I[MTPUJIOXKEHUE

K Pemennro CoBera

EBpa3zuickoi 5KOHOMHUYECKOW KOMUCCUU
oT 20 1. No

N3IMEHEHUNUA
BHocuMmbIe B [IpaBuiia npoBeaeHus Ucc/ie10BaHNI
OMOIKBHBAJICHTHOCTH JICKAPCTBECHHBIX MPENApPaTOB B paMKax
EBpa3uiicKoro 3k0HOMHUY€CKOIr0 CO3a

1. B npunoxenun Ne 13 k ykazanusiM [IpaBuiiam:

a) IyHKT 86 JOMOJHUTH NPEMAJIOKEHHEM CIEAYIOUIETO COJECPHKAHUS:
«B  kayecTBe albTEpHATUBHOM METOAMKM TMPU  COOTBETCTBYIOILEM
00O0CHOBAaHMH BO3MOXHO MPOBEICHUE UCCIIEIOBAHUS IPOHUKHOBEHHUS B KOXKY
In Vitro ¢ uCHoJb30BaHMEM HMCKYCCTBEHHOW MEMOpaHbI — aHajora KOXKHU
YeJIOBEKa B COOTBETCTBHMU C THUIOBBIM IPOTOKOJIOM, IMPEACTABICHHBIM B
npwioxenuu Ne 5 k HacTosimuM TpeGoBaHUAM. »;

0) ab3a1; BTOopoi MoAMyHKTa «ay» myHKTa 135 nmocine cinoBa TpeboBaHusiM
JOTIOJIHATh  CJIOBaMU «(B KauyeCcTBE albTEPHATUBHOM METOIUKH TpU
COOTBETCTBYIOIIIEM OOOCHOBaHMHM BO3MOXHO TIPOBEJECHUE HCCIIEIOBAHUS
NPOHUKHOBCHHS B KOXY IN VIO ¢ WCHONb30BaHMEM WCKYCCTBEHHOM
MEMOpaHbl — aHajora KOXH YelIOBeKa B COOTBETCTBHM C THUIIOBBIM
IPOTOKOJIOM, TPEJACTABICHHBIM B MNpWwiIokeHMH Ne 5 K HacTOSAIINM
TpeboBaHuUsIM)»;

B) ab3ail BTOpo# myHkTa 155 mocie cimoBa TpeOGoBaHUSAM JOTOJHUTH
clioBaMHU «(B KadeCcTBE aJbTEPHATUBHOW METOJUKH MPU COOTBETCTBYIOIIEM

000CHOBaHUU BO3MOKHO MPOBCACHUC UCCIICIOBAHUA IPOHUKHOBCHUA B KOXKY
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In Vitro ¢ ucnonp30BaHMEM HMCKYCCTBEHHOW MEMOpaHBI — aHajora KOXXHU
YEJIOBEKA B COOTBETCTBUM C THUIOBBIM ITPOTOKOJIOM, INPEICTABIECHHBIM B
npuioxenun Ne 5 k HacTosiiuM TpeGoBaHUAM )»;

r) ipuiiokeHne Ne 2 U3JI0KUTh B CICAYIOIICH peIaKIIiu:

«IIpunoxenne Ne 2

K TpeOoBaHUsIM K KaYECTBY
¥ OMOPKBUBAJIIEHTHOCTH JIEKAPCTBEHHBIX
[pEenapaToB JJIsi MECTHOT'O IPUMEHEHUS
IIPY HAHECEHUU Ha KOXKY U UHbBIX
croco0ax JIOKaJIbHOTO MMPUMEHEHUS

METO/IUKA UCCJEJOBAHUS
MPOHUKHOBEHMS B KOXY IN VITRO (IVPT)

I. O6nacTh npuMenenus uccienopanuii IVPT

YCcTaHOBIEHHE  XapaKTEPUCTUYECKOro MPOQHIs  MPOHUKHOBCHHS
JICKQpCTBEHHOrO MpermapaTa ¢  HCIOJb30BAaHUEM JIHCKPUMHUHATHBHOIO
UCTIbITaHKs Ha MpoHuKHOBeHue IN Vitro (IVPT) npumeHsieTcs mpu KOHTPOJIE
BHOCHMBIX M3MCHEHHUH B JIEKAPCTBCHHBIH IIperapar BO BPEMs €ro )KU3HEHHOTO
nukiIa. JlaHHOe HCClIeoBaHHE C M3YYCHHEM KHHCTHKH IPOHHKHOBECHHS
JICHCTBYIOIIIET0 BEIIECTBA B KOXKY JOIMYCKACTCS TAaKKe IPOBOAUTEH IS
000CHOBaHUS SKBUBAJICHTHOCTH UCCIICAYEMOT0 JIEKAPCTBEHHOTO Ipernapara.

[Ipy mpoBeAEHHWH HCCICIOBAHUN SKBHUBAJICHTHOCTH CPaBHHBAIOTCS
UCCleAyeMbld ¥ pedepeHTHBIN JeKapCTBEHHBbIC MpenapaTbl BMECTE C
HETaTHBHBIM ~ KOHTpoJieM  (Hampumep,  JIeKapCcTBEeHHOW  (hopmoi

JICKAPCTBCHHOTO  IIpCliapara C€ COCTAaBOM, COOTBCTCTBYIOIINM 50 %-i
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JIO3UPOBKE UCCIEAYEMOIo JIEKQpCTBEHHOTO Mpenapara, M TaKUMH Ke
(bapMaIeBTUKO-TEXHOJIOTHYECKUMU XapaKTEePUCTUKAMMU ).

IVPT npoBoautcsi AJisi OLIEHKM CKOPOCTH M CTENEHU, C KOTOpOU
JEUCTBYIOIIEE BEIECTBO JICKAPCTBEHHOIO Ipemapara [Jjisi MECTHOTO
MPUMEHEHUS CTAHOBUTCS JOCTYIHBIM B MECTE JICUCTBUS WIIA PSJIOM C HUM B
KOK€, 1 MOXET OBITh UCIOJIB30BAHO JIJIsI OMUCAHUS U CPABHEHUSI CKOPOCTH U
CTEMEHU OWOJOCTYITHOCTH JCHCTBYIOIIETO BEIIECTBA M3 HCCIEAYEMOTO
JIEKapCTBEHHOT'0 TIpernapara Jjii MECTHOTO MPUMEHEHHS U pedepeHTHOro
npenapara. I[Ipodunu BoicBOOOkneHuss B IVPT wumeror 3HauuTeNnbHOE
CXOJICTBO C (PapMaKOKMHETUYECKUMHU TPOPUISIMH M, COOTBETCTBEHHO,
KoHeuyHble TOUKU B IVPT MoryTt ObITh NpOaHaIu3UpPOBAHbI B COOTBETCTBUH C
MPUHIMIIAMU, KOTOPBIE UCIOJIB3YIOTCA NP aHaIu3€ (papMaKOKUHETUYECKUX
KOHCUHBIX TOUYEK — MaKCHMaJbHOW IIa3MeHHON KOHICHTpAUH (Cmax) |
IUTOIAIM TIOJT KPUBOHM «Iuia3MeHHasi KoHieHTpaius — Bpems» (AUC). [pu
TOM CIEAYEeT Y4YUThIBaTh, uTo |VPT xapakTepusyroT CKOpOCTbh M CTEIEHb
abcopO1uu, a He pacnpeesieHre, MeTa00Iu3M U BhIBEJICHUE, MPOUCXOISIINE
In Vivo. B cBsA3M € 3TUM TePMUH «KOXKHas (DapMaKOKHMHETHUKAY, HCIIOJIb3yEMbIH
B HACTOSIIIEM MPUIIOKEHUH, HE JOJDKEH MOHUMAThCS KaK BKJIFOYAIOIINI BCE
aCTeKThl (PApMAKOKUHETHKH, & TOJIBKO T€, KOTOPHIC CBSA3aHBI C KOMIIOHEHTOM
abcopOI1uu, HAMPSMYI0 KOHTPOJIUPYIOITUM CKOPOCTh M CTENEHb, C KOTOPOM
MECTHO TPUMEHSIEMOE JICHCTBYIOIIEE BEIIECTBO CTAHOBUTCS JIOCTYIIHBIM B
MECTE JEUCTBHUS.

Hacrositiee mnpunokeHHe COAECPKUT OOIIMe yKa3aHus pa3paboTke
METOJMKHM HCCIEAOBaHMs, €e Banuaanuu u mnposBeaecHuro |VPT, kotopsie
MPEJCTABIISIIOTCS B COKPAIIEHHOM JOChE JIEKAPCTBEHHOTO Mpemnapara s
MECTHOTO  TNPUMEHEHUs] W  TMPEIHA3HAYCHBl IS  TOATBEPKICHUS

3KBUBAJICHTHOCTH.
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Il. PazpaboTtka metona IVPT (nu3aitH uccienoBaHus)

B uensax MUHMMH3AIMM pUCKA BBIMIOJIHEHUS] CMEIICHHON OLICHKU
HKBUBAJCHTHOCTH B TMPOTOKOJ HCCIEAOBaHUS BKJIIOYAIOTCS  METOJbI
OCJICTIJICHUSI ¥ PAHOMU3AIMKI UK MHbIE 0OOCHOBAHHBIC 3aSBUTEIIEM MEPHI
MUHUMM3AIMA PUCKA BBIMOJHEHUS CMEIICHHOW OIEHKH, B COOTBETCTBUU C
OOIIMMU TMPUHIIMIAMU TPOBEJACHUS KIMHUYECKUX UCCIEJOBAaHUM, B
COOTBETCTBUU C akTaMu opranoB Coro3a B chepe oOpaleHns JeKapCTBEHHBIX
CPEIICTB.

Pazpaborka w™eromuku IVPT, mnomxopsmied il MTOATBEPKACHUS
SKBUBAJICHTHOCTU JUIsi KOHKPETHOIO JIEKAPCTBEHHOTO Iperapara IS
MECTHOTO MIPUMEHECHUS, 00BIYHO BKJIIOYAET OMPEICIICHHY IO
MOCJIEA0OBAaTEILHOCTh  MCCeAoBaHUM W pa3pabotku.  HapymieHue
MOCJICIOBATEILHOCTH WM TMPUHIMMOB pa3padborku wmetonuku IVPT,
COOTBETCTBYIOIIEH €€ IEJIEBOMY HA3HAUYCHUIO, YBEJIWYMBAET BEPOSTHOCTH
TOT0, YTO MOCHEAYIONIME BAIUAALMS, MUJIOTHBIE U OCHOBHBIE HCCJIEAOBAHUS
IVPT okaxyTcsi B KOHEUHOM HMTOT€ HEJIOCTATOYHBIMU JUISl MOATBEPKACHUS
SKBUBAICHTHOCTU. COOTBETCTBEHHO, CHUCTEMAaTHUYECKHUE U aJ€KBAaTHbHIC
ucciuenoBanus 1o pazpadborke meroaukw |VPT momoraior ompenenurts
napaMeTpsbl Au3aitHa ucciaegoBanus |VPT u npoTokona (METONMKH), KOTOPBIE
aJICKBaTHO OMKCHIBAIOT MPOMUIN BEICBOOOKIEHUS, YTO MO3BOJISIET B TIOJHOM
Mepe CPaBHUTH KOXHYIO (PapMaKOKHHETHKY HCCIETyEMOIO JICKAPCTBEHHOTO
nmpernapara Jyisi MECTHOTO NpUMEHEHHsT U pedepeHTHoro mnpemnapara. B
COKpAaIEHHOM JIOChE€ JIEKAPCTBEHHOTO Mpenaparta JJjisi MeCTHOTO MIPUMEHEHUS
JOJDKEH  OBITh  TPEACTABJICH  MOJAPOOHBINA, HaIIeKalmMM  o0pa3oM
CTPYKTYPUPOBAHHBIM OT4YeT O paszpaborke meroauku |VPT, comepkammii
uHpopmaimio 0 TOM, Kak Obuta ontumuszupoBaHa wmetoauka IVPT wu

MOATBEPKIAIOIINM, YTO BhIOpaHHbIE MmapaMmeTpbl Metoauku IVPT sapistorces
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aJIeKBaTHBIMU WJIM HEOOXOJUMBIMHU, OCOOEHHO B Cllydae, KOrjla BbIOpaHHBIE
napaMeTpbl METOJIMKHU OTJIMYAIOTCA OT MapaMETPOB, YKa3aHHBIX B HACTOAILEM
NPUJIOKCHUU. YTIOJTHOMOYEHHBIE OpraHbl (SKCIEPTHBIE OPTaHU3AIINH )
roCyJlapCTB — 4jIeHOB EBpa3sMiiCKOro 3KOHOMHUYECKOTO COK03a MpH
PAacCCMOTPEHHUM OTYETa O Pa3pabdOTKEe METOJWKHU JOJKHBI MOJYYUTh IMOJTHOE
MOHMMAaHUE TOT0, MOYEeMY ObLIHA BEIOPaHBI KOHKPETHBIE ITApaMETPhl METOAUKH
IVPT wu sBasercs nu mnonydeHHas wMeroauka |IVPT  nmocrarouno
YYBCTBUTEIHHON W BOCHPOU3BOJIUMOMN. ITOT OTYET O pa3zpabOTKE METOIUKHU
JOJDKEH YeTKO  (OJHO3HAYHO) OMNpEAECIUTh MapameTpbl  METOJUKH,
MCIIOJIb30BaHHbIC ISl KaXKA0T0 HAOOpa JaHHBIX, MPEICTaBUTh HH(POPMAITHIO O
Mepax, IpPeANPUHATHIX I onTuMu3anuu Metoauku IVPT, u noarsepauts,
4yTO BbIOpaHHble mnapameTpbl Metoauku IVPT  sBiadroTcs HambOosee
IO IXOASIIIMHU.

B HacTosmeM mNpuiokKEHWH ONHMCaHbl MUHHUMAIbHO HEO0OXOIUMBIC
METO/Ibl, M, €CJIM 3asBUTE]b PEIIACT HCMOJIb30BaTh METOJIbl, OTJIMYHBIE OT
yKa3aHHBIX, OTYET O pa3paboTke Metoauku |VPT nomkeHn mokasarb, mouemy
C HAy4YHOW TOYKH 3pEHHUSI OOOCHOBAHO HCIIOJIb30BaHUE aJbTEPHATUBHOIO
MOJX04a, OTJIMYHOIO OT IPHUBEICHHOTO B HACTOSIIEM IPUIIOXKECHUHU s
orntuMu3anuu Metoguku 1VPT.

Hwxke npencraBieHpl MpUMepbl MUHUMAIBHO HEOOXOIUMBIX METOJIOB,
YTO TIOMOXKET 3asIBUTENISIM OINpPEJeIUTh CUTyallud, Korja uH(opmalus
JIOJDKHA OBITh MpPEACTaBiIC€HA B COKPAIIEHHOM J0Che MPU OOOCHOBAHUU

AJIbTCPHATUBHBIX MCTO/OB.

1. ITapameTpsl meToguku [VPT

Bce cooTBeTcTBYIO1IIME ITapaMeTPbl B UTOTOBOM Bepcun MeTouku |VPT
JIOJDKHBI OBITH 0000IIEHBI (HapuMep, B BUJIe TAOJUIIbI) U MPEACTaBICHbI B

COKpAIICHHOM HOCHC JICKAPCTBCHHOT'O IIPCIIapaTa AJsd MCCTHOT'O IPUMCHCHU .
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Takxxe nomkHa OBITH NMpeACTaBiI€HA KpaTkas HHGOpMaIus, MOSCHAIONIAs
BBIOOp UTOTOBBIX MapaMeTpoB Meroauku IVPT, Takux kak:

obopynoBanue (Hampumep, BepTUKaIbHas au(QGy3rMoHHAS sUehKa
(BA));

MCTOYHUK KOXKU (Hanmpumep, TpyIHbIM Matepuan);

THUI KOXU (HalpuUMep, 33 HSS 9acTh TYJIOBHUIIA);

MOATOTOBKA KOXHU (HAmpUMep, MOJyYEHHE CJIOS KOXKHM MPU MOMOILIU
JepMaToma);

TECT Ha LEJOCTHOCTh KOXXHOro Oapbepa (Hampumep, H3MEpEHUE
TpaHcAINHUAepMalbHOM otepu Bos! (TEWL));

KpUTEpUU NPUEMIIEMOCTH TeCTa Ha ILIEJIOCTHOCTh KOKHOrO Oapbepa
(manpumep, < 15 rpaMM Ha KBaJpaTHBIA MeTp B yac (r/m%/q));

70332 JIEKQpCTBEHHOI'O Mpernapara Ui MECTHOIO IPUMEHEHUs
(sanpumep, 15 MUIIIMIpaMM Ha KBaJpaTHEIA caHTHMETP (Mr/cm?));

IPOJOJKUTENBHOCTD 1I03UPOBaHUS (HaIpuMep, 6 4acoB);

MPOJIOJIKUTEILHOCTh HCCIeIoBaHusl (Hampumep, 24 daca, 48 yacoB
UT. I.),

BpEMEHHbIE TOYKH 0TOOpa Mpo0 U3 MpUHUMAIOIIEH Cpelbl (Hampumep,

1,2,4,6,8,12,16,20 u 24 yacau T. 1.).

2. Bri6op u o6ocHOBanue mapameTpoB Metoauku [VPT

Boi6op mnapamerpoB Meroauku IVPT, Takux kak o00opymoBaHue,
MCTOYHMK KOKH, TUI KOXKH, MOATOTOBKA KOXKH U MPOLETYPbl TECTUPOBAHUS
LEJIOCTHOCTH KOXXHOro Oapbepa, MOKEH ObIThb OCHOBAH Ha OMNbITE
UCCIIEIOBATENS WM JOCTYITHOCTH O00OpyAOBaHUs (HampuMep, HaIHdue
OIIpPENIeTICHHBIX anmapaTroB WM MpHOOpOB B J1ab0OpaTOpWu), MTOCTYHMHOCTH

ITIOCTaBKH 6I/IOMaTCpI/IaJIOB WK JPpYTIux 00BEKTUBHBIX q)aKTOpOB.
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Ecnu BeiOpannbie qoctynHbie napameTpbl MeToauku |VPT He siBisitoTcs
npueMmjieMbIMM  JUIsi  uccienoBanus — merogom  IVPT  koHkpeTHOro
JIEKapCTBEHHOIO0  Tpemapara, 3asBUTEII0  HEOOXOJUMO  BBIMOJHHUTH
CUCTEMATHU3UPOBAHHYIO OIIEHKY aJIbTEPHATUBHBIX MapaMeTPOB METOAUKU U B
KOHEYHOM HTOre MOATBEPIUTH, YTO OKOHYATEIHLHO BHIOpAHHBIC MapaMeTpPhl
meroauku |IVPT moaxonsat nna 3amanHoit nenu. [lpouenypsl Banuganuu
meroauku IVPT onucansl B pa3zgene 3 HACTOSIIETO MPUIOKEHUS.

Bribop mnpouux mapamerpoB wmetoauku IVPT, Takux kak j03a
JIEKApCTBEHHOIO Mpernapara JAJisi MECTHOTO PUMEHEHHUS], TPOJAOJKUTEIBHOCTD
JIO3UPOBAHUS, MPOJOJDKUTEIBHOCTh MCCIIENOBaHUSA (KOTOpas Kak MpPaBUIIO
MPEBBIIACT MPOAOJIKUTEIBHOCTh JI03UpOBaHus), rpaduk oTdOopa Mpoo,
nporeaypbl 0TOOpa Mpood, COCTaB MPUHUMAIOIIECH Cpelbl U METOJ aHaIM3a
npo0 MOTYyT OTAMYaThes s Kaxaon meroauku IVPT, u takue mapamerpsl
meronuk  IVPT  nmomkHbl  OBITh  CHCTEMATHUECKHM  pa3pabOoTaHbl,
ONTUMU3UPOBAHBI WM HNOATBEPKAECHBI B OTHOIIEHUH MX MPUEMIIEMOCTH IS
COOTBETCTBYIOIIETO JICKAPCTBEHHOTO Ipernapara JJjisi MeCTHOTO TPUMEHEHUS
(ecnmu mpumenumo). Mccnenoanus no pazpadorke meroauku IVPT nomkHbI
TaK)K€ OMHUCHIBaTh, KaKUM OOpa3oM pa3iudusi B MapamMeTpax METOANKHU
BIUSAIOT HAa TOJYYEHHBIH B pe3ynbTaTe mpoduiab BbicBoOOXmeHus IVPT,
9TOOBl ONTHUMAJIbHBIE YCIOBUS HWCCIEAOBAaHUS MOTIU OBITh OOBEKTHBHO
BBIOpaHbI U3 YKCIIa OICHCHHBIX.

Br10op 110361, UCTIOIB3YEMOM B MOCIEAYIONIEM HUCCIIEIOBAaHUH, JTOJIKEH
olleHUBaThcs I Kaxknod wmeromukn |VPT Ha ocHOBe wucciaenoBaHUH,
MIPOBEJICHHBIX B X0j¢ pa3padboTrku Meroauku IVPT. Pasnmuunpie 10361 MOTYT
CpPaBHUBATHCS MapajliesIbHO HA MOBTOPSIOUIUXCSA YYaCTKaX KOXKHU OT OJTHOTO U
TOT0 XK€ HaOOpa JTOHOPOB C IIEJIbI0 ONMTUMHU3AIMHU JO3bI JJISl TTOCIEAYIOIIETO

ucciaenosanudg IVPT.
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[Ipu BEIOOpE ONITUMANIBHOM /1036l IPUHUMAIOT BO BHUMAHHE CJIEIYIOIINE
(bakTopsI:

IOCTOSSHCTBO ~ HAaHECEHHWs  J03bl  (OpM  HEOOXOJAMMOCTH, C
VICTIOJIE30BAaHHEM Pa3IIMYHBIX METOJIOB JJO3UPOBAHUS U (MIIM) HAHECCHHS);

BOCIIPOM3BOAUMOCTD NMPO(dUIIeit BEICBOOOXKACHUS;

BJIMSIHUE J103bl U IPOJOJIKUTEILHOCTH JO3UPOBaHUs Ha (opMy npoduis
BEICBOOOXKIEHUS

OpUMEpPHBI  JMana3oH  KOHIIEHTpAlMk  Tpernapara B Ipobax
IPUHUMAIOIIEH Cpelbl B PAa3IMYHBIE MOMEHTHl BPEMEHHM (OTHOCHUTEIIBHO
IpeAesioB KOJIMYECTBEHHOTO OMNpEENeHUs AHAIUTHYECKONM METOAMKHU IS
aHaiau3a npoo).

