaeHHEIME  Peinennem  CoBera  EBpaswmiickoil  skoHOMHuECKOM
KoMuccHHU OT 3 HOstOpst 2016 1. Ne 77, ¢ mpencTaBieHneM COOTBETCTBYIOLIHX
JOKYMEHTOB B COCTaBe PEerucTPalliOHHOrO JOCHE.

12. 3asgBuTens BIIpaBe OOpaTUThCS 3a Hay4HOU WU
MPENPETUCTPALMOHHON KOHCYJIbTallMeEl B COOTBETCTBHM C IIYHKTOM 26
lIpaBui1  perucTpamii W OKCIEPTH3Bl B YIOJHOMOYEHHBIE OpPraHbI
(3KCMEpTHBIE ~ OpraHM3alM¥) TOCYNApCTB — WieHOB  EBpasmiickoro
9KOHOMMYECKOI0 COI03a, B TOM YHCJE B OTHOIICHWM MPOrpaMMbl U BUIOB

HACCJICIOBAHU U JICKAPCTBCHHBLIX TMpenaparoB ¢ Y3KUM TEepallCcBTHYECKHUM

UHJIECKCOM.

ITI. Buael mpenapaToB MECTHOTO JA€HCTBUS

13. Ilpenaparbl MECTHOro AEHCTBUS TOAPA3AEISAIOTCS HA ClEAYIOIHe

KaTeropuu:
a) 10 MECTY JeHCTBHSI:
IpenapaTbl, OKa3bIBAIOIHE MECTHOE IeicTBHe BO pPTy M (MaM) B

FOPTaHd W TIJIOTKE (HaupuMep, MECTHOAHECTEe3UPYIOIIME CPeCTBa,

aHaJIbIeTUKH JIOKAJILHOT'O JIEUCTBUS);
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Mpernaparsl, OKa3bIBalOLIMe MECTHOE JIeHCTBHE B MHIIECBOJIE M JKETYIKE
(Hampumep, aHTaUIbI);

Ipenaparel, OKa3bIBAIOIINE MECTHOE JIEHCTBHE B MPOKCUMAIBHBIX WU
AUCTAJIBHBIX OT/ENaX TOHKOW KHMIIKM, B TOJCTOM KHIIKE WJIH B IPAMOM
KUIIKE (HampuMmep, [POTHBOBOCIAIMTEIBHBIE WM  CIIA3MOJIMTUYECKHE
npernaparsl);

0) 10 pPacmoI0KEHUIO MOJIEKYJISIPHON MHUIIEHH ACHCTBUS:

npenaparbl, OKa3bIBalOIKMe MECTHOE JNEHCTBHE HA BHYTPHKIETOYHYIO
MHUIIIECHD;

npenapaThl, OKa3BIBalOIIME JAEHCTBHE B IIPOCBETE JKEIYLOYHO-
KANICEYHOI'O TPAKTa MJIM Ha MOBEPXHOCTH KJIETOYHOW MeMOpaHBI CIM3UCTBIX
000J109€eK ey JOUHO-KUIIIEYHOTO TPAKTa;

npenapaTel, OKas3bIBarOLMe MECTHOE JEHCTBHE Ha HECKOJLKO BHJIOB
MOJICKYJIAPHEIX ~ MHILEHEH,  pacHOJIOKEHHBIX  BHYTPHUKIETOYHO U
BHEKJIETOUHO;

B) [0 MEXaHHU3MY JEHCTBUS:

XCIIaTHPYIOLIUE COENMHEHUs B [HILEBAPUTENBHEIX COKaX WM
JKEITyTOYHO-KUILICYHON Cpelie, CBA3BIBAIOLIMECS C MUIICHSMHU B IPOCBETE
XKeJTy TIOYHO-KHMIIIEYHOr 0 TpakTa (Harpumep, GpocdaT Win xKeirdb);

nmpenapaThl 3aMECTHTEIbHON Tepanuy, JOCTABISIONINE B JKENYI0YHO-
KUIICYHBIA TPAKT S9HIOTEHHBIE COEMHEHHs (HATPUMep, XKETUHbIE KUCIOTHI);

Mpenaparel,  HU3MEHSIOIME  (QU3UKO-XUMHUYECKHE  YCIIOBUSL B
KEJTy TOUHO-KMIIEYHOM TpakKTe (HallpuMep, aHTaIU/Ib ),

npernaparbl, OKasplBalolue (u3Myeckoe Bo3JelcTBHE (HAIpHMeEp,
OCMOTHYECKHE CITA0UTENBHBIE H 00beMO0OPAa3yIOIIHe CIIA0UTENBHEIE);

IpEmapaTel, CBA3BIBAIOIIMECS C pPEUENnTOpaMH MM MULIEHSMH B

KJIETKaxX CJIM3UCTOM O0OJIOYKM KHINEYHUKA (HAIPHMEp, KOPTUKOCTEPOH I,

5-aMHUHOCAJIMLMIIOBAs KUCJIOTA);
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r) no OuodapManeBTHIECKUM U (hapMaKOKUHETHYECKUM CBOHCTBAM:

abcopOupyembie Tpenaparsi;

HeabcopOupyemble penapaTsl;

1) 110 JIeKapCTBEHHOM hopme:

npernapaTtel B JIGKAPCTBEHHBIX  (QopMax ¢  HeMeJIeHHBIM
BBICBOOOKIEHHEM;

Ipernaparsl B popMe pacTBOPOB;

npenaparbl B JKHUAKUX JIEKAPCTBEHHBIX (opMax, HeE SBISIOLUXCS

pacTBOpaMu,

npernapatbl B JIEKAPCTBEHHBIX (opmMax ¢ MOJU(PHUIAPOBAHHBIM
BBICBOOOKIEHHEM,

€) 0 COCTOSIHMIO JIEHCTBYIOIIEro BELIECTBA B JISKAPCTBEHHOM Bopme:

JEUCTBYIOIEE BEIIECTBO PACTBOPSETCS B JKHIKOW JIEKAPCTBEHHOM
Gopme (Hanpumep, pacTBOP, IITUKCHUD);

JEHUCTBYIOIIEE BEILLECTBO HE PACTBOPSIETCS B JKUAKOH HIM MATKOMN
JIEKapCTBEHHOM (hopMe (Harmpumep, reib WIH CYCIEeH3uUs);

JICUCTBYIOIIEE BEIECTBO PAacCTBOPSIETCS B TBEPHOH JIEKAPCTBEHHOM
(popme (Hampumep, MacTHIIKa);

ACUCTBYIOIIIEE BEIIECTBO HE PAaCTBOPSIETCS] B TBEPAOH JIeKapCTBEHHOMN

(popme (Hanpumep, TadeTKA).

IV. Obmue TpebGoBaHus K TOATBEPKIEHNUIO SKBUBAIEHTHOCTH
IIPENapaToB MECTHOI'O ACHCTBHUS
14. Obmas oLeHKa SKBUBAJEHTHOCTH ITIPENapaToB MECTHOTO AEHCTBHUS
MPOBOAUTCS JIMOO B paMKaxX SKCIEPTU3Bl PETMCTPALMOHHOIO JIOChe ITPH
paccMOTpEeHHH  3asBIIEHUS  HA  PErMCTpallMio ¢ [pe/CTaBIeHUeM
COKpPAIIEHHOTO J0Che, TMO0 B paMKax 3KCIEPTU3bl PErUCTPAIMOHHOTO JOChE
MpU  PACCMOTPCHHM  3asiBJIEHWsl O BHECEHHM M3MEHEHHH B paHee

3aPETUCTPUPOBAHHDIN  JIEKADCTBEHHBIA  npenapar. B 3TUX  ciiyyasx
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TepareBTuIecKas DKBUBAJIEHTHOCTh Ipearnosaraer HalMyue
SKBUBAJICHTHOCTH 1O 0Oe30macHOCTH M 3(h(OEKTUBHOCTH  HpenapaTos
MECTHOI'0 JEHCTBUS. Jost NIOATBEPIKICHUS TepaneBTUIECKOit
DKBUBAJIEHTHOCTH TpeOyeTcs MpoBelCHHE KIMHUYECKUX WCCIICIOBAHUNA ¢
KIIMHAYECKMMH  KOHEYHBIMH TOYKAaMH, OJIHAKO MOJXKHO HCIIOJIb30BATh
QIbTEPHATUBHBIE TIOJAXOJAbl IIPU YCJIOBHU, YTO OHM MMEIOT YEeTKOe
ODOCHOBaHWE M  COOTBETCTBYIOLIME  XapaKTEPUCTHKH, C  YYETOM
HEOOXOAMMOCTH OIEHKH MPOHHKHOBEHHS, BHICBOGOXKIEHHSI U PACTBOPEHMSI
in vivo. ViccnenoBanus in vitro Wiy Mopens (MOZIENH) JOMKHBI OLICHHBATh
0COOBIE  XapaKTEPUCTHKHM  JIEKAPCTBEHHOH (OpPMbI, MOATBEpPIKIAIOLIEH
3KBUBAJICHTHOCTh. HeoO0X0quMO MpeACTaBUTh BCECTOPOHHEE U YETKOE
000CHOBaHHE BBIOPAaHHOTO MeTOfa (METONOB) HCCIEIOBAHUS WM MOIEIH
(Mozeneit). PesynbraThl HCCIENOBAHMN JOJDKHBI OBITH  HAIEKHBIMH,
BOCIIPOM3BOJUMBIMU, & METOJ| — YyBCTBUTENBHBIM U CHEHU(PHIHBIM IS
3as1BJICHHBIX LIEJICH.

15.1lpu TpencTaBieHMH pe3yJbTATOB MCCIENOBAHME Ha MOJENsIX,
aIbTEPHATUBHBIX ~ MOJENSIM  KJIMHHYECKMX U  (papMakoJgMHAMUYECKUX
KOHEYHBIX TOYEK, 3asABUTEJIO HEOOXOAMMO IpPEACTaBUTH JOKYMEHTAJIbHBIE
Jl0Ka3aTeNbCTBA TOIO, YTO MOJENb KOPPEKTHO OTPAXKAET BBICBOOOKICHHUE
in vivo OEWCTBYIOLIETO BELIECTBA M €ro JOCTYIIHOCTh B MecTax JeHCTBHI.
Mg 3TOro 3asBUTENI0O HEOOXOAMMO C HCHONB30BAaHUEM COOCTBEHHBIX
SKCIEPUMEHTANBHBIX MM Hay4YHBIX MEIMLUHCKHX JaHHBIX IPeICTaBUTh
00OCHOBaHME pENEBAHTHOCTH MOIENH B OTHOIIEHHH TEPAeBTHYECKOTO
opdekta ¥ HE MeHbIIEH UyBCTBUTECIBHOCTH MOIEIH NS OOHAPY)KEHHUS
pasnMuMid  MEXJy JIEKapCTBEHHBIMM TIIpelaparamu 110 CpPABHEHHIO C
MOJIEISIMU KJIMHUYECKHX U (MK) hapMaKoqMHAMHYECKIX KOHEYHBIX TOUEK.

16. HeoOxomumo YCTAHOBUTH YyBCTBUTEIBLHOCTE

(hapMakOKHHETHYECKUX KOHEUHBIX TOYCK WM METOJOB in Vifro TIpH
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BBEJIEHUM pPasHbIX JI03 OPUTMHAIBHOTO (pedepeHTHOro) JIeKapCTBEHHOTO
npernapara (Jajiee — IIpernapar cpaBHeHus) (HanmpuMmep, ¢ TOMOLIBI0 HAyYHBIX
MEJULIMHCKUX JAHHBIX WIH JaHHBIX MHJIOTHOTO UCCISIOBaHMS).

17.lna moaTBepkIeHUs 3KBUBAJIEHTHOCTH IIPENaparoB MeCTHOTO
NEeHCTBHs HEOOXOIMMO HCIIOJNb30BATH CIEyIOUIHe MaHHBIE B MOPSIKE
BO3pACTaHUs NPEANIOYTUTENBHOCTH WX BEIOOpA:

a) TOJIBKO JJaHHBIE O (papMalleBTUUECKOM KaueCTBe;

0) naHHbBle O (hapMalEeBTHYECKOM KaueCTBe U JaHHBIE, ITOJIyYeHHBIE HA
MOJIEJIU In Vitro,

B) laHHBIE O (hapMalleBTUUECKOM KauecTBe W (hapMaKOKHHETHUECKUE
JAHHBIE In VIVo,

I') JaHHbIE O (papMalleBTUYECKOM KadyecTBe, U JaHHbIe, OyYeHHEIE Ha
MOJIETH in Vvitro, U papMaKOKHHETHYECKHE JIAHHBIE i1 VIVO.

18. BeIOpaHHBI 1OAXOJ TOUIEKUT JETAILHOMY OOOCHOBAHUIO C
OLICHKOM BCEX CYIIECTBEHHBIX IapaMeTpoOB, OTPAKAIOIMHUX OCOOEHHOCTH
peayi3aluy JEHCTBUS JIEKAPCTBEHHOTO TIperapara i vivo JJis NalMeHTOB.
YroOBl HCIONB30BaTh YKa3aHHbBIE AlIbTePHATHBHBEIE METOIBI, HEOOXOIUMO
[IPUHUMAThL BO BHMMaHue, 4YTO, MOMHUMO CII0cO0a BBEIEHHMS, KAueCTBO
JIEKApCTBEHHOr0 Tpenapara (HampuMep, OLEHUBaeMoe [0 KPUTHYHEIM
OKa3aTelsiM) BJIsIeTCS 00s3aTeNIbHBIM KOMIIOHEHTOM AaHHbIX. Hampumep,
TpeboBaHue 0 HOATBEPHKAEHUU (papMakOKUHETHYECKOM
OMOSPKBUBAJICHTHOCTU N Vivo JOINYCKAeTcsl He IPUMEHSTH, €CIU
UCCIeIyeMBIH JIEKapCTBEHHBINA IpenapaT W MpenapaT cpaBHEHHUS SBIISIFOTCS
pacTBOpaMHM W MMEKT CONOCTaBMMBIE XapaKTEPUCTHKH KauecTBa U
OJMHAKOBBLIM IyTh BBEIECHHS TIPU aAHAJOTMYHOM KauyeCTBEHHOM W
KOJIMYECTBEHHOM COCTaBe.

19. Jlng ouneHKM cHUCTEMHOH O€30IacHOCTH, €ClIM CYILIECTBYET DHCK

PE3KOI0  BO3paCTaHUs CCPLE3HOI'0 HEXEJIATCJIIBbHOI'O BO3JICUCTBUS IpH
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YMEPEHHBIX Pa3IHYUsAX MEXAY Ipernaparamu, cielyeT NpeACTaBUTh JaHHbIE
O cTerneHu abcopOLUM, Haxe eclid C MOMOIUIBI0 (PapMakoJIUHAMUYECKOTO
NOJIX0/1a JOKa3aHa TepareBTHUeCKast SKBUBAJICHTHOCTE.

20.B orzenpHBIX, CrHeNUANBHO OOOCHOBAHHBIX B PErHCTPALMOHHOM
JIOChE 3asBUTEJIEM CIydasx pe3yJibTaThl KIMHUYECKHX MCCIeT0BAHMIM
(papMakoKMHETHYECKOU OMO3KBUBATIEHTHOCTH TIOITBEPIKIAIOT
TEPaleBTUYECKYI0O  OKBUBAJIEHTHOCTH  UCCIEAYEeMBbIX  JIEKAPCTBEHHBIX
npenaparon (Hampumep, ISt JIEKapCTBEHHBIX [Ipenaparos,
NPEUMYIIECTBEHHO abcopOupyembIX B MecTe UX JeiicTBus). B Takux ciyyasx
JOMYyCKAeTCss  NPUMEHATh  OOBIYHBIE ~ KPUTEPUH  TIOATBEPIKIEHHUS
OMO3KBUBAJIEHTHOCTH.

21.HeobxonuMo H3y4YUTh MECTHYIO 0€30MAaCHOCTh M IIEPEHOCHMMOCTD
HCCIIelyeMbIX JIEKApCTBEHHBIX IIpenapaToB. B cocraBe wucciemyeMbIx
JIEKapCTBEHHBIX  IIPElapaToB  HEOOXOAMMO  HCIIOJIb30BATh  TE€ K€
BCTIOMOTaTe/IbHBIE BEIIECTBA U B TEX K€ KOJMYECTBaX, UTO U B Mpemaparax
cpaBHeHus. Ilpy Hajuuuu pa3nuuuii BO BCHOMOIATEILHBIX BEIECTBAX
(KkaK M3BECTHBIX, TAK U HEU3BECTHBIX) CIIEAYET MPOBECTH JONOJHHUTEIbHEIE
CPaBHUTENBHBIE UCCIIEJOBAHUS IEPEHOCHMOCTH.

22.1lepeuenr Mopenelt in vitro, TPeayCMOTPEHHBIH HACTOSILUMU
TpeGoBanusamu, He SBISIETCS HCUEPIIBIBAIOLIAM, T[OSTOMY JIOIYCKAETCS
NpUMEHEHHe JApyIMX MOJeJel, ecnum uxX IpuMeHeHHe 00O0CHOBAaHO
3asBUTEJIEM B PETMCTPALMOHHOM JIOCBE C YYEeTOM BCeX OCOOeHHOCTeH
(papmakosorudyeckoro JAeHCTBUS JIEKAPCTBEHHOT'O IIperapara in  vivo,
CYLIECTBEHHLIX JJIsl €r0 IPOHMKHOBEHUS, BEICBOOOK/ICHUS U PACTBOPEHUSI.

23. Jlonyckaercsi IPUMEHATh METO/bl raMMa-CIIMHTUTpaduy U JIpyrue
METO/Ibl  BH3yajHM3allM¥ JUIs OLEHKHM JIe3MHTErpalid JIeKapCTBEHHOTO
pernapara in vivo i paclpe/ieJIieHus €To 110 JKellyJ0UYHO-KHIIIEUHOMY TPaKTy.

Taxkme MCTOABI JOIIYCKAaCTCsA HCIOJb30BaTh, €CJIK OTCYTCTBYET CTalusl



24
PacTBOPEHMsI i1 Vivo JIEKapCTBEHHOIO Tpernaparta. MeToabl BH3yallM3aluu
CJICJIyeT HMCII0JIb30BaTh B KOMOMHaUUM ¢ (apMaKOKHHETHYECKOW OLEHKOMH
00pa3loB, 4YTOOBl OMHCATH pACHpEe/IeHHEe M3YYaeMOro COEIMHEHUS B
XKETYyTOYHO-KHIIIEYHOM TpPAaKTe U COOTHECTH C CHCTEMHOH SKCIO3UIHEH
(IMyTe€M OLEHKM YacTHYHBIX IUIOWIAJEH 0] KPUBBIMU) [P OMpeeieHHOM

JIOKAJIM3allMH IIperapara B KEJ1y T0YHO-KHIICYHOM TPaKTe.

V. CrienuanbsHble TpeOGOBaHUS IO TOATBEPKAECHUIO SKBUBAIIEHTHOCTH
OTAEJIBHBIX TPYIII IIPENapaToB MECTHOT'O JEHCTBUS

1. JIexapcTBeHHBIE TpenapaTsl, OKa3LIBAIOIINME MECTHOE IeHCTRUE
B II0JIOCTHU pTa U (WJIK) B TOPTAHHU M TJIOTKE

24.]lns MeCcTHOro NeHCTBHUS JIEKAPCTBEHHBIX IPENApaToOB B IOJIOCTH
pTa ¥ (WJIK) B TOPTaHU U TJIOTKE NMPUMEHSOTCSI Pa3IM4HbIe JIEKAPCTBEHHBIE
(opmel (HampuMep, PacTBOPHI, CYCIIEH3UH, SIMKCUPEI, TOPOIIKH, TabIeTKH,
aCTUJIKHU, T, 3alIeYHbIE CIIPer U T. J1.). [ MoJ0OHBIX JIeKapCTBEHHBIX
npenaparoB MPUMEHSIOTCS CXeMa MPHUHSTHUS pelleHul, IpHUBEJeHHas Ha
pucyHke 1, a TaKKe IPUHLUNBI TOATBEPXKAEHHS HSKBHBATEHTHOCTH,

yKa3aHHbIE B HACTOSIIEM paszjiesie, U IMOJIOKeHUs paznena IV mHacrosmmx

TpeboBanuii.

JlexapcTBeHHBIH npenapar B popme pactBopa

25. Ecnu viceretyeMblii IeKapCTBEHHBIH TIperapar siBseTcs pacTBOPOM
WJIK TIEPEBOJUTCS B (QOPMY pacTBOpa HEMOCPEICTBEHHO K MOMEHTY BBEICHUSI
M COACPXKHUT MAEHUCTBYIOIEE BEILECTBO B TOW JX€ KOHIEHTpALMH, 49TO W
Ipemapar CpaBHEHUs! B (pOPMe pacTBOpa, MCCie[0BaHMs, 000CHOBBIBAIOIINE
OMOOKBUBATIEHTHYIO 3(Q(EKTUBHOCTE U 6e30MacHOCTh, JONYCKaeTCs He
npoBoauTh. OOHAKO CieqyeT YUMTBIBATHL HEOOXOAMMOCTH JIETATHHOIO

daHajlu3a COCTaBd BCIIOMOI'aTCIIbHBIX BEIIECTB, ITOCKOJIBKY BCIIOMOTaTEeIbHEIE
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BEIIECTBA MOI'YT BJIMATH Ha BpeMsl, B TE€YEHHE KOTOPOIrO JI€KapCTBEHHBIH
[penapar yAep)XUBAaeTCsl B COOTBETCTBYIOLIENH YacTH BEpPXHEro OoTaena
KEJIyZJOUHO-KUIIIEYHOT0 TpakTa (Hampumep, BKYCOBasi NMPHUBJIEKATEIHHOCTD,
[IOBEPXHOCTHOE HATSDKEHUE PacTBOpa, €ro BSI3KOCTh U T. JI.), PaCTBOPUMOCTE
invivo (Hampumep, COPACTBOPUTEIM) WM  CTAOWIBHOCTH 7 Vivo
JIelcTByIOIero BellecTsa. [Ipy Halmvuuu pazivuuvii BO BCIIOMOTaTeIbHBIX
BellecTBax HeoOXOJUMO TMPOBECTH HCCIIEOBAHUE SKBUBAJIEHTHOCTH, €CIIH
TOJBKO Pa3javyusl B KQUeCTBEHHOM M (WJIM) KOJUYECTBEHHOM COCTaBE TAKUX
BCIIOMOTaTENIbHBIX BEILECTB HENb3Sl IMOJHOCTHEO OOOCHOBAaTh C ITOMOIIBIO
OPYrUuX JaHHBIX, ¢ ydeToM TpeboBanuil npunoxxeHui Ne 1 u 4 k [Ipasunam.

26.B Tex ciydasx, KOrJa HCCIIeyeMblil JIeKApCTBEHHBIN Ipemapar
SIBJISIETCS. TIEPOPANIBHBIM PAaCTBOPOM, KOTOPBIA 3asBIISIETCS HA PETUCTPALIUIO
KaK OKBUBAJICHTHBI WHOW IepopalbHOM JIeKapcTBEHHOW ¢dopme ¢
HeMe/UIeHHBIM BBICBOOOXIEHUEM, HEOOXOUMO TPOBEJEHUE HCCIIeT0BaAHMS

TepaHeBTH‘IeCKOﬁ SKBHBAJICHTHOCTH.

JlexapcTBeHHBIH Mpemnapar B hopMme,
He SBJIIOLIENCS pacTBOPOM

27.Ecnu  uccnenyeMblid  JIEKQpCTBEHHBIM Mpernapar He  SBISETCS
pacTBOpOM (HampuMep, NpPeACTaBiaseT CoO0H TBEpPAYIO JIEKAPCTBEHHYIO
GopMy), MOATBEPKAEHNE SKBUBATICHTHOM JIOKAJILHON JOCTYITHOCTH B MECTE
JeHcTBUSl Ha ocHOBe (papMakOKMHeTHUecKuX MapaMeTpoB Cmax U1 AUC mst
KPUBOW 3aBUCHUMOCTH «KOHILIEHTPAaLMsI B CIIOHE — BpeMs» MOXKHO
paccMaTpuBaTh B KauecTBe CYppOraTHOro IoKazaTeliss TepaneBTHUeCKOH
SKBUBAJICHTHOCTH. MccnenoBaHusi JOKalbHOW JOCTYIHOCTH B JIAHHOM
cllydae BBINOJIHMMEI, IOCKOJBKY BO3MOJKHO IpsiMOe B3siTHe 0O0pa3lioB B
MecTe JeifcTBhs (3a00p ciIOHBI). B CBA3M C OSTHM CpaBHUTENBHOE
UCCIEN0BaHUE JOCTYIIHOCTH i1 Vivo C B3SiTHEM OOpaslloB CIIOHBI SIBJISIETCS

BapHaHTOM BBIOOpa, HECMOTPS HA OYEBHJIHYIO BApHAOETbHOCTEL PE3YIbTATOB.



26
B coorsercTBMM CO CTaHIAPTHBIMH METOJAMM OLEHKU OMO3KBUBAJICHTHOCTH
HEOOXOAMMO CpaBHUTH (apMakokuHeTHdeckue mnapamerpsl Cmax, AUC wu
BpeMsi JOCTHKEHMUS! Cmax (Tmax). BBIBOL 00 SKBUBaJIEHTHOCTH MOXMKHO
crenarb, ecad 90 %-Hbl  JJOBEPUTENbHBIM  HMHTEPBAJ  OTHOIICHUS
F€OMETPUYECKUX CPeIHUX IJIsl KaXKJI0ro mapaMeTpa HaXOJHUTCS B I'DaHUIAX
80,00 — 125,00 %.

28.B rex ciyyasx, Korja JefCTBYIOIIEE BEIIECTBO B CBSI3U C BEICOKOM
pacTBOPUMOCTBIO BLICBOOOKIAETCS W3 JIEKAPCTBEHHOW (OPMBI B BHIE
pacTBOpa, a He B BHIE CYCIICH3UH, MOXKHO KOCBEHHO OIIEHHTH JIOKAIHHYIO
AOCTYITHOCTh WM BBICBOOOXK/IEHHOE KOJIMYECTBO MPH MOMOIIU U3MEPEHUS B
OIIpeJieJICHHbIE BPEMEHHBIE TOYKM KOJMYECTBA BEIIECTBA, OCTAIOLIErOCS B
JIeKapCTBEHHON (hopMe, B McCreJoBaHUY in vivo. Kpome Toro, B Tex cydasix,
Korjga  0oOOCHOBAaHO,  4YTO  JEHCTBYIOIIEE  BEIIECTBO  TOMOTEHHO
JUCIIEPTHPOBAHO B JIEKAPCTBEHHOH (opMe, KOJIHMYECTBO, OCTAIOUIeecsl B
JEKapCTBEHHOM (opMe, MOXHO OIEHWTH 110 Macce. BroBong 006
3KBUBAJICHTHOCTH MOYKHO CJie/laTh B COOTBETCTBUHU C TEMHM K€ NPHHIUNAMH,
KOTOPBI€ UCIIOJIBL3YIOTCS JJIsl TECTOB HA PACTBOPEHHUE i1 Vitro B COOTBETCTBHH
¢ mpuioxenuem Ne 5 x IlpasBunam. CxomeTBo npoduieit pacTBopeHHS
HEOOXOJIMMO ~ OLIEHHWBaTh, OCHOBBIBASChH HA JIMANA30HE IPHEMJIEMOCTH,
pasHoM = 10 %, npu 3Hauenun daxropa nogodus > > 50.

29.B Tex ciy4asx, KOTAa JIOKallbHAsE KOHI[EHTpALKsl B MecTe JeHCTBHs
(HarpuMep, KOHIEHTpalMsi B  CIIOHE) He H3MEPSAETCS  HAMpsMYIO,
HeOOXOZIMMO TPOAHAIM3HPOBATL € KPUTHYECKOM TOYKM 3PEHHsS COCTaB
BCIIOMOTaTe/IbHBIX BEIIECTB, YTOOBI YHOCTOBEPHUTHCS, YTO pAa3IMyMsi BO
BCIIOMOTATEeNIbHBIX BEIECTBAX HE BJIMSAIOT HA JIOKAJBHOE BpPEMSs yIepiKaHusl
(HanpuMep, BKycOBas IpPHUBJIEKATC/BHOCTh, IIOBEPXHOCTHOE HATSDKEHHE,
BSI3KOCTH M T.J.), PacTBOPUMOCT: in Vvivo (Hampumep, BIHUSHHE

copacTBopuTenei) 1 (M1n) cTabuIbHOCTL AEHCTBYIONIETO BELECTRA in Vivo.
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30.Bo mHoOrmx cimyuasx IUTa3MEHHbIE KOHLEHTPALUH HEBO3MOYKHO
HEIOCPEICTBEHHO HUCIOJIB30BaTh B KauyecTBE CYpPpPOraTHOrO IOKAa3aTels
TEPANeBTHYECKOH  SKBHBAICHTHOCTH, IOCKOJBKY B  3THX  CJIydYasx
HEOOXOMMO Pas3MYUTh IUIA3MEHHbIE KOHLIEHTPALMH, IONyYaeMble I10Ce
JoKallbHOM  abcopOuum B MecTax JeHCTBUsI B BEPXHEM  OTele
MAIIEBAPUTENILHOTO TpakTa (HalpuMep, B MONOCTH PTa), W KOHLEHTPALHH
BCJIEAICTBUE aOCOPOUMK B JIDYTHX YACTSIX JKeTyHOYHO-KUIIEYHOTO TPaKTa
(Hampumep, B KuILeYHHKe). B ciiydae eciim MOXKHO 0obecreuuTh OLICHKY C
MCKJIIOYEHHEM aACOPOLMH B IPYTUX YACTSAX JKENyJOYHO-KULIEYHOTO TPaKTa
(HarprMep, 3a CYET HCIHOJB30BAHUS AKTUBMPOBAHHOTO YITIs), IJIa3MEHHBIE
KOHIIEHTPALMM MOXHO paccMaTpuBaTh B KauecTBEe KOHIEHTpaIMii B MecTax
AercTBUs. Bmecte ¢ TeM HeoOX0AMMO yOERHTHCS, YTO AKTHBHPOBAHHBI
YroJjib Croco0eH OJIOKMpOBaTh abCcOPOLMI0 M3 KUIIEYHHKA 10 HE3HAYUMBIX
KOHUEHTpAallU [0  CPaBHEHUIO C  CHCTEMHBIMH  KOHI[EHTPALUSIME
AOCTUraeéMbBIMU 32  c4yeT  abcopOmuu M3 MecT  JNeHCTBHSL
B Takux ciyyasx TpeOyercsi HcciiefoBaHME OHOSKBHUBATIEHTHOCTH 6e3
OJIOKa/IbI JKEeNlyJOUHO-KUIIEUHOM aGcopOIuu, 4TOObI OIEHHTE CHUCTEMHYIO
0e30MacHOCTb.

31. CranjiapTHas MeTOJIOJIOTHSI CPABHUTENBHOTO PACTBOPEHUS in Vitro
HC CYMTAeTCsA IIOKa3aTeIbHOHW JIIi  OLEHKHU pACTBOPEHUS  in Vivo

JIEKapCTBEHHOTI'O Mpernapara B IIOJOCTH PTa U (UJIK) B TOPTAHHU U ITIOTKE.
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Puc. 1. Cxema npuHsaTHS pellIeHUH B OTHOIIEHUH JICKAPCTBEHHBIX IIPENApaToB,
OKa3bIBAOIIMX MECTHOE AEHCTBUE B IIOJOCTH PTa U (MJIM) B TOPTAHK M IJIOTKE

32.CranyaptHas METOAOJOIUS CPAaBHUTEIIBHOIO PACTBOPEHUS in Vitro
HE CUMTAETCsl IIOKA3aTeNIbHOM  JuUisi  OLIEHKH  PAaCTBOPEHHS K Vivo

JIEKapCTBEHHOIO Npenapara B IOJIOCTH pTa U (MJIM) B TOPTAHU U IVIOTKE.
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2. JlexapcTBeHHBIE IIpenapaThl, OKa3bIBAIOIINE MECTHOE JeiiCTBHE
B IIUIIEBOJIEC WJIN JKETyJIKe

JlexapcTBeHHBIH Npenapar B popMe pacTBopa

33.]lna naHHOM TpyNIBl JICKAPCTBEHHBIX MPEMapaTtoB HMPUMEHSIOTCS
TpeOoBaHus, aHAJOTMYHbIE HM3JIOKEHHBIM B IyHKTax 24 — 31 Hacrosmmx
Tpebosanuii. Ocoboe BHHMaHME clenyeT YyJIeIUTh KOIHYECTBY M BHUIY
BCIIOMOTATEIbHEIX BEIIECTB, CIIOCOOHBIX BIUSTH Ha ONMOPOKHEHHE KENIYIKA
(171 JIEKapCTBEHHBIX NPENapaToB, AEHCTBYIOIMX B JKEIYAKE) MM Ha Bpemsl
yJepiKaHus B NUIIEBOJE (HapuMep, BS3KOCTh, MOBEPXHOCTHOE HATSHKEHHUE
v T.1.), abcopbuuro (Hanpumep, pH), pacTBopHMOCTE in vivo (Harpumep,
HAJIMYMe COpacTBOpHUTENEH) MU CTaOWIBHOCTh in Vivo JeHCTBYIOLIETO
Bemiectsa (Hampumep, pH). B oTHomeHHM MOMOOHBIX JIEKApCTBEHHBIX
IpenapaToB M JIEKaPCTBEHHBIX IIPelapaToB B JIEKApCTBEHHOU QopMme, He
SBIISIOLIEHCS pacTBOPOM, NPUMEHSIOTCS CXeMa pelleHud TpUBEAeHHAs Ha
pucynke 2, a Ttaxxke TpeOoBaHus mpmioxeHuid Ne 1 m 4 x IlpaBunam u

KInaccu(UKanys AeHCTBYIOIIEro BeIIecTBa 10 OuodapMalieBTH4ecKon

KIaccu(pUKAIIMOHHON cUcTEME.

JIexapcTBeHHBIN NpenapaT B opme
HE SBJIAIOIIENCS paCTBOPOM
34. Jlnsa ekapCTBEHHBIX IpenapaToB — aHTALMJI0B METOMMKH in Vitro,
OCHOBaHHBIC HA JMHAMHYECKMX M CTAaTHYECKUX HEUTPalM3yIOLIUIX
UCCIICIOBAHUSX, SIBISIFOTCS CYPPOraTHBIMH METOAAMM JUIS TOJTBEPIKICHMSI
TEParneBTHYECKOH  SKBUBAJCHTHOCTU. JIns moOATBep)KIOeHUs  1mogo0wus
npenapara CpaBHCHHS W MCCIEIyeMOro JIEKapCTBEHHOrO —Iperapara
JIOIyCKAETCsl UCIOIb30BaTh HECKOJILKO Pa3HbIX METONOB in Vitro. 3asiBUTENb
JOJDKEH  O0OCHOBaTh  BBIOpaHHBIE  JUHAMHUYECKHE M CTATUYECKHE

HGP’ITpaHI/ISYIOL[IHe HCCJICNOBAHWA BMECTC C INapamMeTpaMH, OLHCHUBAEMbIMU
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invitro, B OCOOEHHOCTH KIIMHMYECKYI pEJeBAaHTHOCTh TIpeJlaraeMblx
KOHEUHBLIX To4eK. Ilpu npuMeHeHMM CcTaHAAPTHBEIX METONMK OLEHKH
OKBUBAJICHTHOCTH  [n Vifro ~ clelyeT  HCIONB30BaTh  CTaHIApPTHEIE
(bapmakorneiinble) TPHOOPHI, & B ClIy4Yae HMCIOJBL30BAHUS HOBBIX METOIMK
OLICHKH O3KBUBAJIEHTHOCTU [n Vilro Takue METONMKH JOJDKHBI OBITh
HajiIexKauM 00pa3oM BallMIUPOBAHEL. DKBHBAICHTHOCTh JIEKAPCTBEHHBIX
[penaparoB in vitro HeobXoauMo oreHHBaTh ¢ + 10 %-HBIM AHANa30HOM
NPUEMIIEMOCTH, €CJIH 3asIBUTENIEM B PErHCTPAIMOHHOM JIOChEe HE 0OOCHOBAHO
HHOE.

35.B cnyvasx, korga HaOMomaeTcs 3HayuMasi CTereHb abcopOuuu u
CHCTEMHON  OMOIOCTYNIHOCTH  JIeHCTBYIOIErO  BellecTBa, Tpebyercs
NpOBEJIEHUE  HCCIIEJOBaHUS  OMO3KBUBAJICHTHOCTH, YTOOBI  OLIEHUTH
CHCTEMHYIO 0€30I1aCHOCTh, €CIi He 000CHOBaHO HHOe. McciemoBaHue
OMOSKBMBAJIEHTHOCTH /171 OLIEHKH CHCTEMHOM 6e301acHOCTH OMycKaeTes He
IIPOBOJIUTH, eciu IIPUMEHUM Ouosetisep, OCHOBaHHBIH Ha
OuodapmalieBTUYECKOH cuUCTeMe KiacCHQUKALMHM B COOTBETCTBHH C
KPUTEPHUSMH, ONUCAHHBIMH B IpunoxkeHud Ne 4 k IIpapunam. ITnasmenusie
KOHIIEHTPAUMK HEJIb3sl MCIIOJIL30BaTh B KAUeCTBE CYPPOraTHOIO IIOKa3arelis
DKBUBAJIEHTHON 3(D(EKTHBHOCTH B OTHOIICHHUH JICKAPCTBEHHBIX MIPENApaToB,
OKa3bIBAIOIIIX MECTHOE [EWCTBUE MCKIIIOUUTEIBHO B JKENMYIKE, MOCKOILKY
HEBO3MOXHO 000COONEHHO BBIIEIUTh CTENEHb BIHMSHUA abCOPOLHUH B
KulieyHrKe. ['MIOTeTMYeCKM IBa JIEKApCTBEHHBIX Mpenapara ¢ pasHBIM
BBEICBOOOYIEHUEM M PACTBOPEHHEM M, KaK CJIEJICTBHE, PA3HEIM BpeMeHeM
KOHTaKTa C MECTOM JCHMCTBMs, He IPEBBIIIAIOIIUM BpeMsl YAEPIKAHUS B
XKENyJIKe, MOTYT TPOSIBJIATE CXOXKHMH NMPOQMIb «KOHIEHTPAIMS — BPEMS»,
MOCKOJIbKY OINOPOKHEHUE JKEIyJKa SBISIETCS CKOPOCTh-JMMUTHPYIOIUM
(axTopom abcopOuuu. B CBSI3H C ATUM UCCIIENOBAHUS

(hapMaKOKMHETHUECKOH  OHOIKBUBANICHTHOCTH B  3TOM  cilydae  He
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paccMaTpuBarOTCd B Ka4ECTBE BJIMHON METOJI0JIOTHH I ITOATBCPIKACHHU A

TepaHCBTH‘IeCKOf’i IKBHBAJICHTHOCTH.
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3. JlexapcTBEHHbIE MpeapaThl, OKa3bIBAIOLINE MECTHOE
JIEICTBUE B KUIIIEUHUKE

JlexapcTBeHHBIH Npenapat B popMme pacTBopa

36. /it jaHHOW TpyNIBI JIEKAPCTBEHHBIX IPENApaToB, MPUMEHSIOTCS
TpeOOBaHMs, aHANOTUYHBIC M3IOXKEHHBIM B IIYHKTaX 32 — 34 HACTOSIMX
Tpebosanuii. Heobxonumo mpoaHanu3upoBaTh KOMHUECTBEHHBIA COCTAR U BH]1
BCIIOMOI'aTEJIbHbIX BEINECTB, CIIOCOOHBIX BIHSATH HA JKENYIOYHO-KHIICUHEIH
TPAH3UT (HAaNpUMeEp, COPOMTON, MAHHUTON M T.1.), abcopOIHIo (Hanpumep,
MOBEPXHOCTHO-aKTUBHBIC ~ BEIIECTBA WJIM  BCIIOMOTATeNIbHbIE  BEILIECTBA,
CIIOCOOHBIC TOBNMATH HAa OENKHU-NIEPEHOCYUKH), PACTBOPHUMOCT i1 Vivo
(HampuMep, HalW4ue COpacTBOpUTENeH) M  CTAOMIBHOCTE JNEUCTBYIOIIETO
BelecTa. Jisd IMOTOOHBIX JIEKApCTBEHHBIX MPENapaToB M JIeKapCTBEHHBIX
NpernapaTtoB B JIEKAPCTBEHHOM  (opme, He sABJAMOMIEHCsS  pacTBOpoM
TIPUMEHSACTCS CXeMa PELIEHU IPUBeIeHHAsT Ha PUCYHKe 3.

37.B cioydae ecnu HabNOAeTCs HEKOTOpas CTEleHb CHUCTEMHOI
OMOIOCTYIIHOCTH, MOXKHO MCTIOJB30BATD MCCIENOBAHNS GHOIKBUBAIEHTHOCTH,
OCHOBAHHBIE Ha CHCTEMHOW O5KCIIO3MIMH, YTOOBI CPaBHUTHL O€30MAaCHOCTb H

3G heKTUBHOCTH MCCIIEYEMOTO NpenapaTa i Ipenapara CpaBHEHus..

JlexapcTBeHHBII penapar B opme
HE SIBJISTFOIIEHCST pacTBOPOM

38.B oTHOIIEHUY JIEKAPCTBEHHBIX MPENAPATOB C MEXAHH3MOM JEHCTRHS,
OCHOBAaHHBIM Ha CBA3BIBAHUU C KOMIIOHEHTAMHU SKEIyJ0YHO-KUIIEYHOH Cpebl
Ha TIPOTSAKEHWM BCETO KMINEYHWKA (HANpHUMep, KOJNECTHPAMMH, KOJECTHITON,
KallblWsl areTaT, CeBelaMep), HMCCIENOBaHMus in Vifro, OCHOBAaHHBIE HAa WX

CBA3BIBAIOIIEH CIIOCOOHOCTH (HaNpUMep, UCCIEIOBAHYS i Vitro PaBHOBECHOTO
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M JMHAMHYECKOTO CBsA3bIBAHMS), CUMTAIOTCS TPHEMIIEMBIMU CYPPOraTHBIMH
KPUTEPUAMHU OIEHKH 53(()EKTUBHOCTH TMpPU YCIOBUHM, YTO pa3IHuhe [0
BCITOMOTaTeIbHBIM BEIIeCTBAM HEe KPUTUYHO, a MPOQMIM pacrmagaeMoOCTH U
pacTBopeHus B (usnonorndeckoM nuamnazone pH momoOusel. [loaTBepikaeHme
nono0us JIEKapCTBEHHBIX IIpenaparoB ¢ o00beMoobOpaszyromum 3hhexToM ¢
IIOMOILBIO HMCCIIEIOBAaHUI in vifro (Hampumep, HaOyXaHHE, BSI3KOCThH) TaKKe
CUMTAETCSI TIOTBEPKICHUEM TEpaneBTUYECKOM SKBUBAJIEHTHOCTH.
DKBUBAJICHTHOCTD JIEKAPCTBEHHBIX MMPEMAPATOB i1 Vifro HEOOXOIUMO OLIEHUBATE
¢+ 10 %-HbIM qUANIa30HOM MPUEMIIEMOCTH, €CITH He 000CHOBAHO MHOE.