BoiOpannsiii  rpaguk  orbopa 1mpo0 W MPOAOHKUTEIBHOCTH
UCCIIEIOBAHUS JIOJDKHBI OBITh JIOCTaTOYHBIMU IS TOTO, YTOOBI ONUCATh
KOXKHYIO (PapMakOKHMHETHKY Ipernapara, KoTopas B ujeaie J0JKHA BKIOYaTh
JOCTaTOYHO TMOJHBIA MPOQWIb JUIsl TOro, 4TOOBI BBIIBUTH MAaKCHUMAaJIbHOE
(MUKOBOE) BBICBOOOXKJICHUE W €r0 MOCIEAYIOee CHI)XKEHHUE B HECKOJIBKUX
NOCJIEIYIOIIMX BpEMEHHBIX ToukaxX. OcTaTouHbI 00BEM Ipenapara, KOTOPbIH
OCTAaETCs] Ha KOXE B TEYEHUE BCErO MCCIEIOBAHUS, MOXKET IMPOAOJIKAThH
BBIJICJIATH JIEHCTBYIOIIEE BEIIECTBO B TEYEHUE MPOJOJIKUTEIBHOTO NEPHOIA,
YTO NMPUBEIAET K COXPAHEHHIO MPO(Uis BBICBOOOXKICHUS NaXKe B MO3IHUX
BPEMEHHBIX TOUKaX. B Takux ciydasx cienyet pazpadorats Meroauky IVPT,
KOTOpasi BKJIIOUaeT B ceOsl yaajieHue (Hanpumep, BBITUPAHUE) HAHECEHHOM Ha
KOXY JO03bl Ipernapara 4epe3 ONPENESICEHHOE BpeMs W IMPOAOJIKEHUE
MOHUTOPHUHIa MPUHUMAIOLIEH Cpellbl B T€YEHUE JIOCTATOYHO JUIUTEIBbHOTO
NepHo/ia, B TEUEHHE KOTOPOrO0 MOKHO HaOIIOJaTh M OIKCATh CHHKCHHE
npoduiist BeiIcBOOOXKIeHUs. YacToTta 0oTOOpa mpoO mofkHA OBITh BhIOpaHa
TaKUM 00pa3oM, 4TOOBI 00ECIIEUUTh JIOCTATOYHOE TOUHOE OMUCaHue IPOoPuIIs

BBICBO60)KI[€HI/I$I, B TOM YHUCJIC C IIOJIYYCHHUCM OTIIMYHBIX OT HYJI JAHHBIX KaK
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MUHUMYM B BOCBMH BpPEMEHHBIX TOYKax OTOOpa mpoO0 Ha MNPOTSHKEHUU

uccieaoBanus (Hapumep, 48 4acos).

3. [Tpouierypsl M1 KOHTPOJIb TapaMeTpoB MeTOAUKH [VPT

Ha »tame pa3paboTkm METOIUKH JIOMKHBI OBITH  OMPEICIICHBI
COOTBETCTBYIOIIME TEXHUYECKUE MPOLENYPHl U KOHTPOJIb MapamMeTPOB. DTU
IpoIEAypbl BKJIKOYAIOT B ce€08 B TOM YKCIE MOJTOTOBKY M YCTOWYHBOE
3aKperyieHue Koxu B AuBPy3UOHHOU sueiike, ONpejeieHUue HacTPOEK
npudopa, KOTOPHIE PErYIUPYIOT TEMIIEPATYPY MOBEPXHOCTH KOXKH B 33JJAHHOM
JMaria3oHe, BBITIOJIHEHHE TeCTa Ha I[EJIOCTHOCTh Oaphepa, KOHTPOJIb TOYHOCTH
Y NIPABUJIBHOCTH J103bl, HAHOCMMOM Ha KA/l YYaCTOK KOXH.

B kauectBe mpumepa MOXKET OBITh IPUBEJICHA pa3padOTKa MPOLETYPhI
JIO3UPOBAHUSI, B KOTOPOW HCHOJIB3YETCA TMHIETKAa C TOJIOKUTEIbHBIM
CMEIICHUEM [Jis1 JO3UPOBAaHHUS 00bEMa KOHTPOIHPYEMOTO KOJIMYECTBA
JIEKApCTBEHHOr'0 Tpernapara il MECTHOIO MNPUMEHEHUS, HalpaBJICHHAs Ha
HAHECEHWE Ha KOXYy OMpeneleHHOoN Maccel (Hampumep, 15 wmr/cm?)
JIEKapCTBEHHOI'0 Mpernapara Ui MECTHOIO NPUMEHEHHUs. Eciiu BHYTpEeHHUN
JUaMeTp OTBEpPCTHUS B JIO3UpPYHOIIEM oOTceke audp@y3uoHHON sUCHKU
coctaBisieT 15 MM, a »ddexTuBHasS MJIOMAAb TO3UPOBAHUS COCTABIISIET
NpUOIN3UTENBHO 1,77 ¢M?, 3TO COOTBETCTBYET IIEICBOM 03¢ JICKAPCTBEHHOTO
npenapara Jjisi MeCTHOTO TPUMEHEHH S, COCTABIISIFOIIEH MPUOIN3UTENHHO 26,5
Mr Ha AUGYy3UOHHYIO sS4YEHKYy. DKCHEPUMEHTHI B Ipoliecce pa3padOoTKu
METOJMKH MOTYT YCTaHOBUTb, YTO B 3aBUCUMOCTH OT IUIOTHOCTH
HCCIIETyEMOT0 JIEKApCTBEHHOIO Tperapara, KOHKpETHas HAacTpoika oObema
Ha OINpPEJCICHHON MOJIENId MHUIETKU C TOJOXKUTEIbHBIM CMEIICHUEM C
ONpPE/CIICHHBIM  HAKOHEYHUKOM  MHUIETKU  [O3BOJISIET  COrJIAaCOBAHHO
JIO3UPOBATh MPUOIUZUTEIBHO 27,5 MI' JIEKapCTBEHHOIrO IIperapara s

MCECTHOI'O IPHUMCHCHUA (LITO, HallpuMcEp, MHOATBCPKAACTCA MHOT'OKPATHBIM
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MOBTOPHBIM HAHECEHUEM Iperapara MUINETKOW Ha JIOJ0UKY JJIsl B3BEIIUBAHUS
Ha aHAJIUTUYECKUX Becax).

Takast HacTpoWKa MUNETKH MOXKET ObITh ONTUMAJILHON /IS TTPOTIEAYPhI
JIO3UPOBAHUs, MIPU KOTOPOU U3MEPUTENHHOE CPEJCTBO sl HAHECEHUS JT03bI
Ha TOBEPXHOCTh (TaKOM KaK IUIOCKOE JHO CTEKJISIHHOro (IakoHa st
BbICOKOA(DpexTuBHON  xkuakocTHOW  xpomarorpadpuu  (HPLC)  wumm
3aKPYTJICHHBIM KOHEI[ CTEKJISTHHOTO CTEPXKHS WM KanWUISIPHOU TPYOKH)
3aTeM MCHOJB3YETCs IJIi PAaBHOMEPHOTO paclpeneNieHus T03bl M0 YYacTKy
KOXH, 3aKpeluieHHOMY B Au(p(y3MOHHOW SYEHKE), W TJI€ MHOTOKPAaTHOE
B3BEUIMBAHUE HM3MEPUTEIBLHOIO CpPEACTBA JUIsl JO3UPOBAHUS 1O M MOCIE
pacnpenesnieHusl J103bl yKa3blBa€T Ha TO, YTO OCTATOK JIEKAPCTBEHHOTO
npenapara Jajs MECTHOTO MPUMEHEHUs, OCTaBUIErOCs Ha JIHE CTEKJISTHHOTO
¢diakoHa mocie pacmnpenesaeHus: 103bl, COCTaBIsIeT nMpudau3uTensuo 1,0 mr
JIEKApCTBEHHOTO Mpernapara JJisi MECTHOIO MPUMEHEHUS (YTO YKa3bIBaeT Ha
TO, YTO MPUOIU3UTENBHO 26,5 MT' JIEKapCTBEHHOTO TMpernapara Jjii MECTHOTO
npUMEHEeHUus OyleT ¢ XOopoled BOCHPOU3BOAMMOCTBIO HAHOCUTHCA Ha
KKl Y4acTOK KOXH). Takue XapakTepUCTUKU TEXHUYECKUX MPOILEAYp U
KOHTpOJIb apaMeTpoB Metouku |VPT, kak, Hanmpumep, BOCOIPOU3BOIUMOCTb
IpoLeayphl JAO3UPOBAHUS, [OJDKHBI OBITh YCTAaHOBIICHBI B MPOIECCE
pa3pabOTK METOIUKH M MOTYT HE TpeOOBaTh MOATBEP KACHUS KaXKIbIN pa3

MIPY UCTIOJIL30BAHUU TOM K€ MPOLIEAYPHI.

4. O1eHKa EJ0CTHOCTH KokHOro 0aprepa B [IVPT:
pacrpoCTpaHCHHBIE METO/IbI
Texaudeckue mpomeaypsl IJIsl TECTa Ha IETOCTHOCTh KOKHOTO Oapbepa
CJIeyeT yCTaHaBIUBATh B Mpoliecce pazpadoTku Mmetoauku IVPT,
B oTHOmeHuu koxHOTro Oaphepa CyIIECTBYET TPU THUIA TECTOB Ha

OCJIIOCTHOCTD 6apbepa, OJHAaKO Ha I[aHHBIfI MOMCHT HCT CTAaHAAPTHbIX
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IIPOTOKOJIOB UJIK KPUTCPUCB IIPUCMIICMOCTH JJIA JFO00T0 U3 ATHX TPCX THUIIOB
TCCTOB Ha NICJIOCTHOCTH 6apbepa KOXXH 4YeJIoBeKa. B 3Toul cBs3u JaJICC
INPpUBOIATCA OITHMAJIBHBIC Ha AAHHOM 3JTaAIlIC IIApaMCTPbl JIA 3THUX TPEX

pacpoCTPaHEHHBIX METOJIOB OIIEHKH IIEIOCTHOCTH Oapbepa.

TecT Ha LEIOCTHOCTH KOKHOTO Oapbepa
IIpH TpaHcanuaepMaibHoil norepe Boasl (TEWL)

TecT Ha LENOCTHOCTH KOXHOTO Oapbepa HpH TPAHCIMHUAECPMAIBLHON
notepe Boabl (TEWL) BkiItoyaeT usmepeHue y BHEIIHEN MOBEPXHOCTH KOXKHU
CKOpPOCTH, C KOTOpPOil Boa (B BUJE Mapa) NpOXOJUT Yepe3 KOXKHbINA Oapbep ¢
HVDKHEH CTOPOHBI KOYKHOTO ydacTka. /[Jisi mpoBeneHus TECTa y4acTOK KOXKHU
3akperuisiercss B AUGPy3uoHHON suelike (HampuMep, 3aKHUMAETCs MEXTY
JOHOPCKUM M IPUHUMAIOIIUM KOMIIAPTMEHTOM), TIPH STOM HUXKHSSI CTOPOHA
y4acTKa KOKH JOJKHA HAaXOJMUThCS B KOHTAaKTE C MPUHUMAIOIIEH cCpeaoi B
MPUHUMAIOIIEM KOMIapTMeHTe (Hampumep, dochaTHOo-OyPpepHbId COEBOU
pactBop, PH 7,4) u ypaBHOBEIIUBAETCA A0 TEMIIEPATYPhI TOBEPXHOCTU KOXKHU
32 °C £ 1 °C. Ecnu KOXHbIE YYaCTKH JIOCTaTOYHO BEIUKH, YTOOBI MOKPHITh
bnanen audPy3noHHON SYEHKH, B KOTOPOW OHM 3aKpEIICHBbI, IMOCIE HX
YpAaBHOBEUIMBAHUS B TEUYEHUE HECKOJIbKMX YacoB IMpU TeMmIepaTrype
noBepxHocTu koxku 32°C £+ 1°C MOXHO aKKypaTHO yAAJIUTh JTOHOPCKHUH
KOMIIAPTMEHT, HE Hapyllas IpuJIeraHue KOXHOTO0 Yy4yacTKa K HIKHEMY
bnanny nuddy3rMoHHON sYelKu, YTO MO3BOJUT pasmectuth 30HI [EWL
HEIMOCPEICTBEHHO Ha MOBEPXHOCTH KOKM BMECTO pa3MEIEHUsI HA TOHOPCKOM
komrapTMeHTe. OOBIYHO BBITIOJNHSAIOTCS KaK MHUHUMYM TPH TOBTOPHBIX
U3MEPEHHSI Ha Ka)XXOM KO>XHOM YYacTKE, KOTOPBIE 3alUCBIBAIOTCS IOCIE
CTaOMIN3AIUY U3MEPCHHM.

CepuiiHo mpou3BoAMMBIE ycTpoMcTBa Juisi udmepenuss TEWL moryt

pas3nuyaThCs MO KOHCTPYKLMHM W NpuHUUNaM padoTel. M3mepenus TEWL,
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BBITIOJTHEHHbIE ~ YCTPOWCTBAMHU C  ONPEACICHHBIMU  KOHCTPYKIUSIMU
(HampuMmep, OTKphITash KaMmepa MPOTHUB 3aKPBITOW KaMmephl), MOTYT OBITh
OTHOCUTENILHO 00Jiee BOCIPUUMYUBBI K BIUSHHUIO YCJIOBHUH OKPYKaIOIICH
cpenbl. [loaToMy Temmeparypa U BIaKHOCTh OKPY’KaIOIIEH cpesibl 0OBIYHO
KOHTPOJUPYIOTCSI HACTOJBKO TOYHO, HACKOJBKO 3TO BO3MOXHO (Hampumep,
HanOoJiee MOIXOMSIIUM SBJsieTcs auana3zoH temmeparyp 21 °C = 2 °C u
nramna3oH BaaxxHocTd 50 % + 20 % OTHOCHTEIIBPHOM BJIAXKHOCTH, €CIIM 3TO
BBIMOJIHUMO). bonee TOYHBIM KOHTPOJIb OTHOCHUTEIBHOW  BIIAXKHOCTH
(mampumep, ctporo B auama3zoHe oT 40 % mo 50 %) MOXET CHU3BHUTH
BapuabenbHoCcTh u3Mepenuit TEWL nmns ycTpoilcTB  ompeaesieHHOU
KOHCTpYKIMU. OnpenesieHHbIe KOHCTPYKIIMK 30HAOB JUIslI U3MEPEHUU W
amanrepsl IS HWCIOJIB30BaHHUS IN VIO JOCTymHBI OT HPOHM3BOJMTEICH
yctpoiictB TEWL 1 Moryt ObITh Oosiee MOAXOAAITUMH JIJISI UCIIOJIB30BaHUS,
MOCKOJIBKY UX COBMECTHUMOCTH ¢ ycTpoiicTBamu [ EWL oueBuHa.

HecooTBeTcTBHE 1HaMeTpOB KaMephl 30H/1a JJ1s1 U3MEPEHU, OTBEPCTHUS
30H7a JUISl U3MEPEHHUH, IN VItro agantepoB ¥ M3MepsEeMO IUIOIMIATU KOXKH, a
TaKX€ U3MEHEHHE B PACCTOSHUU OT CEHCOPOB 30HJIA JI0 MOBEPXHOCTU KOXKHU
(4TO MOXKET OBITH CBSI3aHO C BBICOTOM (B TOM YHKCIIE IEPEMEHHO ) JOHOPCKHUX
KOMITAPTMEHTOB) (€CIM MNPUMEHUMO), MOTYT YBEJIWYUTh BapuaOeIbHOCTh
m3mepenudn TEWL. HenocTosiHHbIE KOHTPOJIb HaJd BbIpABHUBAHUEM
ycTpoiictBa mis  usMmepenuss TEWL 1o oTHomieHuio K JOHOPCKOMY
KOMIApTMEHTY W/WIM KOXHOMY YYacTKy TakKe MOXET YBEJIUYUTH
BapuabenpbHOCTh u3MepeHud TEWL. Kpome Ttoro, wmsmepenumss TEWL,
BBITIOJTHEHHBIE YCTPOMCTBAMHU C OMNPEACICHHBIMU KOHCTPYKUMSIMHU, MOTYT
OBITh OTHOCHUTETHHO 00JIe€ BOCIPUUMYMBEI K BIUSHUIO MEpPEavydl Terjia OT
PYKHU, JepKaiieid 30H1. 3asBUTEIN JOJDKHBI CIIEIOBAaTh COOTBETCTBYIOIIUM
WHCTPYKIIUSIM B  PYKOBOJACTBE  IIOJB30BATEIsl  MPOUBBOAUTENS IS

KOHKPETHOI'0 yCTpoicTBa aiia usmepenust TEWL.
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Jlnst Tecta Ha IIEIOCTHOCTh KOKHOTO Oapwhepa B Ttecte TEWL, kak
MPaBWIO, KPUTEPUEM IMPUEMIIEMOCTH (IIOPOTOBHIM 3HAYECHUEM) SBISETCA
BeIMYMHA He Oosiee 15 rpamMm BOJBI Ha KBaJpaTHBIN MeTp B yac (< 15 r/m?/4)
Ha KO>KE TYJIOBUIIIA WJIK Oe/ipa yeoBeKa. Y YaCTKU KOXKH, HE TIPOIIEIIINE TECT
Ha 1eJOCTHOCTh (TO ecth ¢ TEWL > 15 r/mM*/4), HEe MOMKHBI TOABEPraThCs
JIO3UPOBAHUIO, HO MOTYT CIYXKUTh B KAue€CTBE KOHTPOJIbHBIX KOMXHBIX
Y4acTKOB 0€3 103upoBaHusA. MoKeT ObITh MCIOJIB30BAaHO U 0O0JIee BBICOKOE
noporopoe 3HaueHue (Hampumep, < 20 r/mM?*/4), eciam 3TO O0OOCHOBAHO
OKCIIEPUMEHTAIbHBIMUA JTaHHBIMU, JIEMOHCTPUPYIOIIMMHU, YTO BBIOpAHHBIN
KPUTEPUI IPUEMIIEMOCTH TTO3BOJISIET aJICKBATHO Pa3INdaTh KOXKHBIE YUACTKU
C HapyUWIEHHON IeJOCTHOCThIO Oapbepa OT YYaCTKOB C COXpaHEHHOU
I[EJIOCTHOCTBIO Oapbepa.

M3mepennss TEWL i KOXHBIX y4YaCTKOB €  COXPaHEHHOU
I[EJIOCTHOCTHIO 0apbhepa MOTYT OTIIMYATHCS B 3aBUCUMOCTH OT YCTPOMCTBA ISt
u3mepenus TEWL, cnocoba ero ucroiap30BaHUS M YCIOBHI OKPYKalOIICH
cpeabl (Hampumep, 0ojee BhICOKAs BIAXKHOCTh WM OOJIbIlIee PACCTOSHUE OT
MOBEPXHOCTU KOXHM MOTYT CHU3UTh 3HaueHue uzmepenuss TEWL). Tounbiii
KOHTPOJIb  (PaKTOPOB OKpy’Karomieil cpeapl W ycrpoiictBa  (yCIOBHIA)
IKCIUTyaTalliy MOKET MUHUMHU3UPOBATh BaprabenIbHOCTh n3mepeHuit TEWL.
B cBsa3u ¢ 3TuM, TexHuueckue mnpoueaypbl usmepenus [EWL crengyer
ONTUMU3UPOBATh B mpouecce pa3padotku meroauku IVPT (unm Ha ocHoBe
NpeAbIAyIed ONTUMHU3AIMUA B JIa0OpaTOpUH, BBINOJHAIONIEH TecT). Kpome
TOT0, YCTPOUCTBO i1 m3MepeHust [EWL crmemyer Hamiexammm oOpa3om
KamuOpoBaTh (IPOU3BOAMUTENIEM, a JUIsl HEKOTOPBIX YCTPOWCTB, TAKXKE MEpeT
KaKJIbIM HA0OpOM TECTOB). 3asBUTEIIN BIIPaBE MPEAOCTaBUTH HH(OPMAITHIO O
COOTBETCTBYIOIIUX MpOLeaypax KaJIMOPOBKH, YKa3aHHBIX MPOU3BOIAUTEIEM
I KOHKpeTHoro ycrpoiictBa TEWL. DTo nomyckaeTcss ykasbiBaTh B

COKpalmCHHOM JJOChEC JICKAPCTBCHHOI'O IIpCliapara JJId MCCTHOI'O IIPUMCHCHU A
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BMECTE€ C OT4eTOM O paszpaborke meroaukud |VPT, 4TroObl MOATBEpPAUTH
1[E7IeCO00PA3HOCTh TEXHUUYECKUX MPOLEYpP, YCTAHOBICHHBIX Jaboparopueit
s usmepennit TEWL. Tlpu ucnons3oBaHuM TecTa Ha 1IEJIOCTHOCTh Oapbhepa
TEWL na mwobom »3Ttane wucciemoBanus (paspadorka meroauku |VPT,
NWIOTHOEC  HWCCIIeIOBaHWe, Bamupanus ©  (WIM)  TOJITBEPIKIaroIee
UCCIICIOBAHNUE), JOJDKHBI ~ KOHTPOJHUPOBATHCS U PETUCTPUPOBATHCS
TeMrepaTrypa M BIXKHOCTh OKpYKalollel cpeabl J1abopaTopuu B TMEPUOJ

BCET0 IIPOBEJICHUS TECTa Ha 11eJIOCTHOCTh Oapbepa TEWL.

Tect Ha 1ENOCTHOCTH KOXKHOTO Oapbrepa
C ITIOMOILBIO TPUTUEBOM BOJIBI

Eme oaHuM mpuMepoM pPEKOMEHIYyeMOro IMOoAX0oJa K TecTy Ha
LEJIOCTHOCTh KOXHOTO Oapbepa SBIISIETCS HCCIEJOBAaHUE C IOMOIIBIO
TPUTHEBOW BOABI. B STOM HcCCIeNOBaHMM YYacTOK KOXXHM TOMEIAeTcs B
mudy3uoHHYI0 AYEHKy (HarpuMep, 3aKpeIUIsieTcs] B MPOMEXKYTKE MEX]y
JOHOPCKUM U NPUHUMAIOIIUM KOMIIAPTMEHTAaMHU) U YPaBHOBEIIMBAETCS 10
TeMiiepaTypbl noBepxHoctu koxu 32 °C = 1 °C, npu 3TOM poroBoi ciou
OyZeT OTKPBIT BO3yXy B IOHOPCKOM KOMITAPTMEHTE, a HIKHSISI CTOPOHA KOXKH
OyneT compukacaTbCsi C NpUHHUMaroUed cpenoi (Hampumep, ¢ocdarHbii
oydep, pH 7,4).