39. [lna nexapCTBEHHBIX IIPENapaToB ¢ HEMEJICHHBIM BBICBOOOKIEHUEM,
COZEpKAIMX XOPOIIO pacTBOPHMOE MAeMCTBYIOlee BEIIECTBO, BO3MOMKEH
OuoBeliBep, OCHOBaHHBIN Ha OMO(papMalleBTUYECKON cHCTEME KIIacCH(DUKAIINH,
C Y4€TOM KpHUTEpPHUEB, IPUBEACHHbIX B ripuiiokenun Ne 4 x [TpaBunam. BmecTte ¢
TEM B OTHOILNEHWHW JIEKAPCTBEHHBIX IpernaparoB, He 00JafaroluX CHCTEMHOM
onomoctynHoCTRIO (Hampumep, kiacc Il mo OuodapmaneBTHYECKON CHUCTEME
KIaccupuKaum), He 00s13aTeNIbHO JOIKHO OBITh MPOJAEMOHCTPHPOBAHO OYEHb
ObICTpOE pacTBOpeHUWE — WM JOCTATOYHO MPOJAEMOHCTPHPOBATH CXOIHYIO
CKOPOCTH BBICBOOOIK/ICHHSI.

40.B cmygae ecnum TpeboBaHUS, IpeqbsBisieMble K OHOBelBepy,
OCHOBaHHOMY Ha OuodapMaLeBTHYECKOW cUcTeMe KiIacCH(DUKAIMK, He
BBIIIOJIHSIFOTCSL M HaOJiojaeTcsi  HEKOTopas — CTeneHb  CHCTEMHOMN
OMOIOCTYIIHOCTH, B Ka4eCTBE CYppOraTHOTO MOKa3aTessl SKBUBAJIEHTHOCTH I10
3(QPEKTUBHOCTH M CUCTEMHOI 0€30MacHOCTH MOXKHO UCIIOIB30BATh PE3YJIhTAT
WCCNeIOBaHNs  OWOKBUBAJEHTHOCTH, OCHOBAaHHOI'O  Ha  TUIa3MEHHBIX
KOHLIEHTpaLUsiX, OObIYHO B COCTOSIHUM TMOCJE €Il M HATOIMIAK, IIOCKOJILKY

MECTO JIEHCTBHsI OJTHOBPEMEHHO SBJIAETCS M MECTOM a0COpOLIMM JIJIsl BEIIECTB,
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OKa3bIBAIONIMX d(P(EKT BHYTPH CIM3UCTON OOONOUKH KENIYAO0YHO-KUIIEYHOTO
TpakTa. B OTHOIIEHNHN JIEKAPCTBEHHBIX TPETApaTOB, MEHCTBYIONIMX B IPOCBETE
KUIIEYHUKA WJIMA HA IIOBEPXHOCTH €ro CIM3UCTONW OOOJIOUKH, PEe3yJIbTATHI
MCClIeNoBaHusd  OMOSKBUBAJIEHTHOCTH,  OCHOBaHHLIE  Ha  IUIa3MEHHBIX
KOHLIEHTPALUAX, OOBIYHO B COCTOSHHUM HATOIIAK W IOC/E €JIbl, TAKXKe MOYKHO
WCTIOIb30BaTh B KAYECTBE CYPPOraTHOTO TOKa3aTells SKBUBAJIEHTHOCTU, €CIH
abcopbuus He XapaKTepH3yeTcsl NMOPOTOM HACHIMIEHHs (YTO TIOATBEPIKIEHO,
HalpuMep, € IOMOIIBIO HCCIIEN0BAaHUIl MPONOPIUOHANIBHOCTH 1103). Ecnnm
CKOpPOCTb U CTENEeHb abcopOIMM JEHCTBYIOIIEr0 BEIIECTBA CONOCTABUMBI, TO
OXKHJIAE€TCSl €ro COIMOCTABMMOE paclpe/ie/ieHHe B Pa3HBIX 30HAX KUIIEYHUKA.
Ecnu 3asBuTesieM He 00OOCHOBAHO MHOE, MCCIIEMOBAHHS OMOIKBHMBAJIEHTHOCTH
MPOBOJATCS B COCTOAHMM HATOLIAK M TIOCNIE €Ibl JaXe B OTHOIIEHUU
JIEKapCTBEHHBIX npernapaTos, pueM KOTOPBIX OCYIIIECTBIISACTCS
HCKIIFOYMTENLHO B COCTOSTHMM HATOIIAK, IIOCKOJIBKY JIEKAPCTBEHHBIE [IPEapaThl
MECTHOIO J€HCTBUS, Kak TMpaBUiIO, OONagalOT HU3KOW IPOHUKAIOIIEH
CIIOCOOHOCTBIO M OCTAIOTCS B IPOCBETE KHUIIECYHHKA B TE€YEHUE MNJIUTEIHLHOTO
BpeMeHU. B CBA3M ¢ 3TUM OKuzaercs, 4TO OHU OYAYT B3aMMOJEHCTBOBATH C
NUILIEH BO BpeMsI TpaH3UTA 110 KUIICYHHKY.

41.B OTHOLICHMM JIEKAPCTBEHHBIX IIPENApaToB € MOIU(PHIPOBAHHEIM
BBICBOOOMK/IEHHEM, COEpIKAIIMX abcopOupyeMoe M MPOSBISIONIEE CHCTEMHYO
OHMONOCTYNHOCTh  ACHCTBYFOIIEE  BEIIECTBO, PE3yJbTaThl  HCCIIEJOBAHUS
OMO5KBMBATIEHTHOCTH, OCHOBAHHBIC HA IUIA3MEHHBIX KOHIIEHTPALMAX, TaKKe
MOJKHO KCIIOJIb30BaTh B KaYECTBE CYpPPOTATHOr'O IMOKA3aTeNsl SKBUBAJIEHTHOCTU
OezomacHocTH U 3()(EKTUBHOCTH, €CIU CUCTeMHast abcopOIMs HAuMHAETCS B
CXOJIHOM 30He KMIIEYHMKA M KMHETHKA abcOopOIM SKBUBAJICHTHA, MOCKOJIBKY

CHCTeMHast abcopOuys NPOUCXOJUT B MECTE BLICBOOONKACHHUS JEMCTBYIOIIETO
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BemtecTsa. Onenxa yactuyuelx AUC criocoGHa MOMOYb OTJIMYUTE abCopOLHIo,
OOYCJIOBJIEHHYIO pPaHHMM BBICBOOOXIEHHEM, OT abCcopOLMM BCIENCTBHE
BBICBOOOXKICHUS B MECTaX JEHCTBUS, ECIIH:

a) abcopOuusl B TepaneBTHYECKHX 03aX HE XapaKTepH3yeTcsi MOPOIroM
HACBHIILEHUA (Y4TO TOATBEPXKICHO, HANPUMEP, C IOMOIIBIO HMCCIIEI0BAHUIMA
IPOMOPIMOHATIBHOCTH 103 11l OCHOBHBIX DK-napameTpon);

0)uccrenyeMblii pernapar M IpenapaT CpaBHEHHS MMEKOT OIMHAKOBYIO
JIEKapCTBEHHYIO (hopMYy;

B) MCCIIEAyEMBII MpermapaT W Ipenapar CpaBHEHUs TMPOABIISIOT CXOXKHE
npodunyd  pacTBOpeHMsi invitro B  Oarapee (Habope)  aKTyaJbHBIX
OnodapManeBTHIeCKUX METOAMK (HE TOJIBKO B Cpejie HJIsi KOHTPOJIA KadecTBa U
Oydepax mpu 3mauenusx pH 1,2; 4,5 u 6,8, HO TakKke B MeTOmax in vitro,
UMUTUPYIOUIMX BHYTpPUIIpocBeTHBIE pH-ycnoBusi, noHHYIO OY(hepHYI0 EMKOCTB,
cocraB  (pusmosoruueckoro Oydepa, MexXaHMYECKHE YCIOBHS U BpeMs
yIep:KaHus B JKETYJOYHO-KUIIEYHOM TPaKTe yesioBeKa (HampuMep, MCIIBITaHus
B IIOPIIHEBOM LWIMHIAPE, HMUTHPYIOIIEM «CPEOHHMX» CYOBEKTOB B
UCCIEJOBaHUM  HATOIIAK), a TaKXe CIeKTP «MalMeHT-Creu(GUuYHbIX»
narTepHoB pH-ycioBuii ¥ BpeMeHM maccaxa ¢ HEIPEPLIBHBIM U MPEPBHIBUCTHIM
[IACCAXKEM YEPE3 TOHKYIO KUIIKY);

I') 4aCTUYHBIE 3KCHO3UIMU AETAIBHO OIMCAHBI U HUX COOTBETCTBYIOIINE
MecTa abcopOLMU TOYHO YCTaHOBIICHEL.

42.HeobxoauMo NpUMEHATH TpeOOBaHUS, W3IOKEHHBIE B [PHUIOKEHUH
Ne 10 x IlpaBunam. HeoOxoaumo mOATBEpAHMTH OMOIKBMBAJIEHTHOCTH B
MCCIIEJOBAHUAX OJHOKPATHOM O3Bl B COCTOSIHUU HATONIAK M TTOCJE €bl, a JUIs
JIEKapCTBEHHBIX IIPENaparoB C IPOJOHTHUPOBAHHBIM  BEICBOOOMKIEHUEM C

CYIIECTBEHHON  KyMmyJsaMed — B  HCCIEJOBAaHMM C  MHOTOKPATHBIM
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noszupoBanuem. Yacrtuunple AUC (panusis v no3gsss yactuuasle AUC,
paccUuTaHHbIE C IOMOILIBIO 3apaHee BBIOPAHHBIX, XOPOIIO OOOCHOBAHHLIX
TOUEK OTCEYeHMs) HEeoOXOAMMO HCIONb30BaTh B KAuyecTBE IEPBUYHOM
(hapMaKOKMHETUYECKON KOHEYHON TOUKM B 00OMX BHJIAX HCCIIEIOBAHMI
OJTHOKPATHOM 03bI, NaXe B Cllyyae CYIIECTBEHHON KyMYJIALMU, IPU KOTOPOM
TpeOyeTcsl McciieJoBaHue ¢ MHOTOKPATHBIM JIO3UPOBaHWEM. B ompeeneHHBIX

cllydasx MOXeT TpeOOBaThCsl CpaBHEHNE KOHIIEHTPAIINii JIeKapcTBa B (heKaIHsX.
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Cocrosiaue
[ PaCTBOp JICKapCTBEHHOI'O He pacmoﬂ
mperapara
A
Bcnomoraresnbubie
BEIIECTBA
OA00HEI? CyuiecTByeT nu
BaJIUIHOE UCCIIEOBAHHE l
in vitro?
a
Ha s
LBHOBeI‘/’IBep J
BcnoMorarenpHbie Her
BeIleCTBA
m ITOJ0OHBI?
A
CucreMuble
Hccenenosanue in vitro m KOHIIEHTPALAHN
(mampuMmep, OnoBeiisep, H3MepHMBI?
OCHOBAHHBIA HaA
brodapmaneBTHUECKOH Buz
CHCTEME JIEKApCTBEHHOM Y
KJ1accu(UKaIum) (hopMEI Her
A \
Hemonudunuposantoe MomudunuupoBanHoe
BBICBOOOYKIEHHE BEICBOOOK/IEHHE
v ‘
Hccnenosauue Uccnenosanue
OHO3KBUBAJIEHTHOCTH HATOLIAK KIIMHUYECKOH HIIH
Hccnenosanne H IIOCJIE eJibl (OHOKpATHOE (hapMako HAMHYECKOH
OHO3KBHBAJIEHTHOCTH J03UpoBanue) + T
HATOIIAK U MOCJIE Ebl (paBHOBECHOE cOCTOSIHKE) +
(3pdexTHBHOCTD) UCClIeIOBaHUE in Vitro

Puc. 3 Cxema pemennii B OTHOIIECHHH JIEKAPCTBEHHBIX MPENIAPATOR,
OKa3LIBAIOLIMX MECTHOE NEHCTBHE B KMINEUYHUKE
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4. JlexapcTBeHHBIE MpemapaTsl, OKa3bIBAIOIINE
MECTHOE JIEHCTBUE B IIPSIMOM KUIITKE
43.B wnensx OkasaHWs MECTHOTO EHCTBHS B NPOCBETE MPSIMON KHIIKH
NPUMEHAIOTCS.  Pa3HOOOpasHble  JIeKapCTBeHHbIE  (OPMBI  JI€KapCTBEHHBIX
nperapatoB  (HarmpuMep, KIM3MBI B BUJE pAcTBOpa WM  CYCIICH3WH,
CYNIO3UTOPUH, TelH, INeHbl M T.1.). [lonmoxenus paspena IV HacTosmmx
TpeOoBanuil NPUMEHSIOTCS KO BCEM YKA3aHHBIM JIEKAPCTBEHHBIM opMam
JICKAPCTBEHHBIX TIpenapaToB. JIis MOJOOHBIX JIEKApCTBEHHBIX IMPENapaToB

NPUMEHSIETCS CXeMa PeLIeHUH, puBeIeHHas: Ha PUCYHKE 4.

JlekapcTBeHHBIH Mpemapar B popMe pacTBopa

44. sl naHHOW TPYNIBl JIEKAPCTBEHHBIX [MPENapaToB MPUMEHSIOTCS
TpeOOBaHUs, aHANOTMYHBIE H3JIOXKEHHBIM B NyHKTaX 24 — 31 Hacrosmmx
Tpebosanuit. HeoOxomumo mpoaHanu3upoBaTh KOJIHYECTBEHHBIH COCTAB M BHJ
BCIIOMOIaT€JIbHBIX BEIIECTB JIEKAPCTBEHHONW (OPMBI, CIIOCOOHBIX BIMSTH HA
MECTHYIO  II€PEHOCHMMOCTb, JIOKAIbHOE BpeMs yIepxaHWus (Hanpumep,
TIOBEPXHOCTHOE HATSDKEHHUE, BA3KOCTL W T.[I.), PacTBOPHUMOCTHL in Vivo
(HampuMep, HalM4YMe  COpPACTBOpUTENed) WM  CTaGWIBHOCTH i1 Vivo

JIEMCTBYIOLLErO BEIECTRA.

JlekapcTeHHBIH npeniapart B hopme,
HE SBJIIOIIENCS PaCTBOPOM
45.Ecii  WccnenyeMblii  TeKapCTBEHHBINH Mperapar, NpPeACTaBicH B
JIEKApCTBEHHOM (popMe He sBJMIOIElCs pacTBOPOM (HampuMep, B TBEpIOil
JIEKapCTBEHHOUW (opMme), TOATBEpIKAEHHE SKBUBATICHTHOTO BBICBOOOKIEHUS

,D;GﬁCTBYEOLHGFO BEIIECTBA M JOCTYIHOCTH B MECTax JCHCTBUS MOMXKHO
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paccMaTpuBaTh B KA4eCTBE CYppOraTHOrO TOATBEPIKICHHS TepaneBTUYECKON
5KBUBAJIEHTHOCTH.

46.B  cnyuyasx, xorma HaOniomaeTcss CHCTEMHAas OMOJOCTYITHOCTh,
TpebyeTcs uccaenoBaHue GapMakOKUHETHIECKONH OMO3KBUBATEHTHOCTH, YTOOBI
OLIEHHUTH 0€30MaCHOCTb JIEKAapCTBEHHOT'O Mpernapara, ecjid He 000CHOBAHO MHOE.
B 1ogo0HBIX citydasx TakKe MOMKHO MCIIONB30BATh IIa3MEHHbIE KOHIIEHTPALIIH
B KayeCTBE  CYppPOraTHOroO  IOATBEPXKACHWS  SKBHBAJIEHTHOCTH  IIO
5(PEKTUBHOCTH B OTHONICHHU JICKAPCTBEHHBIX IPENApaTOB, eHCTBYIOMUX
JIOKaJIbHO B TPSIMOM KHIIKE M B TOJICTOH KHUIIKE (HarmpuMep, KIIU3MbI), €CiId
JEUCTBYIOIIEE BENIECTBO abcopbupyercs M3 MecT nelicTBus. B sToM cityuae
IJIA3MEHHBIE  KOHIIEHTPALMK OTPa)KalOT BBICBOOOXKAEHHE U JOCTYIIHOCTh
ACUCTBYIOIIEr0 BEINECTBA BOAM3M MecTa JeiicTBusa. MoeT moTpeboBaThes
CpaBHEHME KOHLIEHTPALUI IeCTBYIOIIEro BEIECTRA B (DEKaIHSIX.

477.B moboM cirydae He0OX0IMMO KPUTHYECKH MPOaHAIM3UPOBATh COCTAR
BCTIOMOTATEJIbHbIX BEIIECTB, MOCKOJBKY BCIIOMOraTelbHBIE BEHIECTBA MOTYT
BIUATH Ha MEPEHOCHMOCTh, CHUCTEMHYIO abCOpOLMIO, JIOKAIbHOE BpeEMs
yAepikaHus (HanpuMep, IIOBEPXHOCTHOE HATSDKEHHE, BS3KOCTH M T. 1),
pacTBOPUMOCTL  in  Vivo (HampuMep, HaJU4Me COPACTBOPUTENEH) wWIn
CTabMIBHOCTh JEHCTBYIOIEro BeIecTBa i1 vivo. HeoOXomuMo mHpoBecTH
HCCIICIOBAHNE SKBUBAIEHTHOCTH, €CJIU JIOIYCTUMOCTD Pa3jInyKsl B KOJUUECTBAX
YKa3aHHBIX BCIIOMOTATEJIbHBIX BEIIECTB HEJB3sl IOJHOIEHHO 0O0CHOBATH

CCBUIKOM Ha JIpyrue JaHHBIE.
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CocrosiHue
[ PactBop JIEKapCTBEHHOTO He pactBop J
nperiapara
BcernomorarenbHblie
BelllecTBa -
IT0JI00HBI?
Het

CucreMHBIe
KOHIICHTpaITil
U3MEPUMBI?

L buoseiisep }

Hccnenosanue
OMO3KBUBAJIEHTHOCTH .
Hccnenosanne
KIIMHUYECKOH WU
(dhapMakoIMHAMHYECKOR
SKBUBAJICHTHOCTH

Puc. 4 CxeMa pelieHuH B OTHOLICHUH JIEKAPCTBEHHBIX PENaparos,
OKa3bIBAKOIIMX MECTHOE NEUCTBUE B MPAMOM KHIIKE
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VI. TpeboBanus Kk NoATBEPKICHUIO SKBUBATIEHTHOCTH JIEKAPCTBEHHBIX
(opM B cilyyae HaJIMUus B JIMHEHKe TOMOTHUTEIBHBIX J03UPOBOK
JIEKapCTBEHHOTO Mpernapara

48.YcioBus, KOTOPBIM JIOJDKHBI COOTBETCTBOBATH JOINOJIHUTENLHBIE
JO3UPOBKU JIEKAPCTBEHHOIO Iperapara ¢ LeNblo NpUMEeHEeHus: OuoBeiiBepa,
OCHOBAHHOTO Ha OMO(apMaleBTUUECKON CHCTeMe KJIaCCH()MKAIIUH, 3aBUCAT OT
BHJIA JIEKAPCTBEHHOIO Ipenaparta (HampuMep, NepopajibHbIC JIeKApCTBEHHBIE
GopMbl ¢ HEMEIUIEHHBIM WA MOJU(DUIUPOBAHHBIM BBICBOOOMKIEHHEM).
YKkazaHHble TPeOOBaHMSA CXOXKHU € TPEOOBAHUAMHU JUIs CHCTEMHO IEHCTBYIOMINX
JIEKapCTBEHHBIX IIPENaparoB, KOTOPBIE OIMCaHbI B HacTOSIMMX IIpaBuiax
(B Tom yuciie B puitokeHud Ne 10 k ITpaBumam).

49.B ciydasx, Korja npenapart CpaBHEHUSI UMEET IPyTue J03UPOBKU YeEM
pa3pabaThIBaEMBbIi JIeKapCTBEHHBIN TpenapaT W OM03KBHUBAJIEHTHOCTE [TI0KA3aHa
C IIOMOIUBIO MCCIIEOBAaHUN in vivo (Hampumep, GdapMaKOKHHETHYECKHX
HCCIIENOBAaHMNA  OMOBKBMBAJIEHTHOCTH C  Y4acTHEeM 4YeloBeKa (JaHHbIe
(papmanieBTMYECKOTO KauecTBa U (hapMaKOKMHETHYECKHE JAHHBIE i1 Vivo)),
HEOOXOIMMO MTOATBEPIUTH OMODKBUBAJIEHTHOCTH TS Hanooee
YyBCTBUTEIBHON TO3MPOBKM, YTOOBI OOHAPYXKWUTh BO3MOXKHBIC Ppa3IMYMI.
B OTHOIIEHUU IOTOTHUTENBHBIX TO3UPOBOK NOITBEPIKACHHE
OMOSKBUBAJIEHTHOCTH 1 Vivo (OMOBEWBEp NOMONHUTENBHBIX JO3UPOBOK) HE
TpeOyeTCsl, €CM BHIIOJHAIOTCA YCIOBUS, ONMCAaHHbIe B HacTosiux [IpaBumax
(B Tom uucie B mpuioxkeHud Ne 10 x ITpaBunam).

50.B Tex ciyvasx, Korja Inpenapar cpaBHEHUS UMeeT JPYyrHe I03MPOBKH
yeM paspaOarbiBaeMblii JT€KapCTBEHHBIH IIpernapar W OHMO3KBUBAJIEHTHOCTD
MOATBEPM/IEHA C MOMOIIBIO JAHHBIX (hapMalleBTUYECKOTO KauecTBa (Harpumep,

CPaBHCHUC cocTaBa BCITIOMOTI'aTCJIBHBIX BCHIGCTB) HUIIH JaHHBIX
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(hapMaLIeBTUYECKOr0 KauecTBa W JAHHBIX in Vifro (HalpuMep, CpaBHUTENbLHbIE
npodunu pacTBOpPEHMS pu ouoseliBepe, OCHOBAaHHOM Ha
OnodapmalieBTUYECKOH  cucteMe  KiacCH(PUKAUKM  JJIsl  JIEKaPCTBEHHOIO
npenapara, coaepxkaiiero BemiectBo lII kiacca), HEOOXOAUMO TNOATBEPIUTH
OMOSKBUBAJIEHTHOCTh  KaXJOM  OTHENBHOW  TO3UPOBKHM  HMCCIEAYEMOIO
JIEKapCTBEHHOIO  IIpernapara  COOTBETCTBYIOUIEM  O3MPOBKE  Iipemapara
CpaBHEHHMS BMECTO IIPUMEHEHHs OuoBeliBepa JOIOJHUTEIBHBIX JTO3UPOBOK
(cpaBHEHMS pa3HBIX JO3UPOBOK MCCIENYEMOro JEKapCTBEHHOTO Tperapara).
51.B ciyyasx, Kkorja npenapaTt CpaBHEHHUSI UIMEET JIPYTHE JTO3UPOBKH YEM
pa3zpabaTbiBaeMblil  JIEKApCTBEHHBIM  mpemapaT W OMOAKBUBAJIEHTHOCTH
MOJTBEPXK/J€Ha C TOMOIIBIO JaHHBIX (hapMalleBTUYECKOT0 Ka4yecTBa, JAHHBIX
in vitro u (QapMaKOKMHETUYECKHX JaHHBIX in Vivo (HampuMmep, TBepas
nepopaibHas JIeKapcTBeHHas (popMa ¢ IPOJIOHTUPOBAHHBIM BBICBOOOKIEHHUEM ),
TIOATBEPKAECHNE OMOIKBUBAIIEHOCTH M ViVO IOTIONHHUTENBHBIX JTO3UPOBOK HE
TpeOyercss (MpuUMeHseTcs: OuoBeliBep ONMONHUTENBHBIX O3UPOBOK), €CIH
BBIIIOJIHSIOTCS.  OIIPEJIEJICHHbIE  BBIIICONKCAaHHbIe yciioBusA. Kpome Toro,
HEOOXOAMMO  HOATBEPAUTH  OMOIKBUBAJIIEHTHOCTh  KaXJIOM  OTAEILHOU
JO3UPOBKK COOTBETCTBYIOIIEH [TO3MPOBKE TMpernapara CPpaBHEHHS IO JaHHBIM

(hapMarieBTHYECKOTO KauecTBa U IaHHBIM K Vitro.

ITPAJIOXXEHUME Ne 13

x IIpaBuiiam npoBeeHust UCCIeIOBaHUMA
OMOPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX
npenaparoB B pamkax EBpazuiickoro
HKOHOMUYECKOI'0 COH03a
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TPEBOBAHMUSI
K Ra4YeCTBY H OMO’KBHBAJIEHTHOCTH JIEKAPCTBECHHBIX
npenaparoB AJII MECTHOIO MPUMEHCHHS MPH HAHCCCHUH HA KOXKY
H HHLIMH coco0aMu JIOKAJLHOI0 NPpUMEHEeH U s

1. O0mwme nosioxeHus

1. Hacrosimue TpeGoBaHus NpuMEHSIIOTCS B OTHOIIEHUU JIEKAPCTBEHHBIX
IpernaparoB Jijisi MECTHOTO NPUMEHEHHUs IyTeM HaHECEHUs Ha KOXKY U UHBIMU
criocodamMy IpUMEHEHWs1 (HalpuMep, TJIa3Hble WIHM YIIHBIE JIEKAPCTBEHHBIE
npernaparbl) U PerjiaMeHTUPYIOT TpEeJCTaBIeHHe CBeNeHUN 00 WX KauecTBe M
HOJTBEPIKICHUHN OMOIKBUBAJIEHTHOCTH TAKUX MPETIAPATOB.

2. B nacrosimux TpeboBanusix NpuBOAATCS YKa3aHUS:

a) 1O MPECTaBICHUIO CBEAEHUI O KauecTBE JIEKapCTBEHHBIX IIPErapaToB
JUI1 MECTHOI'O INPUMEHEHMs, KAaCalOUIUXCs OLIEHKHA OMOPKBUBAJIEHTHOCTH IIPH
I10/1a4€ HOBBIX 3asBJIEHUI Ha PErMCTPALUIO TaKUX JIEKAPCTBEHHBIX MPENapaToB
M BHECEHME M3MEHEHHMI B pPErMCTPAalMOHHOE J[0ChE 3aperuCTPUPOBAHHBIX
JIEKapCTBEHHBIX TPenaparoB;

0) M0 [PUMEHEHUIO METOAMK HCCIeqoBaHus OMOIKBUBAJIEHTHOCTH
JICKApPCTBEHHBIX MPENapaToB Uil MECTHOTO TPUMEHEHHS BMECTO ITPOBEICHMUS
CTaHJIapPTHBIX KITMHAYECKUX MCCIIEIOBAHUM TepaneBTUIEeCKOH
HKBUBAJIEHTHOCTH;

B) M0 IPUMEHEHNUIO aJIbTEPHATUBHBIX MOJIEEeH U HcCae10BaHn, KOTOPBIC
MOTYT OBITb HCIOJB30BaHbl JJI YCTAHOBJICHUS OWOPKBUBAJICHTHOCTH B
OTHOLIEHUM Oe30macHOCTH, SPPEKTUBHOCTH M KayecTBa JIEKApCTBEHHOI'O
mpernapara ¥ TO3BOJISIIOT  OOOCHOBAaTh  TPEIIIONOKEHUE  3asABUTENS O
TEpaNeBTUYECKOH HKBHUBAJIEHTHOCTH TaKUX JIEKAPCTBEHHBIX TPENapaToB IIpH

MCII0JIb30BaHUH aHAJIOTUYHOTO My TH BBEJICHMSI pedepeHTHOMY
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JIEKapCTBEHHOMY IMpenapary 1 MHHMMAIbHBIX [l CHCTEMbI 3/[PaBOOXPAHCHHS
W TIallUCHTa PUCKaX MPOBOAMTE JIEYCHUE HEDKBUBAICHTHBIM JIEKAPCTBEHHBIM
[penapaToMm JJisi MECTHOTO MPUMEHEHHSI,

r)TI0  HeOOXOMMMOCTH —TIPOBEJEHMS  KIMHHYECKHX  HMCCIIEIOBAHMIA
TeParieBTUYECKOH SKBUBANCHTHOCTH B CIy4asX, KOLNA HE JOIyCKAeTcs
MCTIOJIE30BAHME aJIbTEPHATUBHBIX MOJIETIEN U HCCIe0BaHMIA.

3.B coorBerctBUU ¢ mnpuioxkeHmem Ne 11 k IIpaBunam mnposenenus
HCCIIENOBAHNI OMOOKBMBANEHTHOCTH JIGKAPCTBEHHBIX TIPENAPATOB B pamKax
EBpasuiickoro 3k0HOMMYECKOro coro3a, yTBep)KIeHHBIM Pemernmem Copera
EBpazuiickoii 5KOHOMUYECKOM KOMUCCHU OT 3 HOs16pst 2016 1. Ne 85 (manee —
llpaBuiia) B OTHOUIEHMH JTEKAPCTBEHHBIX TPEHapaTtoB Ui  MECTHOTO
[IPUMCHEHWS M3MEHEHHE WX cocTaBa ((hapMaleBTHKO-TeXHOJOIMYECKIX
lapaMeTpOB IPOU3BOACTBEHHOMN PELETITYpPhI), IEKAPCTBEHHON (OpPMBL, criocoba
BBE/ICHUSA MM MPOLECCa MPOU3BOACTBA MOXKET TPUBOJHUTH K CYIIECTBEHHOMY
M3MEHEHHIO d(P(EKTUBHOCTH W (W) GE30MacHOCTH TAKUX JIEKaPCTBEHHBIX
OpenapatoB. B cBssu ¢ stuM  TpeOyercss mnpoBeleHHME KIMHHYECKHX
HMCCIIE/IOBAHMH TEPANCBTHYECKONH SKBUBANICHTHOCTH JIMOO IPHMEHEHME HHBIX
METOZIOB  JIOKA3aTE/IbCTBA OMOIKBUBAJIEHTHOCTH YKA3aHHBIX JIEKAPCTBEHHBIX
IIPENapaToB.

4. Hacrosmme — TpeGoBaHust — HCHONB3YIOTCS IS pa3paboTku  u
000CHOBaHUS IIPOTOKOJIOB UCCIIeI0BaHMIM OMOSKBUBAJIEHTHOCTH
JICKapCTBEHHBIX MIPENapaToB Jjis MECTHOTO MIPUMEHEHHSL.

5.B Hacrosmux Tpe6GoBaHusAX NpHUBEHEHEI CTAaHJAPTHBIE TTPOTOKOJIBI
UCCIIEIOBAHUN  OMOSKBMBATEHTHOCTH  JIEKAPCTBEHHBIX IIPENapaToB s
MECTHOT'O IIPUMEHEHHS ITyTEM OLICHKH:

a) BBICBOOOX/IEHUS 71 VilFo;
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0) MPOHUKHOBEHMS B KOKY YEJIOBEKA in Vitro;

B) B3ATUsI 00pA3LOB POrOBOI0 Cjlost in vivo (COCKOO JTUIKO# JIeHTO);

I') aHaJIM3a Ha BA30KOHCTPUKIUIO AJI1 KOPTHKOCTEPOUIOB i1 Vivo.

6.Ilonoxenus Hacrosmwmx TpeboBaHMI NpPUMEHUMBI K  CIydasm
YCTaHOBJIEHUsI SKBUBAJIEHTHOCTH HOBOTO JIEKQPCTBEHHOI'O IIperapara Jjist
MECTHOTO  IIPUMEHEHMs IO  OTHOIUEHMIO K YK€  CYyIIECTBYIOUIEMY
OpUTMHAIBHOMY (pedepeHTHOMY) JIeKapCTBEHHOMY Tiperapatry (maiee —
npenapaT CpaBHEHMUS ).

7. Hactosiiume TpeGoBaHust cojepkaT oOINee ONMHCaHHE METOIUK
MCCIIEI0BAHUM JIUTsl JAaHHBIX TPYIII JIEKaPCTBEHHBIX IIPENapaToB, MOCKOIBKY:

a) KO)KHBIE TIOKPOBBI HMEIOT CJIOKHOE aHAaTOMO-(PH3HOJIOrHYECKOe
CTpOeHUE U (YHKIIUH;

0) 3a00sieBaHMs KOKU U €€ MPUJATKOB Pa3IMYarOTCs 110 BUAAM T€YEHHS U
CTETeHU HApYIleHus OapbepHOi QYHKITUN KOXKH;

B) COCTOSIHME KOKM W €€ MPUJATKOB OTIMYAETCS Y Pa3THYHBIX JIIOAEH B
3aBUCUMOCTH OT BO3pACTa, M0JIa U APYTUX XapaKTePUCTHUK.

8. Hactosmme TpeGoBaHus HE TPUMEHSIOTCSL:

a) B OTHOILLIEHUH OMOJIOTUYECKUX JIEKAPCTBEHHBIX MPENapaTos;

0) B OTHOLIEHUH JIEKAPCTBEHHBIX PACTUTENBHBIX MPENapaToB;

B)B Clly4asiX, KOrja OMO3KBUBAJIEHTHOCTh B OTHOIIEHUU 3PPEKTUBHOCTH
JIEKapCTBEHHOTO Ipernapara TMOATBEPKAeHA TIPW TOMOINM  KJIMHHYECKUX
VICCIIEIOBAHUI €r0 TEPANEBTUUECKON HYKBUBAIIEHTHOCTH;

I)B clydasX, Korja JiekapcTBeHHas (opMa WM Kav4eCTBEHHBIM H
KOJIMYECTBEHHBII COCTAB MCCIIEAYEMOT0 TpernapaTa 1 mpemnapara CpaBHEHUS HE
COBIIQJIAIOT WJIA HE 3KBUBAJIEHTHBI B COOTBETCTBHMU C IMyHKTamu 124 — 129

Hactosux TpeboBaHuii.
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9. VccnenioBanys OMOPKBMBAJIGHTHOCTH C  y4acTHeM J10OpPOBOJIBLEB,
JIOJDKHBI ~ TIPOBOAUTBLCS B COOTBETCTBUMM ¢ [lpaBunmamu  Hajjexkauiei
KIIMHUYECKOM NPaKTUKH EBpa3zuiickoro SKOHOMHYECKOIO COI03a,
yTBepxaeHHbEIMHY Pemennem Copera EBpa3zmifickoii 9KOHOMHYECKON KOMUCCUU
oT 3 Hos10ps 2016 r. Ne 79 (nanee — [IpaBuiia KIMHUYECKOMR MPAKTHKH).

10. MccneioBanys S5KBHBAJIEHTHOCTH KHMHETHKH MPOHUKHOBEHHS B KOXKY
YesioBeKa in Vitro, ONOpHBIE Ui OJOOpEHMs JIeKapCTBEHHOTO TIperapara,
SBISIIOTCS  OOBEKTOM — MHCIEKTHPOBAHUS  YMOJHOMOYEHHBIM  OpPTaHOM
rocyiapcrBa — 4iieHa EBpasuiickoro sSKOHOMHUYECKOTo coro3a (mamee —
rocyaapcrpo-uiaeH, Corw3) W JOKHBI TIPOBOAMTHECS B COOTBETCTBUU C
IIpaBunamu KIMHUYECKOM MPAKTUKH.

11.Pe3ynpTaTel Mccineq0BaHUN MPUBOIATCSA B PErMCTPAI[MOHHOM JIOCHE B
cooTBeTCTBUU C npuioxeHneM Ne 1 k IIpaBuinaMm peructpaiiiii U 9KCIEpTH3HI
JIEKAPCTBEHHBIX CPEACTB Il MENUIMHCKOIO NPUMEHEHHS, YTBEPIKIEHHLIM
Pemennem Cosera EBpasuiickoii 35KOHOMHYECKOH KOMHCCHE OT 3 HOAGps
2016 r. Ne 78 (nanee — IIpaBuia perucrpauuu U SKCIEPTH3HI).

12.3asBurenp BIIPaBE oOpaTuThcs 3a HAay4YHOMU WJIN
NpeJIperucTPaoOHHON KOHCY/IbTallMell B COOTBETCTBUM C ITyHKTOM 26 IIpaBui

perucTpanyy ¥ 5KCIICPTHU3bI B YITOJJTHOMOYECHHBIC OpTraHbl rOCy 1apCTB-4JIEHOB,

II. ObocHoBanKe 3KBUBAJIEHTHOCTH KaYeCTBA JIEKAPCTBEHHBIX
IIPENapaToB JJii MECTHOTO IIPUMEHEHUS B PErUCTPAITHOHHOM J[OChE
JUIS TIOATBEPKIACHUS UX OMOIKBHBAJIEHTHOCTH
13. Jlns obocHoBanMs BbIGOpa JeKapCTBEHHON (HOPMBI, COCTaBa U IyTH
BBEJICHUs JIEKAPCTBEHHOIO IIpemapara 3asiBUTEII0 HEOOXOIHMO OLEHUTH
NOKa3aHWsg K MPUMEHEHHUIO DTOr0 Ipernapara, LEeJIeBYIO TOIYJISALHI0 W MECTO

JICUCTBUSA JICKapCTBCHHOI'O IIpe€riapara.
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14.Tlpu obocHoBaHMM BbIOOpAa TMYTH BBEICHUS JIEKAPCTBEHHOIO
npenapara HeoOXOAMMO IPOAaHAIU3MPOBATh OCHOBHYIO (YHKIHIO ((yHKIMM)
IPEIIOIAraeMoro BO3AECMCTBUS JIEKAPCTBEHHOI'O TIperapara M CIrocod ero
npuMeHeHus. Ilpy npocToM HaHeceHMM JIEKapCTBEHHOTO IIperapara Ha
[IOBEPXHOCTb KOXM OMOAOCTYNMHOCTh JEHCTBYIONIETO BEINECTBA ITOBBIIIAETCS
IyTeM BKJIFOUEHUS B COCTaB JIEKAPCTBEHHOIO IIpernapara BCIOMOTATEIbHBIX
BEILECTB (ycumnureneit IIPOHUKHOBEHUS), KOTOpBIE U3MEHSIOT
TEPMOJAMHAMHUYECKME CBOMCTBA NEHCTBYIOIIErO BellecTBa (Harpumep, 3a CUET
U3MEHEHHs €ro COJNIOOMIN3ALAN, CO3/aHMs IEPEHACBHIIIEHHBIX PacTBOPOB,
KOTOpBIE MOAU(PUIUPYIOT TUPPY3UIO TEHCTBYIOIIETO BEIIECTBA YePe3 KOKHEBIE
Oapbepbl WM HapyIalOT (u3nosornyeckue QYHKIUM TakKux Oapbepos).
IIpy HaHeceHWH IIOJ OKKJIIO3MOHHYIO MOBSI3KY M caMa Ma3eBas OCHOBA, M €€
OTHC/IbHEIE KOMIIOHEHTBI, HANpUMEpP YBIAKHUTENW W CMATYUTENH, MOTYT
BJIMATbL HA COCTOAHME M TNPOHUIAEMOCTh YYacTKa KOXKHU, IOJICIKAIIETO
BO3IEUCTBHUIO.

15.1eneBoii mpoduie KkadecTBa JIEKAPCTBEHHOTO IIperiapaTa JIO/KEH
YYUTBIBATE €ro IPHUEMJIEMOCTH JUIsl IIallUeHTa, IPOCTOTY U3BJICUCHHUS U3
KOHTEHHEpPa U HAHECEHWs, TaKUe HCTETUYECKHME CBOMCTBA He(PaCOBAHHOIO
Iperapara, Kak BHELIHMM BUJ, HAHOCHUMOCTH (HaMa3bIBa€MOCTH), OILYILCHHE,
MHUKPOCTPYKTYpa, puznueckue CBOJCTBA, UCIIapeHHe JETYYUX
BCIIOMOTaTeNbHBIX BELIECTB W OKKIIO3MIO, €CIH NPUMEHHMO. YKa3aHHEIE
DJIEMEHTHl HYXXHO OXapaKTeEpU30BaTh U, €CIIM HEOOXOAMMO, KOHTPOJIUPOBATH
KaK KpUTHYHBIE [I0KA3aTEJIM KaueCcTBa.

16. JlekapcTBeHHYI0 (hopMy U CIOCOO TNPOU3BOJICTBA JIEKAPCTBEHHOTO
npenapara HeoOXoJMMO pa3padaThiBaTh C HKCIOJb30BAHUEM HMEROLIUXCSI

HaYYHbLIX MCIAULMHCKHX 3HaHHﬁ, YCTAaHOBJIEHHBIX HaYYHBIX IIPCANOCLIIOK H
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NoKa3aTesbeTB. MITOroBeIe XapaKTEepUCTUKU Ka4ecTBa HEOOXOAUMO ONpeaesisiTh
Ha OCHOBAaHWUW HCCIIEJOBAaHUsl HECKOJBKUX CEPHil JIeKapCTBEHHOTO Tpenaparta,
pENpe3eHTaTUBHBIX 10 OTHOIIEHMIO K  TPOMBIIUIEHHBIM  CepHsiM
JIEKapCTBEHHOTO IIperapaTa, IpeaHa3HauYeHHbIM [T BBIIIYCKa B 0OpallieHue.

17. JInst oGecniedyeHus MOCTOSIHHOTO KauyecTBa JIEKapCTBEHHOTO Tperapara
Ha TPOTSHKEHWM €ro  JKM3HEHHOro IMKiIa  TpebyeTcss  yCTOWYUBBIN
[IPOM3BOJACTBEHHBIN Ipouecc. JlekapcTBeHHbIE IIpenaparsl, NPOU3BEIeHHBIE B
COOTBETCTBUM C YKa3aHHbIM B PETUCTPALIMOHHOM JIOChE IIPOIECCOM
IIPOMBILIUIEHHOTO IIPOM3BOACTBA, AOJDKHBI MMETh TaKoe JK€ KauecTBO, KaK W
CepUM JIEKAPCTBEHHBIX TMPENapaToB, B OTHOIIEHHH KOTOPBIX IIOJYYEHO
JI0Ka3aTeIbCTBO Oe30MacHOCTH U 3(PPEKTUBHOCTH WU OMOIKBUBAJICHTHOCTH.