He6omnp1ioe KonuuecTBO TPUTUEBOM BOJBI (AOCTATOUHOE [Tl TIOKPBITHS
BCEW MOBEPXHOCTH YYACTKa KO>XH) HAHOCUTCSI KPATKOBPEMEHHO Ha POTOBOM
CIIOM KOXHU. DTa J103a TPUTHUEBOM BOJBI OCTABIISIETCS Ha MOBEPXHOCTHU Ha
KOHTPOJMPYEMOE U OTHOCUTEIBHO KOPOTKOE BpeMs (Harpumep, 5 MHUHYT),
IIOCJIE YEro OHAa yAANSAETCS C MOBEPXHOCTH KOXKHU (HAIpHUMEp, ¢ MOMOILIBIO
MUNETKU 7151 YAAJIEHUsI OCHOBHOM MAaccChl, a 3aT€M C IMOMOIIBIO BIIUTHIBAIOIIIE
nabopatopHoi candeTku ¢ HU3KUM BOpPCOM). 3aTeM OTOMparoTcs mpoda

MIPUHUMAIOIIECH CPe/ibl Yepe3 TOUHO YCTAHOBJICHHOE BpeMs IOCie yAaleHus
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TPUTUEBOI BOJIBI C MOBEPXHOCTH KOXH (Hampumep, yepe3 30 MUHYT mocie
yAaJIeHUsI S-MUHYTHOU J103bI TPUTUEBOM BOJIbI C MOBEPXHOCTH KOXKH).

XO0Tsi MOXXHO HCIIOJB30BaTh [JIsl aHalIM3a BeCb O0BEM Cpelbl U3
MPUHUMAIOIIETO KOMITAPTMEHTA, OOBIYHO MCHOJB3YETCS TOJBKO aJIMKBOTA
npuHUMarolen cpenbl (Hanpumep, ocdarnoro oydepa ¢ pH 7,4), koTopas
NEPEHOCHUTCS B COOTBETCTBYIOIINIA 00bEM CLHMHTHILIALIMOHHOM KUIKOCTH JIJIs
nojacuera. O0bEM adMKBOTHI OOBIYHO 3aBUCHUT OT THUIIA HCIOJIb3YEMOMN
CIUHTUJUISILIMIOHHON KUAKOCTH U MAaKCUMaJIbHOTO 00beMa BOJTHOTO pacTBOpa,
KOTOPbII MOXHO CMEIIMBaTh CO CIUHTWUISLMOHHON  KHUJIKOCTBIO.
CUMHTWIISIUMOHHBI ~ CUYETYHMK  MCHOJIB3YeTCS I KOJMYECTBEHHOIO
ONpEeJEICHUs] PaJMOAKTUBHOCTH B BBIOPAHHOW aJMKBOTE, YTO MO3BOJISIET
BBIYMCIIUTh KOJIMYECTBO TPUTUEBOW BOJIbI, MPOHUKILEH B OONbIINKA (OOIIHIT)
00BEM NMPUHUMAIOIIEH CPEbl; BHIYUCICHUE BHITIOJIHSIETCS C UCIIOIb30BAaHUEM
yACIbHOW aKTHUBHOCTH TPUTHEBOM BOJBI JJII HKBUBAJEHTHOTO OOBEMa
MIPOHUKIIIETO BEIIECTBA HA KBAJIPATHBI CAHTUMETP MOBEPXHOCTU KOXKH.

KpurepueMm npueMnaeMocTH (IOPOTrOBbIM 3HAUEHUEM ) OOBIYHO SIBIISIETCS
npUMEpHO 1,5 3KBUBAJIGHTHBIX MUKPOJUTPOB (MKJI-3KB) TPUTHUEBOU BOJIBI HA
cm? (To ecTh 0KO0JIO 1,5 MKIT-9KB/CM? Ui IpUMEpPHO 1,5 Mr-3KB/cM?) 171 TecTa
Ha LEJOCTHOCTh KOXKHOIO Oapbepa € HCIOJb30BAaHUEM TPUTHEBOM BOIBI,
BKJIFOYAIOIIIETO S-MUHYTHYIO J103Y, 32 KOTOpO#M ciieayeT 30-MUHYTHBIN NEPHUO/T
otbopa mpoO (To ecTh, 0TOOP Mposd uepe3 30 MUHYT MOCIE YIaJeHUs 103bl) Ha
KOX€ TYJIOBHILIA UK Oeapa YesoBeKa. YUAacTKU KOXKU C pe3yJbTaTOM TecTa
oonee 1,5 mr-ske/cM?> He HPOUAYT TeCcT U OyAyT HCKIIOYEHbI W3 TPYIIIbI
YYaCTKOB KOKH, Ha KOTOpbIE HAHOCHUTCS JIEKAPCTBEHHBIM Ipenapar s
MECTHOT'O IPUMEHEHHUS. Y YaCTKH KOKH, HE IMPOLIEAIINE TECT Ha IIEJIOCTHOCTh
Oapbepa, HE AOJKHBI MOJBEpPraThCs TO3WPOBAHUIO, HO MOTYT CIY>KUTh B
KaueCTBE KOHTPOJBHBIX KOXXHBIX Yy4acTKOB 0e3 no3upoBaHus. Cremyer

000CHOBATh M APYIruc KpUTCpun IPHUCMIICMOCTH, C€CJIM OHHU ITOATBCPIKACHBI
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OKCIIEPUMEHTAILHBIMUA JTaHHBIMH, JIEMOHCTPUPYIOIIUMH, YTO BBIOpAHHBIN
KpUTEPUH TPUEMIIEMOCTH QJCKBATHO pa3IMYaeT yYacTKU KOXH C
HApYIIEHHOM IEJIOCTHOCThIO Oapbepa OT YYACTKOB C COXpPaHEHHOM
IIEJIOCTHOCTBIO Oaphepa.

[Ipu pacuere pe3ynbTaToOB JUIsl TECTa Ha ILEJIOCTHOCTh Oapbepa ¢
WCITOJIb30BAHUEM TPUTHUEBOH BOJBI, HEOOXOAWMO VYHTHIBATh ILJIOIIA]Ib
MOBEPXHOCTH, MOJBEPIIICHCS J03UpOoBaHUI0. Hanmpumep, ecim ucmoib3yeTcst
Kputepuil mnpuemieMoctd 1,5 wmr-sks/cm? ¢ nuddy3uoHHON SAUEHKOM,
UMEIOLIEH AUaMeTp OTBEPCTUSA 15 MM M IUIOmaap NOBEPXHOCTH KOXHU 1,77
CM?, Macca TPUTHEBOM BOJBI, C Y4E€TOM JOHOPCKOTO W TPHUHHUMAFOIIETO

KOMITAPTMEHTA, COCTABUT MIPUMEPHO 2,7 MI-3KB/CM?.

DneKTpruYecKHe TECThl Ha LIEIOCTHOCTh KOKHOIO Oaphepa

CymiecTByeT HECKOJIBKO BAapUAHTOB JJIEKTPUYECKUX TECTOB Ha
[[EJIOCTHOCTh KOKHOTO Oaphepa, pe3yJbTaThl KOTOPBIX BBIPAKAIOTCS 4Yepe3
U3MEPEHHUE COMPOTUBIICHUS, MPOBOAMMOCTH WJIH CBSI3aHHBIE C HUMH
ANIEKTPUUYECKUE MapaMeTphbl, XapaKTepU3yIOIIUe TOKOMPOBOJIUMOCTh YEpe3
KOXKy. TecThl Ha 3JIEKTPUUECKOE CONPOTUBIICHUE KOKHU HA3BIBAIOTCS TECTaMU
TPAHCKYTaHHOT'O 3JeKTpUYeckoro compotusienus snuaepmuca (TEER).
Pe3ynbTaThl TECTOB MOTYT OBITH MPEACTABICHBI B €UHUIIAX TTPOBOIUMOCTH,
KOTOpasi SBJISIETCS BEJIUYMHOM, OOpAaTHON COMPOTUBICHUIO. DIICKTPUUECKUE
TECTbl Ha LEJIOCTHOCTh KOXHOTO Oapbepa dYacTo MpeAycMaTpUBaroT
UCIIOJB30BAaHUE  TPUOOPOB,  MpEeAHA3HAYEHHBIX [ W3MEPEHUs
unayktuBHOCcTH (L), emxocTu (C) u conporusienus (R) 31eKTpOHHBIX TeTei
WM DJICKTPUIECKUX KOMIIOHEHTOB; 3TU MPHOOpHI 00bI9HO Ha3biBaloT LCR-
merpamu. LCR-meTpsl HWMEIOT pa3iuyHble HACTPOWKH  (TIapameTpbl

TGCTI/IpOBaHI/Iﬂ), KOTOPBIC MOJKHO PCTYJINPOBATD.
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[Ipumep oNTUMAaNBHOTO MOAXOAA K TECTY HA IEIOCTHOCTh KOXHOTO
Oapbepa ¢ wucnoiab3oBanneM [EER 3akitoyaeTcs B yCTaHOBKE KOXHU B
nupdy3MOHHYIO SUEHKY (HampuMmep, 3aKperyieHHe B MPOMEXKYTKE MEXITY
JOHOPCKUM U TPUHUMAIOIIUM KOMIIAPTMEHTAMU) M yPaBHOBEIIMBAHUU 10
Temreparypsl noBepxHoctu koxu 32 °C = 1 °C, mpu 3TOM pOroBoi cioi
OyJeT OTKPBIT BO3yXy B IOHOPCKOM KOMITAPTMEHTE, a HIXKHSISI CTOPOHA KOXKH
COINPUKACAETCSI C MOHHBIM pacTBOpoM (Hampumep, ¢pocdartubiii Oydep € pH
7,4).

He6onpiioe KkoaMuecTBO HMOHHOTO pacTBopa (IOCTATOYHOE MJis
MOKPBITHUS BCEH TTOBEPXHOCTU y4aCTKa KOXKH) HAHOCUTCSI KPATKOBPEMEHHO Ha
pOroBO# CJIOW KOXH. 3aTeM OAMH mpoBoJ WM 3yekTpon ot LCR-merpa
MOMEIIAETCS B KOHTAaKT CO CpPEeAOol B MPUHUMAIOIIEM KOMIApTMEHTE, B TO
BpeMsi KaK APYroi mpoBo/I (JIEKTPO) TOMEIIAETCS B KOHTAKT C PACTBOPOM B
JOHOPCKOM KoMmmapTMmeHnte. [lociae wu3MepeHuss CONPOTUBIEHUS KOXKHU
(manpumep, B KOM, HOpMAaJW30BaHHOE TO TUIOMIAAN, YYWUTHIBAsA, 4YTO
COIPOTUBIIEHNE OOPATHO MPOMOPIIMOHATBHO TIOIIAN) PACTBOP B IOHOPCKOM
KOMIIAPTMEHTE YJaIsIeTCsl, ¥ MOBEPXHOCTh KOXKU aKKypaTHO MPOMOKAETCsI
cyxoi abcopOupyrorieit JabopaTopHoit cadeTkor ¢ HU3KUM BopcoM. Koxa
(Bce eme 3akperuieHHas B IU(PPy3nOHHON sUEHKE) 3aTEM OCTaBIISICTCS
YPaBHOBEIIMBATLCA C CYXHM BO3JyXOM Ha JOCTaTOYHBIA CPOK, YTOOBI
HOpPMAJIM30BaTh COCTOSHUE THApPATAIMA POTOBOTO CJIOS NEpe]l HaHECEHHEM
UCCIIETyeMOr0 JICKQPCTBEHHOT'O TMpernapara Jijisi MECTHOTO MPUMEHEHUS WU
pedepeHTHOTO Mpemnapara.

PesynapTarel ans TecTa Ha LEJIOCTHOCTh KOXKHOTO Oapbepa ¢
ucnoas3oBanueM [EER moryT 3HaunTenbHO BapbUpOBATHCA B 3aBUCUMOCTH
ot Hactpoek LCR-merpa (Hampumep, 4acTOThI) U TEXHUUYECKUX TPOLEAYD,
UCTIONIb3YEeMbIX I TecTa. KpuTepwii TPHEMIEMOCTH JUIsi KOHKPETHOTO

MCTOZA JJICKTPHYCCKOI'0O TCCTa HAa LCIOCTHOCTH KOXXHOI'O 6apbepa ciacayer
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000OCHOBAaTh 3KCIEPUMEHTAIBHBIMU JTAHHBIMH, JAEMOHCTPHUPYIOIIMMH, YTO
BBIOPAHHBIA KPUTEPUN TPUEMIIEMOCTH a/IEKBATHO PA3IMYAET YYACTKHU KOXKHU C
HapylLIEHHONW LEJOCTHOCThIO Oapbepa OT YYacCTKOB C COXpPAaHEHHOM

IIEJIOCTHOCTBIO Oaphepa.

5. TecTupoBaHue EIOCTHOCTU KOXKHOTO Oapbepa mipu [VPT.
OO0111He MOJI0KEHUS

[Topsimoxk pa3pabOTKu WIM TPUMEHEHUS paHee pa3pabOTaHHBIX
TEXHUUYECKUX TPOUEAYp s JII0OOr0 METOJla TECTHUPOBAHUA IIEJIOCTHOCTH
KOXKHOTO Oapbepa Bo Bpems pa3zpabotku metoauku IVPT nomkeH yduThiBaTh
TPU OCHOBHBIX aCIEKTa:

1. Texundeckue NPoOLEAYPHl HE JODKHBI HEOOpaTUMO HU3MEHATh
KOXKHBIN Oaprep. Jlonmyckaercss BpeMEHHOE MU3MEHEHHE BIaKHOCTH POTOBOIO
CJIOSI IyTEeM KPaTKOCPOUYHOTO HAHECEHMs BOJHOTO pacTBOpPA HAa MOBEPXHOCTH
KOXH, TIPU YCJIOBUH, YTO OyAET MPEJOCTaBICHO TOCTATOYHO BPEMEHHU JIJIst
HOpPMaJu3allud  BJIAKHOCTM  POrOBOrO  CJOSI  NEpPEJ]  HAHECEHUEM
JIEKApCTBEHHOr'0 IMpemapara JJjsi MecTHoro mnpumeHeHus. Ilpouenypa,
OMMCaHHAs BBINIE, C KPAaTKOBPEMEHHBIM (HAMpUMEp, S-MHUHYTHBIM)
BO3JEHCTBUEM TPUTHUEBOM BOJIbI HA MOBEPXHOCTh KOXKHU ¢ nocieaytommum 30-
MUHYTHBIM IEPUOAOM ISl BOCCTAHOBJIEHUS COCTOSIHUS YBJIAXKHEHUS POTOBOTO
Closl, ABJSIETCS B OTUX  YyCIOBUSAX  mOpuemieMou.  Hampotus,
30-MUHYTHOE BO3EHCTBUE BOJAHOTO PAcTBOpPa Ha IMOBEPXHOCTh KOXH IS
ANIEKTPUUECKOTO TeCTa, C IMOCIEAYIONMM HaHECEHHWeM IIpernapara s
MECTHOTO TPUMEHEHUS B TEUCHUE 5 MUHYT, MOXKET ObITh HEMPUEMIIEMbIM 0€3
JNAJbHEUIIeH OLEHKUA BIUSHUS COCTOSIHUS YBJIAXHEHHUS POrOBOTO CJIOSl Ha
YyBCTBUTEIHLHOCTH KOXKH K PA3IHYUSIM B OMOIOCTYTHOCTH. AHAJIOTUYIHO, €CJIN

MNCPCHOCHAA JiaMIla YCTAHABJIMBACTCA CIIMIIKOM OIM3KO K KOXKE pIRIb |
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YIYUYIIEHUS] BUJTUMOCTH BO BPEMs BBITIOJTHEHUS MPOLEAYP, TEIJIO OT JIAMIIBI
MOXET U3MEHUTH JIOKAIBHYIO (MUKPO)CPENY KOXKH, UETO CIEAYET U30eraTh.

2. Kputepuii mpueMsIeMOCTH JOJDKEH MPECTaBIsTh COO0H MOPOroBOE
3HAuU€HHUE JJISl pe3yjbTaTa TECTa, IPU KOTOPOM YYAaCTOK KOXKHU HE MPOXOIUT
TEeCT. YUacTKH KOXH, HE MPOIICANINE TECT Ha IEJIOCTHOCTh Oapbepa, HE
JIOJDKHBL TIOJIBEPraThCsA JIO3UPOBAHUIO, HO MOTYT CIYKUTh B KayecTBE
KOHTPOJIbHBIX YYaCTKOB 0€3 JO3UPOBAHUS. YUACTKU KOXKH, MPOIIEIIINE TECT
Ha IEJOCTHOCTh Oapbepa, MOTYT CYUTAThCA HMEIOIIMMHU TOJHOIECHHBIN
Oapbep M mojaBepraTbesa A03upoBaHui0. Kputepuii mpuemiieMocTd HOHKEH
ObITh BBHIOpAaH HAa OCHOBE MOHUMAHMS PaACIpENICNICHUs] PE3yJbTaTOB TECTa
(cpen MHOXECTBA TMOBTOPHBIX HAKCIEPUMEHTOB, BBIMOJHEHHBIX IS
MHO>KECTBa JIOHOPOB) JiJII KOHKPETHOM MpOLEAyphbl TECTUPOBAHUS
I[EJIOCTHOCTH Oaphepa C y4eTOM THMA W TMOATOTOBKH KOXXH B YCIOBUSX,
COOTBETCTBYIOIIIMX OCHOBHBIM HcciaenoBanusM |VPT, mnpencraBieHHbIM B
COKpaIIEHHOM JJOChE JIEKAPCTBEHHOTO IIpenapara AJisi MECTHOTO TPUMEHEHUSI.
[lenr TecTa Ha ENOCTHOCTh Oapbepa — BBISIBUTH (M HMCKJIIOYUTBH) YHACTKHU
KOXH, OapbepHas (yHKIMs (1IEJIOCTHOCTh) KOTOPBIX HapyiieHa. [Ipu stom
OTCYTCTBYET II€Ib YMEHBIICHHUS MPHUPOJHON H3MEHYUBOCTH OapbepHOM
byHKIMH (MPOHUIIAEMOCTH) YEJIOBEUECKON KOXH, KOTOpask BOCIPOU3BOIUT
peanbHOE pa3HOOOpa3ue B YEIOBEYCCKOM MOMYJISAIUU. TakKe OTHOCHUTEIbHAS
MPOHUIIAEMOCTh KOXU JIJI1 JIGKAPCTBEHHOTO TIpernapara Jjii MECTHOIO
NPUMEHEHHUS MOXET HE 0053aTeIbHO KOPPEIUpPOBATH C MPOHUIIAEMOCTHIO
KOXXH i1 BOJBI, W, CIEI0BATEIIbHO, WCKYCCTBEHHOE OIrpAHUYEHUE
M3MEHYMBOCTH MTPOHUIIAEMOCTH KOKH JJIs1 BOJIBI (C UCIIOJIb30BAaHUEM U3JIUIIIHE
CTPOrOro KpUTEPUS MNPUEMIEMOCTH, KOTOPBIM MCKIIOYAET 3HAYUTEIBbHOE
KOJIMYECTBO YYAaCTKOB KOXKM) HE 00S3aTE€IbHO NPUBEIET K YMEHBIICHHUIO

W3MEHYMBOCTH B pe3yibTarax uccienopanuit IVPT.



20

3. Kpurepuit npuemiaeMocTd JOJKEH IMO3BOJATh pa3inyaTh YYacTKU
KOXXH C HapyIIEHHOW II€JOCTHOCThIO Oapbepa M YYacCTKH C COXPaHECHHOU
LEJIOCTHOCTBhIO Oapbepa. ODTO MOXHO HPOAEMOHCTPUPOBATH, HU3MEPS
LEJIOCTHOCTh Oapbepa y4acTKOB KOXH, 3aKPEIJIEHHBIX U YPABHOBEUIEHHBIX I10
napameTpam cpenbl B U Py3uoHHON sueiike, A0 U IOCIE HAMEPEHHOTO
ITOBPEKICHUS KOYKHOTO Oapbepa (Hanpumep, MHOT'OKPaTHBIM
UCIIOJB30BAaHUEM KJIEMKOMW JICHTBI JJI yJIAJICHUS] BCE OOJIBIIETO KOJIMYECTBA
POrOBOIO €051, MPOKAJIBIBAHUEM KOXH HECKOJIbKO pa3 urioi quametpa 30 G,
WIM UCIOJIb30BAHUEM JPYrUX (PU3HUECKUX WIM XUMHUYECKHX BO3JEHCTBUM,
NOBPEXIAOIINX KOXKHBIA Oapbep). BrIOpaHHBIN KpUTEpHUl NPUEMIEMOCTH
JOJKEH JE€MOHCTPUPOBATH, YTO YYACTKH KOXH, KOTOpPbIE MPOLUIM TECT O

MOBPCIKACHH, HC ITPOXOIAT €T0 ITOCJIC ITOBPCIKACHHUS.