18. lnsi moATBep:KIOeHUsl CTa0MIIBHOCTH JIEKAPCTBEHHOTO TIpernapara s
MECTHOI'O IIPUMEHEHUS €r0 CEpUU IPHU BBIITYCKE U B KOHIIE MX CPOKa TOJTHOCTH
(cpoka XpaHeHus1) AOJDKHBl UMETh SKBUBAJICHTHBIE (PU3UYECKHE, XUMUIECKUE H
MHUKPOOMOJIOTHYECKHE II0Ka3aTe/ld KadecTBa, BKIOYass (DYHKIMOHAIBHBIE
XapaKTEPUCTUKH in Vitro, €CIIv OTpaBAaHHO.

19.Ctpateruss ~ KOHTpOJs  JOJDKHA  Oo0ecreuMBaTh  COOTBETCTBHE
JEKapCTBEHHOIO IIperapaTa Ledd ero IMpUMeHeHus U TpeOoBaHMIM
@apmaxorien  EBpa3suiicKoro  5KOHOMHMYECKOIO  COI03a,  YTBEpPXKJEHHOMU
Pemenuem Komnerum EBpasuiickoit sxoHOMHYecko komuccuu oT 11 aBrycra
2020 r. Ne 100 (nanee — @apmaxones Coro3a), a Mpu OTCYTCTBHH B Hel —
TpeOoBaHUSIM dapmakorneit rOCYAapCTB-UJIEHOB. Hernounnyro
(apmaLieBTHYECKYIO Pa3pabOTKy MM KauecTBO JIEKAPCTBEHHOTO Ipenapara He

JONYCKacTCA 00OCHOBBIBATh OTCBHUIKAMHU K KJIMHUYECKHAM HCCJICOOBaHUIM.



50

III. ObocHOBaHKE OMOIKBHUBATEHTHOCTH JIEKAPCTBEHHBIX
NIPENapaToB U1 MECTHOI'O IIPUMEHEHUS B PErUCTPALIMOHHOM JI0ChEe
20.TlogTBepxaeHne  OMOAKBUBAJIEHTHOCTH  HOBOIO  HCCIIEAYEMOIO

JIEKapCTBEHHOTO IIperapara il MECTHOI'O IPUMEHEHHMs TO OTHOIIEHHIO K
[Ipenapary CpaBHEHHs MOXKET NOTpeboBaThCA:

a) IpU I0Aaye OIPENEICHHBIX BUJOB 3asBJICHUM Ha PEruCTPaluio
(Bocmpom3BeicHHbIE,  T'MOpU/HBIE,  KOMOWHHPOBAaHHbIE  JIEKAPCTBEHHEIE
npenapaTsl), B KOTOPBIX HCIIOIB3YIOTCS CBEIEHHS U3 PETMCTPAIMOHHLIX JJOCHEe
CYLIECTBYIOILIMX JICKAPCTBEHHBIX IIPENAPaTOB;

0) B ciIydae BHeCEHMs U3MEHEHH B JIEKAPCTBEHHBIN TpemapaTr BO BpeMs
(apmaLeBTHUECKON Pa3pabOTKK MM TOCTE €r0 PEerucTpaluy, KOTOPhIE MOTYT
o0sagaTb TMOTEHLUAIBHO CYIIECTBEHHBIM BIUSHMEM Ha 0€30IacHOCTS,
3(PEeKTUBHOCTD MIIM KAYECTBO ATOTO JIEKAPCTBEHHOT'O Mpernapara.

21.B caydae eciu B perucTpaldOHHOM J0Che 0€30IacHOCTh W
3Q(QEKTUBHOCTh JIEKAPCTBEHHOIO IIpenapara MOATBEPIKICHBI  HAYYHBIMU
MEIWIMHCKAMY  JaHHBIMHM, NPUMEHUMOCTbh OTHX JaHHBIX HEOOXOIUMO
TIOATBEPAUTE CBA3YIOUIMMHU JIaHHBIMU O OMOSKBUBAJIEHTHOCTH HCCIIENYEMOIO
Iperapara M Ipenapara CpaBHEHHUs, OIMMCAHHOTO B HAYYHOM MeEIUIMHCKOM
nureparype.  I3To  OOyCIIOBIEHO  HENPOTHO3MPYEMOH  BO3MOIKHOCTLIO
BO3HMKHOBEHUS pa3jM4ydil Ha ypOBHE KayecTBa B COCTaBe JIEKAPCTBEHHOMN
(OopMBI  JIEKApPCTBEHHOIO  Ipenapara WIM B ero  (apMmaieBTHKO-
TEXHOJIOTMYECKUX IlapaMeTpax, IPOM3BOJACTBEHHOM IIpOLlecCe W IIyTH
BBECHU.

22.B  OTHOLIEHWM JIEKAPCTBEHHBIX  MpenapaToB JISI  MECTHOI'O
IPUMEHEHUST M3MEHEHUs B COCTaBC JIEKapCTBEHHON (POPMEI JIEKApCTBEHHOIO

npenapara uiad ee (hapMaleBTUKO-TEXHOJIOTUYECKUX IapaMeTpax, B CcaMoi
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JIEKAPCTBEHHON (hopme, MyTH BBEJCHHS WIM [IPOU3BOJCTBEHHOM IIPOLECCE
MOTYT CYIIECTBEHHO BIMATH Ha Oe3omacHocTh M (WiH) 3((PEKTUBHOCTE
JIEKAPCTBEHHBIX IIpenaparoB. B sToM cayuae HEOOXOMUMO IIpoBe/eHUE
KIIMHUYECKUX UCCIIeIOBaHM I TepaIreBTUYECKOM HKBUBAJIEHTHOCTH.
Jlomyckaercst  TakKe WCHOJb30BaTh WM  paspabaTblBaTh albTEPHATHBHEIE
MOJICJIA UCCIIEOBAHUIA.

23.3amena  KIMHMYECKMX ~ JaHHBIX B LENAX  YCTAHOBJIEHWUS
TEPANleBTUYECKOW SKBUBAJIEHTHOCTU IAaHHBIMH, IIOJIyYEHHBIMA HA MOJEISNX
UCCIICN0BAHUI  in  vifro W in Vvivo, JOIYCKAeTCs TONBKO B  CIydasx
YCTaHOBJICHHBIX pasznenamu V — IX HacTosmux TpeGosanuii.

24.TlonTBepneHuss  OKBHBANGHTHOCTH  KAavecTBa  JICKAPCTBEHHBIX
IIPETapaToB JJii MECTHOI'O IPUMEHEHHUS OOBIYHO HENOCTATOYHO, JUISI
JI0OKa3aTe/IbCTBA WX TEPaAIEBTUYECKOW HKBMBAJICHTHOCTH. B  OTHOIIEHWH
pacTBOpOB  (HampuMep, i HAaHECEHHMsT HAa KOXKYy), TepalleBTHYecKas
OKBUBAJICHTHOCTE  MOKET  OBITH  JIOKa3aHa TOJBKO HA  OCHOBAaHHUH
OKBHUBAJICHTHOCTH Ka4yeCTBa, MCKIIOYMTEIBHO B CIIydyae €Cid Crocob
MPUMCHCHUS M3Y9aeMOr0 JIEKAPCTBEHHOT'O Mperapara U mpenapara CpaBHeHuUs
OJIUH U TOT Xe€.

25.OKBMBACHTHOCTh ~ Ka4yecTBA  MOXET OBITb  YCTAHOBJIEHA ¢
HCIIOJIb30BAHUEM JAHHBIX COTIOCTABJICHHs C MPEMAPATOM CpaBHEHMS (€CIM ATO
00OCHOBAHO 3asBUTEIIEM), 110 TAKMM II0KA3aTeNsM, KaK: JeKapCTBEHHAS! dopma,
KaUeCTBCHHBIH W KOJMYCCTBEHHBI COCTAB JIEKapCTBEHHBIX IIPENaparos,
MHKPOCTPYKTYpa ¥ (pU3MYECKUE CBOIMCTBA, PYHKUMOHAILHBIC XapaKTEPUCTHKM
JIEKApCTBEHHBIX MPETapaToB, crocod MX NPUMEHEHHs (Hajee — paciuMpeHHas

(apmanieBTHYECKAS SKBUBAIEHTHOCTD).
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26. DKBUBANEHTHOCTh 3 (eKTMBHOCTH  TpebyeT  HCCleqoBaHuUit
CPaBHUTEIBHOM KUHETUKH IIPOHUKHOBEHUS 1 UCCIIeI0BaHUM
(hapMakoJIMHAMUKK € TIpernaparoM  cpaBHeHUS  (eclid  TPUMEHHMO).
[logxomdmuMu  METOJaMHM Ul M3Y4YEHUs KUHETUKU [POHUKHOBEHHUS
JIEKapCTBEHHOTO IIpernapara siBJIstOTCs:

OlLIEHKa TPOHUKHOBEHHWs JIEKAPCTBEHHOTO Tpemapara B KOXY dYeloBeKa
in vitro;

OLICHKA COZEpI)KaHUs JIEKApCTBEHHOIO IMperapaTta B o0pasliax poroBOro
CJI051, B3SITBIX i1 Vivo Y JOOPOBOJIBLEB (COCKOO JIMIKOM JIEHTOI);

uccieoBadre papMaKOKMHETHYECKOH OMOIKBUBATICHTHOCTH;

papMakogMHAMHUYECKUE MCCIEIOBAaHUA, KOTOpHIE BKJIIOYAIOT B cels
aHanu3 BAa30KOHCTPUKIMU Ul KOPTUKOCTEPOUIOB in Vivo U HUCCIEHOBaHUS
MUKPOOHON IEKOJIOHU3ALUY i1 VIVO B OTHOLIEHUM aHTUCEIITUKOB, IIPOBOIMIMEIE
Ha J0OPOBOJIBLAX.

Eciu uccnenoBaHusl KUHETUKU [IPOHUKHOBEHUS U (hapMaKOJAUHAMUKH He
[IPUMEHUMBI WM CYUTAIOTCA HEJOCTATOUYHO MPEICKAZBIBAIOIIUMY KITMHUYECKHH
OTBET Ha JIEKApPCTBEHHBIA Ipernapar, Kak MpaBuiio, MOTPeOYHOTCS JTaHHEIE
KIMHIUYECKOH 3(pPeKTHBHOCTH.

2’7. DKBUBAJIEHTHOCTE B  OTHOIIEHUM OE30IIaCHOCTHU U  MECTHOM
NEPEHOCUMOCTH  MOXKET OBbITh O00OOCHOBaHA MOJHOTOW WHGMOPMAIMH O
JEHCTBYIOIIEM BELIECTBE W BBIOOPOM XOPOLIO M3BECTHBIX BCIIOMOTATETBHBIX
BEILECTB.

28.buoseliBep, OCHOBaHHBI Ha OwuodapManeBTUIECKOW cHcTeMe
KJlaccU(PUKALMK, B OTHOLIEHUM WCCIEAOBAHUNA HSKBUBAJICHTHOCTH KHHETHKU
MPOHUKHOBEHHUA WM (DapMaKOJAMHAMUKHM TIPUMEHMM B CIIyYasX H3yYeHHUs

OpoCTHIX IIO COCTABY H (papMalleBTI/IKO-TeXHOHOFH‘-IGCKHM [mapamMeTpam
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JEeKapCTBEHHBIX (OpPM, TO €cTh B cCiydasx, KOTJAa OyJeT J0CTATOYHO
JEMOHCTPALMK YKBUBAJIEHTHOCTH Ka4eCTRa.

29.1lpu pa3paboTKe TPOTOKOJOB WCCIENOBAHUN 3KBMBAJIEHTHOCTH
KOHKPETHBIX BUIOB JICKAPCTBEHHBIX MPENapaToB IS MECTHOTO IPHMEHEHHs
ClIeAyeT UCMONb30BaTh OOIIME YyKa3aHWs, IIPUBEICHHBIE B HACTOSIIUX
TpeboBanmsax, u pe3yibTaThl HAYYHOTO KOHCYJIETHPOBAHMS  3asBUTENIs

(mpu HEOOXOAUMOCTH).

IV. IlpencraBieHue JaHHBIX O KaueCTBE JIEKapCTBEHHBIX
penapaToB AJisl MECTHOT'O IPUMEHEHUS JIJIS TIOITBEPIKICHHS
X OMOYKBUBAJIEHTHOCTH

1. Onncanue 1 cocTaB JeKapCTBEHHOT'O TpernapaTa
B PETUCTPAIIMOHHOM JIOChE

30. Heobxoqumo B perucTpaliioOHHOM J0Che MOAPOOHO OIMCATH COCTAB
JIEKapCTBEHHOTIO mpernapaTa U (yHKIIMM BCIIOMOTaTeJIbHBIX BEIECTB.

31. HaumeHOoBaHMs BCIOMOTaTeNbHBIX BEIIECTB JODKHBI OJHO3HAYHO
UIECHTU(DULIMPOBATL KAXKAOE W3 BCIIOMOTATENBHBIX BemecTB. Jlomyckaercs
WCIOJIb30BATh:

PEKOMEHIyEMOE MEXIyHapOJAHOE HeNaTeHTOBAaHHOE HaMMEHOBaHUE
(MHH) wimum  MoauduuMpoBaHHOE  MEXIYHAPOTHOE  HAATEHTOBAHHOE
HaumeHoBanue (MMHH) BcmomoraTenbHOro BelecTBa, € YKa3aHHEM €ro
cojeBOd Qopmbl  (ecnM TNPUMEHWMO) WM COOTBETCTBYIOLIEH CTaThM
dapmaxornien Coroza a MpH OTCYTCTBUM B HEM — COOTBETCTBYIOIIMX CTAaTEH
(apmakorieit rocygapcTBa-dicHa;

TPUBHAJIBHOE  OOILENpPUHATOE  HAWMMEHOBAaHHE  BCIIOMOTraTElLHOIo
BEIIECTRA;

XHUMHYCCKOC HAUMCHOBAaHHME BCIIOMOTaTEJIBHOTO BEIIECTRBA.
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B uHBIX ciydasx HauMEHOBaHWE BCIIOMOTaTENBHOIO BEIECTBA IOJIKHO
OBITH 000CHOBAHO 3asIBUTENIEM,

32. Jlomyckaercs, 4TOOBI HaWMEHOBAHME BCIIOMOTATEIBHOIO BELIECTBA
BKIIOYAJI0O B ceOsl KIACC YWCTOTBI M (MJIM) KOMMEpYeckoe (ToproBoe)
HaUMEHOBaHME, €ClIM 3TO TpeOyerca Al CTaOMIBbHON BOCIIPOM3BOAUMOCTH
NPOU3BOJCTBEHHOrO TMporecca (TEXHOJOTMYECKOH BOCIPOM3BOIAUMOCTU) W
KauyecTBa MPOJIyKTa.

33.Heobxoaumo  9eTko  ykas3aTh  MHOrO(GYHKIMOHAIBHBIA  BKJIAJ
BCIIOMOTaTeJIbHOTO BEIECTBA BHOCUMBIA B COCTaB, CTPYKTYPY M Ha3HAUYCHUE
JICKapCTBEHHOI0  Ipenapara (HanpuMep, HPONWICHIVIMKONb JEHCTBYET B
Ka4eCTBE BJIArOyAEPXKUBATEIIsl, CONMOOMIN3ATOPA M YCUIMTENS IPOHUKAOIIEH
CIIOCOOHOCTH).

34.B  wHOopMauuu 0 JIeKapCTBEHHOM npemapaTe (B oOmeit
XapaKTEPUCTHKE JIEKAPCTBEHHOTO Mpenapara i MHCTPYKIUK [0 MeIUIHHCKOMY
NPUMEHEHHIO (JIMCTKE-BKIIA/IBIIIE)) HEOOXOAMMO yKa3aTh HAHOCHMYIO IO3Y
JIEKapCTBEHHOTO IIpernapara (BLIPaXEHHYIO B Macce JEWCTBYIOLIETO BENIECTBA
HAaHOCHMOW Ha CAMHMILY IUIOIA[X MOBEPXHOCTU M 0OJAacTH TOPAKEHUs) U
MaKCUMaJIbHYIO CyTOYHYIO J103Y.

35.Heobxonumo omucath NEPBUYHYIO YNAKOBKY U (€CITH HEOGXOIMMO)
BTOPMYHYIO YIIAKOBKY WJIM APYIHE€ MaTepHajbl JUOO KOMIIOHEHTH YIAKOBKU
JIEKapCTBEHHOTO  IIperiapara, €Cjid  OHHM  SIBISIIOTCS  KPUTUYHBIMH  JUIsi
obecrievenus CcTabMIBHOCTH JICKAPCTBEHHOIO IIperapara WM crocoda ero

IIPUMEHEHUSI,
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2. dapMaueBTHUecKas pa3paboTka
(pasznen perucTpaldoHHOro j1ocke 3.2.P.2)

36. JlaHHBIi1 pa3nen perucTpallMOHHOTO JOChe JIOJDKEH COJIePIKATh HAYUHO
00OCHOBaHHbIE JIaHHBIE B  OTHONIEHWM IUIAHUPYEMOTO  IIPUMEHEHHS
JIEKapCTBEHHOTO IIpeTapara | CBA3M MEXAY TAKUM [IPUMEHEHUEM U MIPOLIECCOM
pa3pabOTKU JIEKapCTBEHHOro Ipenapara. Bce naHHbIE B yKa3aHHOM pasfielne
PErMCTPAMOHHOIO  J10Che JOJDKHBI  MOATBEPXAAThCS  TEPBOMCTOYHMKAMU

Hay4HBIX (papMaleBTUYECKUX (MEeIUIUHCKUX) ITyOJUKAWi UM pe3ybTaTaMu

CcOOCTBEHHBIX UCCIIENOBAHMIA.

ObecnieueHne TepaneBTUYECKHX IIeIIEH MPUMEHEHUSI
JIEKapCTBEHHOTO IIpenaparta [pu ero ¢papMaleBTUYeCKON pa3paboTke
37.1leneBoii mpo¢uiib KauecTBa JEKAPCTBEHHOTO IIperapara JOJKEH
COOTBETCTBOBATH IUIAHUPYEMBIM TEPANECBTHUYECKUM LEJSIM €ro IPUMEHEHHS
(Ha3HayeHus1), a TalOKe II03BOJIATH JOCTUTHYTH 3THX Ielied B TIporecce
¢papMmarieBTHUECKOH pa3pabOTKH.

38.[Ipumenenue npu (apmareBTHUECKOH pa3paboTKe JIeKapCTBEHHOI'O
npernapaTa NalueHTOOPUEHTUPOBAHHOTO MOIX0/Ia IIPeyCMaTPUBAET

a) aHaJIM3 TI0Ka3aHUS K IPUMEHEHMIO JIEKapCTBEHHOTO Ipernapara u
IIaTOJIOTMYECKOI'O COCTOSIHMS KOXKH, MPU KOTOPOM TUIAHUPYETCS TIPUMEHEHHE
JIEKapCTBEHHOTO Mpernapara;

0) obecrieueHUe COOTBETCTBUS JIEKAPCTBEHHON (OPMEI M ee cocTaBa
(KOMIIO3HUIIMK) BO3PACTY 1IENIE€BOM MPYIIIEI MAI[MEHTOB;

B) obecrieueHne IMPUTOJHOCTH JIEKAPCTBEHHOW (OPMBI JIEKAPCTBEHHOTO

Iperapara Jid MpuMCcHCHUA TMalilueHTaM;
2
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r) BLIGOP ONTUMALHOTO CIIOCO0a HAHECEHHs IEKAPCTBEHHOTO Tpenapara
1 obecrieueHue yno0cTBa MPUMEHEHUS;

/1) OTIpEJIENIEeHNe  ONTMMAJIbHOTO MecTa HaHECEHWsl JIEKApCTBEHHOTO
npenapara;

¢) obecrieyenne >(pOEKTUBHOCTH ¢ TOYKH 3PEHMsA JTO3MPOBKHM U PEKUMA
JO3MPOBAHUA JIEKAPCTBEHHOTO TIperapaTa;

’K) oOecrieyeHre  ONTHMAalnbHOM  PAcTBOPEHHOCTH  JEHCTBYIOLIETro
BCILIECTBA, & TAKXKE YCUJIEHHs €ro OMOMOCTYNHOCTH U (WIJIM) IPOHMKAIOLIEH
CIIOCOOHOCTH;

3) oDecrieYeHre ONTUMANIBHBIX CMSTYAIOI[MX CBOWCTB JIEKAPCTBEHHOTO
npenapara;

1) obecrieueHne 0O€30IIaCHOCTH JICKAPCTBEHHOTO IIperapara ¢ TOYKH
3pEeHUsI TOKCUYHOCTH BXO/IAIIUX B €M0 COCTaB MHIPEJUECHTOB, MPUCYTCTBYOLIUX
B HEM MpUMeECEH, IToKa3aTellell MUKpOOMOJIOTMUECKOI0 KauecTBa M II0Ka3areneit
Ka4eCcTBa, ONPEAEAOIINX (PU3NYECKYIO U XUMUYECKYIO CTa0MIBHOCTE;

K) BBIOOp ~ KpUTUYHBIX  MOKas3aTeleil KayecTBa M obecrevyeHue
COOTBETCTBHUS JICKAPCTBEHHOrO Npemnapara (apMakoneiHBIM TpeOOBaHUAM U
TpeboBanusM akToB opraHoB Coroza B chepe obOpalleHHs JIcKapcTBEHHbIX
CpPECTB.

39.11pn dapmaneBTHyecKol pa3paboTKe HEOOXOAMMO yKaszaTb OIHO W3
CIIEAYIOLIMX MECT JIEHACTBUS JIEKAPCTBEHHOTO MIperapara:

a) MOBEPXHOCTE KOXU;

0) Tosma KoM (POTOBOH CIIOM, STTMAEPMUC WU JepMa) UIH TTOJKOKHO;

B) TIpUJIEKAIINE TKAHU HIDKE KOXKH (pErHOHAPHBIE TKAHM ).

40.HeobxonumMo OOBACHUTE MEXaHW3M W KUHETUKY IPOHUKHOBEHHS

JEHCTBYIOIIETO BEUIECTBA K MECTY JeHcTBus. JlomkHbl ObITH OMMcaHbl (eciu
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NPUMEHUMO) CHOCOO HAHECEHUs, COCTOSHME JEHCTBYIOIIEr0 BeIecTBA B
pacTBOpe, pacTBOpeHUE, BBICBOOOXEHME M3 Iipernapara U aupdysus uepes
KOXKY 4eJloBeKa (Hampumep, B OTHOIIEHHUH HECTEPOUTHBIX
NPOTUBOBOCIAIMTE/ILHEIX JIEKAPCTBEHHBIX MIPENapaToB B popMe KPeMOB).

41.B oraenbHBIX cnydasx (HalpuMep, B OTHOIICHHH PacTBOPOB KOMKHBIX
AHTUCENTUKOB) BMECTO HH(OpMAWU, yKa3zaHHOW B nyHkre 40 HacTOSIINX
TpeboBanuii, fomyckaeTcs mpeIcTaBIeHNe JaHHBIX TOJBKO O ITyTH BBEICHUS.

42.Heobxoaumo 00OCHOBaTh BKJIFOYEHHE B COCTaB JIEKAPCTBEHHOIO
npernapaTta BCIIOMOTATENbHLIX BEIIECTB AJIS MOBBIIICHUs OUOJOCTYIIHOCTU HIIH
CMSITYAOIIMX CBOMCTB M BBHIOOp BMIA JIeKapcTBEHHOW (opMbl (HampuMmep,
BOJIHBI I'€Jib, KPEM, Ma3b).

43.Heo6XxoaumMo NpoaHaTM3UpOBaTh W ONUCATh MPONOPLUAOHAILHOCTH
PasHbIX JO3UPOBOK (IIPM WX HaJMYUM) B JIMHEHKE TO3UPOBOK JIEKAPCTBEHHOT'O
pernapara u 000CHOBaTh MX HEOOXOJUMOCTE.

44.Pasmen perucrpanMoHHoro mpocse 3.2.P.2 HO/DKeH comepiaTh
IIEPEKPECTHBIC CCBUIKM Ha COOTBETCTBYIOLIME pa3faenbl Mmouyneit 4 u 5
PErucTPalMOHHOrO JIOChE, B KOTOPBIX COAEPIKATCS PE3yJIbTAThI JOKIMHUUECKUX

N KIIMHUYECKHUX HCCHCI{OB&HHFI, OGOCHOBBIBHIOH_[I/IG CBCIACHMS NaHHOTO pasjelia.

3. AxruBHas papmalleBTHIeCcKas CyOCTaHIIMs

(pasznen peructpanoHHOro gocke 3.2.P.2.1.1)
45.HeobxoaMmo HIEHTU(GUIMPOBATE U MPEIACTABUTH aHAIU3 (UIUKO-
XUMHUYECKHUX CBOMCTB aKTMBHOM (papMarieBTU4eCKOi CyOCTaHIMU, BAXKHBIX IS
OMOJOCTYIIHOCTH, TPOM3BOJCTBA, peamuzaiur 3(PdexkTa M CcTabWIBHOCTU
JIEKapCTBEHHOr0 IIpenapara. OTH CBOWCTBA MOTYT BKIIFOYaTh B cebsd

MOJICKYJIIPHYIO Maccy, KO3(Q(UUMEHT pas/iesieHus], TOUKY TUIaBjIeHHs (TOYKY
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KUMeHus (eciu nmpuMeHumMo)), pKa, 4yBCTBUTEIBHOCTDh K CBETY, BO3AYXY WIIM
BJare, IyThb Jerpajalliy, pacTBOPUMOCTh U BiusHue pH, a Taxke pazmep
4acTUIl M TOJIMMOPGU3M, €CIM JCHCTBYIOIIEE BEIIECTBO IIPEICTABIIEHO B
JIEKapCTBEHHOM TIperapaTe B TBEPIAOM COCTOSHUM. KpUTHUYHBIC MOKA3aTEIH
KayecTBa ~ HEOOXOAMMO  WJIECHTHQUIMPOBATH U KOHTPOJMPOBATH B

crielM(pUKaIMK Ha aKTUBHYIO (papMarieBTHUECKYIO CYOCTaHIIHIO.

4. BcioMorarebpHbIe BelllecTBa
(pazmen peructpauoHHoro gocke 3.2.P.2.1.2)

" 46. BcriomoraTeibHBIE  BEIECTBA, HCIIONB3YEeMble B  JICKAPCTBEHHBIX
nmpenaparax Uisi MECTHOTO IPUMEHEHMs, 4acTO IIPOSIBJSIOT HM3MEHYHMBOCTH
(HarpuMep, B OTHOILEHUM IOMOJIOTHYECKOTO COCTaBa YIJIEBOAOPOIHBIX IIETIEH,
CTENEHH HEHACBHIIEHHOCTH, MOJEKYJSApHOH Macchl, mnomuMophusMa) B
3aBUCUMOCTH OT CEpPMM M HCTOYHMKA MX TOJYYEHHs. DTO B CBOIO OYepellb
MIPUBOIUT K HEMpPEOBUACHHON BapHaOEIBEHOCTH B PEOJIOTMYECKHMX CBOMCTBAX,
MUKPOCTPYKTYpEe ¥ (U3NYECKUX CBOWCTBAX TPOJYKTA, KPUCTAIUIM3AINH
JEWCTBYIOIIETO BEIIECTBA WM JPYyroro HWHIPEIUEHTa, CTAOWIBHOCTH WJIN
OMOIOCTYITHOCTH.

47. BapuabensHOCTH B 3aBHUCHMMOCTH OT CEPUHM M HWCTOYHUKA
BCIIOMOTATENbHBIX BEIIECTB HEOOXOMMO paccMaTpuBaTh M YCTPaAHITH BO
BpeMst pa3paboTKH.

48.Bp100p Ka)XIoro BCIIOMOTATENLHOI'O BEIECTBA W €r'0 KOJUYECTBO, a
TakKe BBIOOP NMPUMEHUMBIX KPUTHYHBIX TOKa3aTeled KadecTBa HEOOXOIMMO
MPOaHaIM3UPOBAThE U 0OOCHOBATh, OCHOBBIBASICH HA €r0 (GYHKITHH ((DYHKIMIX),

BKJTFOUAsT PYHKIIMIO CMATYEHUS (€CIIU MPUMEHUMO).
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49.HeoOxo1uMo yKa3zaTh Kiacc YHUCTOTHI BCIIOMOIATEILHOI'O BEIECTBA,
€cliM  OMOJOCTYNHOCTh — JIEHCTBYIONIETO  BEIECTBa,  BOCIPOM3BOAMMOCTE
Ipoiecca IMpPOU3BOJACTBA JIEKAPCTBEHHOIO Mpernapara ¥ (MiM) ero KadyecTBO
V3MEHAIOTCS IPU UCIIONb30BAHUM APYTHX KJIACCOB YHUCTOTHI BCIIOMOIraTELHOTO
BEILIECTBA.

50.B cnenudukanuy HEOOXOAMMO BKIIOYMTH KOHTPOJIb KPHTHYHBIX
NIOKA3aTe/ICii KayecTBa BCIIOMOTAaTeNbHBIX BellecTB. Kpurepun npuemiemoctu
JUIA Takux KPUTHYHBIX TIIOKa3aTejieil KadecTBa JOMKEH OBITH 00OCHOBaH B
pasnene 3.2.P.4 Monyiist 3 perucTpalluOHHOTO TOCKE.

51. Heobxonumo mpenctaBuTh noApoOHbIe CBEIEHUS O BCIIOMOIATEIbHBIX
BellleCTBaX (HampuMmep CONMOOMNIM3ATOpe, YCHWINTENe MPOHUKHOBEHUS),
KOTOPBIE MOIYT OKa3blBaTh BIMAHME Ha MPOHUKAIOIIYKD CIIOCOOHOCTH H
OMOJIOCTYITHOCTh  JIEHCTBYIOINETO BEINECTBA, BKJIIOYAas WX CIIOCOOHOCTH
BBINIOJHATL TIAHUPYEMYIO (YHKLMIO U BBIIOJHATH €€ Ha MPOTSHKEHHU
IIAHUPYEMOTO CPOKA TOJAHOCTH (CpOKa XpaHEHHUs) IEKapCTBEHHOTO ITperapara.

52.B OTHOLIEHMWH BCIIOMOTATEJIbHBIX BEINECTB, MPEACTABISIIONIMX COOO0M
CMECh COEIMHEHHH, HEOOXOIUMO IPEJICTABUTHL CBEJEHMS O KAaueCTBEHHOM U
KOJIMYECTBEHHOM COCTABE BCIIOMOIAaTENbHBIX BEIECTB U OXapaKTepU30BaTh 3TH
BCIIOMOTI'aTeIbHBIE BEUIECTBA, BKIIOYAsi WX PEOJIOTMYECKHE CBOMCTBA (ecim
OIPaB/IaHHO).

53.B OTHOIIEHMM HOBBIX BCIIOMOI'aTEJIBHBIX BEIIECTB HEOOXOIUMO
NPEJCTaBUTh  IIOJHBIE  CBEACHHS O  TNPOU3BOJACTBE,  YCTAHOBJICHUU
XapaKkTEpUCTUK U KOHTPOJIE C MEePEKPECTHBIMU CChIIKAMHU Ha 00OCHOBBIBAIOIIIE
JIaHHBIE 0 O€30TIACHOCTH.

54.B  OTHOILIEHWH BCIOOMOTaTeNbHBIX  BEIIECTB  JEKAPCTBCHHOIO

perapara, TakKe UCI0Ab3yeMbIX B Map(IoMepHO-KOCMETHYECKON MPOIYKIIHH,
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ClIe/lyeT TPEeACTaBUThL JaHHblEe (CBEJEHHWs) O TOM, YTO IPUMEHEHWE TaKUX
BEIECTB B JIEKAPCTBEHHOM IIperapare He IPOTUBOPEYHUT TpeOOBaHMSM,
YCTAHOBJICHHBIM B TPWIOKEHUAX Ne 2 — 5 TeXHMYECKOro perjiaMeHTa
Tamoxennoro corsa «O 6e3onmacHoCTH — nap(rOMEpPHO-KOCMETHUYECKOI
npoxykium» (TP TC 009/2011).

55.HeobxomumMo uAEHTUPUIMPOBATE W ONKMCATH TEXHOJOTMUYECKHE
nobOaBKH.

56.Ecnm  HekoTOpple BCIIOMOraTelbHBIC BENIECTBA, MCIIOIL3YEMBbIE B
JIEKAPCTBEHHBIX TIpemnaparax JJjisi MECTHOrO MPUMEHEHHUs, CIIOCOOHBI BEI3BIBATH
pasgpa)keHWe WM pPeaklUy IIOBBIIIEHHONH 4YYBCTBUTENBHOCTH, M MX IO
BO3MOXKHOCTH CJIEAYET MCKIIOYUTh WIM MUHMMU3UPOBATH UX TPUMEHEHHE B
ClIydyae HEBO3MOXKHOCTH IIOJHOI'O MCKJIIOUEHHUsl IIpu pa3paboTKe HOBOIO
npoaykra. CeegeHuss 0  BO3MOXKHOM  HEXeEJaTeJbHOM  BO3ZeHCTBUU
BCIIOMOTaTebHBIX BEIECTB NPHUBEIEHB! B NpuiioxeHud Ne 1 x TpeboBanmsam k
HHCTPYKLIHH I10 MEIMIMHCKOMY IIPUMEHEHHIO JIEKAPCTBEHHOTO Mperapara ’
O0Iel XapaKTEpPUCTHKE JIEKAPCTBEHHOrO Tperapara il MEIMLIUHCKOrOo
MIPUMEHEHMUS, YTBEPKIEHHBIM Pewenuem Cogera EBpazuiickoit

SKOHOMHYECKOU KoMuccuu ot 3 Hostopst 2016 1. Ne 88.

5. Pa3paboTka rotoBoit ekapcTBEHHOM (OpPMBI

(pa3zen peructpanuoHHoro aoche 3.2.P.2.2.1)
57.Pa3paboTKy JeKapCTBEHHOTO TIpelapara HeoOXOIUMO OIMCHIBATH C
TOYKM 3pEHUA ENEeBOro MpPOQUIs KadyecTBa JICKAPCTBEHHOrO IIpenapara,
UCTIONb3YsT TOAXOISIIINE HMCCIEN0BaHUA Al XapaKTePUCTUKU U KOHTPOJIS
KPUTHYHBIX II0Ka3aTelied KadecTBa, (DAKTOPOB, BIMAIOUIMX HA TPOCTOTY U

I[IPOAOJDKHUTCIBHOCTE TIPUMEHEHHA, a TaKXKE€ Ha TIOBEJACHHUE IIperapara
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(HampuMep pacTBOpPEHHUE, BHICBOOOKIECHNE JACHCTBYIOIIEr0 BEIIECTBA M Vitro U
(ecnu TPUMEHUMO), TPOHUKHOBEHHE B KOXKY in Vitro (B COOTBETCTBHU C
MeToauKaMu coryiacHo npuioxenusaM Ne 1 u 2). Heobxonumo mpemocraButh
JIOKA3aTeNbCTBO TIPUTOJHOCTH MCIIOJIB3YEMBIX METOJUK MCCIIeIOBaHUN |
KPUTEPUEB IPUEMIIEMOCTH [IJIsl OLIEHKH JIEKAPCTBEHHOTO Mperapara.

58.CocTosiHHE M cTeneHb HACHIMIEHUS JEeHWCTBYIOIIEr0 BELIECTBA B
JIEKapCTBEHHOM TIperapare (HampuMep, B PAacTBOPECHHOM BHJE WM B BHIE
CYCIIEH3MH), SABJLIOTCA KPUTUYHBIMK TOKa3aTeNsIMH KauyecTBa, KOTOPLIE
HEOOX0MMO 00OCHOBBIBATh C TOYKH 3peHUs d(PHEKTUBHOCTH U OE30MaCHOCTH
JIEKapCTBEHHOTO IIperiapara, MoJKpPeIuIsis 10Ka3aTeIbCTBOM TOT0, KaK IEJIEBOE
COCTOSIHME JIEWCTBYIOILIETO BEIIECTBA IOCTUTAETCS B IIPOLIECCE MPOU3BOICTBA U
NOJIEP>KUBAETCS BO BPEMs XpaHEHHUs JIEKapCTBEHHOI'O IIperapara.

59.HeoOXomuMO OLEHUTh PUCKU OCAXKICHMs, pOCTa pa3Mepa YacTHIL,
U3MEHEHUS  KPHUCTAJLIMYECKOTO  COCTOSIHMS ~ WJIM  U3MEHEHMs  APYrux
XapaKTEPUCTHK JEMCTBYIOIIETO0 BEIIECTBA, KOTOPhIE BO3HUKAIOT B CBI3U C
W3MEHEHUEeM TeMIlepaTypbl WM NpW XPaHEHWH W MOTYT TIOBIHUATL Ha
OMOOCTYIIHOCTH 3TOTO  ACWCTBYIOIIETO BEIIECTBA, a TaKXKe IIPOBECTH
COOTBETCTBYIOILLME UCTIBITAHKA B paMKaX MCCIIEIOBAHUS CTa0UIbHOCTH.

60. HeoOxomumMo mpoaHalu3upoBaTh JOCTABKY JCHCTBYIOIIENO BEIECTBA
K MecTy JeicTBuA. MOXXHO UCIIOJIB30BaTh PACTBOPUTETH W YCHIIUTEIH, YTOOBI
CII0cOOCTBOBAThH €r0 IPOHUKHOBEHUIO Yepe3 pasHble CIOW KOXH. Masu MOryT
(YHKLIMOHUPOBATD, CO3JaBasi KOXKHYIO OKKJIO3WIO, M TEM CaMBIM objierdas
NIPOHUKHOBEHME. |'paguenT KOHIEHTpalUi NEHCTBYIOUIETO BELIECTBA MEXKIY
JIEKapCTBEHHBIM TIPENIApAaTOM M MECTOM JCHCTBUS SIBISETCS ABUXKYIIEH CHIION

INPOHUKHOBCHMA, [MO3TOMY JOCTHXEHHE HACBIIIECHHOI'O COCTOAHUA
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JIEHCTBYIOIIETO BEIIECTBA B JIEKAPCTBEHHOM TIperapaTe MOXKET ObITb
MPUHIUIHAIEHO BaYKHBIM.

61. HeoOxoaumo mnpoaHanu3upoBaTh MPHEMIIEMOCTh I IIAlMEHTA U
yA0OCTBO TIPUMEHEHHs JIEKAPCTBEHHOIO mpernapara (HarmpuMep, MPOCTOTY
[IPUMEHEHUS, HAHOCUMOCTb (HaMa3bIBa€MOCTh)), KOTOpasi MOXKET ObITh BaXkKHA B
Cllyyac HEOOXOJMMOCTH HAHECEHMs OIPENeIeHHOM I03bl Ha OIpeIeIEHHYIO
IUTOINAAE IIOBEPXHOCTH, a TAKXKe OLIYIIEHUs MOciie HaHECeHUs (CYXOCTh WM
(OGKUPHOCTBY ).

62.Cnenyer yKa3aTh (ecm IIPUMEHUMO) dapmaneBTHKO-
TEXHOJIOTMYECKYIO XApaKTEpUCTUKY JIEKapCTBEHHOM (opMbl  (Hampumep,
runpoobHasg Masp (YIJeBOZOpPOIHAs OCHOBa, abcopOMpYrOIIas OCHOBA),
BOJIHO-3MYJIbCHOHHAS Ma3b, THAPOMUIbLHAS Ma3b).

63.HeoOxonqumMo IpeNCTaBUTh CBEAEHUS O MHKPOCTPYKTYpe W
(u3HUecKrx CBOWCTBaX JIEKAPCTBEHHOTO TMperapata ¢ YYeTOM KPUTUYHOM
BaKHOCTU DTHUX IOKa3zaTesled A MATKUX JIeKapCTBEHHBIX (OpM U OIHUCATh
(oxapakTepu3oBaTh) MEXaHM3Mbl, OTBETCTBEHHBIE 3a WX (POPMHUPOBAHUE B
npouecce  INMPOM3BOACTBA  (HampuMep,  BCJIEACTBUE  B3aHMMOAEHCTBHUSI
BCTIOMOTaTebHBIX BEINECTB, U3MEHUYHMBOCTH I10Ka3aTeei KayecTBa OT CepUH K
CepUH U MpU MacIiTabUPOBaHUM), YTOOBI MPOLIECC MPOU3BOICTBA MOKHO OBIIO
ONITUMU3UPOBATD JUIs MOIYYEHUS TIPOIYKTa C MOCTOSHHBIM KA4eCTBOM.

64.HeobxoaumMo IpoaHanM3UpOBaTh C KPUTHUYECKOH TOYKH 3peHHs
U3MEHEHHME XapaKTEepMCTUK JIEKapCTBEHHOrO Tperapara JJIsi MECTHOIO
IPUMEHEHHS TI0CJIe €ro HaHeceHusl. B 4acTHOCTH, B TeX Ciaydasx, Korja
MCIIapEeHKe JIETY4YUX PACTBOPUTEIEH M BCIIOMOTAaTEIbHBIX BEIECTB WU JIPyTHe

ABJIEHUA HEOOXOAMMBI I 3(PPEKTUBHOM HOCTABKU JIEHCTBYIOIIEIO BEHIECTBA

K MCCTY JIEUCTBUSI.
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65.HeobxoquMo  mojapoOHO  omucare coctaB W (hapMaleBTHUKO-
TEXHOJIOTUYECKUE TIapaMeTphl JIEKAPCTBEHHOW (QOpPMBI TSI KIMHUYECKUX
UCCIIEIOBAHUN U CEpUM, UCIIOJB30BAHHBIE B CPAaBHUTEIBHBIX HCCIIEI0BAHUAX.
HeoOxomuMo o00o0cHOBaTh Jr00BIe pa3nuuus B cocTaBe, (hapMaleBTHKO-
TEXHOJOIMYECKUX  IapamMeTpax,  Ipoleccax  TMPOU3BOJACTBA  MEXKIY
JIEKapCTBEHHBIMU (pOpMaMM JIeKapCTBEHHOTO IIperaparta, KCIOJIb30BAHHBIMU
B OINOPHBIX KIMHHUYECKUX HCCIENOBAHUAX, U JIEKAPCTBEHHBIM IIPEIapaToM,
3adBJICHHBIM Ha perucrpauuro. HeoOXommmo MpencTaBUTh — pe3yJIbTaThl
CPaBHUTEJIbHBIX UCCIIETIOBAHU pacIiupeHHOM (hapManeBTUIEeCKOM
AKBUBAJICHTHOCTH, UCCIIEIOBAHUI i1 Vitro WU in vivo.

66.11ocne onpenenenus cocraBa JIeKapCTBEHHOTO Tpernapara HauuHAETCs
MaciTabupoBaHue mporecca IIPOU3BO/JICTBA, 17} HEO00XO0JIUMO
MIeHTU(PUIMPOBATh U KOHTPOJIMPOBATH KPUTUYHBIE TIApAMETPHI IIPOLIECCA.