6. Paznuuus mexxny pazpabotkoii u Banuaanuet metoauku [VPT
Ontumnzanmg metoauku [VPT no Hauasa ee Bamuganuun

Ha »stane paspaborku meroamku |VPT momyckaercst paccmaTpuBath
pa3lInuHbIe CXEMBbI UCCIICIOBAaHUN U MapamMeTphl MeTouku. Hanmpumep, eciu
BBIOpaHHbIE TIapaMETpPbl  MCCJIEAOBAHMUS  M3HAYAJIBHO  MPEIINOoJararoT
JUTUTEILHOCTh JTO3UpOBaHUsA 48 YacoB M JJIMTEIBHOCTh WCCIIEAOBAHUS
48 w4yacoB, W TPOPUIL BHICBOOOKIACHUS HW3MEPUM, HO HEBO3MOXKHO
UACHTU(OUIIMPOBATh  MAaKCUMallbHOE  (ITMKOBOE)  BBICBOOOXKACHHS U
MOCJEAYIOIEe YMEHBIIICHUE BHICBOOOKICHHS Ha HECKOJIBKUX MOCJICIYIOIINX
BPEMEHHBIX TOYKaX, TOTJIa MOXKET OBITh I11€JIeCO00Pa3HBIM PACCMOTPETH
JIpyrue mapameTpbl UCCIEOBaHMUS B paMmKax pa3paboTku meroauku |VPT.
Hanpumep, gomyckaercsi OlEHUBATh APYTYIO LEJEBYIO 103y JEKAPCTBEHHOTO
npermapara il MECTHOTO mNpuUMeHeHWs W (WIM) HCIOJb30BaTh Ooliee

JUTUTEIBHBIA MepuoJi 0TOopa mpoO. ANIbTEpHATUBHAS CXEMa MCCIICIOBAHUS
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MOXET BKJIIOYaTh 00Jiee KOPOTKYIO JUTUTEIBHOCTh JJO3UPOBaHUs (HaIpUMep,
4 — 6 yacoB), MocJie KOTOpPOW HAHECEHHasl J03a YJIAJSIeTCs C KOXH, U
NpPUHUMAIOIAsT Cpela MPOJ0JDKAeT OTOMPAaThCs Ha MPOTSHKEHUU MEpHUoja
BPEMEHHU, JIOCTATOYHOIO I MACHTU(UKAIIMU MaKCUMAaJIbHOTO (IMIMKOBOTO)
BBICBOOOXJICHUSI M TMOCHEAYIONIETO YMEHBIICHHUS BBICBOOOXKICHUSA B
HECKOJIbKUX TMOCTEAYIOUX BpPEeMEHHbIX Toukax. [Ipu sTom, x0T Oosee
COKpalIEHHbIA 00bEM HAHECEHUS J03bl MOXET MOMOYb YIY4YIIUTh (Popmy
npodusnerr  BoicBoOOXIeHHs |VPT, ynanenue 103b1 JIEKapCTBEHHOTO
npenapara Jajisi MECTHOTO MPUMEHEHHUSI C MOBEPXHOCTH KOXKH MOXET OBITh
JOCTaTOYHO CJIOKHOM 3a/aueld U 4acTo TpeOyeT cOOCTBEHHOM pa3pabOTKU U
onTuMu3anuu Metoauku. Kpome TOro, Au3ailH TakuxX HCCIIEIOBaHUN
YyBCTBUTEIBHOCTHU st MeToIuku |VPT Moxer TpeboBaTh OoJiee TIIyOOKOIro
nonnmanus Metonoiioruu |VPT uccnegoBanuii. Heo6xoauMo mnoHMMaTh, YTO
Jake HECMOTps Ha JOCTaTOYHBIC YCHIIMs, HalpaBJCHHbIE Ha pa3pabOTKy
metoauku IVPT, koTopas Oyner maBaTh 4€TKO OMPEICICHHOE MAaKCUMAaJIbHOE
(MUKOBOE) BHICBOOOXKICHUE U TIOCJICAYIOIIEE €r0 YMEHbIIIEHUE B HECKOJIBKUX
MOCJEAYIONIMX BPEMEHHBIX TOYKaX, [Jii HEKOTOPBIX JIEKAPCTBEHHBIX
IpenaparoB AJisi MECTHOTO MPUMEHEHUS TOCTHUKEHUE TaKUX YCIOBHUH OyneT
HEBO3MOXHO, JIa)K€ MPHU JJIUTEIBbHOCTU UCCIEA0BaHUN 10 96 yacoB (uiau, Mo
KpaitHel Mepe, HEOCYIIECTBUMO JJIsl BCeX JOHOPOB). B TakoMm cityuae oTyer o
paspadotke wmeroauku IVPT  nomxeH moapoOHO oONMCHIBaTH — BCE
MpOaHaIU3UPOBAHHBIE CXEMbI U MOJXO0/bI K pa3paboTKe, MPEANPUHSATHIC IS

ontumMmuzaimu Mmeronquku |VPT.

Hcnonp3oBaHne HaIC)KHON aHAIMTHYECKOU METOIUKH
U1 Banuganu MeToauku [VPT

Uccnenosanus no pazpadotke metoauku |VPT, SBISIIOTCS MOUCKOBBIMU

HCCIICAOBAHUAMU M 49aCTO IPOBOJATCA C UCIIOJIB3OBAHUCM aHAJIMTUYECKOMN
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METOJIMKHU, KOTOpas He BaiuaupoBaHa (Hampumep, mMerogoM BIXX wiwm
yJbTpa-BbICOKOA(PhEeKTUBHOM kuakocTHOM Xxpomarorpadun (YBIXKX),
4acTo ¢ ucnoyib3oBanueMm macc-cnexkrpomerpun (MC)). Takke nccnegoBaHus
o pazpaborke meroauku |VPT gacto mpoBoasTcs TakuM 00pa3oM, 4TO OHH
HE COBMECTHUMBI C CHUCTEMOH YINpaBjieHUs KadyecTBOM (KoTopas Obl B
MPOTUBHOM Clly4ae MO OMNPENENCHUI0 cjeiana Obl UX MOAXOIAIIUMU IS
NOJACPKKY BATUAHBIX 3aKJII0YEHUN). B CBsI3U ¢ 3TUM 1o100HbIE pa3pabOTKU
METOJMK HE MOAXOAAT JJIsl IEMOHCTpAIlMK BaIMAHOCTH MeToauku |VPT unu
CBS3aHHBIX C HEM pe3ynbTaToB. CIieI0BATENIbHO, HECMOTPS Ha KaXyIIYHOCS
U30BITOYHOCTh, OTJICJIBHBIE O3KCIEPUMEHTHI, MPOBEACHHBIE BO BpeMs
pa3pabOTKU METOJAUKHU, TOTPEOYETCSI HOBTOPUTH BO BPEMS BaJIU 1AM METO/1a
IVPT, ucnonb3yss NOAXOIAIIME KOHTPOJUPYEMBIEC YCIOBHS, TaKHWE Kak
BAJIUJIUPOBAHHAS AHAIMUTHUYECKAs] METOAUKA M MPOLEAYPbl, COBMECTUMBIE C
MOAXOAAIIEH CUCTEMOMN YIIPABIICHUS KAU€CTBOM.

Heo6xoaumMo 4eTko pa3faensTh U MOCIeI0BaTeIbHO HACHTU(UIIUPOBATH
T€ DKCIEPUMEHTBI U PE3yJbTaThl, KOTOpPbIC OBUIM YacThbIO pPa3pabOTKU
meronuku |VPT otnenbHO OT TeX, KOTOpble ObUIM 4YacThiO BaduAalldd
Metoauku |VPT. Heobxonumo Takke MOCIEA0BATEILHO YCTAaHOBUTH BCE
COOTBETCTBYIOIIIME TMapaMeTpbl METOJAMKH | YCJIOBUS (KOHTPOJIbHBIC
nokaszaTeniu) Kaxmoi cepuu pesyibraroB IVPT. Uudopmanus B oryere o
pa3pabOTKe METOJUKHU JOJKHA YETKO JIEMOHCTPUPOBATh, KOT/Ia PE3yJIbTaThl
JUIL  CXOJHBIX CEpUM  DKCIEPUMEHTOB MOTJM  OBITh TOJIYYEHBl C
UCIIOJIb30BAaHUEM pa3HBbIX MapaMeTpOB METOIUKU. B oTyere o pa3zpaboTke
METOAWKA HEOOXOAMMO YKa3aTh, Kakue HaOopbl AU Y3MOHHBIX SYEEK
OLICHUBAJINCH TApaUICIbHO WIM Pa3JeiabHO (HampuMmep, B pa3HbIE HU).
Kpome Toro, 10/KHBI ObITh YKa3aHbI MapaMeTPhl aHATTUTUYECKONH METOIUKH,

UCIOJIb30BAaHHOM ISl aHaJIM3a po0 13 Kaxaou cepun skcnepumeHToB IVPT,
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a TaKXKeE I/IH(l)OpMaHI/ISI O TOM, OblIa JIM aHAJIUTUYECKas MCTOAHKA

BaJIUIUpOBaHa (JinOO Ha MOMEHT aHaju3a Mpo0, TUOO0 BIIOCIEACTBHM).

1. Bamunanua meroquku ucciaenosanusd [VPT

B peructpanmonnoe 1ocbe HE0OXOIUMO BKIIFOYATh OTYET O BaTUAAIIMN
Metoauku uccienopanus |VPT u olieHKe ee MPUTroJHOCTH ISl CPaBHEHUS
JIEKApPCTBEHHBIX IMPEINAPaTOB.

[IpurogHOCTh yCJIOBUH HCCIEIOBAHUN HEOOXOIUMO MOATBEPIUTH C
HCIMOJIb30BAHUEM  CEpUM  JIGKAPCTBEHHOTO  IIpemapara C  pa3HbIMU
MOKa3aTeIIMU KauecTBa (HEraTUBHBIN KOHTPOJIb) (HAIPUMED, JIEKapCTBEHHAS
dbopma mpernapara ¢ COCTaBOM, cooTBeTCcTByrommM 50 %-ii mo3upoBke
UCCIIETyEMOT0 JIEKAPCTBEHHOI'O IIpernapara ¢ TaKUMH ke (hapMaieBTUKO-
TEXHOJOTUUYECKUMH XAPAKTEPUCTUKAMHM), B OTHOIIIEHUU KOTOPOTO MOKA3aHbI
CTaTUCTUYECKOE OTJIMYME OT UCCICTYEMbIX ITPENAPATOB U HEIKBUBAIICHTHOCTD
CpaBHEHHUS C HUMHU.

JlomyckaeTcsi UCIOJIb30BaTh MHBIE CEpPUU Iperapara ¢ BHECCHHBIMU B
HUX TIOKa3aTEIbHBIMM HW3MEHEHUSIMU [0 CPaBHEHUIO C HCCIEIYEeMbIM
JIeKapCTBEHHBIM MpenapaToM. [1ogo0HbIe MoKa3aTebHbIE U3MEHEHUS MOTYT
OTHOCUTBHCA K KOJIMYECTBEHHOMY COCTaBy JIEKApPCTBEHHOTO IIpernapara,
(hapMareBTUKO-TEXHOJIOTHYSCKUM MapamMeTpaM €ro JICKApCTBEHHON (hOPMBI,
KPUTHYHBIX TOKa3aTesiel KauyecTBa W (MJIM) MCIIOJIb30BaHUS HE3HAYUTEIBLHO
MOJU(DUITMPOBAHHBIX IMAPAMETPOB IMPOU3BOACTBEHHOTO mpolecca. [lpu
BBIOOpE TMOKa3aTesel KadecTBa [IJIi BHECEHUS W3MEHEHUW CleayeT
WCIIOJIb30BaTh MMEIOIIMECS JIaHHBIE O XapaKTEPUCTHUKAX JACHCTBYIOIIETO
BEIIECTBA, COCTAaB JICKQPCTBEHHOIO IIpernapara W  (apmaieBTHKO-
TEXHOJIOTUYECKHUE TlapaMeTphbl JEKapCTBEHHOW (OPMBI JIEKAPCTBEHHOTO
npenapara. Heo6xoaumo uzberath MogIHOTO UCKIIFOYEHUS OJHOTO WM OoJiee

CHGHI/I(I)I/ILIHBIX BCIIOMOT'aTCJIBHBIX BCIIICCTB (HaHpI/IMep, YCUIIUTCIIA
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MPOHUKHOBEHHUS, KOHCEPBAaHTOB) M3 WM3MEHEHHOM 1O COCTaBy U
(bapMalleBTUKO-TEXHOJIOTUYECKUM  MMapaMeTpaM JIEKapCTBEHHOU  (OpMBI
npenapara.

Hwxke mpeacraBiena wuHopManus 1O BadWAalMd  METOAUKHU
uccinenosanuss  |VPT, mnpeaHa3HaueHHass B NEpPBYIO ouepedb IS
UCIIOJIb30BAHUS C yYaCTKaMM KOXKHU YesloBeKa eX ViVo.

Ilocne Toro, Kkak Bce COOTBETCTBYIOIIME MapameTpsl Meroauku IVPT
OyInyT ompeaeneHbl, HeoOXOAMMO TMPOBECTH MUJIOTHOE HCCIEIOBaHUE,
UCIIOJIb3YsI UTOTOBYIO BAIMIUPOBaHHYI0 MeTOUKY |VPT 1 BanuaupoBaHHYIO
aHAJTUTUYECKOM METOJNMKY JUIsi aHaiu3a oOpasioB. llens mnumoTHOTO
UCCIICIOBAHUSI — TMOJTBEPAUTh MPUTOJHOCTh BBIOPAHHBIX I[apaMETPOB
meronuku |VPT, mnpoxemMoHCTpupoBaB, YTO UCIOJIL3YEMbIE YCIOBUS
meroauku IVPT mogxonmar njsi cpaBHEHUsS KOXKHOW (DapMaKOKWHETUKHU
UCCIIeAyeMOro U pedepeHTHOTO JICKapCTBEHHBIX MPEenapaTroB AJiI MECTHOTO
npuUMEeHeHus. Pe3ynpTaThl TUJIOTHOTO HCCIEAOBaHUS, TaKuM 00pa3om,
MOATBEPKIAIOT CUCTEMAaTHYECKyl0 Banuaanuio metoauku |IVPT, kortopas
MpEeJCTaBIsSICT COOOW OTIENbHBIA 3Tal MCCIEAOBAHUS TOCIE Pa3padOTKu
meroauku IVPT.

Pesynbrathl Takoro mnuigoTHOro wuccienoanus |IVPT mno3BossitoT
OIICHUTh, B TOM 4YHCIIe, HEOOXOAUMOE KOJIMYECTBO JIOHOPOB  JIJIst
COOTBETCTBYIOIIEr0 OOECIEUYEHUsI MOIIMHOCTH KJIFOUEBOTO HCCIICIOBaHUS
IVPT. B nonosiHeHue K ucciieqyeMomMy U pedepeHTHOMY JIeKapCTBEHHBIM
npenaparaM, B MWIOTHOM HCCIEIOBAHUM CIEAYET MPOBECTU MapajuiebHYIO
OIICHKY C TPETHUM JIEKApPCTBEHHBIM ITpEnapaToM WM JICKAPCTBEHHON (POpMOH,
KOTOpasi 3aBE€OMO OTIUYAETCS OT pe(hepEeHTHOTO JICKAaPCTBEHHOTO TIperapara,
4TOOBl TOATBEPAUTH CeIEKTUBHOCTh Metoauku IVPT B oTHomeHuu
BBIBJICHUS pa3Iuyuii B  OWOJOCTYMHOCTH. Pe3ynbTaThl MUIOTHOTO

uccienoBanus IVPT momkHb OBITH IpeCTaBICHBI HA TPadUKe C TPAHUIIAMHU
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(luHelKamMu) TMOTPEIIHOCTEN, MPU 3TOM JIOJKHBI CpPaBHUBATHCS MPOGUIU
MPOHUKHOBEHHUSI JIJI1 BCEX TPEX IPYIIN B MUJIOTHOM HccienaoBanuu. Ciemyer
MOATOTOBUTH OTIETbHBIE TpadUKH IJIs CPEAHUX 3HAUCHHUI BHICBOOOXKICHUS U
CPEIHUX KYMYJISITUBHBIX PE3yJIbTaTOB MPOHUKHOBEHUS. DTU JJAHHBIE CIEAyEeT
WCIIOJIB30BaTh JIJISI TOJATBEPKICHUS CIeU(UUECKUX MapaMeTpOB BaIUAAlUN
meroaa IVPT (Hanpumep, npoduiib U 1Uana3oH NPOHUKHOBEHUS).

Cnenyer mnpoBoauTh nuiaoTHoe wuccienoanue |IVPT ¢ yuactuem
HECKOJIbKHX JIOHOPOB KOXHU (Hampumep, 4 — 6 JOHOPOB) W UCTIOJIB30BAHUEM
MUHUMYM YETBIPEX MOBTOPSIOIINXCA YYACTKOB KOXKH OT KaXKJ0r0 JIOHOpa Ha
KaKaylo rpynmny JjedeHus. [lo Mepe yBelnumdeHUs KOJUYECTBA JIOHOPOB,
BKJIIOUCHHBIX B MUJIOTHOE HCCIIEIOBAHUE, TOYHOCTh OIIEHKHM HEOOXOIUMOIO
KOJIMYECTBA JIOHOPOB JUIsl aJICKBATHOT'O OOECIIEUEHHSI MOIITHOCTH KIIFOYEBOTO
uccnenoBanus |VPT, kak nmpaBuiio, ynmyumiaercs. M X0TsI KOXKHBIE JIOCKYThI OT
T€X K€ JOHOPOB, KOTOPbIE OBLITN OLICHEHBI B MUJIOTHOM MCCIIEIOBAHUU, MOTYT
OBITh TaK)K€ MCIOJB30BaHbl B KIt0ueBOM uccienoBanun IVPT, pesynbrars
MUJIOTHOTO HCCIIECIOBaHUSI HE JOJDKHBI OOBEAUHSTHCS C pe3ysibTaTaMu
KJtoueBoro ucciuenoBanus |VPT nis neneit cTaTUCTUYECKOTO aHAU3a.

Ob6opynoBanue, METOAUKA M YCIOBHS UCCIEAOBAHUS, UCTIOIb3YEMbIC B
nuioTHOM uccaenoBanuu IVPT (1 B UTOroBOM KJIHOYEBOM HCCIEAOBAHUU
IVPT), nomkHBI OBITH COOTBETCTBYIOIIUM 00pa3oM BaJMIUPOBAHBI HJIH
kBauduImpoBanbl. Eciu 3asBUTENs NPUHUMAET PEIICHUE HCMOJb30BaATh
o0Opy/Z0BaHKE, METOJAUKA WJIM YCJIOBUS WCCIEAOBAHUS, OTJIMYHBIC OT
yKa3aHHBIX B HACTOAIIEM NPWIOKEHUU, 3asABUTENh JOJDKEH O00O0CHOBATH
HEOOXOAMMOCTh TAaKOTO BBIOOpA W €r0 JOMYyCTHMOCTh C HAYyYHOW TOYKU
3penusi. s obecrieyeHus TOUYHOTO KOHTPOJIS 3a JO3UPOBAHUEM, OTOOPOM
npo0 u Jpyrumu napamerpamu uccienoBanus IVPT, a rtakxe nns

MHWHHUMHK3AIIU IIOTCHIINAJIBHBIX HCTOYHHUKOB OIITHOOK 9KCIICPUMCHTA, CJIICAYCT
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UCIIOJIB30BaTh JIETAIbHBIE TPOTOKOIBI M aJEKBATHO KOHTPOJHMPYEMbIC
IPOLIEyPbl UCCIEAOBAHUS.

Bamunamusa metonuku IVPT nomwkHa BKiIro9aTh B ce0s1 crieniuduuecKre
KBAIM(PUKAIIMM W KOHTPOJM (OMHMCAHHBIC HUKE), BBINOJIHSIEMBIE C
WCIIOJB30BAaHUEM BAJIUIUPOBAHHON AHAIIMTHUYECKOW METOJUKHU JJIsI aHAJIN3a
o0pa3loB, ecau 3To npuMeHnMo. Kpanudukanus napamerpa metonuku [VPT
OTHOCUTCS K TMPOILECCY ONPENENICHUsSI XapaKTEPUCTUK, KOTOPbIE MENIAl0T
napaMeTp MPUTOAHBIM JIJIS BBIMIOJHEHUS cBoer GyHKuu B Metogauke IVPT,
Hanpumep, korjga MOBTOPHBIE H3MEPEHUS TEMIEpaTypbl Ha MOBEPXHOCTH
KOXH, YCTAHOBJEHHOH B JIU(DPYy3nOHHON sA4elKe, AEMOHCTPHUPYIOT, UYTO
obopynoBanue |VPT moxer noaaepkuBaTh TeMIEpaTypy MOBEPXHOCTH KOKHU
B auamazone 32°C £ 1°C, pe3yapTarbl MOryT HOATBEPJUTH, YTO
o0opyI0BaHUE KBaTU(UIIMPOBAHO [IJIsi BBITIOJIHEHUS CBOEW (YHKIMU B
meroguke |IVPT, rme mapamerpoM METOAWKH  SIBISETCS  KOHTPOJIb
TeMIIepaTypbl MOBEPXHOCTU KOKU B auanazoHe 32 °C = 1 °C Ha npoTsKEeHUH

COOTBGTCTBYIOH_IGI;'I JIUTCIBbHOCTH UCCICAOBAaHMA.

1. KBanudukanus o60opyaoBaHus

[Togxomsimee obopynoanue mius |VPT BkirogaeT pasnudHbie MOJETH
BepTUKAIBbHBIX Mu(dy3nonubix ssueek (BJIA) u mporounsix anddy3noHHbIX
sueek. [IpuHIMMIB paboThl U crieUPUIECKUe MPOIEAYPhl HUCIBITAHUMA IS
pPa3TUYHBIX THIOB OOOPYMOBaHMS MOTYT 3HAYUTEIBHO pasaudarhbes. s
YCTAaHOBKH, OKCIUTyaTallAOHHOW © IPOW3BOJCTBCHHOW KBadU(UKAIIUN
CJIETyeT UCIIOJIb30BaTh COOTBETCTBYIOMINE MTPOIICAYPHI IPOU3BOIUTEIIS.

JlabopaTopnast kBaymdukanus Kaxaod audQy3noHHON —sSUEHKH

JOJKHA, 110 KpalHEN MEpe, BKIIKOYATh BCE CIEAYIOIICE!
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1)usmepenuss audGy3nOHHOW IUIOMAJAX OTBEPCTUH JOHOPHOTO U
IPUHUMAIOIIETO KOMIIAPTMEHTA, MEXAY KOTOPBIMU YCTAaHOBJIEHA KOXa WJIU
MeMOpaHa;

2)MIIMPHUYECKH  HM3MEPEHHBI  00beM  KOMIApTMEHTa  JJIA
MPUHUMAIOIIEH CpeJibl B KAXKI0UW BepTUKAIbHOU AU(DPY3UOHHON STUEHKE WU
AMIIMPUYECKA HM3MEPEHHYI0 JUIMHY OTBOIAIIECH TPYOKH I KaKIOH
npOTOYHOU TU(PPy3NOHHON STUEHKH;

3) cTaOMITILHOCTB TEMIIEPATYPhI, U3MEPECHHON HA MTOBEPXHOCTH KOXKH HITH
MeMOpansl (Hampumep, 32°C + 1°C) Ha NPOTAKEHUU COOTBETCTBYIOIIETO
nepuojia BpeMeHu (Hanpumep, 48 4acoB);

4) CKOpPOCTh MEPEMEITUBAHUS B BEPTUKATBHBIX JU(DPY3HOHHBIX TUSHKAX
WM CKOPOCTb BBICBOOOKIECHHUSA JIs1 MPOTOUHBIX AU(P(Y3UOHHBIX SYEEK, €CIU
3TO MPUMEHHUMO.

Ecnu undopmanus o anddy3noHHON TUIOMAIU OTBEPCTUd U 00BEeMe
KOMITAPTMEHTA I TPUHUMAIONIEH Ccpenbl s Kaxaod auddy3uoHHON
AYEHKH JOCTYIHA B JIOKYMEHTALIMM MPOU3BOAUTENSI O0OpyAOBaHUs, 3Ta
uHdopMmalua A0JKHA OBbITh MPEJCTaBlieHa IS KaXJIOM NpUMEHseMOi
mudPy3noHHON sSUYEHKH, B JOMOJHEHHE K SMIHMPUYECKUM H3MEPEHUSIM,
BHITIOJIHEHHBIM ~ JlTabopaTopuert, mpoBomsmer  uccnenoBanus  IVPT.
O6opynoBaHue JOJMKHO KOHTPOJUPOBATh Temmeparypy auddy3uoHHON
YUKW TaKUM 00pa3oM, YTOOBI MOATBEPIUTH CTAOMIBLHOCTH TEMIIEPATYPhI
MOBEPXHOCTU KOXH WM MeMOpanbl (Hanpumep, 32 °C + 1 °C) ans kaxaou
mudPy3noHHON SYEHKHM 10 JO3UPOBAHUS (HAmpUMEpP, IMyTEM H3MEpPEHUs
KaTMOpOBaHHBIM ~ WH(GPAKPACHBIM  TEPMOMETPOM), U  MEPUOJAUYECKHU
KOHTPOJIMPOBAJach B TEUYEHHE BCETO 3KCIEPUMEHTa IyTEM MOBTOPHOTO
U3MEpPEHUs TeMIIEpaTypbl TOBEPXHOCTU KOKU WJIM MEMOpPaHbl KOHTPOJIbHOU
muhPy3uoHHOM suelku 0Oe3 JO3UPOBKHM, KOTOpas JOJDKHA padoTaTh

napayieIbHO C JIPYTMMH aHAJOTWYHBIMUA AUG(PY3MOHHBIMH SUCHKaMU, B
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KOTOPbIX IPOBOAUTCA JO3HMPOBAHHUC, M KOTOpasa IIOAKIIIOUCHA K TON Ke

BOJSTHOM OaHe WM TEPMOPETYIUPYEMOM CUCTEME.

2. Kpaimdukarnyst meMOpaHbl (KOXKH)

Jis uccnenosanumii |VPT cienyer HCIoab30BaTh KOKY YeIOBEKa €X VIVO
B KauecTBe MEMOpaHbl. BalMIHOCTh KaXKI0TO y4acTKa KOXH, MOJIBEPTrIIETrocs
JO3UPOBAaHUIO B HUCCIEAOBaHUM, JIOJDKHA OBITh KBadu(UIMPOBAHA C
VICIIOJIb30BAaHUEM COOTBETCTBYIOLIEH TECTOBOM IIPOLEAYPHl JUIS OLIEHKHU
OapbepHOH 11eTOCTHOCTH pOroBoro ciios. [IpuemiieMbie TeCThI Ha IIETIOCTHOCTh
Oapbepa MOTYT OCHOBBIBATHCA Ha TMPOHUIIAEMOCTH TPUTHUEBOM BOJIBI,
TpaHcAnUAepMaibHOM otepe Bojbl (TEWL) wiun 3JeKTpruIecKoM UMIICIaHCe
(MpOBOIMMOCTH), H3MEPSEMbIX Ha IOBEPXHOCTH KOXHU. IlapameTpbl
KPUTEPUH MPUEMIIEMOCTH, UCIIOJIb3YEMBbIC JJIsl TECTA Ha IIEJIOCTHOCTh Oapbepa
KOXH, JIOJDKHBI OBITh OOOCHOBaHBI Il KOHKPETHOM METOIUKH U
o0Opy/I0BaHUs, HCIOJIB3YyeMOM B HccienoBaHuu. Koka BcexX JIOHOPOB,
KOTOpas BKJIOYEHAa B UCCIEAOBaHWE, [OJDKHA OBITh IOJATOTOBJIEHA
OJIMHAaKOBBIM OOpa3oM M JIEpMaTOMHUPOBAHA /10 OTHOCUTEIBHO MOCTOSHHOMU
TOJIIUHBI, B TIpejienaxX, YKa3aHHbIX B MPOTOKOJIE HCCieAoBaHus. ToliuHa
KOXKH JIOJDKHA OBITh M3MEPEHA M YCTAHOBJIEHA ISl KaKJIOTO y4acTKa KOXKH,
BKJIIOUEHHOTO B HcciefoBaHue. PacnpeneneHue MOBTOPSIOMIMXCS YYaCTKOB
KOXH OT JIOHOpa KaXKIOHW TpyIIe JEUYCHHUS TOJDKHO OBITh MO BO3MOXKHOCTH
ciydalHpIM. JlomyckaeTcsi ypaBHOBELIMBAHWUE PACHPEICICHUS TOJIIUHBI
KOXXM B KaXJIOW Tpyrmrme (ucciaeayeMbli JICKapCTBEHHBIN MpenapaTr Wid
pedepeHTHBIN JIeKapCTBEHHBIN MTperapar) ¢ MOMOIIBIO MPOIEYPhl, TOAPOOHO

OIMCAHHOM B IIPOTOKOJIC UCCIICAOBAHMA.
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3. KBanudukanus npuHUMarONIEH Cpebl

CocraB u pH npunumaromieit cpepl, UCIOJIb3yEMOM JIJIsl UCCIICI0BAHUS
IVPT, nomxHbl ObITh KBATM(PUITUPOBAHBI B OTHOIIIEHUHU UX COBMECTUMOCTH C
KOXeH, a TakKe CTaOMIIBHOCTH U PACTBOPUMOCTH JIEKAPCTBEHHOTO Mpernapara
B 3TOW mpuHuMarolei cpeae. CTabUIBHOCTD JIEKAPCTBEHHOIO Tpernapara B
oOpa3lax NpUHUMAIOLIEH Cpelbl JOJKHA ObITh BEpU(UIIMPOBAHA B paMKax
BaTUAIIMN aHATUTHYECKON METOIUKH 1T 00pa3lioB MPUHUMAIOIICH CPEIbI.
PacTBOpMMOCTh JIEKapCTBEHHOTO Mpenapara B MNPUHUMAIOUIEH cpene s
IVPT nmomxna OBITH SMIMPUYECKH OTpesereHa B 3 MOBTOPHOCTSIX, YTOOBI
MOKa3aTh, YTO PACTBOPUMOCTD IIpernapara B MpUHUMAIOIIEH Cpe/ie MPEBHIIIACT
MaKCUMAJIbHYIO0 KOHIICHTpaIMio oOpasiia B KitoueBoM uccienoBanuud IVPT
(onTUMaNBHBIM  SBJISCTCS  KpaTHOE  HCCJCAOBaHME). PacTBOpUMOCTH
npemnapara B npuHuMaroteit cpene 11 |\VPT momkHa OBITH TOCTaTOYHOM IS
TOTO, YTOOBI MPOAHATU3UPOBATH OOJIBIIION 00BEM Mpernapara, MonaJaIIero B
MPUHUMAIOIINA KOMIAPTMEHT B YCJIOBHUSX TOBBIIMIEHHOTO MPOHUKHOBEHUS,
4YTO MPOUCXOJUT B paMKax OLEHKH uyBcTBUTENbHOCTH |VPT BO Bpems
Basmaanmu meroauku VPT.

Jlist  ymydineHuss pacTBOPUMOCTH  (pusnonorudeckux OydepHbIX
(BOAHBIX) MPUHUMAIONIUX  cpen s TuApodOOHBIX  MpemapaToB
nesecoodpasno Bkmodenue 0,1 % nomuokcuatuier (20) onennosoro a¢gupa
(curonnM: Oset-20, Bonmo-20, bpumk-20; CAS 9004-98-2). Eciiu TpeOyercs
MOBBICUTh PACTBOPUMOCTH, I1€JIeCOO0pPa3HO HE3HAYMUTEIHLHO YBEIUYUTH
KOHIIEHTpaluio nojauokcudTuiieH (20) onennoBoro 3¢dupa (Hampumep, OT
0,1% no 0,2%, dro kak TpaBWIO JOCTAaTOYHO JUIsI OOJIBIIMHCTBA
ruapooOHBIX MpenapaToB, A0 O00Jee BHICOKUX KOHIICHTPAIIHi), HO HE OoJee
gem 110 6 %. [pyrue ctpareruu Juisl yaydiieHuss paCTBOPUMOCTH IperapaTta B

HpI/IHI/IMaIOIHeﬁ cpeac, KOTOPbIC MOT'yT IIOTCHIOAJIBHO N3MCHUTD
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MPOHUIIAEMOCTh KOXXH (HapUMEP, BKIIOUCHUE OPraHUYECKUX PACTBOPUTEIICH
U CIIUPTOB B IPUHUMAIOIIYIO CPEly), HE CIEAYET IPUMEHSTh, TOCKOJIbKY OHU
MoryT caenatb Mmetoa |VPT HeBamnaHbIM.

[Tpu ucmonbp30BaHMM KOXKH dYeJIOBeKa €X VIVO cleayeT BKII0YaTh
AaHTUMUKPOOHBIN areHT B MPUHUMAONTYI0 cpeny (Hampumep, ~ 0,1 % a3una
Hatpuss wim ~ 0,01 % cynedara rTeHTamuImHA) TSI YMCHBIICHUS
MOTCHIIMAJILHOTO 0AKTEPHAIBHOTO PA3JIOKCHHS JEPMbI U (MJIH) STIUICPMHUCA B
muhPy3noHHOM suerike, HE3aBUCUMO OT MPOAOIIKUTEIHLHOCTH UCCIEOBAHUS.
JlomyckaeTcsi UCTIONB30BaHUE U JIPYTUX aHTUMHUKPOOHBIX areHTOB, B 3TOM
ciyyae HMH(pOpMalus J10KHA OBITh BKIIOYEHA B PErMCTPAIMOHHOE JOChE
JIEKApCTBEHHOIO Mpemnapara Jyisi 000CHOBaHUS UX BbIOOpa (M KOHIICHTpAIIUH,

IpU KOTOPOH OHM OBUIM MCIOJIb30BaHbI).

4. KBanuduxaius oToopa mpo0 MPUHUMAIOIIECH CpeIb

[IpaBUABLHOCTH ¥ MPEUU3UOHHOCTH 0TOOPA MPOO MPUHUMAIOIIECH CPETbI
B KaXIbIi MOMEHT BpPEMEHHM JOJDKHBI OBITh JOJDKHBIM — 00pa3om
KBaTMUITIPOBaHbl. JlOKa3aTenbCTBA, IMOATBEPIKIAOIINE KBAUTH(DUKAIIHIO
npoleaypsl 0TOOpa npoo, T0KHBI TOATBEPKIATh, YTO TEXHUKA 0TOOpa pod
MTO3BOJISIET COTJIACOBAHHO OTOMPATh MOCTOSHHBIN 00beM 00pasiia U3 XOpOIIo
nepeMenIaHHoro 00beMa MPUHUMAIONIETO0 KOMMApTMEHTa TMPU  KaKIOM
otOope mpod, U YTO TEXHHUKA OTOOpa Mpod HE MPUBOAUT K UCKYCCTBEHHBIM
norpemHocTsaM. HeoOxoaumo BKIIOYUTH HHGOPMAIUIO, OMKMCHIBAIOITYIO
cnenu@UKalid  MPOU3BOIUTEAS OOOPYIOBaHMS 10 TMPaBUIBHOCTH U
MPEIM3HOHHOCTH 0TOOpa MPo0 MpUHUMATOIIEH CpeIbl (€CIIH MPUMEHHIMO ).

Hns  wuccnemoBanmit  IVPT ¢ ucnonb3oBaHMEM  MPOTOYHOMU
muhPy3noOHHON SUYEHKH MOXKET OBITh IIeJIeCO00pa3HO KBATH(PHUIIUPOBATH
JUIMHY TPYOOK M COOTBETCTBYIOIIHUE «MEPTBBIC» OOBEMBI, UYTOOBI TOYHO

paccuMTaTh BpeMsl 3aJIepKKU Tepes dIoluel oopasia yepe3 TpyoOKy U ero
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coopoM. [ns wuccnenoanuit |IVPT ¢ wucnonb3oBaHuEM BEpPTUKAIbHBIX
nu(phy3MOHHBIX SYEEK YJIalieHHEe BCEro o0beMa NMPUHUMAIOLIECH Cpeabl U
MOJIHASI 3aMEeHa NPUHUMAIOIIEH Cpe/ibl B KaXKIbII MOMEHT BPEMEHH MOXKET
00€ecCleunTh ONTUMAJIbHBIE YCIOBUSA pacTBopuMocTd. OTOOp HEOONIBIINX
MKBOT MPUHUMALOIIEH cpenbl s uccnenoBanus |VPT moxker npuBectu k
HEaJICKBATHBIM M3MEPEHUSIM C OTPUIIATEIbHBIM MOTOKOM B ONPEACICHHBIX
obnactsax ucciaenoanus IVPT u coznate npodunu BbICBOOOXKIEHHSI, KOTOPHIE

TPYAHO MHTEPIPETUPOBATD.

5. KOHTpOIb OKpYXaKOIIEH CPEb

TemnepaTypa U BIaXHOCTb OKpY’KalolIel cpenbl B J1aOOpaTOpUU BO
BpeMs UCCIEA0BaHUS JOJIKHBI KOHTPOJIUPOBATHCS U TOKYMEHTHpPOBaThes. [1o
BO3MOKHOCTH CJIEIyeT MOJJEPKUBATh KOHTPOJUPYEMBIA TeMIlepaTypHbIN

muanasod 21 °C = 2 °C u auamna3oH oTHOCcUTeILHOM BiaxxkHocTy 50 % + 20 %.

6. [Ipoduias TpOHUIIAEMOCTH U UATIa30H

[Tpoduias BEICBOOOKACHUS M KyMYJIATUBHBIN MPOGUITH TPOHUIIAEMOCTH
st mwiotHoro ucciienoBanHuss |VPT  goibkHbl  OBITH  TOCTPOCHBI IS
Jyana3oHa BpeMeHu oTOopa npod, COOTBETCTBYIOIIETO MPOAOJIKUTEIBHOCTH
KirodyeBoro uccienoanuss |VPT. Pe3ynbrarsl MUIOTHOTO HCCIEAOBAHUS
IVPT nomkHB MOATBEPAWTH, YTO BHIOPAHHBIC MApaMeTPhl HUCCIEAOBAHUS
MOAXOASAT JJIS aJIeKBaTHOM XapakTEPUCTUKU MPoduiis MNPOHUIIAEMOCTH
(kokHOM  (hapMaKOKMHETHMKH)  Tpermapara B  paMKaX  BbIOpaHHOH
MIPOJIOJIKUTEIILHOCTH MCCIIE0OBaHUS (Jana3oHa BpeMeHru 0Toopa npoo).

B nunorHom wuccnenoBanun |VPT pgocratouHo mnojHbIA Tpoduiib
BBICBOOOK/ICHUS JOHKEH TO3BOJISATh HMACHTH(PHUIIMPOBATH MAaKCHMAIbHOE
(MMKOBOE) BBICBOOOXKCHHE W IMOCIEAYIONIEE CHUXKEHHE BBICBOOOK/ICHUS B

HCCKOJIbBKUX IIOCJICAYIOIIUX BPEMCHHBIX TOYKaAX. PCSYJ'IBTaTBI IINJIOTHOTI'O
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uccinenoBanus IVPT Takke NOKHBI HOATBEPAUTH, YTO YACTOTa 0TOOpaA Mpod
oOecrnieunBaeT MOAXOJIAIIEE pa3pelieHue sl aJleKBaTHOW XapaKTEPUCTUKHU

npod Ui MPOHUIIAEMOCTH (0COOEHHO MPOPUIIST BEHICBOOOKICHNS).

7. IIpet3MOHHOCTh ¥ BOCIIPOU3BOIUMOCTD

Pesynbrarbl oueHKH MpOGuUiIs BBICBOOOXKIECHUS U KyMYJISITUBHOU
MPOHUIIAEMOCTH U3 TuioTHOro wucciaenoanuss IVPT (1 mocnemyromero
KkimoueBoro uccnenoBanus IVPT) n0mKHBI OBITH pacCUMTAHBI, 3aHECCHBI B
TaONUIy U MPEACTaBIEHBI s KaXaoh Aud(y3MOHHON SUEUKU B KaXKIbIN
MOMEHT BpPEMEHH, C CYMMAapHOW CTAaTHUCTHKOW [JIi OIMCAaHUS CPEIHETrO
3HAUEHUS y KaXKJOTOo JOHOpa, CTAHAAPTHOTO OTKJIOHEHHS U Kod(dduimeHTa
Bapuaruu B mporeHTax (% CV) s MOBTOPHBIX HM3MEPEHHH, a TaKXKe
CpPEIHETO 3HAYCHHS MEXKIy pasHbIMH JOHOPAaMH, COOTBETCTBYIOIICH
ctranaapTHo omuOku u % CV. [lonmyyeHHbIe pe3yabTaThl A BCEX UCXOTHBIX
3HAYEHUN JTAHHBIX, UCTIOJIBb3YEMbIX B pacyeTax, IOJDKHBI OBITh MPEICTaBIICHbI
B SCHOW M OPraHW30BaHHOW (opme, YTOOBI OOJEryuTh BOCTPOU3BEICHUE
pacyeToB  pe3ylbTaTOB OIEHKHM BBICBOOOXKICHHS H  KyMYJSITUBHOH
npoHUIlaeMocTH. J[M3aliH ucciaeoBaHus JTOHKEH ObITh OMUCAaH JOCTATOYHO
MOAPOOHO U OAHO3HAYHO, & MHWBHUIYaJIbHbIC 3HAYEHUS TOJKHBI OBITh YETKO
CBSI3aHBI C KOHKPETHBIMU JIOHOPAMH, TOBTOPHBIMUA U3MEPECHUSIMU, TPYIIITaAMH

JICUCHUA, BPCMCHHBIMH TOYKAaMH U JP.

8. McToleHue 10361

KonuyecTBo nepemieniiero npenapara B NpUHUMAIOITYIO CPEAY TOHKHO
OBITH OmpejeneHo B Kaxaou nuddy3rMoHHON sUeiKke Kak KyMYJIsITUBHas
oOmmass TPOHMIIAEMOCTh TMpernapaTta B NPUHUMAIONIEH Cpene 3a BpeMs
npoBefenust IVPT. DOTo MoxeT OBbITh BBIPAXKEHO B MPOLEHTAX OT

HOMHMHAJIbBHOTO KOJIMYCCTBA IIPCIIapaTra B HAHECCHHOM H03€C (KOTOpOC MOXKCT
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OBbITh OILIECHEHO HAa OCHOBE HOMHWHAJIBLHOW KOHIICHTpAalMu IIpernapara B
TOMWYECKOM MPOAYKTE U MPUOIUZUTEIIBHON MacChl TOMMYECKOTO MPOJIYKTa,
HAHECEHHOTO Ha KOXKY).

Hanpumep, ecnu Ha MemOpany Obu10 HaHeceHO 10 Mr JIeKapCTBEHHOTO
mpernapara JJis MECTHOTO MpUMEHEHHUs, cojepxkamiero S5 % mnpenapara,
KOJIMYECTBO Ipernapara B HAHECEHHOM J103€ MOXET ObITh olleHEeHOo Kak 0,5 mr
(wmm 500 mkr). Ecnu 3a 48 vacoB uccnenosanust |VPT B mpunumaromyro
cpeay mepenuio B oOmied ciokHoctu 10 MKr mpemapaTta, MOXKHO Oyaer
OLICHUTH, 4TO a03a B 500 MKr Oblia wcToleHa mpuMepHo Ha 10 MKT, 4TO
cocTaBysieT npuMepHo 2 % wucromeHus a03bl. Takum oOpa3zoM, cpeaHuit
MIPOIIEHT UCTOIIEHHUS JT03bl MOXKET OBITh OllEHEH (0e3 yuera coiep)kaHus B

KOK€) U JIOJDKEH OBITh YKa3aH B OTYETE.

9. YcraHoBneHnue YYBCTBUTCIIBHOCTH U CCIICKTHBHOCTHU

JluckpumuHupytomas cnocoOHocts Meroauku |VPT moarsepxkmaercs
JBYMsI TTapaMETpaMu: YyBCTBUTEIBHOCTh U CEJIEKTUBHOCTh. VcciemoBaHus
yyBcTBUTEIBHOCTH |VPT o00s3aTenbHO MpOBOASTCS BO BpeMsi pa3pabOTKu
metoauku IVPT nns ycranoBieHus Takux rnapameTpoB Metonuku |VPT, kak
BEJIMYMHA  JI03bl, MPOJOKUTEIBHOCTh  JI03bl,  MPOJIOKUTEILHOCTD
uccinenoBanus v T. . OTHAKO aHAIU3 PE3yJIbTATOB 3TUX UCCIEAOBAHUI HOCUT
Ka4eCTBEHHBIM XapaKTep, U UX HE HYKXHO MOBTOPSATH HA 3Tale BaduJalvu
meroauku |VPT. HccnegoBanusi 4yBCTBUTENBHOCTH CJHEAYET MNPOBOJIUTH
Ommke K KOHIy Odrama paspadotku wmetoauku IVPT, nenbo 31HX
WCCIICIOBAHUH SBJISIETCS BKJIIFOUYEHHUE UTOTOBBIX apameTpoB metoauku IVPT
JUISL  LEJIeBOM J03bl W MPOJOJDKUTENIBHOCTH JI03bl, KOTOpbIE OyAyT
UCIIOJB30BaThCSI B OCHOBHOM HCCIEJOBAHMM TaKuM O0pa3oM, YTOOBI
UCCIICIOBAHUS YYBCTBUTEIBHOCTH MeTOUKU IVPT mo3Bosisiiv MoaTBepIUTh

BaJIMJAHOCTDH UTOTOBOM MCETOAUKHU IVPT. I/ICCJIGIIOBaHI/IH YYBCTBUTCIIbHOCTHU
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IVPT npencraBieHbl B HACTOSIIEM pas3jieie ¢ TOYKM 3PEHUS BalludIaIuu
meroauku IVPT (a He ee pazpabotku). Takoil MOAX0/1 MO3BOISET UCKIIOUUTD
pa3o0IeHne JaHHBIX O uyBCTBUTENbHOCTH MeToAuku IVPT (ucciemoBanue
KOTOPOM  BBINIOJHSAETCS JIJI1  yCTAHOBJICGHHS TMPHUTOJHOCTH HUTOTOBBIX
napamerpoB Mmeroauku |IVPT) m o cenektuBHOocTH Metomuku |VPT
(vccaemoBaHue KOTOPOHW BBIMOJIHACTCS IIOCIE YCTAHOBJICHHMS HTOTOBBIX
napametrpoB Metoauku |VPT u ocHoBaHO Ha nmuiioTHOM uccienoBanuu IVPT,
Kak yactu Banupanuud mMetoauku IVPT). 3a uCKIoueHHEM allbTePHATHBHBIX
00bEMOB J103 WX MPOIOHKUTEILHOCTEH 103, UCTIOJIB3YEMBIX B HCCIICIOBAaHUHT
gyBcTBUTENBHOCTU IVPT, HeoOxonumo uToObl napamerpsl metoauku IVPT
OBLTM COrJIacOBaHbI BO BCEX HCcHenoBaHUsAX uwyBcTBUTENbHOCTH |VPT,
MUAJIOTHBIX U OCHOBHBIX HUCCIIEIOBAHUAX (BKJIFOYasi aHATOMUYECKYIO 00JIacTh,
YKa3aHHYI0 B IIPOTOKOJIEC UCCIIeIOBaHUS (HAIpUMeED, 3a/IHSIS YaCTh TYJIOBHILIA),

HMCTOYHHUK KOXKU U OATOTOBKY KOXH).