67.Bo BpeMs MaclITaOMpOBaHHUs Tpoliecca MPOU3BOICTBA JOITYCKAETCS
BHOCHUTH HEOOXOAMMBIE KOPPEKTHPOBKU, UTOOBI JIOOUTHCS CTAOMILHOrO
IPOMU3BOJCTBA IIPOMBIIUICHHBIX CEpMH  JIeKapCTBEHHOTO Ipernapara |
ONTUMM3UPOBATL IPOLECC IPOU3BOACTBA. Takue KOPPEKTUPOBKH MOTYT
NpEJICTaBIATh COOOM HM3MEHEHUS B COCTaBE JIEKAPCTBEHHOTO IIperapara,
IIPOU3BO/ICTBEHHBIX mpoleccax, o0opya0BaHUM 1703071 W3MEHEHUS
[IPOU3BOJCTBEHHON IUIOIAAKNA. B HEKOTOPHIX clydasx HEOOXOAUMO OLIEHUBATh
[IOTEHUAILHOE BIUSHUE YKA3aHHBIX U3MEHeHWH Ha (QYHKIIMH JIEKAPCTBEHHOTO
npenapara (HarmpuMmep, B OTHOIIEHMHM OWOMOCTYITHOCTH WM ynoOcTBa
TIPUMEHEHMS] ).

68. Heobxomumo IIPEJICTAaBUTD TIOJTBEPKIEHHUE COOTBETCTBUS

JIEKapCTBEHHOU (DOPMBI 7l MECTHOTO MpUMeHeHus TpeboBanusm DapMakoren
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Coro3a, a mpu oTCyTcTBUM B Hell — TpeboBaHusiM ¢apMakoreil rocyaapcTi-
YJICHOB.

69. Heobxoqumo JeTanbHO MpPOaHAIM3UPOBATH CBS3b MEXJYy LEJICBBIM
npoduieM KadecTBa JIEKQPCTBEHHOTO Tperapara, KPUTHYHBIMU [TOKA3aTeNIIMU
Ka4yecTBa U crelu(uKaleil Ha JeKapCcTBEHHBIN Ipemnapar.

70. Ecin OCHOBa JIEKAPCTBEHHOT'0 npenapara COJIEPKUT
BOCIIAMEHSIOLIMECS JIETYYHWE pACTBOPUTENH (HAIpUMeEpP, H3OMPOIIIIOBEIM
CIMPT ¥ 3TAaHON), HEOOXOIWMO ONpeAeTUTh TEMIIEpaTypy BCIBIIIKH U
BKJIFOYATh  COOTBETCTBYIOIME  TMPEAOCTEpEKeHUss B  HHOpMaIUioo o
JEKapCTBEHHOM Iiperapare. Jlnsg ompeneneHus TeMmepaTypbl BCIBIIIKHA
JOIIyCKaeTCsl WCIOJIb30BaTh METOAMKH C TpuMeHeHueM mpubopa IleHCKH-
MapreHca ¢ 3aKpBITBIM THUTJIEM.

71.JlexapcTBeHHBIE TIpenapaThl ¢ Mapa@UHOBOW OCHOBOW camu 1o cebe
HE BOCILIAMEHSEMBI, OJIHAKO MPHU WX MOMAJaHUK Ha OJEXKIY, MOCTEIbHOE Oelbe
WM TIOBA3KM Marepuan TKaHW sBisgercs (uTuiaeM, a mapaduH — TOPIOYNM
BeIecTBOM. Il TakuX JIeKapCTBEHHBIX IpernapaToB HEOOXOIUMO OLIEHUTH
PUCKM U TIAMEHTAa W BKIIOYATH COOTBETCTBYIOIIME MPEAOCTEPEIKCHUS B

nH(GOPMAIIHIO O JIEKAPCTBEHHOM Ipernapare.

6. YCTaHOBIIEHUE XapaKTEPUCTUK JIEKAPCTBEHHOTO IIpernapara

72. HeoO6X0aMMO BBIMTOJHUTE JAETATM3UPOBAHHYIO OIEHKY XapaKTePUCTUK
JIEKapCTBEHHOI'0 IIperapara, 4YToObl OO0eclneYuTbh BO3MOXKHOCTh BHECEHUS
U3MEHEHUH B JIEKAPCTBEHHBIM Ipenapar Ipu YOPaBICHUM €ro >XKU3HEHHBIM
IIMKJIOM ¥ 000CHOBATh COXpaHEeHHEe SKBUBAJIEHTHOCTH IpernapaTy CpaBHEHHS.

73. JlanHble 00 YCTAHOBJIEHUM XapaKTEPUCTUK JOJKHBI OBITH MOJYYEHBI

OT PENPEe3eHTATUBHOIO YMCia cepuil (kak MUHUMYM 3), C YYETOM BEPOSTHOM
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U3MEHYMBOCTU, OTMEYAEMOI B Cllydae JIUCIIEPCHBIX CUCTEM TI0 CPaBHEHHUIO C
IPOCTBIMU PACTBOPaAMHU.

74. 1151 TpPOBENEHUS] CTATUCTUYECKOM OLIEHKH, KOJIMYECTBO 00pa3lioB
JOIDKHO OBITh pemnpe3eHTaTUBHBIM, 10 MEHbINeH Mepe ¢ 12 eaWHUIAMH Ha
CEpPHIO B KaXXIOM »JKcrepumeHTe. HeoOXonuMo NpuHMMAaTh BO BHUMAaHHE
Bapua0eIbHOCT MEXY CEepUsiMU (Hampumep, B 3aBHUCHUMOCTH OT pa3Mepa

CepuH, JaThl MPOU3BOJICTBA U NIEPUO/IA XPAHEHHS).

7. JlekapcTBeHHBIE (POPMBI JIEKAPCTBEHHBIX MPENapaToB
JUUIsl MECTHOT'O TIPUMEHEHMS

75.JlekapcTBeHHBIE (POPMBI JIEKAPCTBEHHBIX IIPENApaToB JJII MECTHOIO

NIPUMEHEHNUs BKIIFOYAIOT B ceO0s:

a) KOXKHBIE pacTBOPBL;

©) meHsl U crpeu;

B) LIAMITYHU;

r) Masd (yIJIEBOLOpPOAHBIE, abcopOupyrouue, yJaiasiemMble BOJOW U
BOJIOPACTBOPUMBIE OCHORBI);

1) KpeMBbl (Maclio B BOJIe WM BOJIa B Maclie),

€) reiu;

) TACThI;

3) MPUIIAPKH;

1) JIEKAPCTBEHHBIE MIIACTHIPU M KOXKHBIE TUIACTHIPH.

76.HeoOxonuMo mpencTaBUTh [OKa3aTelbcTBA BUAA JICKAPCTBEHHOM
(GOpMBI ¢ TOUYKM 3pPEHHUS COCTOSHUS JIEHWCTBYIOLIErO BEIIeCTBA B OCHOBE
JeKapCTBEHHOrO  Ipemapata (BWJ  pacTBOpa, JIMCIEPCHONH  CHCTEMBI,

HecMeInBaeMoil  ¢a3Hol cucTeMbl) W TuUHa  GOPMBI  JIO3UPOBAHMSI.
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Bo/bIIMHCTBO MPUMEHAEMBIX JIEKAPCTBEHHBIX TIPEMAPATOB OTHOCATCS K OJHOMY
13 CIIEYIOIIUX BUIOB JIEKAPCTBEHHBIX (QOPM:

a) NeHCTBYIOIIEE BEWIECTBO B PACTBOPE, OAHOMA3HBIA HOCHTENb — PACTBOP
JUTsI HApY KHOI'O IIPUMEHEHUS, OJJTHO(A3HbIC TeJib WIIA Ma3b;

0) neficTByIOllee BEIIECTBO B CYCNEH3MH, OAHO(A3HBIA HOCHTENb —
CYCIIEH3MH JIJIA HApY>KHOI'O IPUMEHEHUS;

B) JIEHCTBYIOIIEE BENIECTBO B PACTBOPE, ABYX(a3HBIN HOCHTEND — KpeM U
Masb 10 THITy «Maclio B BOJIe» B KOTOPBIX J€HCTBYIOIIEE BEIMIECTBO PACTBOPEHO
B MacJisiHOH (aze;

I) ICHCTBYIOIEE BEWMIECTBO B CYCTIEH3UHU, ABYX(a3HbIl HOCUTEND — KpeM
M Masp M0 THIYy «Maclio B BOJE», B KOTOPHIX IeHCTBYIOIIEE BELIECTBO
HEPacTBOPUMO HU B OIHOMW U3 (a3 HOCHUTEIIS.

77.B OTHOLIEHWHM CyCIeH3uM TpeOyeTCs MOMONHUTENLHOE YCTAHOBIECHME
XapaKTepUCTUK C TOYKH 3PEHMA pPACHpENeNIeHUs] YaCTHUIl JEHCTBYIOIIETO
BeIlECTBA IO  pasMepy ©  ero noaumopduoit  (opMel,  BKIIOUas
MUKpogoTorpadum.

78.B OTHOIIEHMH JIEKApPCTBEHHBIX IPENAPATOB C HECMELIMBAEMBIMU
(basamMu TpeOyeTcsl JOMONHUTENBHOE YCTAHOBJIEHHME XapaKTEPUCTHK C TOYKH
3peHMs pachpeseneHus o0yl Mo pasMepy ¥ BHEIIHErO BHJA, BKJIFOYAs
MukpodoTorpadum.

79. Heobxomumo mpoBecTy (ecau HeoOXOAUMO) aHalu3 pasMepa YacTHIL C
IIOMOIIBIO  PA3NUYHBIX METOAOB (HalpuMmep, MpH IOMOIIM JIa3epHOM
JTudpakuy  cBeTa, KOH(OKAIBHOW paMaHOBCKOM MMKPOCKOIIHM, a TaKKe

MUKPOCKOIIUH).
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Bueurnuit By iekapcTBeHHON (HopMBbI

80.BHemnuii BUA JIEKapCTBEHHOH (OPMBI JIEKApCTBEHHOTO IIpernapara
JOJDKEH OBITh OXapaKTepu30BaH BU3yallbHO U MUKpodoTorpadudecku. JJaHHbe

XAPaKTCPUCTUKN BHCIIHCTO BHIA ABISIFOTCA KPUTHUYCCKUMHU I JUCIICPCHBIX

CHUCTCM.

MuxpocTpykTypa 1 pusndeckue CBOMCTBA JIeKapCTBEHHOM (hOPMBI

81. lnst Toro 4ToOBI OXapaKTepPU30BaTh MUKPOCTPYKTYPY M (hU3UUECKHE
CBOWCTBa JIEKAPCTBEHHOW ()OPMBI C TOYKH 3peHUs] (QUINIECKUX KPUTHIHBIX
nokasareneil kayecTBa He(aCOBAaHHOTO JIEKApCTBEHHOrO Tperapara, KOTOphIe
BIMSIIOT Ha OMOJOCTYNHOCTh, yIOOCTBO MPUMEHEHHUSI WM CBUJIETEIBCTBYIOT O
BapuabeJbHOCTH B TpoIlecce MPOM3BOJCTBA M HECTAOWIBHOCTH MPOAYKTA,
HEOOXOAMMO TPEACTaBUTh CIENYIOIINE JaHHbIE:

a) il pacTBOpoB U cycrieH3uit — pH, OydepHas eMKOCTb, BSI3KOCTH,
IUIOTHOCTB, IIOBEPXHOCTHOE HATSKEHUE, OCMOJISUIBHOCTB;

0) mJisi MATKUX JIeKapcTBEHHBIX (hopM — pH, MIOTHOCTH, PeoJOrnuecKne
CBOJNCTBA.

82. Heobxomumo 0XapaKTepU30BaTh PEOIIOTUYECKHE CBOMCTBA
JIEKapCTBEHHON (DOpMBI KaKk HEHBIOTOHOBCKOM JKUAKOCTU C HCIOJB30BAaHUEM
COOTBETCTBYIOLIEIO a0COIFOTHOI'O PEOMETPA, BKIIIOUAS:

a) [IOJIHYIO PEOJIOTMYECKYI0 KpUBYIO JedopMaluu HaNpsDKeHUs CIIBHra
(UM BSI3KOCTM) B 3aBUCHMOCTH OT CKOPOCTH HATMPSKEHUS O COBOKYIIHOCTH
TOYEK [@HHBIX B JMANla30HE YBEIMUYMBAIOLIMXCS M CHIKAIOUIMXCS CKOPOCTEH
HaMpPSDKEHUST TaK, 4TOOBI JIIOOBIE JIMHEMHbIE YacTH BOCXOISANIMX KPHWBBIX HIIN
HUCXOMSAIMX KPUBBIX ObuUIM YeTKO WAeHTH(UIIMpoBaHEL. OOpa3syrommecs

KpPHBBLIC HGO6XOI[HMO OIMCaTh, C TIOMOIIBIO MOJIMHOMUAIBHBIX JIMHUM TpEeHOAa
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(B momxomsAmeid  Moaupukammu), YTOOBl MOXKHO OBUIO  pacCcYMTAThH
HEOOXOAMMBIE YHUCIIEHHBIE TOKa3aTelu;

0)ucrbITaHKE HA [IPeJel] YIPYTOCTH U T0JI3y4ecTh;

B) OLIEHKY JIMHEHHOTO BS3KOIUIACTUYHOTO OTBETA (3aBUCHUMOCTH MOJIYJIS
HAKOILUICHUs U MOJLYJISl [IOTEPb OT YacTOThI KoJjiebaHuit).

83.HeoOxomumo  mpeacTaBUTh peorpaMMbl U KIacCUHUIMPOBATH
IIOBEJIEHUE TPOJNYKTAa B 3aBUCHMOCTU OT BJIMSIHUSI HANPSKEHUS W BpPEMEHH,
(Hampumep  MCEBIOIUIACTUYECKOE,  JWIATAHTHOE,  THUKCOTPOIHOE) M|
OXapaKkTepu30BaTh MX C MCIOJB30BAHMEM COOTBETCTBYIOIIUX METPHK.
MuHuManbHbI 00bEM MapaMeTPOB BKIKOYAET B ceOs:

a) BA3KOCTh TPU YCTAHOBJEHHBIX CKOPOCTSIX HAIPSDKEHUS IO JAHHBIM
pasHBIX peorpamm (Hampumep, mpu 1100);

0) 3HaYeHUs [IPEAEIIOB YIIPYTOCTH IJIACTUYECKOrO TOKA;

B) TUKCOTPOIIHAS OTHOCUTEJIbHAS TIIoMmaab (Sr);

I') BA3KOIUIACTUYHBIE MOYJIM HakoruieHus u noteps (G’ u G”);

1) Kaxyliascsl BA3KOCThb, TAHIEHC YTJia nmoTeps (tg o).

84. COoOTBETCTBYIOILIEE YCTAHOBJIIEHHE XapaKTEPUCTHUK PEOJIOTHUYECKUX
CBOMCTB MOJET TO3BOJIUTh HAEHTH(MUIIMPOBATh WM CIUIAHUPOBATH OoJiee
IIPOCTOE UCIBITAHUE, YTOOBI UCIOJB30BaTh €ro B creluduKanuy Ha TOTOBBIH

npernapar.

8. Onenka 6modapMareBTHUECKUX XapaKTEPUCTHK
JIEKapCTBEHHOIrO MperiapaTa
85.Heobxogumo paspadoTtaTe UCCIENOBaHMs, TTO3BOJSIONIAE YCTAHOBHUTH
Takue OwmodapmalleBTUUECKHE XapaKTePUCTUKH JIEKApCTBEHHOI'O TMpemnaparta,

KaK PacTBOPEHUE JJisi CYCIIEH3UH M BBICBOOOIYKAECHUE JAEHCTBYIOIIETO BEINECTBA
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in Vitro B COOTBETCTBHM C METOJUKOM coryiacHo mnpuwiokenuo Ne 1 x
HacToAIMM TpeboBaHuAM, U TIOKa3aTh ero cTadKuIbHOCTE BO BPEMsI XpaHEHHS.
86. I ycraHoBiieHUsl OHO(apMalieBTHUECKUX XapaKTePUCTHK TaKKe
JIOITyCKAeTCs WCIIONB30BATh UCCIIEOBAaHUE IPOHUKHOBEHUS B KOXY in Vilro
B COOTBETCTBUU C METOJMKOM COIVIACHO NpWJIOKeHWI0 Ne 2 K HaACTOSALIUM

TpeboanusM.,

9. Onucanne ocOOEHHOCTEH MPUMEHEHUS JIEKApPCTBEHHOTO
Iperapara B perucTpalioOHHOM JIOChe

87.0O06m1as xapakTepuCTUKA JEKapCTBEHHOTO Mpenapara ¥ MHCTPYKIIKS 110
MEIULIMHCKOMY MPUMEHEHUIO (JUCTOK-BKJIAJIBINI) JIOJDKHBI BKJIKOYATH B CeOsI
MHCTPYKIMKM U JI0Oble HEOOXONMMBIE TpeaynpexaeHus Mo 6e30macHOMY
PUMEHEHHIO JIEKAPCTBEHHOT'O TIpernapara.

88.IIpuBoguTcss (ecnmu TPUMEHHUMO) OIIMCAHHUE  JIOMOJIHUTEIBLHOTO
npeoOpa3zoBaHus (HampuUMep, CMEIIeHHs ¢ KakKuMH-JTH00  BellecTBaMH
HOCUTEJISIMK) JIEKApCTBEHHOrO Tpernapara MpH ero HaHeCEHHWH IoTpeOuTeseM
(MEIUITMHCKUM PaOOTHHUKOM).

89.1lpy omnmcaHuu crocoba NpUMEHEHUs B 0OIIeH XapaKTepUCTHKE
JIEKAPCTBEHHOI'O Ipenapara M MHCTPYKIUM 0 MEJIUITUHCKOMY IIPUMEHEHUIO
(JiuCTKe-BKIIa/IbIIIE) TOJIKHA OBITh IPUBENIEHA Clleqytolas HHMOpMaLUs:

a) MECTO HaHECCHHS;

0)uHpopManys 0 HEOOXOIUMOCTH M30eraTh HAHECEHUS JIEKAPCTBEHHOTO
[periapaTa Ha OIpeeIeHHbIe YYaCcTKU KOXKHOTO TOKpPOBa (TIOBPEKICHHYIO MK
HETIOBPEXK/ICHHYIO KOJKY, PAHEBYIO MOBEPXHOCTh U T.IL.);

B) TpeOOBaHMS K MPEABAPUTEITHLHON 00paboTKe KOKU;
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) iHpopMalys O BIMAHMHU Ha SKCIO3UIMIO JEKAPCTBEHHOTO Iperapara
IKCTpPEMAJIBHBIX YCIOBHMIl OKpyKatommiei cpeipl (Temia, X0Ja0[a, COJHEYHOTO
CBETA);

n)uHpopMaIysl O BIMSHUM Ha peanusauuio s¢dexra JIeKapcTBEHHOTO
nmpenapara Iocjie ero HaHeCceHWs TOBCEJIHEBHOM (U3MUECKON aKTHBHOCTH
naiuyeHTa (HarpuMep, YMbIBaHMsA, TIPUHATHS TyIIa WK BaHHBI, UCIIOJIb30BAHKS
COJTHIE3AIIUTHBIX CPENICTB WU YBIIAXKHUTEIIEH);

€) HeOOXOMMBbIE ~ OrpaHWueHus  (Hampumep, TPEeaAyIpekKACHHEe O
HEOOXOAMMOCTH u30eraTb HAHECEHWs JIEKapCTBEHHOTO TIperapaTta Ioj
OKKJTFO3MOHHYIO TTOBSI3KY);

) yKa3aHue JIF0ObIX 0COOBIX YCIIOBUM XpaHEHUsI,

3) yKkazaHue O  HEOOXOAMMOCTM HE  JOINycKaTb  BO3MOXKHOCTH
HeTpeJHaMEPEHHOr0 UCIIOIb30BaHUS AEThMHU;

M) [IPEIOCTEPEKEHNUsT O  BOCIUIAMEHAEMOCTH Ul JIEKapCTBEHHBIX
npernaparoB, COAepXkallliX  BOCIUIAMEHSEMBIE  JIETy4YHe  PaCTBOPHTEJIH.
Hanpumep:

«OmnacHo! MoxeT BOCIUIaMEHSAThCS. XPaHUTh BIAJIM OT TeIUIa, FOPSYHX
MTOBEPXHOCTEH, UCKP, OTKPBHITOTO TJIAMEHH M JAPYTUX UCTOYHUKOB BO3IOpPAHUSI.
He xyputb Bo Bpemsi mpuMeHeHus! 3aluiiarh OT BO3ACHCTBHS COJIHEYHOTO
ceera! He nogeeprars Bozaeiicteuro temmnepatyp Boime 50 °C. He pacnbuisTh
Ha IJIaMsl WK JIPyTryue UCTOYHUKH BO3TOPaHUS.Y;

K) uHbopMalus i TMAalUEeHTOB, Y KOTOPHIX TPUMEHSIOTCS OOJBIINE
konuuectBa (> 100 r) sroboro jnekapcTBEHHOIO Mpernaparta Ha napauHOBOM
OCHOBE, 0 HEOOXOAUMOCTH PEryJISIPHO MEHATh OACKAY, MOCTENbHOE Oelbe N
MOBSI3KM, TPONHUTAHHbIE (3arpsi3HEHHBIE) TaKWUM TIpermapaToM, W u3berarb

npeObpiBaHMs BOIM3M OTKPBITOTO OrHs. Hampumep:
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«Ecnm  nexapcTBEHHBIM Iperapar HAHOCHUTCS IO/ TIOBS3KY WK
KOHTAKTUPYET C OAEKIOM, CYLIECTBYET PUCK, YTO TIPU KYPEHUN WIH KOHTAKTE C
OTKPBITHIM OTHEM MOJXKET MPOU30UTU BO3TOPAHUE TIOBSI3KH MJIM TKAHHW O IBL.

Ha Bpems npumenenus npernapara npekpaTure KypeHue, He UCIOIb3yiiTe
OTKPBITBIA OroHb (MM HE HAXOJWTECh BOMU3H KYypAIIUX JIOAEH WIH
MCTOUYHMKOB OTKPBITOTO OTHS) WM He MpUOIMKalTeCh K MHBIM MpeaMeTaM U
MECTaM, KOTOpBIE MOIYT BBI3BaThb BO3rOpaHHe, TOKa TMPUMEHSEMEBIH BaMu
JIEKApCTBEHHBIN Mpenapar COMPUKACAeTCs ¢ Balled OIEekKIOi, MOBSI3KOW WIIN
OMHTaMHU.

PerynsapHo MeHslTe ofexay M TMocTelbHOe Oeibe (IPEeIoYTUTENHHO
€KEIHEBHO), TOCKOJIbKY TMapaduH NpPONMUTHIBACT TKAHM U TIOTEHIHAILHO
orgeonacen. Heobxonumo uzberats nonagaHus 1eKapcTBEHHOTO MperaparTa Ha
CHJICHbE CTYJIa WU UHYIO MeOelb.

Coobumre BamiyM OJM3KUM WM JIMIAM, OCYIIECTBIISIOIIMM 32 BaMM
YXOI, O CBOEM JICYEHUUM U [OKKUTE UM JaHHYIO WHCTPYKLHUIO [10
MEIULUHCKOMY MPUMEHEHUIO (JTUCTOK-BKIIAIBIII).

IIpenynpenute Baiero Bpaua, MeJICECTpy WiIH (papMareBTa O TOM, YTO BEI

Kypute. OHM CMOTYT AaTh PEKOMEHIAIMH T10 MPEKPAIICHUIO KYPEHHSL. ).

10. Pa3zpaboTka mpoiiecca Mpou3BOJCTBA U IIPOU3BOJICTBO

(pazpesbt 3.2.P.2.3 1 3.2.P.3 Mmoayst 3 perucTpamimioHHOTO JI0ChE)

90.B oTHOMIEHWM IUCIEPCHBIX JIEKAPCTBEHHBIX (OPM JIEKAPCTBEHHBIX
npernaparoB (HanpuMmep, IBYX(a3HbIX SMYJIbCHI) M3MEHEHHS B COCTaBE W
(papMalLleBTUKO-TEXHOJIOTMYECKUX TapaMeTpax JIeKapCTBEHHOM (OopMBI I
Ipolecce IPOMU3BOJACTBA MOrYT IIOBIMATH Ha 0e30mMacHOCTE M (M)

9(p(b€KTHBHOCTI: JICKapCTBCHHOTO Iperiapara W IMO3TOMY BaXHBI AJIsI OCHKHW H
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KOHTpOJIA. BaXXHpIM MOXeT OBbITh HOPSAJOK  J100aBJIEHUS  Pa3IUYHBIX
KOMIIOHEHTOB B TOTOBYIO JIEKApCTBEHHYIO (OpMy, a TakkKe IapamMeTpsl
npoiecca MpOU3BOACTBA, TAKUE KaK TeMmIepaTypa M YCIOBUS NOMOT€HHU3ALMU
(HarmpuMep, CKOPOCTh U MPOAOIKUTEIbHOCTD).

91.1lpu TUnNMYHOM @poLIECCE TPOU3ZBOJICTBA KPUTHYHBIMU TOYKAMHU
OOBIYHO SBJISIFOTCS 00pa3oBaHWE JBYX- WIM MHOro()a3HOW CHCTEMBI W3
ofHO(a3HBIX CUCTEM M TOYKa, B KOTOPYIO H00aBnsieTcss JeHCTBYIOIIEE
BEILIECTRO.

92.TlockonmpKy CKOPOCTH BBICBOOOMKJIEHUS JeMCTBYIOIEro BeIECTBa,
MHUKPOCTPYKTYpa U ()M3MYECKHe CBOWCTBAa M peoslorMuecKkue mpoduiin
JIEKapCTBEHHOTO  IIpernapara  MOrYT  OBITb  IOABEPXKEHbI  BIIHSHHUIO
MacIITaOUpoOBaHuUs,  OCOOEHHO  BaXKHO, 4YTOOBI  yKa3aHHbIE  CBOMCTBa
BepUPUIMPOBAITUCH B IIPOMBILLIJIEHHOM MaciiTade.

93.Paznensr 3.2.P.3.3 u 3.2.P.3.4 mMonymnst 3 perucTpardoOHHOIO JOCHE
JOOJDKHBI  CONEpIKaTh TPeOyeMBl Uil OIEHKH SKBHUBAJICHTHOCTH OOBEM
uHGOpPMalMy M BKJIIOYATh KPUTHUHBIE W HEKPUTWUYHBIE TTapaMeTphl Ipolecca
MPOU3BOJCTBA M OOOCHOBBIBAThCS JAHHBIMU BBITIOJIHEHHOW pa3paboTKu
mporiecca Mporu3BOCTRA.

94.Heobxonumo ykKa3aTb W OOOCHOBaTh NEPUOMABI XPaHEHHS MEXKIY
NPOMU3BOJICTBEHHBIMM LMKJIAMH W YCJOBHUS XpaHEHHUS pa3HBIX PacTBOPOB U
MIPOMEKYTOUYHBIX MaTEpPHAIOB, C YKa3aHUEM COOTBETCTBYIONIUX HCCIIEIOBAaHMI
CTaOUIILHOCTH U JIPYTUX PEJIEBAHTHBIX JIAHHEIX.

95.Muorue He(pacoBaHHBIE JIEKAPCTBEHHBIE Mpernaparhl JUIsi MECTHOI'O
MPUMEHEHUS 3aryCTEBalOT MPU MEPEMENTUBAHNN B TeUEHWE HECKOJIBKUX JHEH

nocjie ux InpoM3BOJACTBA. B Takux ClIydasax MOXKET Tpe6OBaTI)CH 000CHOBaHHUE
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BPEMEHHOT'O OTPe3Ka MEKIy IPOU3BOJICTBOM He(aCOBAHHOTO JICKAPCTBEHHOIO
npenapara 1 (pacoBKOM JIEKapCTBEHHOTO TIperapara.

96.HeobxoauMo  Taxxke 0OOCHOBaTH TMPHUTOJHOCTH  KMCIIOJIBL3YEMOM
YNaKOBKH JUIST TPOMEKYTOYHBIX IIPOJYKTOB, XpaHEHWs HehacoBaHHOro

JIEKapCTBEHHOI'O [IPEnapaTa U ero TPaHCIOPTUPOBKH (TIEPEBO3KH).

11. Cucrema yrnakoBKH (YKYTTOPKH)
(paszmen 3.2.P.2.4 Momynst 3 perucTpaluoOHHOTO J10CKE)

97.HeobxomumMo  NpoaHalM3UpOBaTh W OOOCHOBATH  IIPUTOIHOCTH
CHCTEMBI YMaKoOBKM (ykymopku). Takoil aHanu3 M 0OOCHOBaHHE OJDKHBI
BKJIFOYATh B Ce€0sl BLIOOP MAaTepHaioB, 3alllUTy OT BJArd, KMCIOPOJAa M CBETa
Tam, TI¢ NPUMEHUMO, COBMECTHMOCTE JIEKAPCTBEHHOTO TIpeIaparTa ¢ CUCTEMON
YIaKoBKH (YKyNOpPKH), AO3UPOBaHUe, YA0OCTBO IMPUMEHEHHS U GE30MACHOCTD
JIEKapCTBEHHOTO TperapaTa.

98. CrepuibHbIE JIEKAPCTBEHHbIE TPENapaThl JOJDKHBI OBITH YIIAKOBAHBI
B OJTHOPA30BBIC KOHTEUHEPHI.

99.Ecmm  kakoe-mubo0  uW3fenWe  YIIAKOBBIBAETCS  COBMECTHO  C
JICKAPCTBEHHBIM  IIperiapaToM (4ToOBI 00JIErYuTh, HAMpUMep, OTMEPUBAHUE
(o3upoBaHKeE) UM HaHeCeHWe (ANIUIMKALMIO) JIEKAPCTBEHHOrO Mpenapara), K
TaKOMY M3JICJTUIO JIOJDKHBI IIPUMEHATHCS TPeOOBaHMs, yKa3aHHBIE B IMyHKTE 187
llpaBun  perueTpauuu M IKCIepTH3bl.  HeoOXOOUMO  MOATBEPIUTE
COBMECTHUMOCTb MEXKAY TAaKUM H3JIEIMEM M JICKAPCTBEHHBIM IIPEIapaToM U,
€CIM  JaHHOE M3JEJIME  BBIIOJNHACT (YHKUMU [103aTOpa, HEOOXOIUMO
MOATBEPAUTH €r0  CIIOCOOHOCTH OCYILECTBIATh TPABHIBHOE J[O3MPOBAHKE

JIEKapCTBEHHOTO Ipernapara.
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12. Mukpobuosiorndeckue XapakTepucTuku
(pazmen 3.2.P.2.5 Mmoynst 3 perucTpanoHHOro 10Che)

100. Mukpobuosiornyeckasl 4MCTOTa JI@HHOW TPYMIBI JIEKAPCTBEHHbIX
NpernaparoB JO/DKHA 00€CeYrBaThCS B TOM K€ TOPSJIKE, YTO ¥ B OTHOLLIEHUH
JIEKapCTBCHHBIX IPENapaToB ¢ JIPYIMMU IIyTAMU BBEIEHUS, C YUYETOM TOT'O, YTO
HEKOTOpbIC JICKAPCTBEHHBIE IIperapaTbl MOTYT HAHOCHTLCS HA MOBPEKIEHHYIO
KOXy. JlekapcTBeHHBIE IIpenaparbl AODKHBI COOTBETCTBOBATH TPeOOBAHUAM
obmmei papmaxoneitnoit crateu 2.3.1.2 «TpeGoBanus K MUKPOOUOIOTHIECKO
YUCTOTE JIEKAPCTBEHHBIX IIPEnapaToB, (apMaleBTHYECKUX CyOCTaHIUN wu
BCTIOMOTaTeIbHBIX BEILIECTB JIJIs UX IIpousBojicTBay Mapmakonen Corosa.

101. CrepunbHOCTS JIEKApCTBEHHOTO TMpelapara TpeOyeTcsl, €cid OH
[perHa3HaYeH ISl HCIOJL30BAHMA Ha OONBIIMX OTKPBITHIX WK IIIyOOKHX
paHax MO0 Ha 3HAYMTEILHO MOBPEXIEHHOM Koxe. CTepuibHOCTL TpebyeTcs
JUIA  JICKapCTBEHHBIX IIPENaparoB, WUCIOJIb3YEMBIX IIepel HMHBAa3MBHBIMU
HpoueaypaMu (HallpuMep, Ui NPeJONepariioOHHOr0 KOYKHOTO aHTHCENTHKA), a
TaKXkKe I JIEKAPCTBEHHBIX MPETNApaToB B (hopMe pacTBOPOB Ik OPOILEHUS.

102.B  orHOIIEHMM HeCTEPUIBHBIX JIEKAPCTBEHHLIX IIPEMapaToB B
KOHTCHHEpax JIIi MHOTOKPATHOIO MCIONB30BAHUS HEOOXOAMMO OOOCHOBATH
BKJIIOYCHHE B COCTaB  JIEKAPCTBEHHOIO  IIpenapara aHTUMHKPOOHOro
KOHCepBaHTa. Mcronb3yeMas KOHLEHTpaLus aHTHMHKPOOHOIO KOHCEpBAaHTA
JIOJKHA  OBITh  MHMHUMAIBHO BO3MOXKHOM W JIONDKHA COOTBETCTBOBATE
TpeboBanusam oOmel Qapmakoneitnoir crateu  2.3.1.1 «DddexTHBHOCTD
aHTUMUKPOOHBIX KoHcepBaHTOB» ®apmakomen Coro3a. Jlnst MHorogasHbx
JEKapCTBEHHBIX  IPENaparoB  HEOOXOIMMO  TPENCTAaBUTL  JAHHBIE O

PacTBOPUMOCTH KOHCEpPBaHTa B KaXIOH (ase.
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13. Ctparerus KOHTpOJIs

103.Crpareruss KOHTpOJs, NpPUMEHseMas TP IPOU3BOACTBE AAHHON
IPYIIBI JIEKAPCTBEHHBIX TPENAPATOB, JOJDKHA COOTBETCTBOBATH TPeOOBAHMAM
riaaB II w III gactu III TIpaBun najmexxariedf mpoW3BOJACTBEHHON NPAaKTUKH
EBpasuiickoro 3KOHOMHYECKOIO COr03a, yTBepKaeHHbIX Pemenuem Cosera
EBpazuiickoil 5kOHOMHUYECKOH Komuccuu oT 3 Hos0ps 2016 r. Ne 77 u axram
opranoB Coroza B cdepe QapmaneBTHUECKOW pa3paboTKU JieKapCTBEHHBIX
npemaparoB.  CiienyeT NOpHUBECTM M MPOAHAIU3UPOBATH  KPUTHYECKUE
[I0Ka3aTe/ld KadyecTBa, HEOOXOAMMBIE [JII KOHTPOJS  BBICBOOOXKIEHUs
JEHCTBYIOLIErO BEIIECTBA, TO €CTh €ro BBICBOOOXKACHMS in  Vifro WIH
pacTBopeHus U (€Cau MPUMEHNUMO) IPOHUKHOBEHUS B KOXKY iK Vilro.

104. ®apmarieBTHYEeCKast pa3paboTKa JIOMDKHA YCTaHABIMBATL CBSI3b
MEX]Ty ITOKa3aTesIIMU KadecTBa, 6uohapMalieBTHUECKUMU XapaKTepUCTHKAMU

JIEKapCTBEHHOTO IIpernapara 1 ero KIMHuYecKoi 3¢(heKTHBHOCTEIO.

14. Crietudukanun
(paszmen P.5 Monyiisi 3 perucTpaimoHHOIO TOCHE)

105. Cneundukanys Ha AaHHYHO TPYNILy JEKApCTBEHHBIX IPENapaToB
JOJDKHA COOTBETCTBOBAThH TpeOoBaHMAM mpuiokeHus Ne 1 x PykoBomacTBy 1o
COCTABJIEHMIO HOPMAaTHBHOIO JOKYMEHTa I[I0 KadecTBY JIEKapCTBEHHOIO
lperapara, YTBEPKIAECHHOMY Pemenuem Konneruu EBpasuiickoi
O9KOHOMHMUYECKOH KomMuccuu oT 7 ceHTsiOps 2018 r. Ne 151, B oTHOmEHUM
crenu@UKaluii Ha HOBBIC aKTHBHBIE (apMaleBTUYEeCKUe CyOCTaHIMH H
JICKapCTBEHHBIE  TpEnapaTbl  XUMHYECKOro  CcUHTe3a, IpeOoBaHuIM K
NPOBEJECHUIO MCCIIEN0BAHUN (UCIBITAHUI) JIEKAPCTBEHHBIX CPEACTB B YaCTH

OLEHKM M KOHTPOJS COAEpXKaHWs IIpUMecel, YTBeplKIeHHBIM PelreHuem
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Komnernn Eppasuiickoli sxoHOMHUYecKOi komuccuu oT 4 okTsOps 2022 T.
Ne 138, a Ttaxxke TpeboBanusm @Papmakorien Coro3a Ha KaXkIblid BHJT
JIEKAPCTBEHHOM (POPMBI.

106. Crieruukanuss Ha JIeKapCTBEHHBIM MpenapaT J0JDKHA COAEpPKaTh
UCHBITaHUs Ha (PU3MYECKOE, XUMUYECKOE UM MUKPOOHMOIOrM4ecKkoe KadecTBO
U OLIEHKY OmodapmaleBTHYECKUX XapaKTepUCTHK JIEKApCTBEHHOTO IIperapara,
TO €CTh FapaHTHPOBATH 00ECTIEUEHNE KOHTPOJISI yCTAaHOBJIEHHBIX XapaKTePHUCTHK
JIEKapCTBEHHOIO Iperapara.

107.Heobxonumo oOecreunuTh KOHTPOJIb CIAEAYIOMUX HEIOCTAaTKOB
KauyecTBa JIEKAPCTBEHHOIO IIperapara, CIOCOOHBIX OTpPa3UThCs Ha  €ro
3 PEKTUBHOCTH:

a) KpUCTaio0bpa3oBaHue;

0) cunepesuc (PKCTpaKUMsI WA BBITECHEHHE JKUIKOCTH W3 MSTKOM
opmEI);

B) HEOJHOPOAHOCTE MOTOBOTO JIEKAPCTBEHHOIrO IIperapara B KOHTeiiHepe
(BBI3BaHHAS CEAMMEHTALMEN ero KOMIIOHEHTOB).

108.B  oTHOLIEHMM JIEKAPCTBEHHBIX MpPEMapaToB IS  MECTHOI'O
MPUMEHEHUs] pacueT MaKCUMalbHOW CYTOYHOW MO3BI JUISI YCTAHOBJICHUS
IIPENEIIOB CONEPKAHUS IIPOLYKTOB JErpafallii He MOKET ObITh BBIMOJIHEH TIO
METOJAMKAM, IPUTOAHBIM Ui TBEPABIX IEPOPalbHBIX JIEKAPCTBEHHEBIX
MpenapaToB WK JIEKAPCTBEHHBIX I[PENapaTroB i UHbEKUUHA. OTKIOHEHUSS OT
CTaHJAPTHBIX METOAMK pacyeTa HeoOXOAMMO OOOCHOBBIBATE C YUETOM
BOTIPOCOB 0O€30TMaCHOCTH, a TAKKe CIEAYIOINX (PaKTOPOB:

a) Tpebyemas IIPOJIOJKUTENBHOCTD JIeYEHUs u KOJIMYECTBO

JICKAPCTBEHHOI'O IIPEITapaTa HAHOCHUMOI'0O MECTHO, OOBIYHO BapbHUPYIOTCA B
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OonblUei  CTENeHH, 4YeM JUIi  TBEPAbIX TMEpPOPabHBIX  JIEKapCTBEHHBIX
MpernaparoB WK JIEKaApCTBEHHBIX MPENapaToB JIJIsi MHBEKIINII;

©) YPOBHHU 3KCTIO3HIIMH ITOCIe TIPUMEHEHUS! JIEKAPCTBEHHBIX MPENapaToB,
HAHOCHMBIX Ha KOXKY, CUMTAIOTCS rOpa3io MEHbIIUMH, YEM YPOBHH SKCIIO3ULINN
nocyie MPUMEHEHHMS JIEKApPCTBEHHBIX MPENapaToB ¢ CUCTEMHOMN SKCIIO3ULIMEN.

109. Heobxonumo npumeHsTh 0oJiee HKECTKHE MEPHI MPeT0CTOPOKHOCTH
IIPY pacyeTe KpUTEPUEB NIPUEMIIEMOCTH (YpOBHEH) sl colepaKaHus puMecei
B OTHOIIEHUM JIEKAPCTBEHHBIX IIpENapaToB, HAHOCHUMBIX Ha IMOBPEXKICHHYIO
KOy, WJTU TPENapaToB, COAECPKAITUX YCHIIUTEN IPOHUKHOBEHHS.

110.Ecin B crienuQuKanuio BKIIIOYEHB KPUTEPUU TPHEMIIEMOCTH Is
uccnenoBanuii  OuogapMareBTUYECKUX  XapaKTEPHCTHK  JIEKAPCTBEHHOI'O
npenapara (TO €CTh pacTBOPeHHUE, BEICBOOOKICHHUE ACHCTBYIOIIETO BEIIECTBA C
WCTIONb30BaHUEM  CHUHTETHYECKON  MeMOpaHel U (€ciid  TIPUMEHHMMO)
MCCIIE/IOBaHNE Ha NMPOHMKHOBEHHE B KOXKY), MX HEOOXOTUMO OOOCHOBATH I1O
JAHHBIM CEpUil JIEKAPCTBEHHBIX IIPENApaToB, [UI KOTOPLIX MPOBEICHBI
KIMHWYECKWE  HCCIENOBAaHWS W YCTAHOBJIEHBI  YIOBJIETBOPUTEIIHHBIE
3¢ PeKTUBHOCTE U 0€301acHOCTh. KpHTepuu IIPHEMIIEMOCTH JIO/DKHEI OBITH
OJIMHAKOBBIMM IIPH BBIIYCKE M Ha KOHEL[ CpOoKa TOJHOCTH (CpoKa XpaHEHHs)
JIEKApCTBEHHOTO TMpernapara, €cCJM TOJIBKO HHOE He OO0OCHOBAaHO M HE

IMOATBEPKACHO TaHHBIMHY KIIMHUYCCKHX HUCCIIEJOBAHUM.