UyscTBUTENBHOCTH MeTOIUKN |VPT

UyscTButenbHOCTh MeToauKH |VPT — 310 cnocoObnocth Metoauku IVPT
OOHapy>KUBaTh HW3MEHEHHUSI B KOXHOU (hapMakOKMHETHUKE TIpenapara B
3aBUCUMOCTH OT pa3jIM4uil B JIOCTaBKE B KOXy mnpenapara. Eciu meroguka
IVPT mocnemoBarenbHO NEMOHCTPUPYET Oo0jiee BBICOKHE M 0oJiee HU3KHE
pod Ui BEICBOOOXKACHHUS (TO €CTh 00JIe€ BRICOKHE 1 00JIee HU3KHUE 3HAYCHUS
i KoHeuHbIXx Touek |VPT) B OTBeT Ha yBEIMUYCHHYIO M YMEHBIICHHYIO
JIOCTaBKy IIperapara COOTBETCTBEHHO (MM B OTBET Ha APYrue YCIOBUS,
KOTOpBIE, KaK OXXMJIACTCS, yBEIWYaT WJM YMEHbIIAT JOCTABKY IMperapara
COOTBETCTBEHHO), Takas Meroauka |VPT cuuTtaeTrcs 41yBCTBUTEIBHOM.
Cy1iecTByeT HECKOJIbKO MOTEHIHAIbHBIX MOJXOJ0B, C MOMOIIBIO KOTOPBIX
MOXHO BBISIBUTh pas3uuus B JOCTaBKE IIpernapara, KOTOpbIE CIEayeT

nuddepeHrpoBaTh €  TOMOIIBIO  MOAXOASANIEH JUCKPUMUHHUPYIOIICH
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meronuku |VPT. He3aBucuMo OT HCHOJNB3yeMOro MOJAXOJa, Pa3Iudusi B
npoguisix npoHukHoBeHus: IVPT He 00s3aTenbHO AOKHBI OBITH CTPOTO
MPOMOPIUOHANBHBI PA3IMUUAM B KOJHMYECTBE 03B, MPOJOJLKUTEILHOCTH
JI03bl WU cujie poAykTa. Hanmpumep, TpexkpaTHbIe pa3inyus B KOJIUYECTBE
JI03bI (JaXe eClIM OHU HaXOJISATCs 3a MpejeiaMyu PEKOMEHIyEMOTo Tuana3oHa
L[EJIEBBIX J103) MOTYT OOECIEUUTh Pa3IMYHbIe KPUBbIC BHICBOOOXKICHHUS, HO
MOTYT HE€ MPUBECTH K TPEXKPATHBIM Pa3audusM B KOHEYHBIX Toukax IVPT,
IIOCKOJIbKY KOKHBINM Oapbep MOXKET OrpaHUYUBATh CKOPOCTh Kak IN Vitro, Tak
u in Vivo.

Ecnu neneBast no3a nns pemaroniero uccineaoanus |VPT cocraBusier
10 Mmr/cM?), B Tpu pa3a  MeEHbIIAs Jo3a  OyJIeT  COCTaBIATH
~ 3 Mr/cm?, a B Tpu paza Oonbiias no3a — 30 mr/cm?. Takum oOpazowm,
uccienoBanue uyBcTBUTENbHOCTH |VPT  wmoxer cpaBHuTth mnpoduiu
BBICBOOOXKIeHusT miasa 103 3, 10 m 30 mr/cm? mpemapaTta Jjisi MECTHOTO
NpUMEHEHUA. AHAJIOTMYHO, €CIM LeJieBas 032 JIA  PELIAIoIIEro
uccnenosanus IVPT cocraBisier 15 mr/cm?; B Tpu paza MeHblas 103a OyeT
COCTaBJISATh 5 MI/CM?, a B TpH pa3a Oombias 103a — 45 Mr/cM?; Takum 00paszom,
uccienoBanue uyBcTBUTENbHOCTH |VPT wmoxer cpaBHuTh mnpoduim
BBICBOOOXKIeHUsST 1 1103 5, 15 m 45 mr/cm? mpenapaTta Jyisi MECTHOTO
MPUMEHEHUH.

Cnenyer mnpoBoAuTh uccienoBanue uyBcTBUTENbHOCTH IVPT ¢
UCIIOJIb30BAaHUEM HECKOJBKUX JIOHOPOB KOXHU (Hampumep, 4 — 6 TOHOpPOB
KOKH) U C MUHUMAJIBHBIM KOJIMYECTBOM YETHIPEX MOBTOPHBIX CPE30B KOXKU OT
KaXXJI0T0 JIOHOPA JUIsl KaXKJIOM TPYIIIbI JICYEHUS.

N3menenune konuuectBa 103bl. MccnenoBanue pa3pabOTKM METOIMKU
IVPT c pazHbpIMH KOJWYECTBaMU 7103 MOXKET J0Ka3aTh, yTo Metoauka IVPT
YyBCTBUTEJIFHA K PA3JIMUUsIM B JOCTaBKE Mpernapara. ITOT MOJAXO0M XOPOIIOo

NOAXOAUT LA IIPCIIapaToB I MCCTHOI'O IIPUMCHCHUS, COACPIKAIIUX JICTYIHC
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KOMITOHEHTBI, KOTOPBIE UCHAPSIOTCS M3 COCTaBa MOCJE HAHECEHUS Ha KOXY.
M3meHeHne KoJgWYecTBa 03Bl JUISI TaKWX TMpernapaToB JUisl MECTHOTO
npuMeHeHus A(PGEKTUBHO U3MEHSAET TOJIIMHY HAHOCHUMOW O3B
BOJBIIMHCTBO JIETy4YnX KOMIIOHEHTOB M3 JI03bl, HAHECEHHOUW 0oJiee TOHKUM
cioeM OyayT ucmapsitbesi ObicTpee (IO CpaBHEHMIO C J1030i, HAHECEHHOM
0oJiee TOJICTBIM CJIOEM), U 00Jiee «TOHKas» A03a OyJeT JOCTABISTh MEHbLIE
npemapata B Koxy (u (wim) B TedeHHe Ooyiee KOPOTKOTO BPEMEHH) IIO
CPaBHEHMIO C 00JIEe «TOJICTOWY JO30M.

N3meHenne koimuecTBa 035l MOKET ObITh 3 (EKTUBHON TEXHUKOM JJIs
MoaudUKAIIMU Pa3Iudvii B JOCTaBKe Mpemnapara s (GopMys ¢ JIeTyduMHu
KOMITOHCHTaMH, TaKMMHU KaK Teld, JJOChOHBI W MHOTHE Kpembl. OmgHaKo
W3MCHEHUE KOJIMYECTBA O3Bl MOXKET HE 00s3aTCIIPHO BBI3BIBATH 3aMETHBIC
pasnuyus B JOCTaBKe Mpernapara Jjisi MECTHOTO IPUMEHEHUS, TAKUX KaK Ma3H
HA OCHOBE Ba3ejWHA, WIM JAPYrUX THUIIOB MpenapaTtoB i MECTHOTO
MPUMEHEHHUS, KOTOPbIC HE UCIAPSAIOTCS Ha KOXKE WJIM MOTYT HE WCIBITHIBAThH
JI0303aBUCUMBIX pPa3Iuuuii B MeTaMopdo3e, KOTOpPhIE MOTYT HW3MEHSTh
CKOPOCTh M CTETICHb JIOCTABKH IIpernapara.

N3meHenne nOauUTENBbHOCTH M03bl. [{Is MHOTHMX TIpenapaTtoB IS
MECTHOTO TIpuMeHeHusi Oosnee dSPGEeKTUBHBIM KaK TMPaBUIIO SIBISETCSA
W3MEHEHUE MIUTEILHOCTH allUTMKAIUK JI03bI, & HE KOJIMYECTBO HAHECEHHOU
710361, YTOOBI BBI3BATh PA3IM4YMs B JOCTaBKE Iperapara U CBSI3aHHBIC C ITUM
W3MCHCHUS B KOXHOW (papMaKOKMHETHKE Tmperapara. McciaegoBaHue
pazpabotku metomuku |VPT ¢ KOHTponMpyeMbIM KOJTHMYECTBOM O3B
(mampumep, 15 mr/cm?), HaHOCUMOW Ha pa3HOE BpeMms (Hampumep, 2 daca,
6 wacoB u 12 yacoB), MOXET OBITh MOAXOIANIUM JJIsI TPEICTABICHUS
JI0Ka3aTenbCTB TOro, 4yro Mmeroauka |VPT uyBcTBUTENBHA K pa3iuyusM B

AOCTABKE IAJIA MHOTHX IIPCHApaTOB JJIsI MECCTHOI'O IPUMCHCHUA.
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Bapuant, onucaHHbIi B 3TOM NOpPUMEpPE, MOANCPKUT AU3ANH
uccnenoBanus IVPT, rne noza mpenmapata Jyisi MECTHOTO MPUMEHEHUS
15 mr/cm? HaHocuTCs Ha 6 yacoB (1ieeBoe Bpems ais uccienoBanus 1VPT), a
3aTteM ynansierca. HaneceHHyI0 103y I0MyCKaeTcsl yAalsiTh C TOMOIIbIO CEpUr
BATHBIX TAMIIOHOB, OJIUH WJIM HECKOJIBKO U3 KOTOPBIX MOTYT ObITh CyXHMH, a
OJIMH WJIA HECKOJIbKO MOTYT OBbITh YBJIQXHEHHBIMHU (HAIpUMEP, MBUIbHBIM
pacTBopoM wid Bojou). M3HauanbHO (Cyxoil) TaMIIOH OOBIYHO YJaJseT
OCHOBHYIO YacTh [03bl, a IMOCJEAYIOIINE TaMIIOHBI HCIOJIb3YIOTCS IS
yAaJEHUsI OCTATKOB JI03bI (TO €CTh OCTAaTKa TOMUYECKOTO MPOAYKTa, KOTOPBIi
B IIPOTUBHOM CjIy4ae MpOJI0JbKajia Obl JOCTABJIATH Mpenapar B KoxKy) u (Win)
JUJIS1 OTIOJIACKUBAHUS KOXKHU.

UToObI MOATBEPAUTH JOKA3ATEILCTBO YYBCTBUTEIILHOCTH UCCIICI0BAHUS
IVPT, npoduias mpoHUIIAEMOCTH, TTOJTYUYCHHBIM MPH 1[€JICBON JITUTEIbHOCTH
1036l 17151 uccnenoBanus |VPT (Hanpumep, 6 4acoB), T0JKEH OBITH CPAaBHEH C
0onee KOPOTKOHM JUIMTENBbHOCTBIO J03bI (Hampumep, 2 yaca), KOoTopas, Kak
OKHMJIA€TCsl, BOCIPUHUMACTCS KaK yMEHBIIICHHash JOCTaBKa Iperapara, u
TaKXe JOJDKEH OBITh CpaBHEH C 0oJiee JUIMTEIbHOM JJIUTENbHOCTHIO J103BI
(mampumep, 12 yacoB), KOTOpasi, Kak OXHIAETCS, BOCIPUHUMAETCS Kak
yBEJIMYCHHAs IOCTaBKa mpemnapara. Takum 00pa3oM, TpH JJIUTEIbHOCTH A03bI,
CpaBHHMBAaeMbl€ B MCCIEAOBaHMM 4yBCTBUTENbHOCTH |IVPT, mpegnasHaueHsbl
JUJIS1 TOTO, YTOOBI BBI3BaTh 3aMETHBIEC U3MEHEHHUS B KOXKHOUM (hapMaKOKUHETUKE
npernapara B 3aBUCHUMOCTH OT PasjIMuMid B JOCTaBKE Mpemnapara M, TaKUM
o0pa3om, MOATBEPANTH JOKA3aTEIbCTBO YyBCTBUTEIbHOCTH MeToaa I\VPT,

KonkpeTrHble MJIUTENBHOCTH /103 BHIOMPAIOTCS HA OCHOBE MEPBUYHOIO
uccnenoBanus |VPT, nmpoBeaenHoro B xojae pa3padotku meroauku |IVPT,
KOTOPOE OMKCHIBAET MPOGUIIb MPOHUIIAEMOCTH, KOT/Ia 1032 OCTAETCS Ha KOXKE
Ha OoJiee MTeNbHOE Bpems (Hampumep, 24 wim 48 dyacoB). BaxHoi

OCOOCHHOCTBIO pe3yJbTaToOB Takoro wuccaeaoBanus |IVPT  saBnsercs
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JUIMTEILHOCTh  HauallbHOW (a3l  mpoduiis MPOHUIIAEMOCTH, KOTIJa
BBICBOOOXK/ICHUE YBEJIIMUUBAETCSI C OTHOCUTEIBHO OBICTPON CKOPOCTHIO.

Hampumep, ecnum  Takoe  HCCleNOBaHHWE  TOKAa3bIBa€T,  4YTO
BBICBOOOJK/ICHUE YBEJIMYMUBACTCS 1O KPYTOMY HAKJIOHY JO HPUMEPHO
12 4yacoB, a 3aremM MPOJOJKACT JOCTABIATh Mpenapar ¢ MNOCTENEHHO
YBEJIMUYMBAIOIIEHCS CKOPOCThIO, 3TO MOXET CBHUJICTEIHLCTBOBATH O TOM, UTO
npoguib MPOHUIAEMOCTH JUIsl J03bl JJIUTEIBHOCTBIO Ooisiee 12 wyacoB
(manmpuMmep, 24 vaca) MOKET HE3HAYUTEIBHO OTIWYATHCS OT MpOoduis s
12-4qacoBoi AIUTENHHOCTH J03bI, OCOOEHHO MPHU CPABHEHHH OTHOCUTEIHHO
HEOOJIBIIIOTO YKCJIAa JOHOPOB W TOBTOPOB (HAIpPUMEpP, YETHIPE JOHOpa C
YETHIPbMSI TIOBTOPAMHU JIJIS1 KOKJIOU JUTUTEILHOCTU JI03bl). ITO TAKXKE MOXKET
CBUJIETEIILCTBOBATH O TOM, UTO 12-4acoBasi JUIMTEILHOCTb J03bI MOXKET ObITh
XOpOIIMM BBIOOPOM ISl CaMOM JJIMHHOW W3 TpeX IIUTEIHHOCTEH 103 B
MCClIeIOBaHUM YyBCTBUTENBHOCTH |VPT.

[leneBast NIUTENBHOCTH JO3bI JOJDKHA OBITH BBIOpaHa Ha OCHOBE
CJICTYIOIIUX COOOPaXKEHUIN:

YyBCTBUTEIBHOCTh AaHAIUTUYECKOU METOIMKHU OTPEIeTICHUS 00Pa3IOB;

CIIOCOOHOCTh TOJIYYUTh MPOGUIL MPOHUIIAEMOCTH, KOTOPBIA MOXKET
OBITH 3aMETHO OTJIWYUM OT TPOQUIIS, MOTYUYSHHOTO MpU 00JIee NITUTEIHHOM
(12-yacoBoif) UIMTENBHOCTH J103blI, (MJIM) OTMEUEHHOE HCIOJIb30BaHKE
TOMUYECKOTO MPOJYyKTa (KOTOPOE€ MOXKET YKa3blBaTh Ha HEOOXOIUMOCTH
MOBTOPHOT'O HAHECEHUSI TOMMMYECKOT0 MPOYKTa Kaxple 4 — 6 4acoB).

Camasi KopoTKasg M3 TpeX JUIMTEIbHOCTEH 103 B HCCIEIOBAHUU
yyBctBUTENbHOCTH  |IVPT  nmomkna  ObITh  BbIOpaHa Ha  OCHOBE
YyBCTBUTEIBHOCTH aHAJIMTHYECKOW METOJIUKU ONPEACIICHUsI 00pa3I0B U €ro
CIIOCOOHOCTH TPOU3BOAUTH MNPODWIH MPOHUIIAEMOCTH, KOTOPBIM MOXET
3aMETHO OTJIMYAThCS OT MPO(MIIs, MOTYYEHHOTO TIpHU IeJeBOr (6-4acoBOiN)

JIIUTCIIBHOCTH JO3bI.
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H3menenue KOHIIEHTpALIUU IPOAYKTA. Jlnst BaJIMAALIUH
YYBCTBUTEIBLHOCTH, CIEIU(DUIHOCTH W CEJICKTUBHOCTH METOAMKH IN Vitro
tecta BbICBOOOXKIEHUA(IVRT) OOBIYHO TOTOBAT W3MEHEHHBIC COCTaBBI C
Pa3IMYHOM KOHIICHTpanuei. B To BpeMsi Kak MOXKET MOKa3aThCs YI0O0HBIM
UCIOJB30BaTh 3T HW3MEHEHHBIE COCTaBbl I TOMNBITKA JAEMOHCTpallUU
YyBCTBUTEJIBLHOCTU U celieKTUBHOCTU MeToauku IVPT, 310 He Bcerga Moxer
JlaBaTh OKUJIAEMbIC PE3YyJIbTaThl. B HEKOTOPBIX Cllydasix 3Ta CTPATETUsi MOXKET
IPUBOAUTH K 3aMETHBIM PA3IUUUIM B MPODUIIAX MPOHUIIAEMOCTH, OJTHAKO, BO
MHOTHX CIIy4asix, MOJy4YeHHble MPOo(UIN MPOHUIIAEMOCTH MOTYT HE OBITh
3aMETHO OTJWYMMBIMHU MPU CPABHEHWU OTHOCUTEIHLHO HEOOJIBIIOrO YHCIIa
JIOHOPOB U TOBTOPOB (HAMpUMEP, YEThIPE IOHOPA C YETHIPbMS IOBTOPaAMU J1JIsI
KaXJIOTO YPOBHSI KOHIIEHTpAIlUU JIEKAPCTBEHHOTO Mpenapara Jjisi MECTHOTO
npuMeHeHus). B oOmeM, HW3MEHEHHE KOHIEHTpAllUd JIEKAaPCTBEHHOTO
npenapara sl MECTHOTO MPUMEHEHHUs ISl HOAJAECPKKU JAEMOHCTPALUU
qyBCTBUTENbHOCTH MeToauku |VPT He pekomeHayeTrcs, MOCKOIbKY OHa
MOXET HE BCEria MPUBOIUTH K OKUIAEMOMY YBEIUUEHUIO WU YMEHbBIIICHUIO
JNOCTaBKM JEMCTBYIOIIETO BemecTBa. OINHAKO B ONPEAEIECHHBIX CHUTYAIUAX
COCTaBbl C OOJBIIEH W MEHBbIIEH KOHIICHTpalMe (MO0 CPaBHEHHIO C
HOMHHAJIBHON KOHICHTpanuerd RS) Moryt mnoaxojsine yBeIWYMBaATh |
YMEHbIIIaTh ~ JOCTaBKY  JICUCTBYIOIIETO0  BEIIECTBA W KOXHYIO
(bapMaKkOKMHETUKY TI0 CPaBHEHUIO C HOMHUHAJIBHOM KOHIICHTpaIueu

TOMUYECKOTO MPOAYKTA.

CenextuBHocth MeToguku |VPT

CenextuBHocTh |VPT — 310 cnocobnocts metoauku IVPT paznuuath
KOXKHYIO dapMakOKMHETUKY  TIpemapara  MeXAay  pedepeHTHBIM
JekapcTBeHHBIM mpenaparoM (RS) wu  wmcciaeayeMbiM  JIeKapCTBEHHBIM

npemnaparomMm i MECTHOI'O IIPUMCHCHHA MWK COCTABOM, KOTOpBIﬁ
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JEMOHCTPUPYET pa3Iudusi B JOCTAaBKE UCCIEAYEMOI0 JIEKAPCTBEHHOTO
mpernapara 1no CpaBHEHHIO ¢ pPedEepeHTHBIM JIEKAPCTBEHHBIM MpenapaToM.
[TunotHoe wuccnenoBanue IVPT ¢ mapamienbHOW ONEHKOW pedepeHTHOro
JIEKApCTBEHHOr'0 TIperapara, HCCAeAyeMOTro Mpemapara JJjisi MECTHOTO
NPUMEHEHUS W TPEThEro JIEKAPCTBEHHOI'O IIpernapara [Jjsi MECTHOTO
MPUMEHEHUS WM COCTaBa, KOTOPBIM M3BECTEH WJIM pa3paboTaH sl TOro,
4TOOBI OBITh OTJIMYHBIM OT pe(hEePEHTHOrO JIEKAPCTBEHHOT'O Mpenapara, MOKET
MPEJICTaBUTh TOATBEPKAAIONIME JIOKa3aTeJlbCTBa, 4TO Mertoauka |VPT
CCJICKTHBHA K pa3IMYMsAM B JIOCTaBKe Iperapara. MHpopmaius o mapTusx
BCEX  JIGKAPCTBEHHBIX  MpEMapatoB  JJII  MECTHOIO  MPUMEHEHHS,
UCIIOJBL30BAaHHBIX B pa3paboTke Meroauku |VPT, Banupanuu u MUIOTHBIX
UCCIICIOBAHUSX, €CIIM TPUMEHHUMO, JTOJDKHA OBITh MpEe/ICTaBiIeHa B OTUETaX O
uccinenoBanuu. Muadopmanus o IeKkapcTBEHHBIX Mpernaparax Jjisi MECTHOTO
MIPUMEHEHUS JIOJKHA BKJIIOYATh, HO HE OTPAaHUYUBATHCS, CBEACHUS O COCTaBE
napTuM,  JlaT€  MPOU3BOJCTBA,  pa3Mepe  MNapTuw, M3MEHCHHBIX
TEXHOJOTUYECKHUX TMpolieccax (€Ciu MPUMEHUMO) U, €CIU JIOCTYITHO, TaHHBIC
0 OWOAKTUBHOCTHM M OJHOPOJHOCTH cocTaBa. OIEHKY HECOOTBETCTBUS
JIOITYCKAeTCsl OCHOBBIBATh HA KAY€CTBEHHOM MJIM KOJIMYECTBEHHOM CPAaBHEHUU

npoduieit nponunaemMoctu U (1in) KoHeuHbIX Touek |VPT.