15. CTabunbHOCTH IEKapCTBEHHOTO TIpenapara
(pazmen 3.2.P.8 Momyns 3 perucTpaioHHOrO J0Che)
111.Yro6p1 ofecmeyuTbh KauyecTBO U CTAOMJIBHBIE XapaKTEPUCTHKU
JIEKAPCTBEHHOTO IIpernapara Ha TPOTSHKEHMM BCEro CpoKa TIOJIHOCTH (Cpoka

XpaHEHHUs), YCTAaHOBJIEHWE CpPOKa TOMHOCTU (CpoKa XpaHCHHS) JIOJHKHO
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OCHOBBIBATHCSI Ha  (DU3UYECKOH, XUMHUECKOH W  MHKPOOHOJIOrMYECKOM
cTaOMJILHOCTH JIEKAPCTBEHHOTO TIperapaTa, a Takke Ha BBICBOOOKIEHUU
JENCTBYIOILIETO BeIllleCTBa in vitro UJIH Ipyrux UCIBITAHUIX
OnodapmaleBTHUECKUX XapaKTePUCTHK JIEKAPCTBEHHOTO IIpernapara.

112.Heobxonumo  omeHUTH  (akTopbl pUCKa Il CTaOMIBLHOCTH
JIEKaPCTBEHHOTI'O Ipenapara (Hanpumep, OCaxKJIeHue, POCT YaCTHUIL, M3MEHEHUE
KPUCTAJUIMYECKOTO COCTOSHUSA WM IPYyTHe XapaKTepUCTUKU J1eHCTBYIOIIETO
BEIIECTBA, IMOTEHIMAIBHO BIIMAIOLIME HA TEPMOJUHAMUYECKYH) AKTHBHOCTD,
U3MEHEHUs] B OMYJBCHOHHBIX  xapakTepuctukax). (CoOTBeTCTBYIOIIHE
WCTIBITAHUS ~ HEOOXOAMMO  BKJIIOYUTH B CHeUM(UKAIMIO  KadecTBa
JIEKAPCTBEHHOTIO Ipernapara B MCCJIEIOBAHUN CTAOMJIBHOCTH IOIIOJHUTEIBLHO K
UCIBITAHUAM, IIPEJYCMOTPEHHBIM B CHELM(UKALUU Ha JIEKAPCTBEHHBIM
npernapar.

113.1lpu uccnenoBanuu CTaOMILHOCTH CJIENYET YUYMTHIBATE TAKKE TAKHUE
napaMeTpbl  ((pakTOpel pHCKa), KaK 3arycTeBaHHUE TIIPH TepeMelIMBaHNH
JIEKapCTBEHHOT'O IIpenapara U U3MEHEHUS B MHUKPOCTPYKType JeHCTBYIOIIETO
BEIIECTBRA JIEKAPCTBEHHOIO IIperapara.

114.1Iporpamma CTaOMJIBHOCTH JOJDKHA BKJIFOUATh B Ce0s CTPECCOBBIE
WCCIIEIOBAaHMs JIEKAPCTBEHHOTO TIpernapara, YToObl OLEHHUThL BIHSHUE KECTKUX
YCJIOBUM XpaHEHWs Ha JIEKapCTBEHHBIM mpenapat (Hanpumep, ITUKIAYHOCTH
WU3MEHEHUS TEMIIEePATYPHI IJIs1 KPEMOB M AMYJILCHUIA).

115. Cnetmdukanmsi KayecTBa B HCCICIOBAHUKM CTAOMIBHOCTH IOJDKHA
BKJIFOUATh B ce0sl MCHBITAHUs, TIO3BOJISIONINE OLEHUTH MPUIOJHOCTH CHCTEMEI

YIaKOBKH (YKYTIOPKH).
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116.B pamkax nccrienoBaHuii cTaOMILHOCTH HEOOXOIMMO IIOATBEPAUTE
ODOCHOBaHHOCTb ~ OCOOBIX ~ YCIOBHMI  XpaHeHus (HampuMep,  yClIOBHS
«HE 3aMOPAXKUBATDHY ).

117. lomkHa OBITH BBINOJHEHA IIPOrpaMMa CTaOWILHOCTH Ui TOTOBOTO
JIEKapCTBEHHOTO Iipernaparta. HeoOxoaumo, 4ToObI 3TH MCCIIENIOBAHUS HMEIU
00OCHOBaHHYIO HPOJOKUTENBHOCTE ¢ YYETOM MPOIOIDKHTEIBHOCTH JICYEHUSI,
peX¥Ma J03MpOBaHMA M BMECTMMOCTM yNakoBkW. He jomyckaercsa B3amen
MPOBENEHNS  HMCCICAOBAHMSI  CTAOMJIIBHOCTH BBOAWTH B  YKA3aHUA 110
NPYUMEHEHUIO JICKAPCTBEHHOI'O IMpemapaTa W3JMIIHUM €ro pacxoj WIH

YCTaHABIMBATD CIIUIIKOM KOPOTKUE CPOKHU TOTHOCTH (CPOKH XpAHEHHS).

V. DKBHBAJIEHTHOCTH Ka4€CTBA JIEKAPCTBEHHBIX TIPENApaTOR
JUIsL MECTHOTO TIPUMEHEHHSI

1. O6wmnii nogxom K 000CHOBAHUIO SKBUBAICHTHOCTH KAYECTBRA
JIEKaPCTBEHHBIX MPETAapaTOB A7 MECTHOI'O MPHUMEHEHMS

118. Mccnenopanyie  GMOSKBUBAIEHTHOCTH J€KAPCTBEHHBIX IIpernapaToB
JUIE MECTHOIO MPUMEHEHMs JOIyCKaeTcs NPUMEHSITL Uil ODOCHOBAHMS HX
TEPANEBTUYECKON SKBUBAICHTHOCTH II0 OTHONICHUIO K TIperapaTaM CpaBHEHUs
BMECTO KIMHMYECKUX MCCIIE/IOBAHUI TepaneBTUYECKOM KBUBAJIEHTHOCTH IPH
YCJIOBMHM, YTO B pamMKax 3TOr0 MCCIENOBaHMS MPOAHATU3UPOBAHEI ACIEKTEHI,
OTHOCSIIMECS K 0e30MacHOCTH, 3(P(MEKTHBHOCTH W KayecTBY JIEKapCTBEHHOTO
rperapara.

119.B  oTHomenuu TpOCTBIX MO  COCTaBy W (apmaneBTUKO-
TEXHOJIOTUMECKAM ~ MapaMeTpaM  JIEKApCTBEHHBIX  (opMm  (Hampumep,

OMHO(A3HLIX PacTBOPOB, rejiei, Masel) JOMyCKaeTcs: TOIBKO JEMOHCTpaIIUs
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SKBMBAJIEHTHOCTH B OTHOLIEHHMHU KayecTBa (TO €CTh MPUMEHEHNE PACIIUPEHHOMN
(papMalieBTUYECKOM HIKBUBAIEHTHOCTH).

120.B orHOmeHuu Oonee CIOXKHBIX TIO cocTaBy M (hapMaleBTHKO-
TEXHOJIOTMYECKUM IIapaMeTpaM JIEKAapCTBEHHBIX (OPM WM JICKaPCTBEHHBIX
gopMm,  coxepxalMx ~— BCIOMOraTeNbHBIE  BEUIECTBA, KOTOPBIE  MOTYT
HEMOCPECTBEHHO BIMATH HAa OMOJOCTYIHOCTH JEHUCTBYIOMIETO BEIIECTBA HIIK
OrodapmaneBTHYECKe XapaKTEPUCTHKKH JIEKAPCTBEHHOIO IIperapara, Kak
IpaBuWIo, TpeOyIOTCA JIOMOJHUTENbHBIE WCCIEAOBAHUS OJKBHBAIIEHTHOCTH
KMHETUKY IPOHUKHOBEHMS U (€CIIM MPUMEHNUMO) (hapMaKoIUMHAMHUKH.

121.Cocras, (dapmareBTHKO-TEXHOJIOIHYEeCKUE IapaMeTphl
JIEKapCTBEHHOM (DOPMBI U JO3UPOBKA JIEKAPCTBEHHOTO Mperapara JOJDKHEI ObITh
TaKUMH, 4YTOOBI MCCIENOBaHUS HKBUBAJICHTHOCTH M CBSA3aHHBIE C HUMH
aHAINTUYECKUE  METOOUMKM  OBUTM  JOCTaTOYHO  YYBCTBHTEJILHBIMU,
JUCKPUMUHHUPYIOIMMHY, NPABUIBHBIMU W MPEUU3UOHHBIMU JJIsI U3MEPSIEMOTO
napaMmeTpa (mapameTpoB) KUHETUKH NPOHUKHOBEHMUSI WK
(hbapMakoMHAMUYECKOTO napameTpa (mapameTpoB), TIO/11A0TIET0Cs
KOJIMYECTBEHHON XapaKTepUCTHKE.

122 TTogxonsl, ykazanusle B myHKTax 119 — 121 Hacrosmmx TpeGosanuii
HE IPUMEHUMBI JIJIs JIEKAPCTBEHHBIX MPENapaToB:

a) C Y3KUM TeparneBTUUECKUM HHJIEKCOM;

0)c [0303aBUCHMMOM CHUCTEMHOW TOKCHYHOCTBIO (38 MCKIIFOUEHUEM
Clly4aeB, KOT[a 5KBUBAJIEHTHAs CHCTEMHAs 3KCIIO3ULIMS YCTAHABIUBAETCS IIPH
IOMOIIHA CTaHIAPTHBIX HUcclIeJOBaHUM (dhapMaKOKMHETHYECKOM
OHMOPKBUBAJICHTHOCTH );

B)C HEYCTAaHOBJIEHHBIMM WM HESICHBIMH MeXaHu3MaMu (HaIpuMeD,

pacTBOpeHHUe, BBICBOOOXKIeHHME, MU(GQY3Usi U KUHETHKA IPOHMKHOBEHMUS),
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IIPH ITOMOIIH KOTOPBIX HGFICTB}’TOH.‘{GG BCUICCTBO NOCTUIa€T MECTA peau3aluuu

CBOEIo JICUCTBUSA;

r) CIocod NpUMEHEeHHs KOTOPBIX HE COBIAIAET CO CIOCOOOM IIPUMEHEHHS
Ipenapara CpaBHEHUSI;

J{) KOTOPBIC HEBO3MOXKHO TOJHOCTBIO OXapaKTEPU30BaTh C TOYKH 3PEHUs
OLEHKM IOKa3areNieil KadyecTBa (HampuMep, B CUIIy CIOKHOCTHM COCTaBa W
(bapManeBTHKO-TEXHONOTHYECKUX — MMapaMeTpoB  JIEKAPCTBEHHOM (dopmHI,
METOJ0JIOTUYECKUX OTPaHHYCHUH);

€)y KOTOPBIX HEBO3MOXHO W3MEPUTh C JOCTATOYHON BAaJIHMIHOCTHIO
NOJTAOINMEECA  KOJMYECTBEHHON —XapaKTepUCTHKE HapaMeTphbl KUHETHKU
MPOHUKHOBEHMs M (apMaKkOJUHAMUYECKHE IapaMeTphl (HArpUMep, BBHIY
OrpaHMYEHHOM TUM(PY3UK UM HEYYBCTBUTEIBHOCTH METOIMK MCTIBITAHUI);

K) B OTHOIIEHMH KOTOPBIX MCCIICHOBAHMS KUHETUKH TPOHUKHOBEHS
in vitro W in vivo uni (papMakoIMHAMUKA He MPOBOMATCS WIH HE MO3BOJSIOT C
AOCTaTOYHOW  JOCTOBEPHOCTBIO  BBIIOJHHUTH  [POTHO3  OXKHIAEMOTO
SKBUBAJICHTHOrO  KIMHMYECKOr0  OTBeTa  (HAlpUMep,  JIEKAPCTBEHHBIX
NpernaparoB, MPUMEHIEMBbIX [JIs JJEIE€HHs OTKPBITHIX PaH U 53B).

123. JInst rpymnm siekapcTBEHHBIX NpPEapaToB, YKA3aHHBIX B MyHKTe 122
HACTOSAIIIHX TpeboBanmii, HEOOXOIHUMO MPOBEICHHE KJIMHAYECKHUX

UCCIIEIOBAHUM TEP arleBTUYECKOM SKBUBAJICHTHOCTH.

2. PacimpeHnHas (apManeBTHIECKasi S9KBUBAIEHTHOCTh
(pacIIMpeHHbIH MOIX0/ K 000CHOBAHMIO SKBUBAIEHTHOCTH KAYECTRA
JIEKapCTBEHHBIX NPETapaToB Il MECTHOTO IPHMEHEHVs)
124. JloxazaTenbCTBO  HKBHBAJIECHTHOCTH  Tpebyer IIpEJICTaBICHUS

CPaBHUTEJILHBIX JaHHBIX O KAYECTBE HCCIICAYEMOTO JIEKapCTBEHHOI'O nmperapara

C COOTBETCTBYIOIIMMH JaHHBIMH IIpeniapaTta CpaBHCHMUS. B cBs3u ¢ stum mpu
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ONMCAHUM U OOOCHOBAaHMM DKBHUBAJICHTHOCTH XapaKTepPHCTUK KadyecTBa
JIEKapCTBEHHOTO TMpernapara B PErUCTPAIlMOHHOM JIOChE 3asBUTENL JIOJDKEH
MPEACTAaBUTL CBENIEHUS, TPEJYyCMOTPEHHBIE MyHKTamMu 72 — 74 u 161 — 169
Hacrosamux TpeboBaHui.

125.HeobxonuMo CpaBHUTH JIEKAPCTBEHHYIO (DOPMY, KayeCTBEHHBIH WU
KOJIMYECTBEHHBIN  COCTaB, MUKPOCTPYKTYpY ¥  (u3uueckue CBOICTBa,
OuodapmalieBTUUECKHE  XapaKTEepPUCTUKM  JIEKApCTBEHHOTO  IIperapara
(mampumep, pacTBOpeHHE, MCIBITAHUE Ha BBICBOOOXACHUE in Vitro U CIocod
IpUMEHEHHUs). B OTHOLIEHUM JIeKApCTBEHHBIX MPEapaToB I MECTHOTrO
MIPYMEHEHNS] Ha OCHOBE JIETYYEro PacTBOPUTENSI HEOOXOIUMO TaK)Ke CPaBHHUTH
JAHHBIE 0 MPe0dPa30BaAHUM ATOTO NpernapaTa Mpy HAHECEHUH.

126. DKBUBaJIEHTHOCTh KayecTBa JIeKapCTBEHHBIX MpenapaTon
HEOOXOAMMO OIIEHMBaTh Ha CEpHsIX JIEKApCTBEHHOTO IIperapara ¢ TEM IKe
COCTaBOM M CIOCOOOM TIPOM3BOZICTBA, KOTOpPBIE HIEHTHYHBI IO COCTABY U
croco0y MPOM3BOACTBA MPOMBIIITEHHBIM CEPHUSAM WM ONM3KM K HUM. Eciau
OTCYTCTBYIOT M3MEHEHUS B IIpOIlecCE ITPOM3BOACTBA W OOOpPYAOBAaHMHM U
IPEJICTABIEHO JOKa3aTENbCTBO, YTO MACIITAOMPOBAHUE HE BJIMICT HA KAYECTBO
mpernapara, TO B KauecTBE ajbTEPHATUBHOTO BapuaHTa IS IeJIei
YCTAHOBJICHHMsI ~ XapaKTEPHCTUK  JIEKAPCTBEHHOTO  TIperapara M €ro
COTIOCTABJIEHUS C TIPENapaTOM CPaBHEHMs JOITYCKAeTCs WCIIONB30BATh CEPHUU
OTBITHO-TIPOMBIIIUIEHHOTO MacinTaba, 00beM KOTOPBIX COCTABJSET HE MeHee
1/10 ot oOBbeMa cepuy MPOMBIIIIEHHOIO MaciuTada.

127. HecmoTps Ha TO, 4TO K MOMEHTY MOAAUM 3asBJICHUS HA PErUCTPALIMIO
JIEKQpCTBEHHOrO  TIperapara  3asBUTENb  paclojlaraeT  OrpaHHYEHHBIM
KOJIMYECTBOM JOCTYIIHBIX PEIPE3CHTATUBHBIX CEPHM MPOU3BEIEHHOTO WM

JIEKAPCTBCHHOI'O  IIpcrapara, B  PErUCTPAllMOHHOM  JJOChE HGO6XOI{HMO
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IPEICTaBUTL PE3yIbTaThl CPABHEHHUS IO MEHbBIIEH Mepe Tpex pa3HBIX Cepuii
UCCIIEyEMOT0 JIEKAPCTBEHHOTO TIpernapara U rperapaTta CpaBHEHHS.

128. JI1s1  BO3MOXKHOCTH  BBITIOJIHEHUSI ~ CTATUCTHYECKOM  OIIEHKH,
KOJIMYECTBO 00pa3LOB JIEKAPCTBEHHOI'O IIperapaTa HTOJDKHO COCTAaBIATH HE
MeHee 12 eMHUIl Ha CepHIO U3MEPEHUN B KaXKJIOM SKCTIEPUMEHTE.

129.11omyuennple  naHHblE  JOJDKHBI — TaKXKe  IMOATBEPIUTH,  4TO
XapaKTEPUCTUKH JIEKAPCTBEHHOI'O IIperapara OCTAlOTCS IOCTOSHHBIMU WU
OKBUBAJIEHTHBIMH Ha IPOTSHKEHUHM BCErO YKa3aHHOTO IMPOM3BOIMTENEM CpPOKa

TOJHOCTH (CpoKa XpaHEHHs1) JIEeKapCTBEHHOI'O TIpemnapara.

3. Kputepuu npruemieMoCTH paciiupeHHOR
(apmalrieBTUYECKON 3KBUBAIEHTHOCTH

130.IIpumenenue pacuiupeHHON (apMaleBTUYECKON SKBHUBAJIECHTHOCTH
MEXy MCCIEAYEMbIM IIpenapaToM M TMpenapaToM CpPaBHEHHs HOIyCKaeTcs B
Cllydae BBINIOJIHEHUSA BCEX YCJIOBHM, yKazaHHbIX B nyHkrax 131 — 134
HacToAmux TpeboBaHuiA.

131. lomxna ObITE 0OecIieueHa AEHTUYHOCTD JIEKAPCTBEHHOM (DOPMBI, TO
CCThb MCCIIEJlyeMbIH JIEKAPCTBEHHBIM IIpernapar JAOKEH WMeTh Ty IKe
JIEKAapCTBEHHYIO (POpMy, C TEM K€ COCTOSHUEM MEHCTBYIOIIETO BELIECTBA B
PacTBOpE UM B TEX JKE€ HECMEIMBAEMbIX (pazax, Kak U MperapaT CpaBHEHuS.

132. lomxkHo  OBITH  oOecrmedeHO  10jj00Me  KAayeCcTBEHHOTO |
KOJIMYECTBEHHOI'O COCTaBa HCCIENYEMOIO JIEKapCTBEHHOTO TIperapara M
npernapara CpaBHEHMs ¢ YUETOM CIIEIYIOLHUX (aKTOPOB:

a) cozlepKaHNe JICHCTBYIONIETO BEMIECTBA U €ro COojIeBast (popMa JOJIKHEI

OBITH OJHMHAKOBBIMHM .
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0) KaueCTBEHHbII COCTAB BCIIOMOTATEIbHBIX BEILECTB, BKIKOYAs KIacC UX
YUCTOTBI, U TMPH HEOOXOJAMMOCTH KOJIMYECTBEHHBIH COCTAB BCIIOMOIaTEIbHBIX
BEILLIECTB, JOJDKHBI OBITH OJMHAKOBBIMU (€ciu 3asBUTENIEM He 000CHOBaHa
BO3MOXKHOCTB MHOTO nojixofa). IIpu 3ToM BO Bcex ciydasX BCIIOMOTATENbLHEIE
BEIECTBa, (DYHKIMSA KOTOPBIX COCTOMT BO BJIMSHHUM Ha PaCTBOPUMOCTb,
TEPMOJMHAMUYECKYIO aKTHMBHOCTh WM OWOJOCTYIHOCTH JIEHCTBYIOIIETO
BEIlECTBA, W OHMO(papMaleBTUYECKUE XapPaKTEPUCTHKH  JIEKAPCTBEHHOIO
npernapara JO0J/DKHBl  OBITh  KAa4eCTBEHHO OJMHAKOBBIMH. HOMUHANLHBIN
KOJIMYECTBEHHBIA  COCTAaB  BCIIOMOTATENBHBIX  BEINECTB  JIOJDKEH  OBITH
OJMHAKOBBIM WM OTJIM4YaTbcsd He Oonee yem Ha + 5 %. Hampumep, ecnm
BCIIOMOraTeJbHOE BEIIECTBO CONEPXKUTCA B IlIpernapare CpaBHEHHsS B
KonndyectBe 2 % IO Macce, €ro JOMYyCTUMBIHA [Uama3oH COAEP)KaHUsI B
UCCIIelyeMOM Ipenapare coctaisieT 1,9 — 2,1 % no macce npemnapara;

B) IOIyCKaeTCs  OTJIMUME B  KAYECTBEHHOM COCTaBe JUId  TeX
BCIIOMOT'aTEJIbHBIX BELIECTB, OCHOBHas (YHKLHUS KOTOPBIX HE CBs3aHa C
obecrieueHneM  O6uodapMaleBTHYECKUX  XapaKTEPUCTUK  JIEKAPCTBEHHOIO
I[Ipernapara Wik ero BBeJICHHEM (HampuMep, TaKuX BCTIOMOI'aTeNIbHBIX BEILECTB,
KaK aHTHOKCH/IAHTBI, aHTUMMKPOOHBIE KOHCEPBAHTBI, KPACUTENIU, KOTOPHIE HE
MMEIOT MHBIX (DYHKIMH B coOcCTaBe JIEKAPCTBEHHOW (OPMBI WM KaKOro-indo
adexra, KOTOpBI BIMAET HA PACTBOPUMOCTh, TEPMOIMHAMUYECKYIO
aKTUBHOCTH WM OMOJOCTYIIHOCTH  JIEMCTBYIOIIEro  BEIIeCTBA U
OnodapmaneBTUIECKHE XapaKTePUCTUKH JIEKapCTBEHHOro Impenapata). Ilpu
BBITIOJTHEHWM 3aMEHBI BCIIOMOTATENIbHBIX BELIECTB B COCTABE JIEKAPCTBEHHOIO
Iperapara II0 CPaBHEHHUIO C COCTAaBOM IIpernapaTa CpaBHEHHsS IOITYyCKAETCH
NPUMEHATE  IIMPOKO  MCHOJb3yeMble  (OOIIENpPHHSTBIE,  CTAHAAPTHHIE)

BCIIOMOTI'aTCJIbHBIC BEIIECTBA B OOBITHBIX KOJIH4eCTBax, IIpU 3TOM CJICOYET
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IIPUBECTM B COCTAaBE€ PErUCTPAIMOHHOTO [JOChe AaHaIU3  BO3MOIXKHBIX
B3aUMOJIENCTBUM, BIIMSIOIMX HAa XAPAKTEPUCTHKH OMOMOCTYNHOCTH U (MJIH)
PacTBOPUMOCTH JIEKAPCTBEHHOTO TIpernapara;

I') IOIMyCKaeTCsl UCTOJIb30BaHUE BCIIOMOTaTENBHBIX BEIIECTB — FOMOJIOTOB
nmapauHa IIpU YCJIIOBHM, YTO OHM BBIMOJHAIOT (YHKLMIO HOCUTENS WU
CMSrYalolEero  BeleCTBA M HE  BJIUAIOT  HA  PacCTBOPUMOCT,
TEPMOJIMHAMHYECKYIO aKTUBHOCTb MM  OHOAOCTYIHOCTh JIEHCTBYOIIETO
BellecTBA M OuodapMalleBTUUECKHE  XapaKTePUCTUKU  JEKApCTBEHHOI'O
npenapara;

1) U BCIIOMOTaTe/IbHBIX BEIIECTB, YKA3aHHBIX B IOMIIYHKTAX «B» U «I'»
HACTOAILLEr0  IyHKTa,  JOMyCKaeTcs  OTIMYHE  HMX  HOMHUHAIBHOTO
KOJIMYECTBEHHOTO cocTaBa B npenenax = 10% or ykasanHoro Jyis
BCIIOMOTaTEJIbHBIX BELIECTB;

€) BBEJJIEHHOE B COCTaB HCCIEIYEMOro JIEKapCTBEHHOIO IIpernapara
aJIbTEPHATMBHOE BCIIOMOTaTelIbHOE BEIIECTBO HE JIOJDKHO OKAa3bIBATh BIIWSHUS
Ha MECTHYIO MEPEHOCUMOCTh MM Oe3omacHOCTh. HeoOXxommMo moATBEpIUTS,
4TO TaKKUE BCIIOMOraTesIbHbIE BEIIECTBA HE 00JIa1al0T APYTUMH QYHKIHSIME WUITHA
>(dexTomM, BAMAIOLIINM Ha PacTBOPUMOCTb, TEPMOJUHAMHUYUECKYIO aKTMBHOCTh
Oro(apmaneBTHUECKHE  XapaKTEPUCTHKU  JIEKApCTBEHHOrO  Mperapara
IpoayKTa. B Takux ciydasx OuoBeliBep HEBO3MOXKHO OOOCHOBATb, W Ero
MIPUMEHEHNE HE JOMYCKAEeTCHl.

133. Jomxno ~ ObITb  oOecrieueHO  COOTBETCTBHUE  MCCIIENYEMOIO
JIEKApPCTBEHHOTO IIperapaTa KpUTEPUsIM MPUEMIEMOCTH:

a) U KOJIMYECTBEHHBIX ToKazaTeneil kadectBa 90%-bie J0BEPUTENHHEIE
WHTEPBAJbl I PasHMULILI CPEHUX MCCIELyeMOro IMpenapara M Ipernapara

CpaBHCHHA JOJDKHBI HaXOIAHUTLCA B TI'paHHULAX KPUTECPHA IIPHECMIIEMOCTH,
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pasoro + 10 % oT cpemHMX 3HAa4YeHUH COOTBETCTBYIOIIMX IlOKasaresei
Ka4yecTBa Iperapara CpaBHEHUS I[IPU  YCJIOBHMM, UTO paclpejeeHne
OKCIIEPUMEHTANBHBIX  JIAHHBIX ~ COOTBETCTBYET  3aKOHY  HOPMAaJILHOTO
pacrpeieneHus;

0) pe3ynpTaThl  OLEHKM  KAa4YeCTBEHHBIX  IIOKasarejell  KadecTBa
UCCIENYyEMOr0  Ipenapata W Tpernaparta CpaBHEHUS  JOJDKHEI  OBITH
OJIMHAKOBBIMH,

134. lomxno  ObiTh  obOecniedeHo mogobue  criocoba  MpUMEHEHHs
UCCIIETyEMOr0 JIEKAPCTBEHHOIO IIperapara croco0y NpUMEHEHHs Mpernapara
cpaBHeHus. Crioco0 NpUMEHEHHUS M MCHOJb3yeMble W3/eNus Ul MPUMEHEHUs
(03MpOBaHNUs, HAHECEHHUS TIpeTapaTa) J0JDKHBI OBITh CXOXHMMHU U 00ecIIeYnBaTh
NOCTaBKY MIACHTHYHBIX /103 MCCIIELYyEMOro IpernapaTa U mpernapara CpaBHEHHs
npu WX HaHeceHuH. Ecim B mpouecce TPUMEHEHHsS  MPOUCXOIUT
npeoOpa3oBaHMe  JIEKAPCTBEHHOTO — Mperapara, OCTaTKH  KCCIEMLyeMOTro
Ipernapara U Ipemnapara CpaBHEHUS JIOJDKHBI OCTABATHCS SKBUBAJICHTHBIMU 1O

CBOEMY KayeCcTBY C TOYKM 3pEHHs paCHIMpPEeHHOM (hapMaleBTUYeCKOM

SKBHUBAJICHTHOCTH.

VI. Jloka3zaTesbcTBO HKBUBAJIEHTHOCTH B OTHOIIEHHH Y (PEKTHBHOCTH
JIEKapCTBEHHBIX MPENapaToB IJIsi MECTHOTO MPUMEHEHHS

1. MeTonp! uccienoBanuii 3KBUBAJICHTHOCTH 3D PEKTHBHOCTH

135. i1 mpoBefeHUsT  WCCIASHOBAHMM  DKBMBAJIEHTHOCTA  B3aMEH

KIIMHAYECKOTO TCPAICBTHYCCKOI0 HCCJICAOBaHUA TMNPUMEHAOTCA CJICAYIOIIHE

METOABI:

a) HCCIICAOBAHUA KMHETUKH IIPOHUKHOBECHHMA!
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Hccie/loBaHue TIPOHMKHOBEHHS B KOXY [n VifrO B COOTBETCTBHU C
npunoxenreM Ne 2 k HactosmuM TpebGoBaHusim;

B3SITHE IPOO POroBoro cijiosi (COCKoO JTUIMKOMH JICHTOM) B COOTBETCTBUHU C
METOAUKOM COTJIACHO IPUIIOKEHHIO Ne 3;

uccienoBanue GapMakOKUHETHYECKOH OMOIKBUBAJIEHTHOCTH.

YKa3aHHbIE MCCIIEJIOBAHMS TIO3BOJISIIOT YCTAHOBUTH HSKBHBAJIEHTHOCTD
KMHETMKH  TNPOHHMKHOBEHHUS  JEHCTBYIOLLErO  BEIIECTBA  JIEKAPCTBEHHBIX
IIpernapaToB, HAHOCUMBIX Ha HEIOBPEKIEHHYIO KOXKY.

HccnenoBanus (hapMakOKHHETUIECKONH OMOIKBUBAJICHTHOCTH C Y4aCTHEM
YeJI0BeKa JOJDKHEI IIPOBOIUTECS B CIIy4yae, €CJIM JIEUCTBYIOIIEE BEIIECTBO MMEET
KOJIMYECTBEHHO OIIPENENIEMYIO CUCTEMHYIO OMOAOCTYIHOCTh. KcciaemoBanus
IIPOHMKHOBEHUSA B KOXY (1 Vitro CIE€LyeT IPOBOIWTh B CIydasx, Korma
JNENCTBYIOIIEE  BEIIECTBO  AMPQYHOUpYET  dYepe3  KOXKY,  ITO3BOJISS
KOJHMYECTBEHHO OIPEACIUTL €r0 B NPUHUMAIOIIEN AaHAIMTUYECKOU suelke.
B3artre 00pasiioB poroBoro cios (COCKOO JUMKOW JIEHTOM) MPOBOMMUTCH B
CIy4asx, KOrja HaOJIronaeTcs J0CTaTOYHAas KOJMYECTBEHHO oOImpeessieMast
T dy3us AeliCTBYIOIIETO BENECTBA Yepe3 POTOBOM CIIOHN.

Hpyrue METOABl  HMCCIENOBaHWMA, TakWe KaKk MUKPOAMAIN3 M|
KOH(OKaJbHAs pPaMaHOBCKAsi MHKPOCKONMS, HEIOCTATOYHO M3Y4EHBI IS
UCIIOJIL30BAHMs B LEJAX MOTYYEHUsI OTIOPHBIX JTaHHBIX 00 SKBUBAJICHTHOCTH, HO
MOT'YT UIpaTh BCIIOMOI'aTENIbHYIO POJIb;

0) hbapmakoguHaAMUYECKUE HCCITeIOBAHN:

aHaIM3 Ba30KOHCTPUKIIUU JJIsI KOPTUKOCTEPOUJIOB;

HUCCIJICOOBaHMA AaHTHCCIITUYCCKHX U aHTPIMHKpO6HBIX JICKapCTBEHHBIX

[pernapaToB.
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YkazaHHbIE WCCJICOBAHUS I103BOJISIIOT YCTAHOBHTE OSKBHUBAJICHTHOCTD
(bapMaKOI[I’IHaMH‘IGCKOﬁ AKTHUBHOCTH D;CﬁCTBYIOHICFO BCIICCTBA JICKAPCTBECHHBIX
OpernaparoB, HAHOCUMbIX Ha HEIIOBPCKACHHYHO KOXY. (DapMaKOI[HHaMHTI€CKHe
HCCJICTOBaHMA B OTHOIICHHUH APYTUx JICKapCTBCHHBIX [pemnapaTtoB
HEOAOCTAaTOYHO HCIIOJIBb30BAJIMCh  JId  TIOJIYYEHHA OIIOPHBIX  JTaHHBIX 00
SKBUBAJIECHTHOCTH, HO MOTYT WUI'PaTh BCIIOMOTI'aTCIbHYIO POJIb. MOJ_IGJII) JOJIZKHa
OBITE B JIIOCTAaTOYHOM CTEIIEHU BQJII/I,ZLHOﬁ, H N0JIAKHa OBITH MOKAa3aHa €€ CBA3b C

TEPANEBTUYECKON CUTYaLIUEH.

2. O61ue (hakTophl, yUUTHIBAEMBIE
pu 000CHOBAaHUM OMOIKBUBAJIEHTHOCTH

Bormpocsl BapuabesbHOCTH

136. YcnoBust uccneoBaHusl JOJDKHBI OBITh CTaHAAPTU30BAHBEL, YTOOEBI
MUHMUMM3UPOBATh  BapuabeNbHOCTh  BCEX  BAMAIOMMX  (aKTOpoB, 3a
UCKIIFOUYEHUEM BapUaOeIbHOCTH, CBA3AHHOMN C HCCieyeMbIMU JIEKAPCTBEHHBIMH
npernapatamu.  Ciemgyer IPOBOJAUTH  NMWIOTHBIE  UCCIENOBAaHUS, YTOOBI
BEIPA0OTATh U ONTUMU3UPOBATE TIPOIIEAYPEI UCCIICTOBAHH.

137.B wuccnenoBaHusaXx ¢ NPUMEHEHWEM OIHOKPATHOM J103bl HaHECEHHE
JIeKapCTBEHHOTO npernapara SABJISIETCS 3HAYHUMBIM UCTOUYHUKOM
BapuabenbHoCcTH. [Iponenypa HaneceHus 10361 (U mpolieaypa oTdopa mpod mpu
B3ATHM O00pa3LoOB pOroBoro cjos (Cocko® JIMIKOW JEeHTOH)) JoiDKHa
COOTBETCTBOBATH CJIETYIOIIUM TPeOOBAHUSM:

a) OBITH Y100HOI B BEITIOJIHEHHUH;

0) OBITH TOAPOOHO OlKCaHa B IIPOLIEyPaxX UCCIIEIOBAHUS;

B) COOTBETCTBOBATh INPOIEype TIPUMEHEHHUS JIEKapCTBEHHOTO IMperapara

yKa3aHHOM B 0011Ie#l XapaKTepUCTHKE MpernapaTa CpaBHEHUS;
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I') THIATEIHHO KOHTPOJIMPOBATHCS (Hanpumep, c TIOMOIIBIO
MCIIOJIb30BaHMsl TpadapeToB JJIsl HAaHECEHWs WM TIPUBJICYEHHS K IIPOIEIype
OJIHOTO  WJIM  HECKOJIbBKMX  MEIUIMHCKUX  pPAOOTHHUKOB,  MPOLICIIINX
CHELMAJIbHYIO TPEHUPOBKY );

r) OBITH BaJIUUPOBAHA;

1) IO3BOJIATH OJHO3HAYHO OIpPEAeNsTh (PaKTUUeCKH HAHECEHHYIO 03y
JIEKapCTBEHHOTO TMpernapara.

138. JInuTenbHOCTE HCCIENOBaHUs JOJDKHA OBITH JOCTATOYHOM, 4YTOOBI
MO3BOJIMTh  KOJIMYECTBEHHO  HaOmonats  Juddy3uro, HO  ONTUMAILHO
OTpaHUYEHHOM, UIA MHUHHMMH3AIUM W3MEHEHWH B YCJIOBHUSX WCCIIEIOBAHUS,
KOTOpBIE MOIYT BO3HHMKATh €CTECTBEHHBIM 0O0pa3oM, BHOCS CMEINEHHE B
KUHeTHYecKue npohuin (Harmpumep JecKBamalus, yTpaTa IeJIOCTHOCTH KOXKH,
obpatHas auddysus, caydaiiHble MOTEPH WK MEPEHOC HAHECEHHOM 035bI).

139.TlockonpKy MeTOIBI M3yUYEHHsI 3KBUBAJIEHTHOCTH MPEAYCMATPHBAIOT
HECKOJIBKO CJIOXKHBIX Ul OJHOTUIIHOTO BBINIOJIHEHMSI CTAIMi, MCCICIOBAHMS
JIOJKHBI TIPOBOJUTECS OIIBITHBIMYU COTPYAHUKAMU, IPOLLIEAIINMY CIICHUATBHYIO
IIOJITOTOBKY, W BBIIIOJHATLECS B CTPOIOM COOTBETCTBUU C IPOTOKOJIOM
UCCIIeIOBaHUS. W TpeOOBaHMSIMKM  CHUCTEMBl  OOeCleYeHHWs  KayecTBa
UCCIIEIOBATENBCKOTO IIEHTPA.

140. MccnenoBanus MPOHUKHOBEHUS B KOXY in Vifro W B3sTUS 00pasioB
pPOTOBOTrO cJI0s (COCKOD JIUIMKOM JIEHTOM) TOJKHBI BKJIIOYATh B ce0s1 HeraTUBHEIE
KOHTPOJIM, KOTOpPBIE HE SKBUBAJICHTHBI UCCIEAYEMOMY JIEKAPCTBEHHOMY
npenapaTy U npenapary cpaBHEHHSI.

141. MexuHIMBUAYTBHYIO WM MEXIOHOPCKYIO BapHaOeIbHOCTE KOXKH

HGO6XOI[I/IMO MUHUMU3UPOBATL IIpU  I[IOMOLNM TIEPEKPECTHOT'O JIM3aiiHa

HCCIICOOBaAHUA.
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142.TIpu npoBeneHUH UCCIEOBAHUM MIPOHUKHOBEHUsI B KOXY in Vilro u
B3sTHs 00pa3sLOB pOroBOro ciosi (COCKOO JIMIIKOM JIeHTOU) WCCIemyeMblii
npenapar, Ipernapar CpaBHEHMs M HEraTHBHBIN KOHTPOJIb HEOOXOIUMO
HCCJICI0BATH HA OHOM M TOM K€ TpyIIre JOOPOBOJIBLEB WIK JOHOPCKOM KOXKE.

143.B oTHOIIEHMH JIEKAPCTBEHHBIX MPENapaToB ¢ HU3KOH JO3UPOBKON M
OrpaHM4eHHoON JubQy3ueil o4yeHb HM3KHE KOHIEHTPAUUK JEHCTBYIOILETO
BEILECTBA, OXKUJaeMble B 00pa3lax, MOTYT OBITh CYIIECTBEHHBIM HCTOYHHMKOM
BaprabenbHOCTH. HeoOX0a1MMo UCIONb30BaTh YyBCTBUTENLHEIE aHAIUTUYECKIE
METOAMKH (HapUMep, XpoMaTorpa(uio ¢ TAaHAEMHOH Macc-CIIeKTPOMETPHUEH).

144, Ananutrdyeckie METOOUKM JOJDKHBI  OBITh  BaJMJAWPOBAaHBI B

COOTBETCTBMH ¢ npunoxeHuem Ne 6 x [1paBuam.

Jlo3a nexapcTBeHHOTO TIpemnapara

145.1Ipumensiemast B HACCIIENOBAHUAX SKBHUBAJIEHTHOCTH no3a
JIEKApCTBEHHOTO TIperapaTa JIoJKHa ObITh 000CHOBAHA C YUETOM:

a) MacChl HAHOCHMOT'O JIEHCTBYIOILIETO BEIECTRA;

0)Macchl WM 06bEMa UCTIONB3YEMOTO0 JIEKApCTBEHHOT'O TIpenapaTa;

B) yuacTKa (30Hbl) HAHECEHUS;

I) BEJIMYMHBI JIO3B], YKa3aHHOM B oOIuel XapakTepuCTHKe mpernapara
CpaBHEHUSI.

146. YyacTok (30Ha) HaHECEHMs JIOJKHA [IO3BOJITH  OOECTIEUMTH
KOJIMYECTBEHHYIO OLIEHKY NoKazarejeil aOcopOIuu JefiCTBYIOLIEro BEIlecTBa
JIEKapCTBEHHOro Ipenapara. Jlomyckaercs, 4ToObl y4acTok (30HA) HaHECEHHS
TIPEBBIIAIN pa3Mep y4acTKa HAaHECEHUS, YKa3aHHbIM B 00IIell xapakTeprCTHKeE

[perapara CpaBHEHHUs, €CJIIM 3TO CBS3aHO C HEOOXOJAUMOCTBIO OOECHEYUTD
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TpeOyeMyio aHaJUTHUYECKYI0 YYBCTBUTEJILHOCTh METOAMKH aHajiu3a W He
BBI3bIBAET OIACEHUM C TOUKH 3peHusi 0€3011aCHOCTH CyObEKTOB UCCIICOBAHUSI.
147.1lpu npoBeneHUU HUCCeIOBaHUN in vivo HE0OXOAUMO OOOCHOBATH

BBIOOP yyacTKa (30HbL) KOXKH JUUIsl HAHECEHUS JIEKAPCTBEHHOTI'O IIpenapara.

Pa3Meprl BEIOOPKHU CyObEKTOB UCCIIEOBAHUS

148. KonuuecTBO CyOBEKTOB MCCIIEJOBaHUS JJOJDKHO OCHOBBIBATHCS HA
COOTBETCTRYIOIIEM pacueTe pa3mMepa BHIOOPKU U OBITH HE MeHee 12 JenoBek.

149.1Ipu npoBeleHUM MCCIEJOBAHUI NPOHUKHOBEHUS B KOXKY in Vitro
YHUCJIEHHOCTh JIOHOPOB KOXXHM MOXET OBITh MeHbIIe |2 4YenoBeK, eclu 3TO
00OCHOBAHO 3asIBUTEJIEM.

150.1Ipu npoBeneHUU UCCIENOBAHUNA IPOHUKHOBEHUSL B KOXY in Vitro W
B3SATUSI 00pa3lLlOB POroBoro cios (COCKOO JMIKON JeHTOW) HeoOXoauMo
WCTI0JIb30BaTh PEIUIMKATUBHBINA NU3aiiH ucciefoBaHus. MUHUMAaJIBHOE YHCIIO
ONPENENIEHUNA JUIsl KaXKIAOr0 M3 UCCIEAYEeMbIX JIEKAPCTBEHHBIX MPENapaToB
(MccnemyeMblli Tpenapar W npernapaT CpaBHEHUS) U KOHTPOJBHBIX TPOAYKTOB
IIOJKHO OBITE HEe MeHee 24.

151. KonruecTBO BpEMEHHBIX TOYEK M YACTOTA B3ATUS IIPOO Il KXKIOI0
cyOBbeKTa HCCIENOBaHUS WM IOBTOPHOCTH MJOJDKHBI OBITh JOCTATOYHBIMH,
YTOOBI OXapaKTepU30BaTh KUHETHMUECKUN TTPOPUIL NeHCTBYIOMIErO BEIIeCTBa U

OMpPENCIIUTE MaPaMETPhl SKBUBAJICHTHOCTH.

Kpurepuu npuemnemoctu

152.TapameTpbl ~ SKBUBAJIEHTHOCTH  COOTBETCTBYIOT  KPHUTEPHUIM
NPUEMIIEMOCTH TIpU ycinoBuM, 4To 90 %-blii NOBEPUTENBHBIM HMHTEpBAN AJIS

OTHOICHHKA CpEeOHMX HMCCICAYCMOI'0 IIpeliapara K IIpcllapary CpaBHCHHA
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HaxomuTcs B uHTepBase, paHom 80,00 — 125,00 %, ecnu 3asButenemM He
000CHOBAHBI MHBIE IPAHULBI KPUTEPUEB TIPUEMIIEMOCTH.

153. Pacluupenue rpanull KputepueB npuemsieMoct st 90 %-ro
JOBEPUTEIBHOTO UHTEpBaja (MakcuMalibHO 10 69,84 — 143,19 %) momyckaeTcs
B Cllydae BBICOKOW  BHYTPUUHJIMBUAYAJIBHON WM  BHYTPUIOHOPCKOMH
BaprabenbHOCTH, HabOM0/IaeMOi ISl JIEKapCTBEHHBIX IIPErapaTroB ¢ HU3KOM
JO3UPOBKON U OrpaHvyeHHON nuddys3ueit, ecinu 3T0 KIMHUUECKH 000CHOBAHO.
OuneHka  pacliMpeHHBIX  KPUTEPUEB  MPUEMJIEMOCTH  BBIMOJIHSAETCS B

COOTBETCTBUU ¢ noapasnesnoMm 11 paznena III Ipasui.

Obecnedenue KkayecTBa Mpy OLEHKE YKBUBAJIEHTHOCTH
JIEKapCTBEHHBIX TIPEMapaToB JII MECTHOTO MPUMEHEHUS
B HCCJIEIOBATEIILCKUX JIADOpaTOPUIX

154. HeobxonuMo  obecrieuuTh, 4TOOBl  MepcoHan  JgabopaTopwm-
WCTIOJIHUTEJIsL  MCCIIEIOBaHUK  obnagan  HeoOXomuMol  KBanupuKauueid B
obsiacTh OMOaHANUTUYECKUX HCCIeIoBaHUN U 4TOOBI B Jlabopatopuu Oblia
BHeZpeHa d(p(eKTUBHAs cUCcTEMa KauecTBa, KOTOpast TpelyCMaTPUBAET:

a) IeKJIapaluo COOTBETCTRUSI JAOOPATOPHUH OJTHOM M3 CUCTEM KayecTBa;

0) mpoBe/ileHUE pEryJspHBIX BHYTPEHHHX ayIUTOB CHCTEMbI KayecTBa
1a0opaTopv B OTHOIIEHUH €€ TEeXHUYECKOM OCHAIIEHHOCTH M BaJMIHOCTH
UCIIOJIb3YEMBIX METO/IOB C JOKYMEHTHPOBAHNEM PE3yJIETATOR;

B) IIOATBEPIKICHHUE KBaJU(prKanuu nepcoHaa B TIOPSIIIKE,

YCTAaHOBJIECHHOM 3daKOHOJATEJILCTBOM TI'OCYIapCTBa, B KOTOPOM IIPOBOJATCA

HCIIBITAHHA.
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3. Metonyukuy u3ydyeHust KWHETUKH MPOHUKHOBEHUS

155.V3syyenne KUHETUKM HPOHUKHOBEHHs IEWCTBYIOLIETO BEIECTBA B
KOXXY BBITIOJIHSIETCSI OJJHUM U3 TPEX METOJIOB!

HCCJICIOBAHME TIPOHUKHOBEHHUS B KOXY i1 Vilro B COOTBETCTBUU C
npunoxenuem Ne 2 x Hactosium TpeboBaHusIM;

B3STHE IIPOO pPOroBOro cios (Cockod JIMIKO#M JIEHTOM) B COOTBETCTBUM C
npumioxkenrueM Ne 3 k HacTosmuM TpeOoBaHUAM;

uccienoBaHne papMakOKMHETHIECKOH OMOSKBUBAJIEHTHOCTH.

4. QapmMakoJUHAMUYECKUE MCCIIETOBAHMS
Koprukocrepous

156. AHanu3 Ba3OKOHCTPUKIMHU [UIsl KOPTUKOCTEPOMIOB (IIPOBOIMMBIi
COTJIaCHO MpuiioxKeHuo No 4) nolyckaeTcsi MpeICTaBIsATh B PErMCTPALIOHHOM

JOCBC B KAYECTBE 3aMEHBI UCCJICIOBaHU OMOPKBUBAIEHTHOCTH.

KoxxHble aHTHCEIITUKHN

157.1TokazaTenn KadyecTBAa W AKTUBHOCTH KOXKHBLIX AHTHCEITUYECKUX
JICKapCTBEHHBIX IIPENapaToB JOJDKHBI COOTBETCTBOBATH TPeOOBAHUAM CTATHU
23.1.1. «OddexTHBHOCTE AHTEMUKPOOHBIX KOHCepBaHTOB» (203010001)»
Dapmakoneu Corosa.

158.Ecnmn  cmoco® mpuMeHEeHMsT HMCCIEAYEMOI0  aHTUCENTHYECKOTrO
JICKApCTBEHHOTO TIperapara B oOLIel XapaKTepUCTHKE Iperiapara CpaBHEHUS
yKa3aH HEYETKO WIM CHOCOO MPUMEHEHUS SIBJISCTCS HOBBIM II0 OTHOLIEHUIO K
crioco0y MNpHUMEHEHHs IIperapara CpaBHEHWS, HeOOXOAUMO BBITOJIHUTD

UcCleoBaHmsd in vivo Ha JOOpOBOJIBIIAX. B paMkKax Takux MCCIIENOBaHU



94

IIPOBOJAT UCCIIE0BAaHUE SHIOTEHHON (PJIOpBI 10OPOBOJIbLA HA yYacTKaX KOXH
110 ¥ 1ociie ee 00pabOTKU aHTUCENITUYECKUMU JIEKAPCTBEHHBIMU TpenapaTaMm.
Kpurepuu sxBuBaneHTHOCTU cHIDKeHMs nokazaresneit KOE, BeipakenHble B log-
€AUHULIAX, T10JDKHBI ObITh 0OOCHOBAHbBI 3asIBUTEJIEM.

159.Ecnu  anTucenTUYeCKUWil J€KapCTBEHHBIM MpemapaT IpeaHa3HaueH
IUIsl TIPUMEHEHUsI TEepe]] IIPOBEIEHNEM MHBA3UBHBIX MEIULIMHCKUX I[POLELYD,
JOIyCKaeTCsl IIPEACTaBIATh PE3yJIbTaThl OLIGHKM TaKOro AaHTHCEeNTHYECKOTO
JIEKapCTBEHHOTO TIperapara, BBITIOJHEHHON B COOTBETCTBHMH C TpeOOBaHUSIMMU

aKTOB OpPraHOB Coro3a B C(l)epe CaHUTApHBIX MCP WJIM COOTBETCTBYIOIIHMX aKTOB

rocy1apCTB-4JIEHOB.

[IpoTBOMUKPOOHEIE JIEKAPCTBEHHBIE TIPENapaThI
TUTSL IEUSHUST KOJKHBIX MH(EKINi
160. Pe3ynpTaTel HMCCIAENOBAaHWK SKBHBAJICHTHOCTH aHTHUCEIITHYECKOIO
JIEWCTBUS JIEKQPCTBEHHOIO Iperapara Ha MHOKYJMPOBAHHYIO MH(pUUUpYOIeit
JIO30M KOXKYy M €€ IOCIENyILIel NEKOJOHU3AlUU [n Vilro JOIyCKaercs
IIPEJCTABIIAITE B KauyeCTBE JOKA3aTEIbCTB JKBUBAJIEHTHOCTH 3((PEKTUBHOCTH
NEUCTBUS aHTUCENTHYECKUX JIEKAPCTBEHHBIX CPEICTB BMECTE € pe3yJibTaTaMU

APYTrux HCCJ’[G,E[OB&HHI‘;I SKBUBAJIECHTHOCTH IIpH H&,I[J'[@)K&Illefl Ballugali TaKMX

HUCCIeOBaHU.

VII. DKBUBAIIEHTHOCTH B OTHOILIEHUM O€30MAaCHOCTH JIEKAPCTBEHHBIX
npenapaToB Jil MECTHOTO TIPUMEHEHHUS
161.be3oracHocTs M MecTHasi — [EPEHOCUMOCTH  MOLYT  ObITh
IIOJITBEPIKAECHBl Ha OCHOBAHMM HAYYHBIX MEIULUHCKUX JAHHBIX B ClydYae

M3BECTHOTI'O ILBﬁCTBy}OHleFO BEHOIECTBa  JICKAPCTBEHHOI'O  IIp€lapaTta ¢
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WCIIOJIb30BAHKS B €r0 COCTaBE TOJIBKO XOPOIIO M3YYEHHBIX BCIOMOTaTEIbHBIX
BEIIECTB.

162.B ciyuae ecim Ui TakuxX JIEKAPCTBEHHBIX IPEINAPATOB IMOKA3aHA
OKBUBAJIEHTHOCTE B OTHOLUEHUM IIOKa3aTejiell KayecTBa, Tpe/icTaBlIeHHE
WCCIIEI0OBAHUI YKBUBAJIEHTHOCTH O€30MAacHOCTH U MECTHOM NMEePEHOCHMOCTH HE
Tpebyercst.

163. OKBUBAJICHTHOCTb, YCTAHOBJICHHYIO B HCCIIEIOBAHUAX
OKBUBAJIEHTHOCTU KHUHETUKHM TMPOHUKHOBEHUS, JOMYCKAETCS HCIIOIb30BAThH B
KayecTBE IOATBEPKIEHUS TOTO, YTO KOJUYECTBO AEHCTBYIOIIEro BeLIECTBa,
KOTOPO€ JIOCTUIaeT MecTa JEHCTBUA M (WIM) CUCTEMHOM IMPKYJSLUW TIPU
[IPUMEHEHUHU  HCCIEAYEMOTO  JIEKQPCTBEHHOTO  IIpernapara, aHaJOTHYHO
KOJIMYECTBY JIEMCTBYIOIIETO BEIIECTBA IIperiapara CpaBHEHHUS.

164.B OTHOLIEHWM JIEKAPCTBEHHBIX TMPEMapaToB I  MECTHOIO
IPpUMEHEHHUSI C JIOKAJBbHBIM MECTOM JICHMCTBUs, [EHCTBYIOIIEE BEIIECTBO
KOTOPBIX o0yaaeT  CHCTEMHOI OMOIOCTYITHOCTBIO, WCCIIEOBaHMS
OMOSKBUBAJICHTHOCTU CIY’KAT JOKA3aTeNbCTBOM KakK 3(P(PEKTHBHOCTH, TaK M
0€e30I1aCHOCTH.

165.1lonoxeHuss HACTOAIIETO pa3jielia He MPUMEHSIOTCS B OTHOIIEHUH
JIEKapCTBEHHBIX IIPENAPATOB C J0303aBUCUMON CUCTEMHON TOKCHYHOCTEIO. st
JAHHOW  IpyIIbl  JIEKAPCTBEHHBIX TIpenapaToB HEOOXOIMMO  IPOBECTH
VCCIIEIOBAHUS MECTHOM IEPEHOCUMOCTH U KJIMHMYECKOH Oe3omacHocTH. Ecmu
JUIS TaKMX JIEKAPCTBEHHBIX IPENapaToB CUCTEMHAs SKCIIO3ULIUS H3MEpUMa U
II03BOJISIET CleNaTh BBIBOL O TOM, YTO OHA HE BbIlE, YeM Yy IIperapara
CpaBHEHHUs, JIOCTATOYHO MPOBECTH MCCIEAOBAHMS OMOIKBHUBAIEHTHOCTH,
MOKa3bIBAIOLIME CXOJACTBO Tpo(uielt cUCTEeMHON (apMaKOKMHETHKH 3THX

JICKapPCTBCHHBIX IIPCIIApPaTOB.
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VIII. Cnienmuyunbie MPOTOKOIIBI OATBEPKIEHUS OMO3KBUBATIEHTHOCTH
JUTs1 JIEKAPCTBEHHBIX MPETNapaToB JIsi MECTHOTO TIPUMEHCHUS

166.1lpu  paspaGorke crenmMUUHBIX POTOKOJIOB  MCCIETIOBAHMIA
OMOOKBUBAJIEHTHOCTH IJIsI JIGKAPCTBEHHBIX IIPEMapaToB JUIi  MECTHOT'O
NpUMEHeHHs1 (Ianee — crneuMpUYHBIH IPOTOKON HCCIIeNOBaHus), U BHIGOpe
HCCIIeIOBaHUN  OWODKBMBATEHTHOCTH JIOJDKHBI  YUMTHIBATHCS — CIEMYIOIHE
(akTophI:

a) lekapcTBeHHas (hopMa JIeKapCTBEHHOTO MpenapaTa;

6)cocTaB u hapManeBTHKO-TEXHOJIOTHYECKUE TIApAMETPHI JIEKAPCTBEHHOMN
(GopMEI TeKapCTBEHHOTO Nperapara;

B) PACTBOPEHHUE U BEICBOOOXKIEHHE IEHCTBYIOIIETO BELIECTRA,

r) auddy3ust NeHCTBYIONETO BeleCTBA B KOXKY M MECTO JIEHCTRHS.

167.HeoOxonumMo  mpeacTaBuTe U OOOCHOBATh  IOTOTOBJIEHHBINA
CrenU(pUIHBIA IIPOTOKOJ HCCIIENOBAaHMS, B KOTOPHIA BKIIIOUEHBI METOIbI
UCCIICIOBAHUN ¥ KPUTEPUU MX MPHEMIIEMOCTH. TaKo MPOTOKOI JOIKEH OBITh
NOJITOTOBJIEH JIO Hayaja IPOBEACHUSI UCCIEHOBAHMM OHOIKBHUBAJIEHTHOCTH.
HeobxomuMo  mpemocTaBUTh  BCe  MMEIONIMECS  MOJNOKUTEIBHBIE U
OTpPHUIATE/IbHBIE JAHHBIE 110 JIEKAPCTBEHHOMY TIperapary.

168.BeiBost 0  OGMODKBMBATEHTHOCTH 110  pe3yjibTaraM  H3yUeHHs
JIEKAPCTBEHHOTO  IIperapara  JOIyCKaeTcs  JAenaTh, eCJH  IOJIydYeHHbIE
pe3ynpTaThl HCCIENOBAaHUS CTPOrO COOTBETCTBYIOT AalPUOPHO KPUTEPUAM
MPUEMJIEMOCTH, YCTAHOBJIEHHBIM B clIELIM(DUIHOM IIPOTOKOJIE UCCIIEOBAHUSI.

169. CrietpryHBIA IPOTOKON MCCIIEIOBAHKS H0JDKEH COMEPIKATD!

a) 000CHOBaHKE HEBO3MOKHOCTH MIPOBEICHUS KIIMHUYECKOTO

HCCJICJOBaHUA TepaHGBTquCKOﬁ OKBHBaJICHTHOCTH,
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0)obocHOBaHME  JIOMYCTHMOCTH  MPUMEHEHUS K  JIEKAPCTBEHHOMY
npenapary MojJ0KeHUil HacTosmux TpedoBaHuii;

B) 000CHOBaHME HEBO3MOXKHOCTHU BBITIOJIHUTH UCCIIEIOBAHUS
SKBUBAJIEHTHOCTH B OTHOILEHMU O€3011aCHOCTU JIEKAPCTBEHHOTO TIperapara;

I) pe3ynbTaThl  HMCCIIEAOBAaHMN  pacliMpeHHOW  (apMaleBTHYECKOil
SKBUBAJIEHTHOCTH U 3KBUBAJIEHTHOCTH croco0a MPUMEHEHUs JIEKAPCTBEHHOIO
npernapara;

1) pe3ysbTaTbl COOTBETCTBYIOIETO HCCIEMOBAHUS SKBUBAJIEHTHOCTH
KUHETUKU NPOHMKHOBEHUs, ecnu AU(Py3us ASHCTBYIOMIEro BellecTBa depes
KOXy HeoOXxonuma Jjis peanusanuu 3((eKTUBHOCTH, M 000CHOBaHUE BBHIOOpa
MeTola  McciefoBaHMs  (McciemoBaHMi). B kadecTBe  anmbTepPHATHBEL
JOITyCKAaeTCs  MPEJICTaBUTh OOOCHOBAHWE HEBO3MOXKHOCTH  BBITOJHEHMUs
WCCIIENIOBAaHUI SKBUBAJIEHTHOCTU KMHETUKY TPOHUKHOBEHUS,

€) pe3yJIbTaThl (hapMaKOJUHAMUYECKUX HCCIIEOBAHMM, €CIIH IIPOBEICHHUE
TaKMX MCCIIENOBAaHUN BO3MOXKHO J[UIsl JAHHOTO JEWCTBYIOIIEro BeEIECTBAa WU
ABISIETCS.  OOOCHOBAaHHBIM C TOYKH 3pPEHHUS OIEHKH 9SKBUBAJIECHTHOCTH
JIEKApCTBEHHOI0 Ipenapara. JlomyckaeTrcs MCIOJB30BaTh HWHHOBAI[HOHHEIE
METOAWKM MCCIEIOBaHUM, €CIM OHM HaJlexalmuMm oOpa3oM pa3paboTaHbl U

BaJIMIUPOBAHBI.

IX. buogseiiBepsl

1. buogeiiBep, ocHOBaHHBIN Ha OModapMaleBTHYECKOM
cucreMe KiaccupuKaIum
170.0tka3  oT  HeoOXOAUMOCTH  MPEACTAaBICHHS  JaHHBIX 00
DKBHUBAJICHTHOCTH  KUHETUKM TPOHUKHOBEHMsI WM  (hapMakoguHAMUAKH

MprueMJieM B OTHOIINEHWI
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a) IPOCTBIX MO COCTAaBY U (hapMalleBTHKO-TEXHOJIOTMYECKUM apamMeTpam
JIEKaPCTBEHHBIX (OpPM € OJHO(A3HON OCHOBOH, B KOTOPBIX JIEHCTBYOIIEE
BEIIECTBO HAXOJWUTCS B PacTBOpPE MWJIM CYCHEH3UM (Hampumep, KOXKHBIX
pacTBOpOB, OJTHO(A3HBIX Teel U Ma3eil, KOXKHBIX CYCIIEH3H);

0) 1eKapCTBEHHBIX IPENapaToB, NMpeHA3HAUYCHHBIX HWCKIFOYUTENBHO ISt
HaHECEHMs JEHCTBYIOIIETO BeleCTBA Ha TOBEPXHOCTh KOXKH, 0e3 ero
abcopbuun. B Takmx ciIy4asx JOCTaTOYHO pEe3yJIbTATOB HCCIIENOBAHUM
paclIMpeHHOM dapManeBTUIecKOM SKBUBAJIEHTHOCTH, BKJIFOYAs
BBICBOOOXK/IEHUE JIEUCTBYIOIIETO BELIESCTBA in Vitro Hng Tejeil, Maszeil u
CYCIIEH3HI, ¥ pe3yIbTaTOB UCCIIENOBAHUI SKBUBAJIEHTHOCTH BBEIEHUS.

171.WccnenoBanus 5KBHUBAJEHTHOCTH B OTHOIIEHUM 3()(PEKTUBHOCTH
HEeOOXOIMMBI B CIIy4dae, eCllu JISKapCTBEHHBIH Mperapar:

a) COIEP’)KAT B CBOEM COCTaBE BCIIOMOTATEJIbHBIC BEIECTBA, BIIASIOIIUE
Ha OMOMOCTYHNHOCTh MeHCTBYIOIIEro BellecTBa, OHOdapMamneBTHUYECKUE
XapaKTEPUCTUKU  JIEKAPCTBEHHOTO periapara  WiIM  YCUJIHMBAIOIIUE
IIPOHUKHOBEHUE JIEUCTBYIOIIETIO BEIIECTRA;

0)COIEPKUT B CBOEM COCTABE BCIIOMOIaTeIbHBIE BEIIECTBA CIIOKHOIO
CTpOEHUs, AJI1 KOTOPBIX pa3Hble CTIOCOOBI TTPOU3BOICTBA MU KJIACCHI YHCTOTHI
MOTYT BJIMATh Ha OHO(apMalleBTHUECKUE XAPaAKTEPUCTUKU JIEKAPCTBEHHOIO
[Iperapara in vivo Wi cTabWIbHOCTh JACHCTBYIOIIEro BEIIeCTRa,;

B) IMEET KaueCTBEHHO JpPYroil coCTaB BCIIOMOTATENBHBIX BEIIECTB,
OTIIMYAIOIIUICS OT IIperapara CpaBHEHUs!.

172.1lpeacraBnenre  JaHHBIX — MCCIENOBAHUN  OMO3IKBUBAIEHTHOCTH
TpeOyeTcsl B ciydae, eCliv JIEKapCTBEHHLIE MTPErapaThl UMEIOT JIOKAIBHOE MECTO
NEUCTBUS U NEUCTBYIOLIEE BEIIECTBO 00JaMaeT CUCTEMHON OMOJOCTYITHOCTRIO,

KOTOpasa MOIKET OBITH MN3MEPEHA KOJIHYECTBCHHO.
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2. buoseliBep n03MpOBOK

173.Ecnmn Ha  perucTpanmio  3asBISIOTCS  HECKOJBKO  J03MPOBOK
MCCIICyEMOI0  JICKAPCTBEHHOTO  Mperapara,  J0CTAaTOYHO  yYCTAHOBUTH
OUOOKBMBANIEHTHOCTh  TOJBKO  OJHOW  JO3MPOBKHM, KOTOpas HauGonee
4YBCTBUTE/IbHA B OTHOLICHUH OOHApyKEHUS MOTEHIUAIBHBIX PA3IMUMil MeX Ty
JIEKapCTBEHHBIMHU TIPENapaTaMy B Pa3HBIX TI03UPOBKaX.

174.Ecnmn 3asBiieH0 mpuMeHeHue OwuoBeliBepa Ul JOTONHUTENBHOMN
JO3UPOBKH  (O3UPOBOK) ~ NOJUKHBI  OBITH  BBHIIOJHEHBl BCE  CJIEAYIOIIHE
TpeOOBaHMUS:

a) pasHble  JIO3UPOBKU  MCCIIEIYEMBIX JIEKAPCTBEHHBIX MpErapaToB
TIPOU3BOJATCA IIPU MTOMOIIHU OJIHOTO ¥ TOTO K€ IIPOU3BOJICTBEHHOI'O MPOIIECCa;

0) pasHble TO3MPOBKHM MCCIETYEMBIX JICKAPCTBEHHBIX MPEMapaToB HMEKOT
OJIMHAKOBBIN KaYeCTBEHHBIN COCTaB;

B) KAYECTBEHHBI ¥ KOJMYECTBEHHBIM COCTABBl Pa3HBIX JIO3UPOBOK
KCCIIE/ly EMBIX JIEKAPCTBEHHBIX TPENapaToB 5KBUBAJIEHTHBI PA3HBIM J03MPOBKAM
[perapaToB CPaBHEHMSI,

I) yCTAaHOBJIEHA pacliupeHHas (apMaleBTHYECKas DKBUBAIEHTHOCT

MCKIY UCCICAYEMBIM JIEKAPCTBCHHBIM IIPEIIapaToM U IIp€rapaToM CpaBHCHUS B

OTHOWLICHHWH BCEX NO3HPOBOK.

X. Ioctperucrpannonsbie U3MeEHEHHUS

175.B  cnydae  moboro — mpemnaraeMoro  IoCTPErHMCTPAIlHOHHOTO
M3MCHEHHSI HEOOXOIMMO BBHITIOTHHUTE OLEHKY PHCKA, YTOOBI OTMPENEIIUTh €ro
BiMsHUE Ha G6e30macHOCTh, S((EKTHBHOCTh ¥ KAYECTBO JIEKAPCTBEHHOTO

Imperapara.
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176.1Ipy  1npoBeAeHMHM  OLEHKUM  pucka  HeoOXOAUMO  TaKkKe
NIPOAHAIM3UPOBATh PUCKH, CBSI3aHHBIE C HAKOIUIEHHWEM [OCTPEruCTPAIMOHHBIX
U3MEHEHUH 10 OTHOUIEHWID K T[epBOHAUAJBbHOMY COCTaBy U  CHocoOy
MIPOM3BOJICTBA JIEKAPCTBEHHOI'O IIpernapara.

177.B xadecTBe OKa3bIBAIOIIMX IMOTEHIIMAIIBHOE CYIIECTBEHHOE BJIMSHUE
Ha Oe30macHOCTh, (P(EeKTUBHOCTP M Ka4eCTBO JIEKAPCTBEHHOIO Iperapara
paccMaTpUBAIOTCS CIIEAYIOLIME UBMEHEHUS

a) U3MEHEHNe (PU3NKO-XUMUIECKOTO COCTOSIHUS 17} (vun)
TEPMOJMHAMUYECKOH aKTUBHOCTH JIEWCTBYIOIETO BEIECTBA;

0)U3MeHeHHe, BIWAONIEE HA XapaKTEepUCTUKH pPAaCTBOPEHHUs, Ha
XapaKTePUCTUKU BBICBOOOXKACHUS M Vitro, Ha XapaKTEePUCTHUKU KHUHETHKHU
MPOHUKHOBEHMS JIEKAPCTBEHHOI'O Ipenapara in vitro,

B) U3MEHEHUE  Tpoliecca  MPOU3BOJCTBA  (HAmpuMep, HM3MEHEHHUE
KPUTUUYECKOTO TTapaMeTpa mpoiecca).

178.11pu npoBeneHUN UCCIIEIOBAHUI SKBUBAIIEHTHOCTH /111 000CHOBAHUS
TIOCTPETUCTPAIIMOHHBIX HW3MEHEHMH MOJDKeH OBITh WCIONB30BaH IIperapar
CpPaBHEHHUS C OTpPEAENEHHBIM COCTaBOM M (papMarieBTHKO-TEXHOJIOTMYECKUMU
napaMeTpaMu JIEKapCTBEHHOH (OpMBI, IIPOLIECCOM TPOU3BOJACTBA, BHJIOM
YIAKOBKU U T. JI., KOTOPBIHA 3apErMCTPUPOBAH B HACTOSILIEE BPEMS U pa3peleH K
MEIUIMHCKOMY ITPUMEHEHUIO.

179.Ecnu  mpennaraemoe  M3MEHEHME  COOTBETCTBYET — KpPUTEPHSIM
IIPUEMJIEMOCTH  PACIIUPEHHON (hapMalleBTUYECKOM 3KBUBAJICHTHOCTH IS
neKapcTBeHHOU (hOpMBI, a TaKKe KaueCTBEHHOI'O M KOJUYECTBEHHOTO COCTaBa
JTeKapCTBEHHOTO Mpernapara JIOCTaTOYHO MOATBEPAUTh SKBUBAJIEHTHOCTH TAKOTO
JIEKapCTBEHHOT'O IIpernapara B COOTBETCTBUU € HACTOSLIUMU TpeboBaHUAMM,

HCITOJIb3Y CHGHH(?I)H‘-IHBIH AJIA - JICKAPCTBCHHOTO  MIpenapara TPOTOKOJI
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SKBUBAJIEHTHOCTH C YyKa3aHuWeM OOOCHOBAHHBIX METOJIOB WCCJCAOBAHUNA U
I'PaHUL] KPUTEPUEB TTPUEMIIEMOCTH.

180.Ecnn  nmpemnaraemoe M3MEHEHHE HE COOTBETCTBYET KPUTEPUAM
MPUEMIIEMOCTH PACHIMPEHHON (apMalleBTUYeCKOW HSKBUBAJCHTHOCTH  JIs
JIEKAPCTBEHHOM (OpPMBI MJIM KAaYECTBEHHOTO W KOJIMYECTBEHHOI'O COCTAaBa,
OMO’KBUBAJICHTHOCTh ~ HEOOXOOUMO  MPOAEMOHCTPHPOBATH,  UCIOJB3YS
COOTBETCTBYIOIIEE KIIMHUYECKOE UCCIIEOBAHHE.

181.Bo Becex ciydasx UW3MEHEHHE JOJDKHO OBITh  0OOCHOBAHO
COOTBETCTBYIOIIUMU PEHPE3CHTATUBHBIMU JAaHHBIMUA O CEPHUSIX OPUTHHAIBLHOTO
(pebepeHTHOr0) JIEKApCTBEHHOrO Tpernapara W JaHHBIMHA O TIPEATIoaracMoM

HN3MCHCHHH BCCX KPUTHUYHBIX II0Ka3aTeliel KauecTBa.

ITPHJIOKEHUME Ne 1

K TpeboBaHUSIM K Ka4eCTBY
¥ OMOYKBHMBAJICHTHOCTH JIEKAPCTBEHHBIX
IPEnapaToB [l MECTHOTO NPUMEHEHHUSI
NpY HAHECEHUU Ha KOXY M MHBIX
crioco0ax JIOKaTbHOTO TIPUMEHEHHUS

METOAUKA
uccae0BaHus Ha BbicBoOOkaenue in vitro (IVRT)

1. O6mume TpedoRaHMs

HHCTOEIHIaﬂ MCTOOHMKA COEPIKUT YKa3aHHusA 110 MpOBCACHUIO

yccaenoBaHui Ha BeICBOOOKAeHUE in vitro (IVRT) nuis MSrkux jiekapcTBEHHBIX
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(opm JlekapcTBEHHBIX IIpenapaToB (HanpuMep, KPeMOB WM Maseil) u
CYCIEH3UH.

Meronvka wuccnenoBanus IVRT He mnpuMmeHsercs 0Opu  m3ydeHHu
BBICBOOOXK/IEHNMS ISHCTBYIOIIMX BELIECTB U3 CIIEAYIOLIUX IEKAPCTBEHHBIX dopm
JIEKapCTBEHHBIX IIPENapaToB AJI1 MECTHOT'O IIPUMEHEHUS;

IPOCThIE XKUJIKKE JIEKapCTBEHHBIE (JOPMBI B BHIIE PacTBOpa;

MOPOIIKH JIJIs1 MECTHOTO TIPUMEHEHHS;

pO4YMe HECTAaHIAPTHBIE JIEKAPCTBEHHbIE (OPMBI  JIUII  MECTHOTO
NpUMEHEHMs] (HalprMep, MEHBI).

B wuccienosanum IVRT ¢ «miceBHoGEeCKOHEUHBIM» TO3MPOBAHUEM C
UCMIOJIb30BaHUEM  JU(PQY3UOHHBIX  QHAIMTHYECKHX  S4Y€eK  OICHHUBAETCS
CKOpPOCTh M  CTCMNECHb BBICBOOOXKIEHUS JIEHCTBYIOIIErO0 BELIECTBA W3
UCCIIETyEMOT0 JIEKAPCTBEHHOT'O TIpenapaTa.

B wuccnemoBanuu IVRT  HeoOxomumo OTPENENIUTh  CIIEIYIOIIUE
rapameTphbl:

CKOPOCTb BBICBOOOXIEHMs NeHcTRyIoLero BemiecTBa (R): TaHTeHC yria
HaKJIOHa JIMHEMHOrO ydyacTKa KpPHBOM HAKOIUIEHWS BBICBOOOIKIAEMOIO
JIGUCTBYIOIIEr0 BEINECTBA, MOCTPOCHHON B KOOPIMHATAX: KYMYJISITHBHBIH
IPOLEHT  BBICBOOOKACHWS  (HAKOIUICHWs) JEMCTBYIOIIETO BElIECTBA B
3aBUCUMOCTU OT KBaJpPAaTHOIO KOPHSA W3 3HAYCHUS BPEMEHHU BBICBOOOKICHMS
AeHcTBYIOLIEro BetecTsa. Eciy mMHeMHBII yyacTok mpo(uiis BEICBOOOKICHMS
JCUWCTBYIOLIETO BEIECTBA TMOJIYUYHTh HEBO3MOKHO, wuccienosanue IVRT
IIPU3HAETCS HE BaJIUIHBIM;

HaKaIUIMBAIOIIEEeCsd  KOJIMYCCTBO  BHICBOOOAMBIIETroCs — AEHCTBYIOLIErO

BelecTBa (4), BRIpaXEHHOE B €IMHUIIAX MACChl JEWCTBYIOILErO BElIECTBA Ha
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TUIOINA b TIOBEPXHOCTH BBICBOOOKIEHUS B TIOCTE/IHEH BPEMEHHOM TOYKE B3STHS
00pa31oB Ha JIMHEHHOM ydacTKe MpoQuist BEICBOOOXKIEHUS;

BpEMS 3a/IEPKKHU BBICBOOOXKIEHUS (€CIIU TAKOBOE UMEETCSI).

Hccnenosanre IVRT He MOIEIUpPYET MOBEAEHUE i1 VIVO JIEKAPCTBEHHOTO
npenapara, HO CKOpPOCTb BbIicBOOOXIeHMs (R) JeHCTByIOIIEero BeliecTBa
SBJIETCA KPUTUYECKUM TIOKa3aTeNneM KauecTBa, KOTOPHIM clelyeT YKa3bIBaTh B
crienu(UKaUi Ha BBIIYCK M HAa KOHEI CPOKa TOAHOCTH (CpoKa XpaHEHWHs)
rOTOBOIO JIEKAPCTBEHHOIO Mpernapara, e€ciu MPOU3BOJUTEIEM He 00O0CHOBAHO
WHOE.

I'paHuubl  KpuTepueB  BBICBOOOXKACHHWS  in  Vilro  HEOOXOTHUMO
00OCHOBBIBATh TI0 JAHHBIM HCCJIEOBAaHWSI BBICBOOOXKIEHHS in  Vitro,
MPOBEICHHOIO Ul CEpPHil JIEKApCTBEHHOr'O IIpenapara, KOTOphIe MPOILTH
KJIIMHUYECKUE UCCIIEN0OBAHUA U B OTHOLIEHWM KOTOPBIX IMPOJIEMOHCTPHPOBAHA
yAOBJIETBOpUTENIbHAA S(P(PEKTUBHOCTD WIIK SKBUBAJIEHTHOCTb.

Kpurepuu rmpuemiieMocTd B crielU(GUKALMU Ha BBIMYCK U CIETIU(MHUKAITIH
Ha KOHEI| CpOKa TOAHOCTU (CpOKa XpaHEHWs) JOJKHBI OBITH OJMHAKOBBIMHU.
Jomnyckaercs ycTaHOB/IEHHE Pa3NUYHBIX KPUTEPUEB MPUEMIIEMOCTH TOJIBKO B
CIIETYFOLIUX CIydasax:

3asiBUTENIeM OOBSCHEHBI MCXOMsS U3 acleKTOB KayecTBa JIEKAPCTBEHHOTO
npenapara W OOOCHOBAaHbl MPUYUHBI YKa3aHWsS PA3THYHBEIX ITOKasareseit
KPUTEPUEB IPUEMIIEMOCTHM CO CCBUIKOM Ha pe3ysbTaThl KIMHUYECKHUX
UcCIIeIOBaHUH Cepuil TIeKapCTBEHHOTO TMperapaTa;

YCTaHOBJIEHBI OoJiee JKECTKUE TpaHUIBl KPUTCPUCB TPUEMIIEMOCTH B
crequUKalui Ha BBIIYCK, YTOOBI FapaHTUPOBATH COXPAHEHUE TIPHUEMIIEMOCTH
MOKa3aTese KayecTBa JIEKAPCTBEHHOrO IIperapara B TpaHUIAX KPUTEPHUCB

IPUEMJIEMOCTH B crieNU(PUKALMK Ha KOHELl CpOKa IOJIHOCTH (CPOKa XpaHEeHus ).
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B LeJsx o0ocHOBaHUsA paciIMpeHHOM dapmarieBTHIeCKOii

OKBUBAaJICHTHOCTH, Tp66y€TCH IpeacCTaBJIEHHUE PE3YJbTATOB BaJIMJIHPOBAHHOIO

Hccien0BaHusg Ha BBICBO60)K,E[€HH€ in vitro.

2. JluzaiiH uccieqoBaHus

Cnenyer mpoBectu nunotHoe wucciegoBanue [VRT, cpaBHHBarolee
UCCIIElyEMbI JIEKAPCTBEHHBIM TMpenapaT M TMpenapar CpaBHEHUS, YTOOLI
MOATBEPAWTE  TPUTOJHOCTH  BBIOpaHHON MeMmOpaHbBl W BaJUJAMPOBATH
9KCIIEPUMEHTAIBHBIE YCIIOBUSI.

JlomkeH OBITh OOOCHOBaH BHIOOP CIEAYIOIIMX KPUTHYECKHX IS
nposenenus uccienopanus IVRT dakropos:

BUJ BblOpaHHOW MemOpaHel. MewmOpana [OoDKHa oOecreyuBaTh
pasjiesIeHUe UCCIIELYEMOTO JIEKAPCTBEHHOTO IIperapara U Cpelibl, B KOTOPYIO
IIPOMCXOANT BBICBOOOXIECHUE (Iajlee — TIPUHUMAIONIAsl Cpela), a TaKkKe
COXpaHEHWE HCCIIEeyeEMOr0 JIEKAapCTBEHHOTO TMperapara HEW3MEHEHHBIM Ha
NPOTSDKEHUM TIepuoia ucciaenoBaHuid. MeMOpaHa He JOJDKHA BBICTYNATh Kak
OrPAaHUYUBAIOIINKA  CKOPOCTh  (akTop  BBICBOOOXKJIEHUS  JIEUCTBYIOIIErO
BELIECTBA U3 JIEKAPCTBEHHOI (opmbl. MemOpaHa 0oKHA OBITH COBMECTHMA C
JIEKapCTBEHHBIM IIPENapaToM U HE CBSA3BIBATH JIEHCTBYIOIIEE BEIIECTRO;

BUJ| IIpUHUMaroIel cpensl. HeoOXxoauMo mpelncTaBuTh MOATBEPIKIACHHE
COXpaHEeHMsl YCIOBUI HeHachlmeHus (sink conditions) mpuHUMAIOLIEH cpe/bl B
TEYEeHUEe  BCEro  Iepuoja  MCCIeOoBaHWi.  YCJOBUA — HEHACHIICHUS
OPUHUMAIOLIEH  Cpedbl  CUMTAIOTCS  MpUEeMJIeMBIMH B CJIydae, ecjd
MaKCUMaJbHas KOHIEHTpals [eHCTBYIOIIEr0 BELIeCTBA B IMPUHUMAOIIEH
aHAJIMTUYECKON s4elike, KoTopas JOCTUraeTcsi BO BpeMs SKCIEpHMEHTa, He

npesbimaet 30 % oT MakcMManbHOWM pacTBOPUMOCTH JIEHCTBYIOIIETO BEIIeCTBa
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B MPMHUMAROIEH cpelle. YCJIOBUS HEHACHINEHUS] TPUHUMAIONIEH Cpelbl
CO3JIA0TCS B 00BbEME cpelibl, KOTOPBIH MPEBHINAeT 00BEM HACHICHHS HE MEHEe
yem B 3 — 10 pas3.

HeobxonumMo MUHUMH3HPOBaTh 00paTHyo AUDQY3UI0 AEHCTBYIOIIErO
BEIIECTBA W3 MNPUHMMAKOIIEH cpenbl, uyToOBl u30ekaTh mpeobpazoBaHus
HAaHECEHHOTO JIEKapCTBEHHOTO Ipenapara. 3HaueHne pH mpuHuUMaromeit cpess
JIOIKHO OCTaBaThLCA IMOCTOSHHBIM Ha MPOTSHKEHUM Beero uccienopanus IVRT;

BpeMsi B3aTHs Mpod. HeoOXoaumMo ycTaHOBUTH periaaMeHT otdopa mpob
no Bpemenu (otbop Tmpo® He pexe ueM dUepes  KaXIbIA  yac)
¥ OKCIIEPUMEHTANIbHEIE YCJIOBUS (TaKUe Kak BU Ipubopa, TeMIiepaTypa cpejsl,
CKOpOCTE IlepeMemBanust). llpogomxurensHocTs wuccinemoBanus IVRT
nookHa  OBITH  JIOCTaTOYHOM,  4YTOOBI  oXapakTepuzoBaTh  MPoduiL
BbICBOOOMKAEHMA. JIOIDKHO BBICBOOOMUTHCS 1O MeHbinei Mepe 70 % ot
HAHECEHHOI0 JeiicTByroIIero Bemecrsa. HeoOXoauMo MoNyduTh 10 MEHbIICH
Mepe 6 BpPEMEHHBIX TOYEK Ha JIMHEWHOM OTpe3Ke MpOoMIs BHEICBOOOKIEHUS
JICHCTBYIOLErO BEIECTBA, BKJIIOYasl IepBbIi oOpazen (cpa3y Mmocie TOro, Kak
nubdy3ns IeHCTBYIOIIETO BENECTBA JOCTUTIIA YCTOMYMBOTO COCTOSIHUA);

KOJIMYECTBO M CIIOCOO  HAaHECEHUsl JIEKapCTBEHHOTO  IIperapara.
KonnyecTBO U crniocod HaHECeHMs JIEKapCTBEHHOr'O Iperapara JOKHBL OBITH
HOCTOSHHBIMU  (JIOMYCKAIOTCSl  pa3fNuuus MeXay obOpasiiamMd  He Gonee
yeM + 5 %) ¥ BanUuIAUPOBAaHHBIMU, 4YTOOBI O0ECHEYUTH OIHOPOJHOE
pacripejieieHie 9TOTO Tperapara 0 MeMOpaHe W JIOCTIIKEHHE YCJIOBHM
BBEJICHUS  «IICEBJOOECKOHEYHOW»  J03bl. HeoOxoaumo MUHUMH3HpOBAThH
BIIMSIHME HA YCJIOBMA UCCIIEIOBAHMS UCIIAPEHNUs JIEKAPCTBEHHOTO TIPerapara;

MCIIOb3YEMbIE AHAIUTUYECKUE METOJUKU. AHAIUTUYECKUE METOIUKH

JOJKHBI OBITH BAJIMAVPOBAHHBIMHU W JOCTATOYHO YYBCTBHTCIIBHBIMH, YTOOBI
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KOJIMYECTBCHHO  OIPCACIIMTb ﬂeﬁCTBy}Oﬂlee BCIIECCTBO B IIPUMHHMMArOIIEM

PacTBOPC B pa3JIMYHbIX BPEMEHHBIX TOYKAX.

3. Bamupanus MEeTOAUKHA UCCIIETOBAHMS

B perucrpannoHHoe 1ocke HEOOXOIUMO BKJIOYATh OTYET O BajIMIalldH
uccnenosanusd IVRT u oLieHKe ero NpurogHOCTH JUTsl KOHTPOJIS KadecTBa
JIEKapCTBEHHOIO Ipenapara. Heodxonumo mpeacTaBuTh Kparkyro HHGOPMAIIHEO
o paspaborke wuccnenoBanus I[VRT wu Beibope yciaoBuii WHcCliemoBaHUA,

obecrieynBarolUX HauboJsiee MOIXOSIYI0 NUCKPUMUHATHBHYIO CIIOCOOHOCTE

METOJIMKY MCCIIEOBAHUS.