10. PobacTHOCTH

OcHOBY u3y4eHHUsI POOACTHOCTH, COCTABJISIET TUIOTE3a O TOM, YTO
TEeCTOBasi cuUcTeMa paboTaeT TMOCJIEeNAOBaTEIbHO, KOTJa BCE IMapamMeTphl
CUCTEMBbI (HampuMep, TeMrepaTypa, CKOPOCTh IMePEMEITUBAHMS ) HAXOATCS B
nmpeaenax HOMHHAIBHBIX HAcTpoeK. [leHHOCTh w3ydeHwms poOACTHOCTH
3aKIJIF0YAETCS B TOM, YTO OHO MOKET MOATBEPJNTH, MPOAOJIKAET JIM CUCTEMA
obOecrieunBaTh MOCIE0BATEIbHBIC PE3YIbTATHI MPHU HEOOIBITUX U3MEHEHHUX

KOHKPCTHBIX IIEPEMCHHBIX, TAKUM 06pa30M onpeacisia 101yCTUuMbIC pa60111/Ie
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JMAMa30Hbl ATUX TMepeMeHHbIX. (OJIHaKO BapuadeIbHOCTb, MPUCYIIAsS
IIPOHHUIIAEMOCTH YEJIOBEYECKON KOXKH, Kak IN VItro, tak u in Vivo, MOXeT He
COOTBETCTBOBAaTh OCHOBHOMY TIPEIIOJOKEHHIO O TIOCJIEeI0BATEIbHOCTH
TECTOBOMN CUCTEMBI.

TemM He MeHee, pe3yibTaThl HCCIENOBaHUN, MPOBEACHHBIX B XOE
pa3padotku Meronuku |VPT u moarBepxkparomux poOACTHOCTh METOIUKU
unu cucteMbl IVPT, nomkHbl ObITH 33I0KYMEHTUPOBAHbI, €CJIM OHU WMEIOT
oTHomeHue K neny. Hampumep, meronuka IVPT moxkeT ObITh ycTOHYMBaA K
3HAYUTEJIbHBIM H3MEHEHUSIM CKOPOCTH II€pEMENIMBAHUS B PELENTOPHOM
KOMIapTMEHTE. AHAJIOTUYHO, NPOoWib MPOHUIIAEMOCTH IIpernapara uepes
KOXKY U€JIOBEKA MOXKET OKa3aThCsl YCTOMYMBBIM K OINPEICICHHBIM Pa3IndUsIM
B KOHIICHTpAIlMd TOMUYECKOTO MPOyKTa. B KOHEYHOM HTOTre, TOCKOJBKY HE
BCErJla MOXET OBITh BO3MOXKHO BaJMAUPOBATh POOACTHOCTH IapaMETPOB
meronuku IVPT, mnponenypsr wucciaenoBanus IVPT  momkHBl  OBITH

KOHTPOJUPYEMBI C MAKCUMAIIbHO BO3MOXHON TOYHOCTBIO.

V. Banupanus aHaIUTUYECKOM METOIUKH JIJIsl OIIPEACIICHUs 00pa3iioB

ITockoyibKy B XO0Ji€ HCCIIENOBaHUN, MPOBOJUMBIX NpPH pa3zpadboTKe
metoauku |VPT, MOryT HCTIOJIB30BATHCS HEBATUAUPOBAHHBIC AaHATUTUYECKUE
METOAWKUA JJisi  OompeaeleHus oOpasmoB, HEOOXOAUMO 4YTOOBI  BCE
HCCIICIOBAHMS, MPOBOJAMMBIE B pamkax Baimuaanuu wMetoauku |VPT,
UCIIOJB30BAIM  BAJUJUPOBAHHYI)  AHAJIMTUYECKYI0  METOAUKY  JJIS
omnpenenenus o6OpasuoB. Ilpu Bamupganuu wmeroauku |IVPT crnemyer
UCIIOJB30BaTh  BAJIMAMPOBAHHYIO  QHAJIUTHYECKYH)  METOJIUKY  JJIS
ompeeaeHus: 00pa3loB (Hampumep, Mpy Ucnoib3oBaHuM MeTo1a BOXKX-MC
nmn CBOXXX/MC). B »Toit cBs3m MOAXOJABI K BBIOOPY aHATMTHYCCKOM
METOJMKHU JUIsi HW3Y4YeHHs OOpa3lloB MNpH BBHIOJIHEHUU MCCIICIOBAHUS

metoaukoit |VPT BkitoueHBI B HACTOSIITANA pa3iell.
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IIpoTokonbl UCCAEOBAaHUM M OTYETHI, CBsi3aHHbIe ¢ MeToaukoun |VPT,
OTJIMYAIOTCA OT T€X, KOTOPBIE UCIOJIB3YIOTCS JJIsl AHATUTUYECKOU METOIUKHU
JUIsL  OmpenereHuss O00pas3loB, NPUMEHSEMOM Uil  KOJMYECTBEHHOTO
oTnpe/eleHUs] KOHIEHTpaIui Mmpenapara B o0pasliax MPUHUMAIOLIEH CpPe/ibl
IVPT. Banupanusa aHalIuTHYECKOW METOJUKHU Ui ONpECiCHUs 00pas3lioB
cama 1o cedbe He JeMOHCTpUpyeT BanuaHOCTh MeToauku |VPT. OtnenbHbie
COOTBETCTBYIOIIUE OTYETHl JOJDKHBI OBITH MPEACTABICHBI [JIs BaJUAalluy
aHAIMTUYECKON METOAMKHU JJIsl OTpeesieHns: 00pasioB (HampuMep, METOJIOM
BOXX-MC i CB2XX-MC) u nna Banuaanuu metoauku IVPT.

JIroOble pe3ynbTaThl ucciaeqoBanuit metoauku IVPT, npoBeneHHBIX B
X0Jle pa3padOTKM METOAUKH C MCIOJb30BAaHUEM JPYroll aHaJIUTUYECKON
METOJIMKH JUIsl ONIPEACIICHUsI 00pa3ioB, YeM Ta, KOTOpas B KOHEYHOM HUTOTIeE
Obl1a BaTuAMpPOBaHa, HE MOTYT MOJATBEPANUTh BauHOCTh MeToauku |VPT. B
ordere o0 Bammpanuu Metoauku |VPT nomkHa OBITH mpegocTaBiieHA
uHdopMaIlMg CO CChUIKAMH Ha OTICIbHYIO BaJUAAIlMI0 aHATUTUYECKOU
METOJMKHU JJIS ONpeAesieHuss o0pas3loB, U MPU 3TOM JOJDKHO OBITh YETKO
yKa3aHO, YTO BCE€ COOTBETCTBYIOIIUE PE3YJbTAaThl B OTYETE O BaJMJAlUU
Metoauku |VPT ObuIM moOMydYeHBI € HMCIOJIB30BAaHUEM BaTUIUPOBAHHOM
AHATUTHYECKON METONMKH JJIS OmpeAesieHus o0pasioB (B OTJIMYME OT
AHATMTHYECKON METOAMKU IJisi OMpeAesieHus oOpasloB C MapaMeTpamu,
OTJIMYAKOIIUXCS OT TEX, KOTOPbIe ObUIN BaTUIUPOBAHBI).

[Tpouenypsl ananuza oOpa3lOB B MpUHUMAIONIEH cpeie (Harmpumep,
00b19HO ¢ rcnionb3oBaHuEM cucTeMbl BOYXXX-MC i CBOXX-MC) nomkHbI
BBITIOJIHATHCS. C MCIOJIB30BAaHUEM XPOMAaTOTPaUUYECKOro MpOrpaMMHOIO
oOecrieueHus (HarpuMep, CUCTEMbI YIIPABIICHUsI TJAaHHBIMU XpoMaTorpadum) ¢
JTOKyMeHTaabHbIM ciiezioM (audit trail) u moymkHBI BKIIOYATh KaTHOPOBOUHYIO
KpUBYIO C OOJBIIUM KOJWYECTBOM To4eK (6 — 8§ KOHIIEHTpalUi) C

COOTBETCTBYIOIIMMHU O0pa3liaMu JIsl KOHTPOJISI Ka4ecTBa. TaKue mporeayphl
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JIOJDKHBL  OBITh  BAJIMIMPOBAaHBI B COOTBETCTBUU C PyKOBOJCTBOM IO
BAJIATALIU AHAIMTUYECKUX METOIUK MIPOBEICHUS UCTIBITAHU
JIEKapCTBEHHBIX CPEJICTB, yTBEPKACHHBIM Petiennem Konnernu EBpasuiickon
SKOHOMHYECKOM Komuccuu oT 17 urons 2018 r. Ne 113.

Banupanusi aHAIMTUYECKOW METOJIWKH JJisl OIpenesieHus oO0pa3loB B
NPUHUMAIOIIEH Cpefie TOJHKHA BKIIOYATh COOTBETCTBYIOLIME KBATU(pUKAIIUU
CTaOMJIBHOCTU TIpU pa3BeleHUU (ecliM MPUMEHHMO), a TaKXe OLEHKHU
CTAaOMJILHOCTH MPHU CaMOM BBICOKOHM TeMrepaTrype B MPUHUMAIOIICH Cpejie B
TEUYEHUE CaMOr0 JUIMTEIIBHOTO MEPUOA; caMasi BBICOKAsi TEMIIEPATypPa MOXKET
ObITh BhIlIE 32 °C, Tak KaK TeMreparypa MPpUHUMAIOIIEH Cpebl 4acTO BbILIE
TEMIIEpaTypbl HA MOBEPXHOCTH KOXKH, & CAMBIN JUIUTEIbHBIN MIEPUOJ MOXKET
OBITh CaMbIM JITMHHBIM MHTEPBAJIOM MEXJYy BPEMEHHBIMU TOUKaAaMHU OTOOpa
npoO Il METOAMK, B KOTOPBIX BCS MPUHUMAIONIAs Cpella 3aMEHSETCS B
KaKJIOW BPEeMEHHON Touke oTOOpa mpoO, WIIM OH MOXET OBITh JOJIBIIIEC B
CIICHAPUSX, MPEIyCMATPUBAIOIIMM YAaCTUYHBIM OTOOp MpoO MPUHUMAIOIICH
cpenasbl (Hanmpumep, 34 °C B TeueHue 48 yacoB).

Ecomu oOpa3upl  moaBepraroTcsi  ONPENESICHHOM,  creruduueckon
npoOOMOATOTOBKE JUIsl aHaiu3a (HampuMmep, KOHIICHTPUPOBAHUE ITyTEM
BBICYIIIMBAHUSI W TIEPEPACTBOPEHHE OOPA3I0B W3 NMPUHUMAIOIIEH Cpelbl B
MEHBIIEM O00beME ¥ YBEIWYEHHS YYBCTBUTEIHBHOCTH aHAJTUTUYECKOU
METOAMKH, WIM MyTEM pa3BeleHUs OOpa3loB M3 NPUHUMAIOLIEH Cpeabl B
npenesiax BAIMAUPOBAHHOM TIPAAyUPOBOYHOM KPUBOW AHAIUTUYECKOU
METOAMKU JJIsi 00pas3IoB), 3TU MPOLEAYPHl JOJKHBI OBITh BaJTHIMPOBAHBI
(HampuMep, MyTeM KBaTU(UKAIINN CTAOUILHOCTH MPU Pa3BEICHUN BO BPEMS
BAIMAAIIMM AHAJIUTUYECKOM METOJAMKM IS OIpeJesieHUus 00pa3lioB).
CrabuiapHOCTH Mpenapara B 00pasie U3 NPUHUMAIOIIEH Cpeibl JOJIKHA OBbITh

BaJIMAUPOBAHA B MATPHULIC HpI/IHI/IMaIOH_Ieﬁ Cpcabl, KOTOpasi ObLIa MMOABCPTHYTA
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BO3JICHCTBUIO HIKHEH CTOPOHBI KOXKHU (MeMOpaHbl) B T Py3HOHHOH sUCiiKe

P YCIOBUSX, COOTBETCTBYIOIIMX KIIFOUeBOMY HcciieqoBanuio [VPT.

V. KnroueBoe ucciaenosanue |VPT

IIporokon kmroueBoro wuccienopanus |VPT gomkeH yduThIBATH
TpeOOBaHMS, OTHOCSIIHNECS K UCCIICIOBAaHUAM OMOIKBUBAJICHTHOCTH C yYETOM

UX TPUMEHUMOCTH K JAHHOMY THUITy UCCIEAOBAHUMN.

1. IIpou3BOACTBO U XpaHEHHE JICKAPCTBEHHOTO Mpernapara

[Ipon3BOACTBO HCCIAEAYEMOrO JIEKAPCTBEHHOrO IMpernapara IO0JKHO
COOTBETCTBOBaTh TpeboBaHusM [IpaBun Hamexamiel MTpPOU3BOACTBEHHOMN
MIPAaKTUKX EBpa3uiiCKOro SJKOHOMUYECKOI0 COK03a, YTBEPKICHHBIX Pemennem
Cosera EBpa3zuiickoil 3KOHOMUYECKON KoMHUCCUH OT 3 HOs10ps 2016 1. Ne 77,
a UX XpaHEHUE U YYET JIOJKHBI MPOU3BOJIUTHCS B COOTBETCTBUM C [IpaBunamu
NPOBEJICHUST ~ HUCCIEJOBAaHMM  OMOPKBUBAJICHTHOCTH  JIEKAPCTBEHHBIX
mpernapatoB B paMkax  EBpasHiiCKOrO  3KOHOMHMYECKOTO  COHO3a,
yTBEepKIeHHbIMU  pemieHneM CoBera  EBpasuiickoil  3KOHOMHYECKOM
komuccu oTr 3 Hosa0ps 2016 r. Ne 85 (manee — IlpaBuia
OMO’KBUBAJICHTHOCTH).

OT6Op  KOHKPETHBIX  eauHull  (YIaKOBOK)  HCCIEIyeMOro |
pedepeHTHOTO JIEKapCTBEHHBIX TMPENapaToB JOHKEH OCYIIECTBIISTHCS
CIIy4aiiHBIM 00pa30M U3 COOTBETCTBYIOIIUX CEPHUH, TPU 3TOM, TOMUMO O0TOOpa
npenapara Juisi  cobctBeHHO wuccienoBanus IVPT, nmomxen Takke
o0ecrneunBaThCsi 0TOOP TOCTATOUYHOI'O KOJIMUECTBA OOPA3I0B JICKAPCTBEHHOTO
mpernapara JJis  XpaHEHWs, Ha CiIydail HEO0OXOJUMOCTH IPOBEICHUS
MOBTOPHBIX WM KOHTPOJIbHBIX MCCIEAOBAaHUN, B TOM YHCJE IO 3ampocy

YIOJIHOMOUYEHHBIX OPraHOB (3KCHEPTHBIX OPraHU3AIUi).
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2. KonTpoJib npoliienyp ucciaeoBaHus

JIroOble TpoleAypbl HUCCIEAOBAHUS, KOTOPbIE MOTYT TaK U HHaue
MOBJIMAITh HA PE3YJbTaThl, JOJDKHBI KOHTPOJHUPOBATHCS HAJICHKAIIUM
obpazom. Kpome TOroO, MOOBIE OCOOBIE CHUTyallid, BO3HHUKIIHE B XOJIC
HCCIIEIOBAHMS, KOTOPbIE MOTYT IMOBJIMATh HA MHTEPIPETALMIO PE3YIbTATOB
UCCIIEIOBAHMS, @ TAKXKE JTI0ObIE OTKIIOHEHUS OT TPOTOKOJIA UCCIIECTIOBAHUS WU
CTaHJapPTHBIX onepanroHHbIX npoueayp (COII), noykHBI OBITH HAJJICKAITUM
00pa3oM 3aJI0KyMEHTHPOBAHBI.

KoHTposb npoueayp, CBSI3aHHBIX C y4aCTKaMH KOXKHU €X VIVO, BKIIYaeT
B ce0s mocienoBaTeIbHBIH KOHTPOJb IMOJATOTOBKH KOXHW (Hampumep,
J€PMAaTOMHUPOBAHUE YYAaCTKOB KOXH) M TOJIIUHBI KOXXHBIX YYacCTKOB,
YCTAHOBJICHHBIX Ha NU(P(Y3UOHHBIE SUYEHKHU, a TaKXKE YCIOBUN XpaHEHUS
KO>KH, BKJIFOUAsl IPOIOJKUTEILHOCTh 3aMOPO3KH KOKHM M KOJTUYECTBO ITUKIIOB
3aMOpaKMBaHUSA-OTTaMBaHMs, KOTOPBIM IOJIBEprajach koxka. Koxa oT Bcex
JIOHOPOB JIOJKHA OBITH B3STa M3 OJTHOM M TOM K€ aHATOMHUYECKOH 00J1acTH,
JUIS. KOKJIOr0 JOHOpa JOJDKHBI OBITh YKa3aHbl JieMOrpadUuecKue JTaHHbIC
(Bo3pact, paca, mois u jap.). HccrnemoBanusi uyBctBUTENbHOCTH |IVPT,
MWJIOTHBIE MW  KJIIOUEBBIE HCCICAOBAHMS  JIOJKHBI  MPOBOAUTHCS €
HCIIOJIL30BAaHUEM KOXXH W3 OJHOM M TOHM XK€ aHaTOMHYEeCKOoW oOmacth. B
MPOTHBHOM CJy4ae, €CJIM Ha Pa3jJWyHbIX JTalax HCHOJIb3YeTCS KOXKa U3
Pa3HBIX aHATOMUYECKUX o0OJiacren, pe3yJIbTaTh HCCIIeJOBaHU I
YyBCTBUTEJIILHOCTH U MWIOTHBIX UcciienoBanuii I\VPT MoryT He moaTBepauTh
HaJJIeKaAIUM 00pa3oM JUCKPUMHHAIIMOHHYIO criocoOHocTh MmeTtona IVPT,
HCIOJIb3YeMOTO JJIsi KJIFOUEBOTO HCCJIEAOBAaHMS, ITOCKOJBKY IMapaMeTpbl
METOJIa  HE OyayT  coOrjacoBaHbl  MEXIYy  COOTBETCTBYIOIIUMHU
UCCIICIOBAHUSIMUA. AHAJOTMYHO, €CJIM I0J] Y4YacTOK KOXU J00aBsieTCs

MOAACPIKUBAIOIIAA M6M6paHa, HC OIrpaHHMYMBArOIIAsA CKOpPOCTH
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MPOHUKHOBEHUs (Hampumep, (UIbTPYyIOIIas MeMOpaHa, HCHOJIb3yeMasl B
BanuaupoBaHHoit Mertoauke IVRT nns  Ttakoro ke J€KapCTBEHHOIO
mpemnapara), TO OHa JIOJDKHA COTJIaCOBAaHHO HCIIONBb30BaThCS ISl BCEX
uccienoBanuii - yyBcTBUTENbHOCTH IVPT, m0OuMIOTHBIX W KIIOYEBBIX
VCCJIEIOBAHUM.

KonTtpons mpoiieayp, CBA3aHHBIX C I03UPOBAHUEM, BKIIOUAET KOHTPOJIb
IJIONIAM HAHECEHUs J103bl, KOJUYECTBA [103bl, TEXHUKHU JIO3UPOBAHUSI,
MPOJIOJDKUTENILHOCTH  JIOBUPOBAHMS, a TaKXKe MPOIEAYpPhl OCICIUICHUS U
pangomuzanuu 1y go3upoBaHus. HMccnemyembii u pedepeHTHBIN
JIEKApCTBEHHBIA MpenapaThl JOJDKHBI  JIO3UPOBATHCS  HUACHTUYHBIM U
COTrJIacCOBaHHBIM 00pa3oM Juisl BceX NU(PPY3UOHHBIX SUEEK B UCCIEAOBAHUU.
Paznuuuss B TEXHUKE JIO3UPOBAHUSI MOTYT HW3MEHUTH TpaHCchOpMaInio
JIEKapCTBEHHOW (OpMBI HA Yy4YacTKE KOXKH, a HECOOTBETCTBUS B TEXHHKE
JO3UPOBaHUsI Ha Kaxaoh AupEGy3MOHHONW sYEHKEe MOTYT 3HAYUTEIIbHO
MOBJIMATh HAa IUJIOMIA[b TO3UPOBAHUS M MPUBECTH K OIIMOKaM B pacuere
napaMeTpoOB BHICBOOOKICHMUSI.

KonTtpons npornenyp, cBsi3aHHBIX ¢ OTOOPOM MpOO, BKIHOYAET KOHTPOJIb
TOYHOCTH BPEMEHHU 0TOOpa P00, TEXHUKH 0TOOpa TIPOO, TPOIOKUTETHHOCTH
orOopa mpo0 ¥ 3aMEHbl MPUHUMAIONICH Cpeapl, 00beMa I CKOPOCTH
BBICBOOOXKIEHHUSI, a TAK)KEe 00pabOTKH 1 XpaHEHHUs TIPo0.