BanuranuoHHBIN OTYET JOJDKEH BKIIIOYATH B ceOs:

J0Ka3aTeIbCTBO AUCKPUMUHATABHON CrocoOHOCTU METOANKH
WCCIICOBAHUN B OTHOIIEHUHW CIHEIYIOMUX JBYX MOJUBUKALMKA KavyecTBa
JIEKapCTBEHHOTO TIpernapaTta:

M3MEHEHUI KOHLIEHTPALMU ACHCTBYIOLIETO BeLIeCTBa (IIyTeM M3YUeHHS
3aBUCUMOCTH CKOPOCTH BBICBOOOXKIEHHS JEHCTBYIOIIErO BEINECTBA Kak
(yHKLIMM €ro KOHLEHTpallM{ B JIEKAPCTBEHHOM Ipernaparte (He MeHee ueM Jis
3  pasnuuHbIX  103UpoBOK)). Heobxomumo  MOATBEPAWTH  JIMHEHHOCTE
(¢ xoapduumentom xoppemsiuu 72> 0,90) KOHIEHTPALMK HCCIIELyEMOTO
JIEKapCTBEHHOTO TIpenapara M CKOPOCTU BBICBOOOXKJEHUS JEHCTBYIOIIErO
BEIlleCTBA U3 Hero (R) B yCIOBMAX, KOT/Ia JAEUCTBYIOIIEE BEIIECTBO MOJHOCTEHIO
pactBopeHo. s cycneH3wii  HeoOXOAMMO  TakKe  YCTAaHOBUTL W
IPOAHAIM3UPOBATL  3aBMCHMOCTh MEXAY KOHIEHTpaluell JeiCcTBYOIErO
BEIIECTBA U CKOPOCTBIO €r0 BHICBROOOXKIEHUS (R);

M3MEHEHHBIX [0  cocTaBy u  (hapMalneBTUKO-TEXHOJIOIHYECKUM

napaMeTpam JIEKapCTBEHHBIX (POpM JIEKapCTBEHHOTO IIperapara ¢ u3MEeHEHUsIMM
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B KPUTHYHBIX II0Ka3aTesAX KauecTBa (JUCKPUMHUHHMPYIONIYIO MOIIHOCTE
MCTIOJIb30BAHHOK METOJIUKK HEOOXOMMMO IOATBEPIUT ISl TAKUX MOKA3aTeleH,
KaK paclpeleNieHue 4YacTUIl [EHCTBYIONIEro BEILIECTBA [0 pasMepy WIH
PEONOruIecKuid MPOGUIIb JIEKAPCTBEHHOTO MPerapaTa, a TAKKe 11l KPHTHIHbIX
MEPEMEHHBIX  MPOIecCa  MPOM3BOACTBA MIIM  KPUTUYHBIX  ITEPEMEHHBIX
KOJIMYECTBEHHOI'O COCTaBa BCIIOMOraTeNbHLIX BelecTs). Heobxomumo m3berars
TIOJTHOTO  UCKJIFOUEHHMS OJHOro Wiy Oosee creru(puYHBIX BCIIOMOTATENLHBIX
BEUIECTB M3 M3MEHEHHOH 110 COCTaBy W (hapMalleBTUKO-TEXHOJIOIMYECKIAM
[1apameTpam JIeKapCcTBEHHOH (OPMBI mpemnapara;

PE3YIBTAThl U3YUYCHUS IIPOMEKYTOYHOU MPEIM3HOHHOCTH METOIMKH B
OTHOMIEHUH OJHOW U TOM )K€ CEpHMM JIEKAPCTBEHHOTO MPENapara, BHITIOMHEHHOM
PasHBIMHU ONIEPATOPAMM B pasHble THHU (KpuTepuii mpuemiaemoctu: CV < 10 %).

Pe3yJIbTaThl U3YYEHHS yCTOUYUBOCTH METOJUKH B OTHOIICHUM BapHALUi
B CKOPOCTM TEPEeMELIMBAHUs, KOJMYECTBE HAHOCHMOIO JIEKAPCTBEHHOTO

npenapara, MPUHUMAIOLIEN CPeJibl U €e TeMIIepaTyphl.

4. TlpencraBieHne JaHHBIX O BaIUIALAH
METOJMKU HCCIIETOBAHMS

[l TepBOHAYaNbHOW  BaMMAAllM¥  METOJAMKH  HCCIAENOBAHMS MM
IIOATBEPKACHUS SKBUBAJEHTHOCTH HEOOXOJUMO HCIIONB30BATh HE MEHEee
12 0bpasiior Ha cepuio JeKapcTBEHHOIO mpenapata. B ciiyuae MCnonb3oBaHus
METOJAMKH IJIsi PYTHHHOTO KOHTPOJIL KauecTBa JOIYCKAETCS WCIONB30BATL HE
MeHee 6 00pa3IfoB.

HlanHbie o mpodune BEICBOGOXKACHUS in Vitro JeHCTBYIONEro BellecTBa
HEOOXOMMMO NpPEICTABUTL B TaOIMYHOM M rpaduueckoM (hopMarax. ITpodunu

BEICBOOOXKIECHHS JEHCTBYIOIIETO BELIECTBA NOJDKHBI OBIThH [IPEJICTaBJICHLl B
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KOOpAHMHAaTax 3aBHMCHMOCTH KOJIMYECTBA BBICBO6OI[I/IBH_I€FOCH I[eﬁCTByIOIHGFO

BeIcCcTBa B COAHMHHMIIaAX  MacCChl Ha  CAUMHHULY  IIOINaIH MGMGpaHBI

BLICBO60}KI[6HPIH OT BPEMEHH.

B cliyyae MIpUMEHEHUSA paclIupeHHOK (hapmarieBTUYIECKOM
SKBHUBAJIEHTHOCTH:
3aBUCUMOCTD KyMYJIATUBHOTO BBICBOOOXK ICHUS (HaKOTLICHHUST )

JEUCTBYIOIIECTO BELIECTBA OT KBAAPATHOI'O KOPHS W3 3HAYEHHs €ro BPeMEHH
BBICBOOOK/ICHHUS TOJKHA OBITEH JIMHENHOM;

napameTp R J10JDKeH 3HaUMMO OTIUYAThCS OT HOJIS,

90 %-i1 moBepUTENbHBIH MHTEpPBAN Ul OTHOINEHMS CPEJHUX 3HAYECHUIt
napameTpoB (R) u (4) ans uccielyeMoro mperaparta W mperapara CpaBHEHUS
JOJDKEH HAaXOAMThCS B TPaHUNAX KPUTEPHs TMPHEMIEMOCTH, PpPaBHBIX
90,00 — 111,00 %,;

BpeMs 33IEpXKKH BEICBOOOKIEHUS (€CITM TAKOBOE UMEETCs ), HOKHO OBITH
OJIMHAKOBELIM JJIl MCCIIEyEMOIO IIpernapara U mnpemnapara cpaBHeHHs (TO €CTh

OTJIMYMSA JOJDKHBI COCTaBIATE He Ooee £ 10 %).

IMTPUJIOXKEHUME Ne 2

K TpeboBaHMsIM K Ka4ecTBY
¥ OMO’KBUBAJICHTHOCTH JIEKAPCTBEHHBIX
IIPEnapaToB JJii MECTHOT'O TTPUMEHEHUSs
IIPA HAHECEHUX Ha KOXY U MHBIX
crioco0ax JIOKaTbHOTO IIPUMEHEHUS

METOAHUKA
HCC/IeJOBAHNS MIPOHUKHOBEHNS B KOxy in vitro (IVPT)
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1. O6bnacte npuMenenus uccienosanuii [VPT

YCTaHOBJIEHHE  XapaKTEPUCTHYECKOTO  Npoduiisi  IMPOHUKHOBEHUS
JICKapCTBEHHOTO  Mpemapara ¢ MCIOJIb30BaHMEM  JUCKPUMUHATHBHOI'O
UCTIBITaHWs Ha TpoHuKHOBenwe in vitro (IVPT) mpumensercs npu KoHTpole
BHOCHUMBIX M3MCHCHHH B JIEKAPCTBEHHBIH IIperiapaT BO BPeMs €ro KH3HEHHOTO
ouKia. JlaHHOe McciiefoBaHME C M3YYEHHEM KHWHETHKHM I[IPOHMKHOBEHHUS
JCHCTBYIOIIETO BELIECTBA B KOXY JOIyCKAaeTCsl TaKXKe TPOBOAUTH JUIs
000CHOBaHMS HKBUBAJIEHTHOCTH MCCIIEIYEMOTO JIEKAPCTBEHHOIO Tperapara.

IIpu mpoBeneHMM HUCCIEOBAaHUM HSKBUBAICHTHOCTH CPaBHUBAIOTCS
UCCIIEyEMBIM Tpernapar ¥ Ipernapar CpaBHEHUS BMECT€ C HEraTHBHBIM
KOHTpOJIeM (HampuMep, JeKapcTBEHHOW (opmoii Tmpemapara, ¢ COCTaBOM
coorBeTcTByromer 50 %-  [103MpOBKE HCCIENYEMOrO JIEKApCTBEHHOI'O

npemnapara, u TaKUMHU xKe (apMaleBTUKO-TEXHOJOTHYECKUMHU

XapaKTEepUCTUKAMU).

2. Jln3aitH ucciieqoBaHus

C wmenbl0 MHMHHUMH3AIIMM PHUCKA BBIMOJHEHWS CMENIEHHON OLEHKH
SKBUBAJICHTHOCTH B IIPOTOKOJI MCCIIEAOBAHMSI BKJIFOYAFOTCS METO/IBI OCIIEIIEHUS
¥ PaHIOMM3ALUU WIM HHBIE 0OOCHOBAHHBIE 3asBUTENIEM MEpPbl MUHHMH3ALUU
PHCKa BBIIOJIHEHUSI CMEILIEHHOM OTIEHKH.

B nensix mogrBepikaeHUs TOro, 4To JeUCTBYIOIIEE BEIECTBO MPOHUKACT B
KOXY, BaIMJIALUK YCIOBUH M KPUTHYECKMX (aKTOPOB MCCICHOBAHUS (TaKHX
KaK BHJ{ UCIIOJb3yeMOro npubopa, HaHOCHMas 71032 TIperapara, BpeMs B3sITUS
npo0b, CKOPOCTh MEPEMENIMBAHMS M T. N.), a Takke OOOCHOBaHWs paszmepa
BLIOOPKM JIOHOPOB, HEOOXOAMMBIX IJISI IPOBEJICHUS OMOPHOIO HMCCIIENOBAHNUS,

IPOBONUTCS THJIOTHOE wuccnenosanue in vitro (IVPT), B xome xotoporo
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CPaBHHMBAIOTCS ~ MCCIEMYeMbIii  JIEKAPCTBEHHBI IpemapaTr W mpemapat
CpaBHEHHUSI.

B xome mnposenenns wuccnenosanus in vitro (IVPT) Heo6xomumo
000CHOBATH BHIOOP BCEX CIIE/YIOMIMX KPUTUYECKUX TIAPAMETPOB!

a) Busi BbIOpaHHOM MeMOpansl. HeoOXOAMMO WCIIONL30BATH KOXKY
B3pOCJIOro 4ejioBeka ex vivo. IIpoTokon wmccnenoBaHHS HOMKEH COmEpIKATh
3apaHee YCTaHOBJIEHHLIE M OOOCHOBaHHbBIE KPUTEPUM BKIIOYCHUS WM
HEBKIIFOUYEHHUSI B MCCIIEIOBAHME (BUA KOXHBIX JIOCKYTOB, aHATOMHYECKASs
00MacTh MX MCCEUEHUsI, YCIOBHS U NPOIOIDKUTENLHOCTE MX XpaHeHws). s
MCCCYEHHs KOXKHOI'O JIOCKYTa y JOHOpa HE HCIOJNB3YIOTCS YYacTKH KOXKH C
TaTyHPOBKAMH, JIOOBIMU AEPMaTOJOTMYECKIMH aHOMAIUAMHA MM yYaCTKH
MMEIOINUE M30BITOYHBIN BOJIOCSHOM IIOKPOB).

HomyckaeTcss UCIONb30BaHUE pa3sHLIX TEXHUK WCCEUSHUS KOMKHBIX
nockyToB. HeoOXonumo moATBEpaUTh, YTO TEXHHUKA MCCEYEHHS U XPAHEHUs
KOXKHBIX JIOCKYTOB HE TIPHBOJAT K MOSBICHHIO apTe(akTOB aHAIUTHIECKOM
METOJMKMA ¥ He HapymaroT OapbepHyro (yHKuMio koxu. He momyckaercs
MCCEKAaTh KOXKHBIM JIOCKYT HA BCIO TOJILNHHY, ITOCKOJBKY 3TO TPUBOIUT K
MCKYCCTBEHHOH OTCPOYKE IPOHMKHOBEHMS NEWCTBYIOIIErO BEINECTBA, €CIIH
3asBUTEIIEM HE 00OCHOBaHA NOMYCTHMOCTh TAaKOTO HCceveHMs. B mpoTokosie
MCCIIE/IOBaHMS HEOOXOJAMMO ONMCATH TOJIIMHY, Ha KOTOPYIO HCCEKAETCH
KOXKHBIN JIOCKYT, ¥ TEXHUKY Pa3[IeJICHHs CIIOEB KOYKHOIO JTOCKYTA.

L{eT0CTHOCTD KOXKHM HEOOXOAMMO TIPOBEPSITH MEPE]] HAYATOM TIPOBEACHMS
KayKJ[0r'0 SKCHEepPUMEHTa U TI0CJIE€ €r0 OKOHYaHMs. BbIOOp Buma mcciieoBaHUS
LEJIOCTHOCTH KOKHM M KPUTEPUH €r0 MPUEMIEMOCTH HEOOXOIUMO 0OOCHOBATE B
MPOTOKOJIE U B OTYETE IO Pe3yJbTaTaM MCCIeNOBaHMS. ECiM MCIOIb3YIOTCS

Pa3HbIC KPUTEPHUH TIPUEMIIEMOCTH IJIsI OLICHKH IIEJIOCTHOCTH KOXXKH 10 HAyajia U
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10C/Ie OKOHYaHMsl SKCIIEPUMEHTA BO3MOMKKHOCTh UX NMPUMEHEHHUs J0JDKHA ObITh
obocHOBaHA 3asgBUTENEM M TaKUe KPUTEPUH JIOJDKHBI  [IPUMEHSATBCS
eIMHOO0OPA3HO BO BCEH cepyuM MapauIeIbHBIX SKCIIEPUMEHTOB,

HeoOXoaMmo IosIydyaTh KOXHBIE JIOCKYTHI OT pPa3HBIX JIOHOpoB. Ha
KOJKHBIA JIOCKYT OT OJHOIO M TOrO € JIOHOpa MOJKHBI ObITh HaHECEHBI
UCCIICAYEMBI TIpermapaT, IperapaT CpaBHEHWs M MpernapaT HeraTUBHOIO
KOHTpoJs. ONTUMaNbHBIM SIBJISICTCS HAHECEHUE 3THX MPEIapaToB Ha COCEIHHE
YYaCTKHU B KaXKO0M ITOBTOPHOCTH.

Yucno J0HOPOB KOXKM JOJKHO OBITE He MeHee 12 (He MeHee JBYX
IIOBTOPHOCTEH Ha JJOHOPA).

[Iprbop 1151 OLIEHKH NPOHUKHOBEHHUS JIEKAPCTBEHHOTO TIperapaTa B KOXKY
JIOJDKEH Oo0ecneunBaTh TEMIEpaTypHBIH KOHTPOJIb B 33JaHHBIX IpeAeiax Ha
MPOTSDKEHUU BCETO DKCIIEPUMEHTA. TeMreparypa MOBEPXHOCTH KOXH JIOJDKHA
OBITH CTaOMIIBHOM U COOTBETCTBOBATH AMana3ony 32 + 1 °C;

0) BEIOOD IpUHKMMarOLIEl cpefbl pacTBopeHus. HeoOXonumo npeacraBuTh
IOATBEPIKICHUE COXpPAHEHUsl YCIOBMN HeHacwimienus (sink conditions)
IPUHUMAOIIEH Cpelbl B COOTBETCTBUU C YCIOBHUSIMH, OIMCAHHBIMH JUJIsL
uccnenosanus IVRT B mpunoxenun Ne 1 k TpebOoBaHwsM K KadecTBy H
OMOSKBUBAJIEHTHOCTHU JIEKAPCTBEHHBIX MPEMapaToB JUISI MECTHOIO MPUMEHEHHS
[IPY HAHECEHUH Ha KOXCY U MHBIX CIIOCO0aX JIOKAJIbHOrO IPUMEHEHHS.

ITpunyMaromasi cpefa pacTBOpeHMs JIOJDKHA OBITH BOJHOUN OydepHOi
CHCTEMOH, €ClIi 3asBUTENIEM He 00OCHOBaHO MHOE. HeoOXouMo mpeacTaBuTh
JIOKa3aTehCTBO TOIO, YTO BhIOpaHHAs INPUHUMAIOIIAS Cpella He HapyIIaeT
LIEJIOCTHOCTH KOKHOI'O Oapbepa Ha MPOTHKCHUH UCCIIEIOBAHKS .

BxiroueHre aHTUMHUKPOOHOTO CPEJCTBA B COCTaB MPUHUMAIOIIEN CPeb]

JUIT MUHUMHA3AIHH [TOTEHLUAILHOM GaKTepI/IaJTBHOfI TEKOMITO3ULMUA KOXKHOM
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MeMOpaHbl JI0IyCKaeTcs, MPU YCIOBHM, OTCYTCTBHS BO3MOXKHOCTH HMCKAKEHUS
(GHU3MOIOrNYECKIX CBOMCTB KOXKH MIIM PE3yJIbTATOB AHAJIN3A,

B) BpeMsi B3ATHA Tpo0. UMCIO BpeMEHHBIX TOYEK B3ATHA P06 TOIKHO
OBITH JOCTATOYHBIM, JUIsl TIOJyUeHH s IIOAIOIIIXCSl HHTEPIPETAUN TPOodueit
NPOHMKHOBEHUSA JCHCTBYIOIICIO BELIECTBA (MHTEpBal BpPeMEHH 0TOGOpa Ipod
JOJDKEH OXBATBIBATH IEPUOJA C MaKCHMaJbHOW CKOpPOCTBhIO abcopbiuu
JCHCTBYIOINErO BEIIECTBA UM TIEPUOJ € INOCTEAYIOIIUM CHUKEHHEM CKOPOCTH
abcopOuuu JeHCTBYIOIETO BEIIeCTBA, HA y4acTKaX HAWOOJBINEro W3MEHEHUs
CKOPOCTH abcopbium NeHCTBYIOMEro BeIecTBa YacToTa 0Topa npod MOIKHA
ObITE BBILIE). [IpONOMKUTENBHOCTE UCCIIEIOBAHUS JIOMKHA COCTABIAThL 24 yaca.
Ecnu npoomKUTeIBHOCTE UCCIIEIOBAHUS npessimaer 24 gaca, He0OXOAUMO
J0Ka3arh, 4T0 OapbepHas QYHKIUS U LEIOCTHOCTh KOKM COXPAHAIOTCS HA TOM
K€ YPOBHE, UTO U B IIEPBbIE 24 yaca SKCIEPUMEHTA;

T) KOJIMYECTBO M CTOCO0 HAHECEHWS! JIEKAPCTBEHHOTO IMpenapara.
Hanocumas no3a nexkapcTBEHHOrO Mpernapara J0JKHa HaXOIUThCS B IHANIA30HE
2 — 15 Mr/cM” KOXH U COOTBETCTBOBATH PEXMMY JO3UPOBAHMUS yKa3aHHOMY B
o0mmIel XapaKTepUCTUKE JIEKAPCTBEHHOIO IIpenapaTta, ecid He 06OCHOBAHO
uHoe. Hanecenme J03BI OJDKHO OBITH BaJMIMPOBAHO, YTOOBI OOECIIEUUTH
BOCIPOU3BOUMOCTH (+ 5 %) ¥ OMHOPOAHOCTD paclpesie/ieHHs JIEKAPCTBEHHOTO
nperapara 1o KoxHoi MemOpane. JJOHOPCKHIA KOMIIAPTMEHT IOJKEH OBITH 63
OKKJIFO3UH, €C/IM MHOe HEe MNpeJyCMOTPEHO o0wel XapaKkTepuCTHKO
JIEKapCTBEHHOTO TIpenapaTra;

1) BBISIBIIEHHE M HCKJIFOUCHHME PUCKA TIOTEHIMAIBHON KOHTAMUHALIUKM M
(M)  MCKaXaroWMX — BO3AeHMCTBUM.  JImsg  BBIABIGHHS — IOTEHLMANBHOMN
KOHTaMUHALMK ¥ (WJIM) MCKaXKAIOIUX BO3IEHCTBHN CIEyeT B3STh HECKOJIBKO

npod Ha aHamM3 M3 KaXKIOH MUD(Y3MOHHONW aHAIUTHYCCKON SYEHKH 10
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HaHECCHUsT B HEE MCCIEIYEMBIX IIpenapaToB M IPOBECTU IapalieiabHBIM
OKCIIEPUMEHT € «XOJIOCTOW» KOHTPOJIBHOM KOXKEW Ha KOTOPYK HE HAaHOCSTCS
JIEKapCTBEHHBIE TIPETIAPaTHI;

€) MeToA oclerieHus. B npoTokore ucciaenoBaHus U B 3aKIFOUYUTEILHOM
oT4yeTe HEOOXOAMMO NPEACTaBUTh IOAPOOHOE ONMUCAHUE  TIPOLEAYPHI
OCJIEIUIEHU. YIIAKOBKM MCCIIEyeMOro Mpernapara, Tperapara CpaBHEHUS U
HEraTUBHOIO KOHTPOJS JOJDKHBI OBITh BHEIHE WJICHTUYHBIMU, YTOOLI
MOJIIEPIKMBATH HAJIEKAIUN YPOBEHb OCJICIUIEHUS] YUaCTHUKOB MCCIICIOBAHMS.
MeTtog W cXeMy paHIOMM3allMM HEOOXONWMO OIMHCaTh B  IMPOTOKOJIE
HCCIIEIOBaHNS,

’K) UCIIOJIb3Y€EMBIE  AHAJIUTUYECKHE METONUKU. Jlisi JieKapcTBEHHOTO
Ipernapara ¢ HM3KOW JTO3UPOBKOM aHaIUTUYECKUE METONUKHU JOJIKHBI OBITH
BAIMIMPOBAHBI W  YYBCTBUTEIBHBI JUIL KOJMUYECTBEHHOrO OMpeAeeHUs
JIEACTBYIOIIETO BENIECTBA B IIPUHUMAIOLIEH cpelie B pa3iUYHBIE BPEMEHHBIE
TOYKH;

3) cTaOHMIBHOCTH JIEHCTBYIOLIEro BemiecTBa. HeoOXOAMMO IMOATBEPIMTH
CTaOWIBHOCTE JIEHCTBYIOIIETO BEIECTBA B NPHHUMAIOIIEH Cpelle B TeYEHHE

Bcero nepuona nposenenus uccnenosanusa IVPT u xpanenusi obpaszua go ero

dHaJIri3a.

3. Banupanus MeToauku uccnenosanus IVPT

B perucrpannonnoe nocke HeEOOXOAMMO BKIIFOYATH OTYET O BajMIalldH
uccinenosanuss  IVPT U omeHke ero mnpuroiHoctd JJisl  CpaBHEHHS
JIEKapCTBEHHBIX IIPENapaTOB.

ITpurogHoCTh  yCJIOBUH HCCIENOBaHUM HEOOXOAMMO TOATBEPANTH C

HCITIOJIB30BaAHUEM cepHﬁ JIEKAPCTBCHHOT'O Ipfriapara ¢ pasHbIMH ITOKa3aTeIIsIMH
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KauyecTBa  (HEraTUBHBLIA — KOHTPOJb) (Hampumep JieKapcTBeHHas — (opma
nperapara ¢ coCTaBoM, COOTBETCTBYIOIMM 50 %-# T03MpPOBKE HCCIIENYEMOro
JICKapCTBEHHOI'O MpenapaTa ¢ TaKUMU ke (apMaleBTUKO-TEXHOJIOIMYECKUMHI
XapaKTePUCTUKaMK), B OTHOIIEHMM KOTOPOrO IIOKa3aHbl CTATHCTHUYECKOE
OTJIMYUE OT HCCIIeyEMBIX IPENapaToB M HEIKBUBAJICHTHOCTH CPaBHEHMS C
HUMH.

JlorryckaeTcst MCIOIb30BaTh UHBIC CEPUU TIPENapaTa ¢ BHECEHHBIMU B HUX
[I0Ka3aTCIIbHBIMU M3MEHEHHAMMU 110 CPAaBHEHUIO C M3y4YaeMbIM JIEKAPCTBEHHBIM
npenapaToMm. IlomoOHBIE ITOKa3aTeIBHBIE W3MEHEHMS MOTYT OTHOCHTBHCS K
KOJIMYCCTBEHHOMY COCTaBy JIEKaPCTBEHHOIO Ipenapata, (apMalieBTHKO-
TEXHOJIOTMYECKAM IIapaMeTpaM €ro JIEKapCTBEHHOW (OpPMBI, KPUTHYHBIX
nmokasaTeslell  KadecTBa M (WJIM)  KCIIOJIB30BAHUSA  HE3HAUUTEJILHO
MOAN(HUIMUPOBAHHBIX TIAPAMETPOB NPOM3BOCTBEHHOTO mporecca. [Ipu BeiGope
NOKazaTeliel KayecTBa IUII BHECEHUS W3MEHEHWH CJeIyeT HCIIoNb30BaTh
UMEIOIIMECs JTaHHBIE O XapaKTePUCTHKAX JEWCTBYIOIIEro BEIIECTBA, COCTAB
JISKAPCTBEHHOTO TIpernapara M (papMareBTHKO-TEXHOJIOTHUECKHE I1apaMeTph
JIEKaPCTBEHHOW (POPMEI JileKapcTBeHHOTO Ipenaparta. Heodxomumo wuzberaTsb
TIOJTHOTO MCKJIFOYEHMs OJHOro miM Oojiee crnelu(GUIHBIX BCIIOMOTaTeIbHBIX
BEIECTB  (HANpUMep, YCHIIMTENs HPOHUKHOBEHUs, KOHCEPBAHTOB) W3
M3MEHCHHOM 10 COCTaBy W (hapMaleBTHKO-TEXHOJOTMYECKUM I1apaMeTpaM

JIEKapCTBEHHOM (pOpMBI TIperapara.

4. IlpencraBieHue TaHHBIX

Hanneie nccnenoBanus [VPT HeoOXoauMO NpeacTaBUTh B TAOITUUHOM H
rpapuueckoM  popmartax. HeoOXOIMMO MpeJCTaBUTL BCE  MOMYUEHHBIC

VHAMBUyaIbHBIC JaHHBIE W MApaMETPhl MO KaXIOMY U3YYCHHOMY COCTAaBY M
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(papmManeBTUKO-TEXHOJIOTUUECKUM  [apaMeTpaM  JIeKAPCTBEHHOUW  (hOpMBI
TOTOBOTO JIEKAPCTBEHHOI'O IIperiapaTa BMecTe ¢ 0000AIIUMY CTATUCTUKAMH.
B unenax cpaBHeHus MNpouis BHICBOOOXKIEHHS, HEOOXOJUMO TIPE/ICTABUTh
CIIEIyIOLIEE:!

rpaQuK 3aBUCUMOCTU YJEJBHONH Macchl HAKOIUIEHWs JICHCTBYIOIIETO
BEIIIECTBA, IIPOHMKILNETO Yepe3 EIUHUILYY IUIOWAAN KOXHU (BBIPAKEHHOI'O B
eZIMHUIIAX MACCHl Ha CM?), OT BpEMEHH;

rpaduk 3aBUCUMOCTH YJENbHOH CcKOpocTH abcopOnuu JeHCTBYIOIIETO
BEIIECTBA (BRIPAKEHHOM B eMHHIIAX MACCHI HA CM” B Yac) OT BPEMEHH.

HeobxonuMo ompefenuTb U CPaBHUTH pPEJIEBAaHTHBIE —IapaMeTphI
IIPOHMKHOBEHUS, HAIpPUMEP MaKCUMAJbHYI CKOPOCTh a0COpPOIHM (Jmax) M
o0Iiee KOJNUYECTBO IEHCTBYIOILEIO BEIECTBA, MPOHUKIIEE B KOXKY K KOHILY
AKcrepuMeHTa (Aotal).

B ciydae wucnosb30BaHMsS PEINIMKATMBHOTO JM3aiiHa MCCIeIOBaHMS
pe3ynbTaThl, MOIy4YeHHBIE Ha AYONMUPYOHMIUX Y4YacTKax Yy OJHOTO M TOIO K€
JIOHOPa, HEOOXOAMMO MPUBECTH K YCPEOHEHHBIM MoKa3aTessiM (MCIIOIb3ys
reOMETPUYECKOE CpeHee) NMepe/l MPOBEACHUEM CIIEAYIOIIEr0 UCCIIeIOBAHMU.

[TapameTpsr SKBUBAJIEHTHOCTHU COOTBETCTBYIOT KPUTEPUIM
MPUEMIIEMOCTH TIpy yciioBud, 4to 90 %-Hble JOBEpUTENBHBIE HHTEPBAJIBI
11apaMEeTPOB 3KBUBATNEHTHOCTH (Jmax) M (Atotal) PACCUMTAHHBIX KAK OTHOIIEHHE
CPEIHUX I0KA3aTeIeH UCIBITYEMOrO Mpenapara K COOTBETCTBYIONIMM CPEIHUM
IIOKa3aTeNIIMU TIpernapaTa CpaBHEHHUI HaxoAsTcs B uHTepBaie paBHOM 80,00 —
125,00 %, ecnm 3asgBureneM He OOOCHOBAHBI WHBIE T'PAHUIBI KPUTEPHERB
MPUEMJIEMOCTH.

Pacmupenue rpaHun, KpurepueB npuemiemoctd g 90 %-ro

JIOBEPUTEJILHOTO UHTEpBana (MakcuMaibHo 10 69,84 — 143,19 %) nomyckaercs
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B CJlyyae BBICOKOW BHYTPUUHIMBUIYaJIbHOW BapHaOEIbHOCTH, HabOOgaeMoil
AJIA JIEKAPCTBEHHBIX TMPENapaToB ¢ HMU3KOM NO3MPOBKOM M OrpaHuueHHON
mddysueit, ecau 3T0 KIMHUYECKH 060CHOBAHO.

Onenka pacIIMPEHHBIX KPUTEPUEB IPHEMJIEMOCTH BBIMIOJHIETCS B
cooTBeTCTBUM ¢ Tozipasaenom 11 paszaena III [pasw.

WcenenoBanye npusHaeTcs BalUIHBIM HCKIIOUMTENLHO TIPU COOIIOCHIH
CIIEIYIOLINX YCIOBUM:

a) Uil KPUTEPHUEB NIPUEMIIEMOCTH [1aPAMETPOB SKBUBAIECHTHOCTH (Jmax) ¥
(Atotal):

90%-#  joBepuTENbHBI  MHTEpBanm Ul OTHOLIGHHS  CPEIHHUX
MCCIIElyEMOT'0 JICKAPCTBEHHOTO IpenapaTa K HETaTUBHOMY KOHTPOJIIO JOJKEH
OBITH MOJTHOCTEIO BHE uHTepBaa 80,00 — 125,00 %;

90%-#1 OBEpUTENBHBI MHTEPBAN IJI OTHOLICHWSI CPENHMX Tperapara
CPaBHEHMS K HETATUBHOMY KOHTPOJIIO JIOJDKEH ObITh MOJTHOCTHIO BHE MHTEPBAIA
80,00 — 125,00 %;

0) Il TPUBENIEHHBIX B OTYETE JIOTOJHUTENBHBIX  MAPAMETPOB
IPOHUKHOBEHHS (BPEMsI 10 MAKCHMAIBHON CKOPOCTH abcopOLMH (tmax) B BpeMst
3a[IePKKM BEICBOOOXK/ICHNS) BBIITOIHAIOTCS CIIELYIOIINE YCIOBUS:

BpEMS  3a[iepXKKM  BBICBOOOXKIEHMS (€ciM TaKOBOE WMeEeTcs) i
UCCJIe/lyeMOro MpernapaTa U Ipenapara CpaBHEHUS JOIKHO OBITh OJMHAKOBBIM
(TO €CTh OTINYMSA TOIDKHEI COCTABIATE He Gouee £ 10 %);

00BIe pa3nyus B apameTpax MPOHUKHOBEHHUS JOJIKHBI GBITH OLEHEHBI
C TOYKH 3PEHHUS UX BIMSHUS Ha SKBUBAJIEHTHOCTD),

B) YCTAHOBJIEH MarepHaibHbli OanaHc. Heobxommmo MPENCTaBUTh

pacucT:
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HAKOTUICHHOTO KOJIMYECTBA JEHCTBYIOIIEIO BEIECTBA, IPOHMKIIETO B
NPUHUMAOIIYIO cpeny (Aotal);

O0IIEro KOJMYECTBA JEHCTBYIOIIEro BEIEeCTBa, YAEPKUBAEMOTO (Sital) B
oOpasiax Koxu;

KOJIMYECTBA JICHCTBYIOLIETO BEILECTBA, OCTABIIECrOCs Ha 00OPYHIOBaHUM,
[PUMEHSAEMOM Ul OYUCTKH WIM  O00OpYNOBaHMHM, HCIIOJIB3YEMOM B
skcriepuMenTe (Riotal).

B cioyyae ecim  ofliee HakOIUIEHWE JICWCTBYIOIETO BEIIECTBA,
IPOHMKILEr0 B IPUHUMAROILYI0 cpeny coctasysieT 90 — 110 % ne Tpebyercs
HUKaKOTO JIOMOJHUTENIBHOIO 000CHOBaHUs MaTepuaibHOro Gananca. B cioyuae
HaJIM4Msl  3HAUMTEJIbHOW  BapMaleJbHOCTH  MOKas3areliell  NPUYMHBL  ee
BO3HUKHOBEHHUS HEOOXOAMMO JI€TaIbHO MPOAHATU3UPOBATE U MTOSCHUTS.

Jloryckaercss  OTIENBbHO aHAIM3UPOBATH KOJMYECTBO JIEHCTBYIOIIETO
BEIIECTBA, YICPXKUBAEMOIO B pasHBIX CJIOAX KOXHM (pOTOBOM CllOE U

SMHUIEPMUCE), YTOOBI OLEHUTH paclpe/ieSieHre IeHCTBYIONIEro BEIIeCTBa B

KOXKC YCJIOBEKA.

ITPHUJIOXEHUE No 3

Kk TpeGoBanusiM Kk KauecTBy
1 OMO>KBHUBAJICHTHOCTH JIEKAPCTBEHHBIX
NPENapaToB [JIi MECTHOTO NIPUMEHEHHS
IIPY HAHECEHUHU Ha KOXY U MHBIX
crocobax JOKaIbHOTI'O TIPUMEHEHMS
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METOAUKA
B3SITHSI IIPOO POroBOro cJlosi (cOCK06 JIMNKOH JIeHTOjH)

1. O01ue nonoskenus

Hacrosiiast MeToka conepikut cBeieHust 06 MCCISTOBAHUM METOIOM
B3ATHs IPOO POroBOro ciosi (cockob JMIKOi JIEHTOMN) in Vivo B OTHOLIEHUH
MSIKUX JIEKAPCTBEHHBIX (OPM, IIPOBOJMMOM B Ka4yeCTBE METO/A OIIPE/IelIeHUs
KMHETUKM NMPOHUKHOBEHUSA, B LENSX O0OOCHOBAHMS YKBHMBAJIEHTHOCTH (BMECTO
TIPOBEACHMSA UCCIIEOBAHNS TEPANIeBTHYECKOH SKBUBAIIEHTHOCTH).

HccnenioBarue  MeTOIOM B3STHS Npod POrOBOrO  CI0OS  SIBJISIETCS
MUHUMAJIEHO MHBAa3MBHOW  TEXHHUKOIA, KoTopas IPENYCMAaTPUBAET
TIOC/IEIOBATE/IBHOC  Y/TAJICHAE HAPYXKHOTO CJIos KOXHU (pOroBoro cios) c
UCIIOJIb30BAaHUEM  JIMIKWUX  (aAre3WBHBIX)  JIEHT  [OCJIE€  HAHECCHUS
JIEKapCTBEHHOIO IIperiapara, COAEPIKAILEro ICHCTBYIOIIEE BEIIECTRO.

KonnyecTBo NeACTBYIOIEro BEIECTBA B POrOBOM CJIOE 3aBHCUT OT 3
CIEAYIOLHX MPOIECCOB:

pacrpesieneHie ICHCTBYIOLIErO BEMIECTBA U3 JIEKAPCTBEHHOTO MperapaTa
B POIOBOM CJIO€;

mAQysuu NeCTBYIONIEro BelecTBa Yepe3 poroBoii Cloi;

pacrpefeNieHnst  IeHCTBYIOINEro BEIIECTBA W3 POrOBOrO  CJIOS B
YKH3HECTTOCOOHBIEC TKAHM.

OCHOBHOE IIPEMMYIIECTBO HCCIIENOBAHMA METONOM COCKOGA JIMIIKOM
JIEHTOW COCTOUT B TOM, YTO HCCIEIOBAHME TIPOBOIMTCS 7 Vivo ¢ MOJNHOCTHIO
(pyHKIMOHUPYIONIEH MUKPOIUPKYIALMEH KOXKH, B pe3yJbTaTe 4ero KIMPEHC
JISUCTBYIOLIETO BEIIECTBA M3 KOXKH MPOMCXOAUT GECIIPENSITCTBEHHO.

YKa3zaHHOE HCCIIEI0BAHNE II03BOJSET IIOJNYYUTH HAHHBIE O JIOKAILHOMN

OMO/IOCTYNHOCTY MATKMX JIEKAPCTBEHHBIX (DOPM JIEKAPCTBEHHBIX [IpenapaTos,
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ACHCTBYIOIIMX HA POrOBOW CIOH MM B HeM (Hampumep, MPOTHBOrPHUOKOBBIX
JEKapCTBEHHBIX NpenapatoB). B ciyyae ecnm LiejneBble MecTa eHCTBUS
BBIXOJSIT 3a IIPEJIEIIBI POrOBOI0O CJI0S, MUCCIENOBAHNUS METOIOM COCKOOA JTUITKOMI
JICHTOW MOTYT TIO3BOJIATH IOJIYyYUTh MOAXOJAIIYIO CYPPOraTHYIO OLICHKY,
4TOObI OXapaKTEpPHU30BAaTh CKOPOCTb W CTENeHb abCOpPOIMM JIEKAPCTBEHHOTO
npernapara JeMCTBYIOIIETO BEIlleCTBA MOIJIEKAUMA TKAHIMH.

HccnenoBanus MeTOoOM COCKOOA ITUMKOI JIGHTOH i vivo NIPUMEHSIOTCS B
OTHOLICHUM JIEKAPCTBEHHBIX MpernapaToB B ciaydae mporecca auddysuu
JACUCTBYIOLIETO BEUIECTBA B POTOBOM CIIOH M CKBO3b Hero. Takum o6GpazoMm,
YKa3zaHHO€ HCCJIeIOBAaHHE HE CIEAYET HCHOJIB30BaTh JUIS WCCIIeIOBAHMI
JIEKapCTBEHHBIX IIPENapaToB, HAHOCHMBIX HAa 3HAYMTEIBHO IOPAKEHHYIO KOXKY
(HampuMep,  OTKpBITBIE  PaHBl, OXOTHM) WIM KOXKY HEJIOHOIIEHHOTO
HOBOPOXIEHHOI0, a TaKXK€ HE IPUrOAHO B OTHOIUEHHMH JIEKAPCTBEHHBIX
[IPEIapaToB, COACPIKAIMUX JIETY4YUE JEHCTBYIOLIUE BELIECTBA HMIIM BELIECTBA,
KOTOPBIE MOCTYNAKOT NPEUMYLIECTBCHHO B IEPMAaJIbHLIE CIIOU KOKHU (BOJIOCSHBIE

(hOJTUKYJTBI, CAJTEHBIE JKEJIE35l).

2. Pa3paboTka 1 ONTUMU3ALIKSI METOAUKH

HccnemoBanne MeTOZOM COCKOOA JIMMKOM JIEHTOM He  SBIISIETCS
ABTOMAaTU3UPOBAHHOW METOAUKOH, TIO3TOMY HEOOXOJUMO MaKCUMAJIBHO
CTaHJAapPTU3UPOBATE SKCIIEPUMEHTAJIbHBIN T3aiTH.

OKCIIepUMEHTAJIbHBIC YCIOBHS OIIOPHOIO MCCIENOBAHUS HEOOXOIHUMO
IPOAHATU3UPOBATh K 0OOCHOBATH UCXOJ U3 BU/IA M OCODEHHOCTEN M3yYaeMbIX
IpernapaToB, a BBIOOP ycIOBUN HEOOXOIMMO OCYILECTBIATH HA OCHOBAHUU

PE3YNLTATOB IIHJIIOTHOT'O HWCCICJOBAHHA METOIOM COCKO0a JIMMKOW JIEHTOM.
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HeobXonumo mpencTaBuTh B PerncTpaniioHHOM [0Che Pe3toMe pa3paboTKu u
ONTHMHU3ALMK METO/Ia COCKOOA JIUTTKOM JIEHTOA.

Bo Bpems 1npoBeseHHMs MHIOTHOIO WCCIENOBAHUS  HEOOXOIMMO
BEpU(UUMPOBATE U 000CHOBATH BHIOOP CIIEAYIOLIME YCIOBHUS:

a)BUJ  HCCIEOYEMOro ydJacTka KOxuM. MccliemoBaHHe  JIOMKHO
OPOBOAMTBECA HA 3M0POBBIX y4YacTKaX HOPMAJIbHOM KOXH IpeaIuIeubst
(TaZlOHHOH TOBEPXHOCTH) C ajeKBaTHOW GaphepHOH (YHKIHEH KOXKH.
Heobxomumo  ompemenuTh KpPUTEpUM BKIIOYEHHS W HEBKJIIOYCHHS B
UCCIeIOBaHHEe OOBEKTOB C Pa3HBIMHU COCTOSIHHMAMHU KOKH. YYacTKM KOXKH ¢
TaTyUPOBKAMH, JIOOBIMH TpPHU3HAKAMM JEPMaTOJOTUYECKUX AHOMAJIHMH WM C
M30BITOYHBIM ~ OBOJIOCEHHEM MOUIEXAT HMCKJIIOUEHHI0 W3 HCCIENOBAHMUS.
Heo6xonuMo ycTaHOBHUTE MPOLIEAYPHI MOATOTOBKKM M OYUCTKU YYaCTKOB KOXKH
epes SKCHEPUMEHTOM H B IPOLECCE €ro MPOBENeHUs, 4YTOOBl yYacTKH
BMELIATENIECTBA HE MOBPEXKAANICH TIPOLIENYPAMH OUHCTKH;

0)cocTosHME HCCIEIYeMOro ydacTKa KOXKH. LIeNOCTHOCTH — KOXKH
HEOOXOIMMO ONPENEIATh MEepel MPOBEACHUEM SKCIEPUMEHTA W MOC/E HETO.
Jl1s TOATBEPIKICHUS LENOCTHOCTH M3MEPSETCST YPOBEHb TPaHCIMIAEPMATbHOM
notepu Boubl (TEWL) ¢ npumeHeHweM HHBIX MeETOMHK IIOATBEPKICHHUS
[IEJIOCTHOCTH, €CIIM HX MpPUMEHeHHe O0OCHOBaHO 3asBUTENeM. Kpurepuu
IPUEMIIEMOCTH HEOOXOAMMO I€TATIBHO TPOAHATM3UPOBATE U 0OOCHOBATH;

B)XapaKTep HaHECeHWsl (amUIMKauuu). B CBA3M €O  3HAYMMOIA
BHYTPUMHIMBUIYaIbHOM  BapvaOE/IbHOCTBIO  CPaBHMBAEeMble  IIPENapaThl
HEOOXOMMO HAaHOCHTB Ha KOXY OJHOTO W TOrO Ke CyOBEeKTa MCCIeI0BAHMS.
HeobxomuMo Taroke BKIIIOYMTH HaHECEHME IIperapaTa HEraTUBHOTO KOHTPOJIS
(B Ka4yecTBe KOTOPOro He MOXKET BBICTYIATh IPENAparT CPaBHEHWs), B IENSX

NIOATBEPXKACHUS JTOCTATOYHON JUCKPUMUHUPYIOIMIEH MOILMHOCTH METOIUKH.
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Cnemyer  ocnemnsTe — HCCleqOBaTeNs,  OTBEYAIONIETO 34  HAHECEHUE
MCCIIEAYEMOT0 JIEKAPCTBEHHOrO IMpernapata U COCKOO JIMIKOM JIEHTOM, 4TOOBI
MUHUMU3UPOBATH CMEIICHUE;

I) 032 JIEKapCTBEHHOT'O Mpernapata. VICMoiap3yeMyro B McCCie0BaHUH
J03y JIEKapCTBEHHOrO Ipenapara HeoOXOIUMO ONPEEIUTh, HCXOAA U3 O0LIei
XapaKkTEepPUCTUKM  JIEKApCTBEHHOI'O Ipenapara. Bo BpeMs mpoBeaeHus
IIMIOTHOTO UCCIIENOBAHUS J03Y M YYacTOK KOXKH JUISi HAHECEHWS JI03bI
HEOOXOAMMO BepU(PULMPOBATE, I TOTO YTOOBI JOOUTHCS KOIMYECTBEHHO
OIpeensieMO MacChl NEMCTBYIONIETO BEIIECTBA B pOroBOM ciioe. HeoOxoauMo
TAKXKE€ YCTAHOBWUTb TEXHHUKY J[O3UPOBAHMsS, TPOLEAYPHl OCJEIUIEHUS U
paH/IoMU3aIIY;

O)au3aiiH  ucciaenoBaHusa.  HeoOXOOMMO — WMCIONB30BaTh  JIM3aiiH
UCCIIEOBAHUA C OJHOKPATHBIM TIpUMEHEHHEeM JI03bI (COCKOO  KOXMU
BEIIIOJIHAETCS 110CJI€ OJIHOKPATHOTO HAHECEHUS UCCIEIyeMOro JIEKAPCTBEHHOIO
npernapara U Inpernapara CpaBHEeHHUs );

€) BPEMEHHBIC TOYKM OLIEHKM DPe3yNbTaToB. JleKapcTBEHHBIE IIPEHapaThl
HEOOXOMMO CpAaBHUBATh B IByX BPEMEHHBIX TOUYKax (OJHA HA 3aXBaT, OJHA Ha
KJIMPEHC) y KAXKIOro cydobekTa uccienoBanus. ONTUMAaNbHOE BpEMsl 3aXBaTa U
KJIMPEHCA 3aBUCUT OT XapaKTEPUCTHUK IEHCTBYIONIMX BELIECTB U JIEKApPCTBEHHOM
(opMBI JIEKapCTBEHHBIX TIPENapaToB U JOJDKHO OIPEAENATECS BO BpeMs
NPOBEACHHUA IUJIOTHOIO MCClenoBaHus. Bpems 3axBaTa JODKHO OBITH
JNOCTATOYHO TPOJOKUTEIbHBIM, UYTOOBI JEHCTBYIOIIEE BEMIECTBO HOCTUIIIO
ycTounBoi daszel nuddysun. Jlomyckaetcs, uToOBl BpeMsi 3axBara OBLIO
YCTAHOBJIEHO YKCIIEPUMEHTAILHO IO Pe3ysIbTaTaM OIpeaecHUS HECKOIBKUX
BPEMEHHBIX TOYEK 3axBaTa U OIPEJEIICHUEM, C Kakoro BpeMEHHM Macca

H3BJICHCHHOTO H3 POroBoro cjiod I[ef;ICTBy}OU_Iel"O BEIICCTBA OCTAETCA
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IOCTOSHHON. Bpems kinupenca JOKHO OBITh TOCTATOYHO MPOIOJIKUTETBHBIM,
4T00BI  00ECHeYnTh M3MEPHMBI TMEepeHOC JEHCTBYIONIEr0 BEINecTBA U3
pOTOBOro CJios B KU3HECHOCOOHYIO KOXKY (M IiryOiKenexaiiue TKaHM), HO He
JIOJKHO NPEBBILIATE 48 YacoB, 4TOOBI H30eXkKaTh H000ro s(heKra CIyuUBaHms
KoKH. IlpeamoyTnTenbHO BpeMs KIHMpeHca, OOecleudBaioniee Mo MeHbHIeH
Mepe 25 Y%-0e CHIJKEHHE B Macce JEHCTBYIONIEr0 BEILECTBA, M3BIEKAEMOTO U3
poroBOro cjos, MO OTHOUICHMIO K Macce JeWCTBYIOIIEro BEIIECTBA,
M3BJIEKAEMOI'0 U3 POrOBOIo cjiosl B (hase 3axBara. Bo Bcex ciryvasx BpeMeHHEBIE
TOYKH B3ATUS 00PasIOB cjleyeT TIATENbHO IPOLYMbIBATE 1 0O0CHOBHIBATH:

K) TIpOLle/lypa  yHaleHust  JIeKapCTBEHHOTO  mnpemapata.  llocie
YCTaHOBJIEHHOI'O BPEMEHM 3axXBaTa MCCIENYEMBbIH JIEKapCTBEHHBIM Mpenapar
YAAIAE€TCs C IOBEPXHOCTH KOXHW. HeoOXomuMo yCTaHOBUTH MPOIENYpPY
OYHCTKH, 4TOOBI 00ecTeunTh Y PEeKTUBHOE yAaIeHIE OCTATOYHOrO Tperapara ¢
MeCT 00pabOTKU KOXKH ITEPe. COCKOOOM;

3) XapakTepUCTUKM JIMIKOM JIeHTHL. Vcrone3yemas Uil TPOBEICHHS
HCCJIEIOBAHNS JINMKAsI JIEHTA JIOJDKHA OTBEYATh CIEIYIOIUM TPEOOBAHUAM:

JIMIIKas JICHTA HE JOJKHA TepsITh B Macce NMPH HAHECEHWH U MPUTHPAHUH
K IIOBEPXHOCTH KOXKH,

JIUIIKas JICHTa J0JKHA 00J1a/1aTh MHHAMAJIBHBIME TIOKA3aTe/IIMH ITOTEPh U
YBEJIMYEHUSA MACCHI BO BpeMsl XpaHEeHMsI,;

JEHCTBYIOIEE BEIIECTBO JOMKHO JIETKO BBIIETATHCS M3 POrOBOIO CIOS,
IIPWIKIIILIETO K JICHTE;

anre3vB WM JIPYTM€ KOMIIOHEHTBHI JICHTBI HE JOJKHBI HCKAXKATh
aHATMUTUYECKOE KONMIECTBCHHOE OTpeeNieHne JeHCTBYIOMEro BEMeCTBa, Npy

OTOM CHJIa /ITe3UH JOJDKHA OBITH TaKOH, 4TOOBI GOJIbLIAS YaCTh POrOBOTO CIIOS
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yJajsiach IIpd  I[OMOLIM JOCTATOYHO HEOOJBIIOro 4YHUCIa JIMIKUX JIEHT
(Hanpumep, He Ooiee yem 30 JIeHT).

M) XapaKTEPUCTUKKM B35ATOM TpoOBI. KCmomb3yeMblii METOH  COcKoOa
JIMIIKOM JICHTOH NOKeH 00ecneunBaTh, 4YTOObI ¢ KaXKIO0T0 yU4acTKa KOXKU Oblia
B3ATa OONBIIAs YyacTb poroBoro ciost (= 75 %). HeoGxomumMo ycTaHOBUTH
MHHHUMAJIbHOE M MAaKCHMAaJIbHOE YHWCIIO JIEHT, OCHOBBIBASICh Ha M3MEPEHUSX
YPOBHs TpaHCOTHMaepMaibHOil morepu Boael (TEWL) wumu wa jpyrue
peeBaHTHBIE KPUTEPUU (HAIIPUMEP, BOCBMUKPATHBIH IMPUPOCT COJEPIKAHUSA
JEHCTBYIONIETO  BEIECTBA IO CPaBHEHHWIO C MCXOJHBIM  3HAUEHUEM,
TpeKpalieHne IPOBEIeHHs MCCIEA0BAHMS IO BOMIpOocaM 0e301aCHOCTH);

K) UCTIOJIb3yEMbIE  aHANUTUYECKUE  MeTOAbl.  [IpM  cTaHgapTHOM
BBIIIOJIHEHUM METOJUKMA WCCIIENOBaHUs JeHCTBYIOIIEE BEIIECTBO CHAyala
BBIJIENIAETCS M3 JIMIIKMX JIEHT, a4 3aTéM KOJHMYECTBEHHO OIIPEENIeTC B
SKCTPArUPyHOIIEM pacTBopuUrese (pacTBOpHUTEIAX). Homyckaetcs
UCIIOJI30BAHME AJIBTEPHATUBHBIX METOJIOB SKCTPAKIUU M KOJMYECTBEHHOI'O
ompesieNieHns,  eciu  obocHoBaHO. Heo0xomumo — mpoaeMOHCTPHPOBATh

YOOBJIICTBOPUTEIIbHYIO MMPpOU3BOJHUTEIIEHOCTD npepjiaracMoro METO oA

HKCTPAKIIHH.

3. Jlu3aiiH uccie0BaHus

HeoOXomuMo TIOATOTOBUTL I1OAPOOHBIE CTaHAAPTHBIE ONEpPAlMOHHBIE
IIPOLIEAYPEI /I IPOBEACHUS UCCIIEIOBAHUM METOIOM COCKODa JIMMKOM JIEHTOH,
IJIA 00ecreyeHns: TOYHOTO KOHTPOJIS JO3UPOBAHMS, OYHCTKH, COCKAOIMBAHMS,
OKCTPaKIMK, KOJUYECTBEHHOIO ONpeNleNneHuss U JpYyruxX [epeMeHHBIX

HCCJICAOBAaHMA WK IIOTCHUHMAJIbHBIX HCTOYHUKOB CMEHICHHA B 3KCIIEPHUMEHTE.
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Kpurepuy BKIoueHns! 1 HEBKIIOUSHUSI HEOOXOIMMO 3apaHee chopMyIHpoOBaThH
1 9E€TKO OIIKCATh B MPOTOKOJIE UCCIICIOBAHMS.

B orHOmenuu wuccnemoBaHuii MeTONOM cockoba JUMKOM  JIEHTOM
CIIClyeT MPUMEHATH JM3alH MCCIIENOBAaHMA CXeMa KOTOPOTO MPHBEIEHA Ha
pucyHkax 1 m 2. OKoH4aTenpbHO BBIPAOOTAHHBINA MPOTOKOJ MCCIIENOBAHUS ISt

KaXZO0r0 OTAENILHOTO CiTyvast IOJDKeH OBITh 000CHOBAH.
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BeHTpanbHas cTopoHa

3axsar

XonocToi

Pedepenr

Hccnenyembrii

Kontpois

Pedepent

Mccnenyemblii

Kountpons

npearIcybsi

3angacree

HAHBIA TIOPSAIOK

[

Cnyua

JloxreBas
SIMKA

Knupenc

© .+ "Y4aCTOK HAHECeHHA - - .
... TIiperiapara, Ha O6BEKT - | . - |

['panuiia yuacTKa

XomocToi

Pedepenrt

Hcenenyembiit

1) JlekapcTBeHHBIH npenapar
HAHOCHUTCS Ha MOMEYEHHYIO
TOYKamu 00J1acTh U yaansercs
1ocyie ONPEENIEHHOrO BpeMEHH
abcopbuuu.

Konurtpons

Pedepent

Hcenenyemplid

KouTponb

Puc.1. O0uuii BUJL yHacTKOB HaHECEHHUs
00BEKTOB Ha Npe/rieubs CyObeKTOR

HCCJIENOBaHHMA

2) T1o okoHuaHuu (hazwr
abcopObuuu 1M nocie
OIIPENIENIEHHOTO BpEMEHU
OYMILEHHUS KOKH Ha 00acTh
B34THs MPOO HAKIAIBIBACTCS
TpadapeT 1 ouepunuBaeTcs
obsiacTh B3ATHA NPOO B LEeHTpa
y4acTKa HAHECEeHMsI
(annuKanum).

Ob6nacTe B3ATUSA
obpasiioB

[Tonocka NUINKOM TEHTEI

3) Cockob mpoU3BOIUTCS MyTEM

HAJIOXKEHUS JTUMKOH JICHTBI, IJIomaab

aJare3Myd KOTOPOM cocTapiseT
Honplue obnacTu B3sATHSI 00PA3IOB

Puc.2. [locnenoBaresibHOCTE ASHCTBUN MpH
BBLITIOJIHEHHH COCKO0A B KaXK/JI0H 30He

HaHeceHus (anInKaIuH)
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HomxeH ObITh 00OCHOBaH BBIOOpP BCEX CICHYIOIIMX KPUTHUYECKHMX IS
MPOBE/ICHUS UCCIIeOBaHMs (PAKTOPOB:

a) cyObekThl MccienoBaHus. MccnemoBaHus METOAOM COCKODa JUIKOMN
JIEHTOW JOJDKHBI IIPOBOAUTHCA Ha 3H0POBBIX JO0OPOBOJNBIAX, B OTHOIIECHUU
KOTOPBIX IPOBOJUTCS CKPUHUHI HA MIPUTOIHOCTh K YYACTHIO B MCCIIEIOBAHUHN B
COOTBETCTBMH ¢ TpeboBaHuaAMHM paznena 3 yactu 11 [Tpasu;

0) oOpabaTbIBaeMBIl y4acTOK. YYacTOK 3I0POBOM KOXM BEHTPAILHOI
MIOBEPXHOCTH IMpEAIUIeYbsi JIOJDKEH UMETh pa3Mep, IOCTaTOYHBLIH JUId TOro,
4TOOBI pa3MEecCTUTh MO MeHbIlell Mepe 6 y4acTKOB HaHeceHus. HeoGxomumo
yOeIUTECA B LIENOCTHOCTUM KOXH (HampuMep, IMyTeM H3MEpPEHUs YPOBHS
TpaHcanuaepmManbHoi morepu Boael (TEWL)). Ha kaxnom mnpemmiedse
JIOJDKHO OBITh OJJMHAKOBOE KOJIMYECTBO YYAaCTKOB HaHECEHHUs. BO03MOJKHBII
BapHaHT PacIOJIOKEHHs YYaCTKOB HAHECEHUS IIPEJICTaBIeH Ha PUCYHKE |;

B) YMCJIEHHOCTh CYOBEKTOB uccleqoBaHud. Breibop dwucina cyOBeKTOB
UCCIEI0BaHNA NOJDKEH OBITH 0OOCHOBAH, UCXO/s M3 BapHaOEIbHOCTH, KOTOPas
OblIa OLlEHEHa B TWJIOTHBIX WCCIECIOBAHHMAX W SBISETCS CTATUCTHUYECKU
3HaYUMOM. il MOATBEp)K/IEHWsI  SKBHUBAJEHTHOCTH B  HCCIIEOBaHUE
HEOOXOAMMO BKITIOUUTH He MeHee 12 cyObeKTOoB;

I) 9uciio nopTopHocreil. Heo6xoaumo nmpeaycMoTpeTh 1o MeHbIlel Mepe
2 y4yacTKa HaHECeHMs IS Ka)KIOoro JIEKAPCTBEHHOIO rpenapara (MCCieayeMbli
[Ipenapar, Ipernapar CpaBHEHUs W IpernapaT HETaTHBHOTO KOHTPOJIA) Ha
npeanieuse. OQHO Mpearneyse ciaenyeT UCIoIb30BaTh i 00pa3IoB 3axBaTa,
a Ipyroe — Ui KIIMPEeHca;

1) HaHOCHMMasl  [03a JIEKApCTBEHHOro mpemapara. JlekapcTBEHHbIE

nmpernaparhl HGO6XOI[I/IMO HaHOCHUThL B 3apaHec OIpPCACTICHHBIX 03aX
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(roryckaroTest OTKIOHeHUsT He Gosiee + 5 %) ¥ paclpenensaTh paBHOMEPHO Ha

BCE pPa3MEYCHHBIC y4YacTKH. XOJOCTBIE TPOObI HEOOXOAMMO OpaTh c
NPUISKALMX YIaCTKOB KOKH, YTOOBI YOEOUTbCS NMPHU OTCYTCTBUU (DOHOBBIX
KOHLIEHTPaLMK JICHCTBYIOMIEr0 BEIIECTBA MM JAPYTUX COCIUHEHHM, KOTOpHIe
MOTYT WMCKaXaTh KOJIMYECTBEHHOE OIIpEleNieHUe JCHCTBYIOMIErO BELIECTBA B
o0OpabaThIBaEMOM POTOBOM CJIOE;

€) pacrpejie/ieHHe yJ4acTKOB HaHeceHWsl. ITOpsiioK yuacTKOB HaHECEHMs
HEOOXOAMMO BBIOMpPATL CITyyaHBIM 00pa3oM, YTOOBI M30EKATH MCKAKEHUS
pe3ysbTaTOB HUCCeqoBaHus. HaHeceHWe JeKApPCTBEHHBIX IIPENapaToB Ha
YYaCTKH OCYIIECTBJIAETCA IOITalHO, Ui O0ecmeueHHst HeoOXOmMMMOro
MHTepBaJia BpEMEHH IS B3STUSA IIPOO POrOBOr0 CIIOS € KaXI0T0 Y9acTKa;

K) ycnoBus HaHeceHus. ClielyeT MCIONb30BaTh YCJIOBUSI HaHECEHUs Oe3
OKKJIFO3MOHHOW TIOBSI3KM, €CJM TOJIBKO Takas TIOBsi3Ka HE YyKa3zaHa B
MH(pOpPMalMK O JIEKAPCTBEHHOM TMperapaTe WM UHbIM 00pa3oM 060CHOBaHA
(HampuMep, B IEIAX TPEJOTBPAICHUS CIIYYaliHOTO yAaleHHs HAHECEHHOI'O
JIEKapCTBEHHOTO Tpernapara);

3) YCIIOBMSL  yJalleHUsl JIeKapCTBEHHOro Mpemapara. JleKapcTBEHHBbII
npenapar HeoOXOAMMO YAalUTh CO BCEX YYacTKOB HaHeceHus (3axBara W
KJIMpeHca) B KoHIEe ¢a3bl 3axBata. OOIee BpeMsi OUMCTKH HEOOXOIMMO
MUHHUMHU3UPOBATh, BO M30€KaHWE pHUCKA IIOABJICHUS JIOOBIX apTe(haKToB,
BBI3BAHHBIX JlaibHelimed auddysum neficteyromero Bemectsa. Ilepen
cockabyiMBaHKEM HEOOXOAMMO TMPOBEPHUTH LEIOCTHOCTH KOXKH 006paboTaHHOM
30HBI.

Y4dacTku «3axBara» HEOOXOJMMO COCKOOJIMTH JIMIKOW JIEHTON cpasy
mociae  ynajmeHWs —JICKapCTBEHHOIO — Iperapara. YUYacTKH — «KJIMpPEHCcay

H606XO,Z[HMO COCKa0DIMBAaTh JIMIKOM JIEHTOW B 3apaHee YCTAaHOBJICHHEBIC
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BPEMECHHBIE TOYKU KiupeHca. llopsamok nelcTBuil Ha KaXIoOM ydacTke
HaHECEHMsI U COOTHOLLICHUE PA3MEPOB yJACTKOB HAHECEHUS U B3ATHS 00pa3lioB
[IPEJICTABIIEHbI HA PUCYHKE 2;

M) TOUHOE KOJMYECTBO HEOOXOAWUMBIX I IPOBEIECHHsS MWCCIIEIOBAHMSI
JUIKKAX ~ JIGHT  ONpPEAENsAeTcs ~ MCXOAA M3 U3MEpPeHHM  ypoBHi
TpaHcanuaepManbHoil norepu Bojabl (TEWL) cockabmauBaemoii oOmactu u
KPUTEPHSIX OCTAHOBKHM, YCTAHOBJIEHHBIX B MUJIOTHOM HCCIIEI0OBAHNIH;

K) MCMIOJIb3YEeMbIE aHAIUTUYECKHE MeTOibl. Macca poroBoro ciosi,
ynajmsaeMas OIHOM JIMIIKOM JIeHTOW, Ompeieisercs ¢ WUCIIOJIb30BAaHHEM
TPaBUMETPUYECKOTO METOHA IPU TIOMOIIY B3BELIMBAHUS JMIKUX JIEHT 10 U
nocne  cockabnupanus.  JlomyckaeTcss  MCTIONMB30BAaHUE — AbTEPHATHUBHBIX
METOJIOB KOJMYECTBCHHOTO OIPENENICHUs POrOBOTO CJIOS, €CJIM OHU IOAPOOHO
OITMCAaHBl U 00OCHOBAHBI 3asBUTENIEM B MPOTpaMMe HCCIENOBAHHUSA U OTYETE TI0
pe3yibTaTaM UCCIIeTOBaHMS.

HeobxonuMo mpoaHanu3upoBarh Bee JIMITKUE JIEHTBI C COCKOOOM, CHSATHIE
C Kaxaoro obpaboTaHHOro ydactka. IlepBole 2 JE€HTHI HEOOXOIHUMO
aHAJIM3UPOBATH OTHEJIILHO OT OCTaBIIMXCS JIGHT, JUIsl OIIEHKM BO3/EHCTBHS
KOTOPO€ MPUBHOCHUT JEHCTBYIOIIEE BEUIECTBO C ATUX JIEHT B 001LEEe KOJIUYECTBO
U3BJICKAEMOI'0 JEHCTBYIOIIEr0 BeulecTBa. YTOOBI ITOBLICUTH BO3MOXKHOCTD
AHAJIMTHYECKOrO  OOHApPYXKEHUS, TMOCIEAYIOIUE JIMTKUE JIEHTBI MOYKHO
00BEAMHUTE B TPYNIBI (HAIpUMEp, KaX/as Tpylina, cojepikamas Tpebyemoe
MHUHUMAJIbHOE KOJIUYECTBO POTOBOrO €j10s1) Juis sKcTpakimu. OOyt Maccy
JICUCTBYIOIIEr0 BEIICCTBA B POrOBOM CJIOE, HEOOXOIUMO PACCUUTATE KAaK CyMMY
Macc, BBIICICHHBIX W3 BCEX O00pa3loB JIMIKHX JiIeHT. JUIsl  Kaxmaoro
00paboTaHHOTO ydYacTKa HEOOXOJMMO OIPENENUTh MaTepUalbHbIH Gananc,

BKJIXO4asl COICpKaHue ﬂeﬁCTBy}OHleFO BCIICCTBA, YAAJIEHHOTIO C IMOBEPXHOCTH
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IpY TIOMOLUM OYHCTKH. [l TPHHATUS pelieHus 06 SKBHBAJIEHTHOCTH 06Iee

BBIZICJICHHOE KOJIMYECTBO JICHCTBYIOIIETO BemecTBa, paBHoe 90 — 110 %, He
TpedyeT o0ocHOBaHus. [Ipy HANMYMH 3HAYUTETHHBIX OTKIOHEHHH mokasareleii
IIPUYUHBl  BO3HUKHOBCHHUS TaKUX OTKJIOHEHHH HeoOXOOMMO  JeTalbHO

I[IPpOaHaIM3MPOBATH U MMOSICHUTE.

4. Banumamus MeTona cocko0a JIMMKOM JIEHTOI

OuncTka MOBEPXHOCTH KOXH B 3aBepuiaromeil $ase HaHeceHwMs nepes
COcKabJIMBaHUEM JIMMKOW JIEHTOH BakHA W JIOJDKHA IIO3BOJIATH yIaJISATh
M30BITOYHOE KOJMJIECTBO JIEKAPCTBEHHOrO Mperapara (HeabcopbupoBanHoe
JEeACTBYOLIEe BELIECTBO) 3(pPeKTUBHO 0e3 HEIpeHaMEePEHHOTO
«BJABJIMBAHUA» JICHCTBYIOIIErO BellecTBa B Oapbep. YKazaHHas Ipolenypa
OOBIYHO TPEyCMAaTPUBAET GBICTPOE M OCTOPOIKHOE MPOTUPAHHE KOKH CyXOi
MITH BIIAJKHOI can(eTKOM, BATHBIMU MaI0UKAMHU U (WJIM) CBEXUMM CITUPTOBBIMHU
canperkamMu. B permcTpalMoHHOM JOChE JOJKHO OBITE  TIpECTaBIIEHO
MOATBEPIKICHNUE, YTO OYUIIAIOLINE KOMIIOHEHTHI HE BIUSIOT Ha JU(Qy3uio
JIEWCTBYIOLIECrO BEINECTBA B POTOBOM CJIOW M CKBO3b Hero. Heo6Gxommmo
BBITIOJIHATL THIATENIBHYIO OLEHKY M BalMIALMIO TPOLEAyphl 3(PpeKTUBHOIM
OYHCTKM  KOXU  TIepell  NPOBEJEHUEM  OIMOPHOIO  HCCIeIOBaHMs
(HarmpuMep, MNOATBEPKICHUEM YIOBIETBOPUTENHHOTO W3BJICUCHMUS (> 90 %)
JICKapCTBEHHOI'O Mpernapara, YJaJeHHOI'0 C MOBEPXHOCTH KOXKU, U HHUUYTOKHO
MaJlbIM COACpXKaHUeM JiercTByromero BeniectBa (< 10 %), u3BIeueHHOro B
COCKOOEe OYMIIEHHOH KOXH cpasy mocie HaHeceHHs). MOJKHO WMCIONb30BaTh
ApYTHe CIOCOObl BATMIALMHI, CCITH OHU J0JKHBIM 00pa3oM 060CHOBAHE,

broaHanuTuyeckas METOIWKA, WCIONb3yeMas U  KOJMYECTBEHHOTO

OIIpEac/ICHNA II,GFICTBYIOHIG]"O BCIIECTBA B JIMOKHX JICHTaxX, OOJDKHA OBITE
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BamuaupoBaHa. McciemoBaTenb  JO/DKEH — YCTAHOBHTH U MOATBEPAMTD
COCTOATEIBHOCT  S(P(EKTUBHOCTH  MPOLEAYP  OKCTpakuuM  (BKJIFOYAs
OKCTPAKUHIO JIMITKKUX JIEHT IPYIIIAMH) 10 TIPOBEJCHUSI OIIOPHOTO MCCIIEIOBAHMS.

JIUCKPUMMHUPYIOIYI0O MOLIHOCTh METOJA COCKOOAa JMMKOH JIEHTOM
HEOOXOMMO  TIOATBEPIMTHL C  HCIHOJNB30BAHHEM  CEPUH  HCCIIELYeMOro
JIEKapCTBEHHOTO IIperapaTta ¢ pasHbIMM I0Ka3aTelssMU KauecTBa (HEraTHWBHEIH
KOHTPOJIb) (HampuMep, JIeKapCcTBEHHOW (HOpPMOM Ipemapara ¢ COCTABOM
coorBeTcTBYIONIEH 50 Y%-ii 103MpPOBKE M3y4aeMOro JIEKapCTBEHHOIO IpenapaTa
M TakKUMH K€  (apMaleBTHKO-TEXHOIOIMYECKIMH  XapaKTepUCTUKAMH),
B OTHOLIEHUH KOTOPOTO IMOKAa3aHbl CTATUCTUYECKOE OTIMYHME OT HUCCIIEMYEMBIX
NpernapaToB U HEIKBUBAIEHTHOCTh CPABHEHUS C HUMH. AHATUTHYECKUE METOIbI
AU OTIpeNieNIeHUsl COJIEP)KaHMs NEWCTBYIOIIEro BEIIECTBA B POrOBOM CIIOE,
COCKOOJIEHHOM JIMMKOM J€HTOMH, NOIDKHBI OBITH BAIMIUPOBAHBI B COOTBETCTBUU

¢ npuioxxenreM Ne 6 k [IpaBunam.

5. AHanu3 JaHHBIX U UX CTATUCTUYECKAs OLIEHKA

HeobxomuMo HpUBECTH ¢ MTOTOBOM OTYETE JAHHBIE UCCICHOBAHMU OT
BCEX CyOBEKTOB WCCIENOBAaHHMSA ¥ [POAHAIM3MPOBATH BAIMJHOCTH U
BapuabeNbHOCTL  PE3yNbTaTOB. Bee CyOBEKTHI HCCIENOBAHUS M Y4acTKHU
HAaHECEHUs, TOJBEPITIHECS BMEIIATENIBCTBY, JAOJDKHBI OBITH BKIIIOYEHBI B
CTaTUCTUYCCKHMK aHayiu3. PaspelieHHble OCHOBAHUSA Ui UCKJIFOUEHUs JTAHHBIX
OT CyOBEKTOB MCCIIEOBAHMS JIODKHBI ObITh YCTAHOBJIEHBI B IIPOTOKOJIE
uccienopanus. VckiroueHue JaHHBIX HA OCHOBAHHMM CTAaTHCTUYECKOTO aHAU3a
WM U3 OHUX TOJIBKO KMHETUYECKUX COOOPakeHUH He TIPUEMITEMO.

JI7Ist KaXKIIOTo JIeKapCTBEHHOTO IIperapaTta HeoOXOIUMO PENOPTUPOBATD

TOJIINHHY YOAJIEHHOTO POroBOro CJI0s, KOIHUYECTBO HCIIOJL30BAHHBIX JIUIIKHUX
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JICHT ¥ OKOHYATEJIbHOE 3HAYCHUC YPOBHS TPAHCOMUISPMAIILHON IIOTEPH BOIbL
(TEWL), u3MepenHoe BO Bpems Kak 3axBaTa, TaKk U Kimpenca. JlroOwvle
pasiuaus B OTHX IIapaMeTpax MEXAy HCCIeILyeMbIM JIEKAPCTBEHHbBIM
[penapaToM ¥ MpenapaToM CpaBHEHUsS HEOOXOAMMO 00CYUTh € TOUKHM 3PEHMUS
SKBUBAJIEHTHOCTH.,

HeoOxomumo — mpenctaBuTh  TrpaQuK — 3aBHCHMOCTH COJlEPIKAHMS
JICHCTBYIOIIETO BEIIECTBA B POrOBOM CJIOE JUIs KAXKIOIO YYacTKa HAHECEHUs
(HampuMep, cofiepyKaHUE JIEHCTBYIOIIEro BEIIeCTBA B KaKAOH JIEHTE C
COCKOOOM pOroBoro ciios (OXHON WM CrPYIIMPOBAHHOM)) 110 OTHOIIEHHIO K
riyOuHE POroBOTO CIIOSL.

Hybrnupyrolye usMepeHus A KaxXIOro JEKapCTBEHHOTO IIperapara y
Ka)XJI0T0 CYOBEKTa MCCIEeNOBaHUs HEOOXOOUMO YCPENHMUTh (IOLYJISIHOHHOE
reOMETPUYECKOE CPESTHEE) TIepe]T aHATHU3OM.

Juis CpaBHEHMsI JIEKapCTBEHHBIX [IpenapaToB napaMeTpEl
SKBUBAJICHTHOCTH (Macca JIEHCTBYIOIIETO BEILECTBA, W3BJICYEHHOTO U3
y9acTKOB 3axBaTa (Muptake) U KITHpeHCa (Melearance)), HEOOXOIMMO CTATHCTUYECKH
CPaBHUTL B COOTBETCTBHU C TpeOOBaHUAMM, TIPUBEICHHBIMU B [IpaBunax.

Kpurepusamu npuemaeMocTy Juist IapamMmeTpoB SKBUBANICHTHOCTH (Muptake)
U (Mclearance) SIBJISIFOTCS:

90 %-# noBepUTENbHBIA HHTEpPBal OTHOIUCHUS CPENHHX TOKa3aTeneit
MCCIEeTyeMOr0 JIEKAPCTBEHHOTO TIpenapara K CpeJlHUM MoKa3aTelisiM TIperapara
CPaBHCHMA JOJDKEH HAaXOJUThCs B WHTEPBale NPHEMIEMOCTH, DPABHOM
80,00 — 125,00 %, ecniu He 060CHOBAHO UHOE;

pacmupeHHbie rpanuibl 90 %-ro JoBepUTENBHOrO HHTEpBaATa (MAKCUMYM
mo 69,84 — 143,19 %) wMoryr OBITb NpPMHATEL B CIydae BBICOKOM

BHYTPUMHIUBUIYAIBHOW BapuabeNbHOCTH, HAOMIOAAEMON B  OTHOILIEHUU
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JIEKAPCTBEHHBIX ~TIPENaparoB ¢ HHU3KOH JO3WPOBKOH W OrpaHU4YeHHOM
augdysuer, a TaKKe eCIM WX NPUMEHEHHE KIMHMYECKH O06OCHOBAaHO. Jjis
NPYMEHEHUSI PACHIMPEHHBIX I'PaHKI] HEOOXOAMMO BBIIOJIHEHWE YCIIOBHIA,
npuBeeHHBIX B pasgene 11 gactu III [Tpaswui.

i obecrnieyeHnss BaMIHOCTH HCCIIEAOBAHMS JIOJKHBI BBITOTHATHCS
CIIEAYIOLIUE KPUTEPUH:

KPUTEPUH [PUEMIIEMOCTH ISl MApAMETPOB SKBHBATEHTHOCTH (Myptake) U
(Mclcarance) .

90 % noBepUTENBHBIM HHTEPBAN Ui OTHOLIEHMS CPEIHUX IOKa3aTeseit

Muptake ¥ Melrarance MICCITEYEMOT0 JI€KAPCTBEHHOIO IIPENapaTa K IOKa3aTessam

Myptake,T M,
" M) JIIO/DKEH  HAaXOJUThCS

HET'aTHUBHOI'O KOHTPOJIA
Myptake.C Mclearance,C

MOJIHOCTHIO BHE MHTepBaia 80,00 — 125,00 %;
90 % noBepUTENBbHBIM MHTEPBAJ [UIsi OTHOINEHHMS CPEIHUX ToKaszaTeseil

Muptake H Mclrarance IIpcriapaTta CpaBHEHHUA K CPEAHHMM II0OKa3aTesidsM HEraTUBHOTO

Myptake.R o MclearanceR

KOHTpoJis ( ) IOJDKEH HAaXOAWTHCA IIOJIHOCTBIO BHE

Myptake.c Mclearance,c
unreprasa 80,00 — 125,00 %:;
90 % nOBepUTENBHBIA WMHTEpPBAll OTHOLIEHMS CPENHEro MOoKas3aTess

Mclearance HCCHeﬂyeMOI‘O JIEKAPCTBCHHOTO HpenapaTa K Muptake IIpenapara

1clearance.T

.y
CpaBHEHUS ( = ) AOJDKEH OBITH IOJIHOCTHIO MeHee 3HayeHus 1,0;
uptakeR

90 % JoBepUTENBHBIA WHTEpPBAl OTHOLIEHWS CPENHEro IMoKas3aress

Melearance TIpeniapata cpaBHeHUs K Mupake JUISI 3TOTO IpErapaTa CpaBHEHUS

Mitsaraiicen
Tolauran sl ) LOJKEH OBITh MONHOCTHIO MeHee 3HayeHus 1,0,
Muptake.R

HCO6XOHHMO [IpEACTaBUTE HTOIOBBIE BEBEIBOJBLI HccaemoBaHusg. QU

AOJDKHBL  COIIPOBOXKIAATHCS aHAJIA30M  TIOJIYYEHHBIX PE3YJILTATOB C HaY‘{HOfI
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TOUKH 3pCHUS W BO3MOXHON KIIMHMYECKOH WHTeplperanuedl JIaHHBIX,

TTOJIYYE€HHBIX METOJOM COCKOOA JIMIIKOM JIEHTOM.

I[TPUJTOXKEHUE Ne 4

K TpeboBanusM K KauecTBy
¥ OMO>KBUBAIEHTHOCTH JIEKAPCTBEHHBIX
TperapaToB JJIsi MECTHOTO MPUMEHEHUs
TIPH HAHECEHWHU Ha KOXKY U MHBIX
CIoco0ax JOKaJILHOTO IIPUMEHEHUS

METO/JIHUKA
HCCIIEIOBAHNS BA30KOHCTPHKIHH /IJIsi KOPTHKOCTEPOU/IOB

B nononuenue k TpeGOBaHMAM, HPUBENEHHBIM B TMPUIOKEHHH No 9 K
IlpaBuiam, npu opraHu3anMu ¥ NPOBEAEHUM WCCIAEMOBAHMA HA AHAIN3
Ba3OKOHCTPUKUM /Il KOPTUKOCTEPOM/IHBIX  JIEKAPCTBEHHBIX  IPENAPATOR
HEOOXOAMMO 00ECTIEUUTD BBINOJIHEHHE CIIELY FOIITAX YCJIOBHI:

[IPEACTABUTE B PETMCTPALMOHHOM  JIOCLE  ONMCAHUE MPOTOKONA
HCCJICIOBAHMS,

BBINIOJIHUTL ~ NHJIOTHOE  MCCIENOBAaHHME C  OLIEHKOW  3aBUCHMOCTHU
«IPOAOJLKUTEIBHOCTE BO3IEUCTBUSA 10361 — OTBETY iM VIVo, YTOOBI OIPENIC/IUTh
KPUTHICCKME TIOKA3aTENM HCCIICNOBaHHs JUI  ONpENeNeHHs IapameTpoB
SKBUBAJICHTHOCTH, KOTOPBIE OYAYT MCIOJB30BATLCS B OMOPHOM KCCIENOBAHUMN
AKBHUBAJIECHTHOCTH.

Kpurepuy BKIFOYEHUsI U HEBKIIFOUEHMST JOOPOBOMBIER B HCCIIEIOBAHMS
HeoOXOIMMO YKa3aTh B OTYETHOM JIOKYMEHTAIUH U COOJFONATE UX BBITIOIHEHIE

B IIMJIOTHOM U B OIIOPHOM HCCJIEJOBaHUSX ;
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BK/IIOYaTh B MCCJIEJIOBAHME 3J0pOBOrO JOOPOBOJILLA C aJeKBATHOLM

Ba30KOHCTPUKIIMEH Ha TOMAYECKUE KOPTUKOCTEPOUIBL.

Viccmenyembrii  JlekapcTBEHHBIH  Mpemapar,  HOCHTENb, — Mperapar
CPaBHEHHMS W KOHTPOJIb O€3 HaHeCeHMs HperapaTta HEOOXOMMMO B ClTydaifHOM
NOPSAAKE PACHPENCINTL 110 y4acTKaM HAHECEHHs BEHTPATbHOW MOBEPXHOCTH
MIPEATUICYBSI.

Hccnenosanue 10MKHO GBITH COOTBETCTBYIOIIIM 00Pa30M OCIEMLIEHO.

B omopnoe wuccienopaHue HEOOXOAMMO BKIIOYHTH KAk MUHUMYM
12 cyOBexToB.

Ba3oKOHCTPUKTOPHYIO peakuio HeoOXOIUMO ONPEIEIISITh Ha UCXOTHOM
YPOBHE (HO HAaHECEHMs JIEKAPCTBEHHOTO MpenapaTa), B MOMEHT yAAIEHUS
JICKapCTBEHHOTO IIpErapaTa 1 HECKOJILKO pa3 Mocie yIajJeHHs! IEKAPCTBEHHOTO
npenapata (Hanpumep, depes 2, 4, 6, 19, 24 uaca).

Heobxonumo crenuth 3a TMHAMUKOI OTBETA BILIOTH JI0 BO3BPAIIEHUS K
HCXOHOMY COCTOSIHHIO, 4YTOOBI O0€CHeYyduTh HAOJIONEHHE MAaKCUMAJIbHOTO
(hapMakoIMHAMHUYECKOTO OTBETA. AHAIN3 HEOOXOIUMO ONTHMH3UPOBATH C TEM,
4TOOBI JIEKAPCTBEHHBIE NpPENaparThl CPaBHUBAIMCH HA JIHHEHHOM OTpe3Ke
KpUBOH 100neiHenus koxu. Ilepen uccienopanieM HeOGXOMMO HUCCIeI0BATD
HECKOJIbKO BPEMEHHBIX TOYEK HaHeceHHs. HeobXxomwmo ompemenuTts HWKHMIA
npeie] 1yBCTBUTEIbHOCTH METO UK.

Ba3oKOHCTPUKTOPHYIO peakIMio HeoOXOUMO ONPENIETATh B HECKOJIBKIX
BPEMEHHBIX TOYKax M renepuposath ganHble AUC. EnuHcTBeHHas BpeMeHHas
TOYKA JI/Is OLIEHUBAHMS Ba30KOHCTPUKTOPHOMN Peakiiiy HENpUeMIIEMa.

M3smMepeHne Ba3OKOHCTPUKTOPHON peakiid HeOOXOIMMO BHIMOIHSTE C

HUCIIOJIb30BAHUEM XPOMOMETpa WU APYTHUX Oosee YYBCTBUTEIBHBIX YeM
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BH3yajibHasA OLICHKA METOIOB, U MOCpEACTBOM BTOpOfI KJIMHAYECKON OIIeHKU

HE3aBUCHUMBIM HAOJTFOIaTEIIEeM. ).