KonTtpons nporieayp, CBSI3aHHBIX C KITIOUEBBIM UCCIIEIOBAHUEM, TOJIKEH
BKJIIOUATh HEIO03UPOBAHHBIA KOHTPOJIbHBIM YYAaCTOK KOXKH OT KaXJI0ro
JIOHOpa, KOTOPBIM JOJDKEH OBITh YCTaHOBJIEH B AUG(Y3HMOHHYIO SUCHKY,
KOTOpasi BO BCEX OTHONIICHUSX JOKHA 0O0palaThIBaThCA HIACHTHYHO
JIO3WPOBAHHBIM YUaCTKaM KOXKH, BKITI0Uast 0TOOP POO MPUHUMAIOIIEH CPEIb
BO BCEX BPEMEHHBIX TOYKaxX [JIsi TOTO, YTOOBI TapaHTUPOBATh, YTO
KOHIICHTpAIlMU TIpernapara, OTCJIeKHBaeMasi B NPUHUMAIOLICH Cpeje,

oOycoBJIeHa /10301, HAHECEHHOW B KitoueBoM ucciaenoBannu IVPT, a He ¢
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MIOCTOPOHHEH KOHTaMUHAIHEH KOXU KOHKPETHOTO TIOHOpa
COOTBETCTBYIOIIIMM  IIpemapaToM, KOTOPbI  MOT  NPOHUKHYTH B
NPUHUMAIOIIYIO Cpely B XOJe HcclefoBaHus. Takke cieayeT MpOBOJUTH
oTOOp «HyJIeBOro» oOpasla [0 Havajla JO3UPOBAHUS U3 KaKIOH
i Py3noOHHOW  SYEWKH, YTO TIO3BOJMT  BBISIBUTH  MOTEHIIMATBHYIO
KOHTAMUHAIMIO, CBSA3aHHYIO C KOHKPETHBIM YYacTKOM KOXH W (WIH)
KOHKPETHOU MU PY3MOHHON SUEHUKOM.

Kpome TOro, mnpeamonaraercs, 4YTO MCCIEIOBATENN MPOBOJST
BUIMJAIIMOHHBIE W Kito4eBble HcciegoBanus IVPT B pamkax cucteMsl
YOpaBICHUS KadyeCTBOM, KOTOpas BKJIIOYAET, HO HE OTpaHUIMBACTCS,
CJICTYIOIIMMH TOKYMEHTHPOBAHHBIMU MTPOIIEAYPaMHU:

noaoop, oOydeHue, KBaduduUKalUs U pacupeacsieHue 00s3aHHOCTEH
NepPCOHAJIa, yYaCTBYIOIIETO B UCCIIEAOBAHUMY;

MEHE/UKMEHT  HUCCJICNIOBaHWS M OOS3aHHOCTH  KaXJIOro M3
PYKOBOAMTENEH B HCCIICIOBAHUH;

KoHTposib kKadecTBa (QC) u 005S3aHHOCTH MepcoHalia, BOBJICUCHHOTO B
QC;

obecmneuenne kauectna (QA) 1 00s13aHHOCTH ITEPCOHATIA, BOBJICYEHHOIO
B QA

MCIIOJIb30BAHUE CTAaHAAPTHBIX onepanroHHbIX npoueayp (COII);

MCII0JIb30BaHNE MTPOTOKOJIOB UCCIICIOBAHUS;

WCII0JIb30BaHNE OTYETOB O MUCCIICIOBAHNH,

TEXHUYECKOE OOCTY)KMBaHWE W KOHTPOJb CpPEeAbl U CHUCTEM OOBEKTa
WCCJICIOBAHMS,

KBaTH(UKAITIS u KaTnOpOoBKa MHCTPYMEHTOB u
KOMIThIOTEPU3UPOBAHHBIX CHCTEM,

NpaKkTHKa BEICHHS JOKyMEHTAIlMH, BKJIOYas, HO HE OrPaHHYHUBASCH,

CIEAYIOIMMHU AacClEKTAMU: ONEPATHUBHOE JIOKYMEHTHPOBAHUE MPOLEAYD
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HCCIIeIOBaHUS M (PUKCHpPOBAHHWE OCOOBIX CUTYyalluid WM OTKJIOHEHUH OT
MpOIEAYp, YKa3aHHBIX B MPOTOKOJIE MCCIEAOBAHUSI WM COOTBETCTBYIOIINX
COIJ;

BEJICHHE COOTBETCTBYIONICH JOKYMEHTAIlMH, KOTOpas IO3BOJISET
BOCCTAHOBUTH COOBITHSI W TIPOICAYPHI HCCIEAOBAHUWSA, BKIOYAsS YyUeT
oOpamieHuss ¢ oOpaslaMud M XpaHEHHE 3amnuceil (Hampumep, XKypHaJbl
OTCJIC)KMBAHUS 00pPa3lOB), >KYpPHAJIbHBIC 3alKUCU Ui MOPOLEAYp aHaIM3a
00pa3IioB, KOHTPOJIb MATEPUATIOB M PEareHTOB JJIsl UCCIEA0BAHUS U KOHTPOJIb
AJIEKTPOHHBIX TAHHBIX;

APXUBHUPOBAHNEC JOKYMCHTOB MUCCICAOBAHMA.

3. IIpoueaypa ocnenneHus

[Iponienypa ocierieHus 10KHA ObITh I€TAIbHO OMUCaHa B MPOTOKOJIE
UCCJIENOBAaHUSI W B MUTOTOBOM OTYETE. YNAKOBKAa HCCIEAYEMOrOo U
pedepeHTHOro  JIEKApCTBEHHOTO  Ipernapara JOoJDKHAa ObITh  BHEILHE
UACHTUYHOM i1 TOro, 4ToObl 0OECHeYuTh aJeKBATHOE OCJICIJICHUE
UCCJIEeI0OBaTelNld U YYaCTHUKOB HMCCIIEIOBaHUSI, BOBJICUCHHBIX B OOpalleHue ¢

oOpasiamu JeKapCTBEHHOTO ITperapara.

4. PagnoMu3anus

Merox paHgoMu3alMM  JODKEH OBITh OMHUCAaH B MPOTOKOJIE
uccnenoBanus IVPT, a mman (Tabnuia) paHIoOMU3AIlldA JOJKCH OBIThH
NPEJCTABIICH IO 3alpocy YINOJHOMOYEHHOTO opraHa (dKCIEpTHOU
opranuzanuu). [IpeamoururenbHo, 4TOOBI MUIaH (TAOJUIlY) paHIOMU3AIUU
reHepUpOBaja HE3aBUCUMAasl TPEThSI CTOPOHA, KOTOPAasi TAKXKE JI0JKHA XPAHUTh
ATOT JOKYMEHT C HAJIJICKAITUMHU TPEAOCTOPOKHOCTIMU HA MPOTSHKEHUU BCETO
UCCIIEIOBAHUS, YTOOBI MUHUMU3UPOBATH MPEAB3ATOCTh. JlomyckaeTcs: 4TOObI

3asiBUTEIb TEHEepUpOBal IUIaH (Tabiuily) paHIOMHU3ALMH, €CIU OH He
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y4acTBYE€T B YIAKOBKE U MAapKHUPOBKE HCCIEIyeMOro M pedepeHTHOro
JIEKapCTBEHHOTO MPENAPaTOB, UCMOJIb3YEMbIX B UCCIICIOBAHUU. 3arieyaTaHHAs
Komusl IutaHa (TaOJuIbl) pPAaHIOMH3AIMU JIOJDKHA XPAHUTBCA B MECTE
MIPOBEJICHUS UCCIIEIOBAHUS U OBITh JOCTYITHOM BO BpEMsI MHCIIEKITUH JIJIsI TOTO,
4TOOBI MOKHO OBUIO MPOBEPUTH MPUHAMICIKHOCTh KAXKJIOI0 Y4acTKa KOXKHU

(MeMOpaHBI) COOTBETCTBYIOIICH IPYIITIE.

5. lo3upoBanue

B xmroueBom wuccnemoBanuu IVPT wuccnenyembiit u pedepeHTHBIN
JIEKapCTBEHHBIC MPEMapaThl TOKHBI HAHOCUTHCS B YEPEAYIOIIEMCS MOPSIKE
Ha MoclieI0BaTeIbHBIX TUDPY3HOHHBIX SUYEHKaxX (YIaCTKaX KOXKHU OT KaKIOTO
noHOpa). JIs KaxkJIoro JOHOpa MOXKHO CIy4ailHbIM 00pa3oM OMNpeNesUuTh
OIHY W3 JIBYX BO3MOXHBIX TIOCIICIOBATEIBLHOCTEH  JO3WPOBAHUS,

IIPEJCTABIICHHBIX HUXKE:
a) ABABAB...;
0) BABABA...

6. Jlu3aiiH uccieaoBaHus

KitoueBoe uccnenoBanue |VPT HampaBieHO Ha CpaBHEHHE KOXKHOM
(hapMaKOKMHETUKH JEHCTBYIOILIETO BEILIECTBA UCCIEAYEMOro U pe)epeHTHOrO
JIEKAPCTBEHHOTO TIPEnapaToB C MCIOJIb30BAaHUEM KOXKY YelloBeKa €X VIVO ¢
COXpaHEHHBIM KOKHBIM 0aphepoM, YCTaHOBIICHHYIO Ha KBATM(PUITUPOBAHHOMN
cucrteme audPy3noHHbIX sueek. B kmroueBom uccnenoanuu 1VPT nomken
UCIIOJIb30BaThCsl JIM3aiH, KOTOPBIA MpeaycMaTpUBaeT NpPsIMOE CpPaBHEHUE
UCCIEAYEeMOr0 M pePEepeHTHOro  JIGKapCTBEHHOIO  Ipermapara ¢
UCITOJIb30BAaHUEM YUYaCTKOB KOXH OT OJHOIO M TOrO € Habopa JIOHOPOB, Y
KOKIOTO M3  KOTOPBIX  HCIOJB3YETCS  OJMHAKOBOE  KOJIMYECTBO

MOBTOPAIONINXCA YHACTKOB KOKHU IJIsA K&)I(I[Oﬁ I'pYyHIIbI (HaHeceHHe JO3BI 00
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uccieayeMoro, Jmbo pedepeHTHOro JIEKapCTBEHHOTO mpemnapara), JIu0o
OJIMHAKOBBIX MCKYCCTBEHHBIX MeMOpaH. B mpoiiecce Bcero KIHYEBOIo
HCCIICIOBAHMS JIOJKHBI OBITh MCIOJIB30BaHBI OJHHU M TE JKE€ IMapaMeTphI
meronuku IVPT.

Juzaitn  kmroueBoro — mcciaemoBanus  IVPT, wMeromomorus wu
KOHCTPYKTHUBHBIE OCOOCHHOCTH JHU(PQPY3UOHHBIX SYEEK, CBSI3aHHBIE C
TOYHOCTBIO OTOOpa MpoO, JOJKHBI YETKO KOHTPOJIMpOBaThCs. Hampumep,
MOXET OBITh  II€JIECOOOpPa3HO  MOOYEpPETHO  HAHOCUTh  J03y  Ha
nocienoBarenbHble  AU(PGY3UOHHBIE  SYEHKU W CHUHXPOHHU3UPOBATh
BpPEMEHHBIE TOYKM OTOOpa mpoO C BpPEMEHEM JIO3UPOBAHUS IS ATOU
T Py3nOHHON SIUEHKHU, YTOOBI OOECIEUYHUTh COTJIACOBAHHBIE MPOMEKYTKU

BPEMEHHU MEXAY J03UPOBaHUEM K OTOOPOM P00 Beex MUPPy3NOHHBIX STUEEK.

7. Kpurepuu BKIIFOUEHHUS

B o0mem ciyyae mODKHBI TPUMEHSATHCS CIEAYIONIUE KPUTEPUU
BKJIFOUCHUS: 3/I0POBasi, HEM3MEHEHHAsl, C COXPaHEHHBIM O0apbepoM, KOXKa OT
JOHOPOB MY’>KCKOro W (HMJIM) JKEHCKOI'O Iojila B Bo3pacTe He MeHee 18 Jer.
Kpurepuu BKIIOUEHUS, CBSI3aHHBIC C JeMOrpadUueCKUMU JaHHBIMU JOHOPOB
(Hampumep, BO3pacT, paca, ToJ U Jp.), TOJDKHBI ObITh YKa3aHbl B TPOTOKOJIE
UCCleI0OBaHus, a qeMorpaduueckas nHbopmaIus 10bKHA ObITh YKa3aHa s
KOKJIOTO JOHOpa B HTOTOBOM OT4YeTe. 3asBHUTENb BIpaBe Jg00aBUTh
JIOTIOTHUTENbHBIE KPUTEPUH, €CITH 3TO 0OOCHOBAHO.

Crnenyer UCIoab30BaTh SUHBIN HCTOYHUK U METOJI 3aTOTOBKH JIJIs BCEH
UCITOJIB3YEMO B MCCIICAOBAaHUH KOKH. AHaTOMHUYECKas 00J1acTh, yKa3aHHAs B
MPOTOKOJIE HWCCeAOBaHUs (HApuMep, 3aJHss YacTh TYJIOBWINA), JOJDKHA
OBITH OAMHAKOBOM IS BCEX IOHOPOB, Ubsl KOXKa BKJIFOYCHA B UCCJICTOBAHHUE.

B nmpotokoiie wWccnemoBaHUS ~ HEOOXOIWMO YKaszaThb KPUTCPHH

BKJIIOUEHHUS (TPUEMIIEMOCTH ) JIsl y4aCTKOB KOKHM Ha OCHOBE pe3yJibTaTa TeCTa
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Ha IIeJIOCTHOCTh 0apbepa, KOTOPBIM JOKEH OBITh MPEACTABICH JJIs KaXKI0TO
y4acTKa KOXH.

B nporokosne ucciaenoBaHus HEOOXOIUMO IPEAyCMOTPETh KPUTEPUH
BKJIIOUCHHMSI, CBSI3AHHBIE ¢ TEMIIEPATYPOH M MPOAOIKUTEIBHOCTHIO XpPaHCHUS
KOXKH, a TaKX€ KOJIMYECTBOM IMKJIOB 3aMOpPaXMBAHUSI-OTTAUBaHUs, BCE U3
KOTOPBIX JIOJKHBI OBITh MPEICTABICHBI 1JI KOKH KaXKJI0r0 JIOHOPA.

B mnportokosie wucciaegoBaHUs TakKe HEOOXOIUMO TNPEAYyCMOTPETh
KPUTEPHUHM BKIIFOUCHHUS, CBS3aHHBIC C MPOIEAYpaMH HU3BATUS U OOpabOTKH
KOKM M TOJIIIMHON KOKM (HampuMep, Koxka, CHATas I€PMAaTOMOM TOJIIIMHON

500 mxMm + 250 MkM), ucionib3yemon B uccienoBanuu IVPT.

8. Kputepun HEBKIIFOUEHUS

B o0umem ciyyae JOJDKHBI TPUMEHATHCS CIENYIOUIME KPUTEPUU
HEBKJIIOUCHHUS.

Koxa cyOBbeKTOB ¢ M3BECTHBIMHU (B aHaMHE3€) JAEpMaTOJIOTMYECKUMHU
3a00/ieBaHUSAMM HE JOJDKHA BKJIIOYaThCs B uccienoBaHue. Koxka c
TaTyUPOBKAMH, PACTSHKKaMM WM JIOOBIMHM  BUJIMMBIMU  TPU3HAKAMU
aHOMAaJIMi HE JTOJHKHA BKIIFOYAThCA B UccaenoBanue. Koxka co 3HaYMTENbHOU
IIJIOTHOCTBIO BOJIOCSHOTO IMOKPOBA HE JOJDKHA BKIIIOYATHCS B UCCIEIOBAHHUE.
3asiBUTEINb BIIpaBe JOOABUTDH JOTIOTHUTEIbHBIE KPUTEPHUH.

Hecmotpst Ha TO, YTO MATKOE MBITHE WIINA OINOJACKUBAHUE ITOBEPXHOCTH
KOXHU JOIMYCTHUMO, IMOTPY>KEHUE KOKM B BOJHBIM pacTBOp Oosee 4yeMm Ha
HECKOJbKO MUHYT MOKET OBPEAUTH KOXKHBIN Oapbep U ero cieayer n30erarh;
TaKue€ y4aCTKH KOKHM HE JIOJDKHBI BKJIIFOUAThCS B HccienoBanue. Kpome toro,
KOXa, MOJBEPriIascss OpUTHIO JIE3BUEM, a0pa3UBHOM MOJUPOBKE, YJATICHUIO
BEPXHETO CJIOS C TOMOIIBIO JIEHTBI WM OYUUIEHUIO CIHAPTaMH,
PacCTBOPUTENIIMU WJIM JAPYTHMMH CUJIBHBIMH pPACTBOPaMHU, KOTOPBIE MOTYT

NOBPEAUTH KOKHBIN Oapbep, HE JOJKHA BKIIOYATHCA B UCCIIEIOBAHUE.
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Koa oT 1oHOpOB €O 3HaUUTEIHLHBIM (DOHOBBIM YPOBHEM Ipenapara uiu
IPYTrUX  COEAUHEHHUM, KOTOpPhIE MOIYT MENIaTh KOJUYECTBEHHOMY
OTpEeICIICHUIO TpernapaTta B o0pasliax MPUHUMAIOIICH Cpellbl, HE JO0JHKHA
BKJIFOUATHCS B UCCIIENOBAHUE.

Koxa oT 7OHOPOB € BBICOKOM YaCTOTOM OTPHUIATEIIBHBIX PE3YJIbTATOB
TECTa Ha IEJIOCTHOCTh KOXKHOTO Oapbepa /i pa3HbIX YYACTKOB KOKH MOXKET
OBITh UCKJTFOUEHA U3 UCCIICAOBAHUS, U BMECTO HEE MOKET ObITh UCIIOJIb30BaHA

KOJXa OT aJIbTCPHATHUBHOI'O JOHOPA.

9. Koneunsle ToukH B ucciaegoBannu IVPT

Koneunrsle TOoukm xiroueBoro wuccienoBanusa |VPT ocHoBansl Ha
napaMeTpax, KOTOpbIE XapaKTEPHU3YIOT CKOPOCTb M CTENEeHb, C KOTOPOU
mpenapar IPOHHUKAeT B KOXY M 4epe3 Hee M CTAaHOBHUTCS JOCTYITHBIM B
NpUHUMAIOIIEH cpene. B 4acTHOCTH, CKOPOCTh MPOHMKHOBEHUS Iperapara
xapakrepusyercss motokoM (J), a cTelnmeHb NPOHMKHOBEHHUs IIperapara
XapakTepu3yeTcss  OOIUM  KOJMYECTBOM  JCHCTBYIOIIErO  BEIIECTBA,
NPOHUKIIIMM B KOXKY K KOHITY HccienoBaHus (Aotal).

[ToTok (CKOPOCTh MPOHUKHOBEHMS Mpenapara) AOJKEH ObITh HaHECEH
Ha crexyromui rpaduk: J mo ocu Y B €IMHHUIIAX MAaCChI/TUIONMIAIA/BPEMCHH
(Hampumep, HaHOTPaMMBI (HT')/CM?/4ac) Mo OTHOIIEHUIO KO BpEMEHH Ha ocH X.
[Ipodpunu BBICBOOOXKACHUS OOBIYHO HAMOMHHAIOT (DApMAKOKMHETHYECKUE
npod UK TUTa3MEHHON KOHIICHTPAIMH, OJHAKO BAXKHO OTMETHUTH, YTO IOTOK
— 3TO CKOPOCTh, a HEe KOHIIeHTpanusi. CTeneHb NPOHUKHOBEHUS Mpenapara
TaKXe JOJDKHA OBITh HAaHECEHa Ha CIIeNyHoIui rpaduk: o0IIee KOJIUuIeCTBO
JICHCTBYIOIIETO BEIIECTBA, MPOHUKIIEE B KOXKY (Atotal) TTO OCH Y B €IMHHIIAX
MaccChl/TuIomaay (HampuMep, Hr/cM?) TI0 OTHOIIICHHIO KO BpeMeHHU Ha ocHu X.

[ToTok nomkeH OBITH paccuuTaH Ha OCHOBE BCEX CIICIYIOIINX

apaMeTPOB:
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KOHIIEHTpAalluM B NpUHHUMaIEeld cpene (Hampumep, 2,0 HI/MI) B
KaXXZ]01 BPEMEHHOU TOUKE;

TOYHOTO, AIMIIUPUUECKH M3MEPEHHOr0 oObeMa JaHHOU Auddy3nOoHHON
sueiku (Hampumep, 6,0 MII), KOTOPBIH MOXKET OTJIMYAThCA MEXKIY
OTJICTTLHBIMU STYCHKAMH,

IJIOIIAAN HAaHECEHUSs 103kl (Harpumep, 1 cm?);

MIPOJIOJDKUTEIILHOCTH BPEMEHU, B TEYCHHE KOTOPOTO MPUHUMAIOIINAN
KOMITAPTMEHT MPUHUMAJ IIpenapar.

Hampumep, eciam obOpaser] ¢ ykazaHHBIMU BBIIIE MapaMeTpaMu ObLT
oToOpaH 4depe3 2 4vaca MOce J03UpoBaHus, Torna J OyAeT paccuuTad Ha
OCHOBE IMPUBEJICHHBIX BHIIIC 3HAYCHUH KaK:

20/ x6,0Mn
B 1cM2 X2y =6 /CMZXq

OTOT MOTOK JOJDKEH OBITh PAacCYMTaH W MPEJCTABIEH I KaKION
1 Py3nOHHON STUEHKH JJI KaKJI0T0 MHTEpBaia oT0opa npod U HAHECEH Ha
rpadyK Ha BeCh MEPUO/J MPOBEACHUS MCCIEAOBaHUsI, YTOObI CHOPMUPOBATH
npoguib  BBICBOOOXKACHUS IS Kaxaou audQy3noHHON  SUCHKH.
PaccuntanHas BbIllIE CKOPOCTh MOXET OBITh HaHeceHa Ha rpaduk
B 2-4aCOBOM BPEMEHHOM TOUKE WU B cepenurHe Mexay 0 u 2 yacamu (TO €CTh
yepe3 1 yac).

Kpome toro, nmns kaxmon auddy3moHHON SYEHKH JIOHKHO OBITh
paccYMTaHO M MPEACTAaBICHO OO0Iee KOJUYECTBO JIEHCTBYIOIIETO BEIECTBA,
MPOHUKIIIEE B KOXKY K KOHITY 3KcriepuMeHTa (Aotal). ITa KyMyJISITUBHASI Macca
mpenapara, KOTopas TMpOHWKIAa (B OOImIEH CJIOKHOCTA 3a BCE BpEMs
UCCIIeIOBaHMS), JOJDKHA OBITh MpEACTaBieHa Kak (akThueckas KOHEYHas
Touka Aotal, @ HE KaK pacueTHas BEJIWYMHA C HUCIOJb30BAaHUEM IIpaBUiIa

Tparnenyu JJisl pacyeTa IJIOAAd Mo KPUBON BHICBOOOKICHUS.
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Heo0xomuMo cpaBHUTH MaKCUMAJIBHBIN MOTOK (Jmax) HA TIMKE MPOQUITS
BBICBOOOXKIeHHA Tpenapara U Attal IS HUCCIEIYEMOro M pedepeHTHOTO
JIEKapCTBEHHOr'0 TIpernapara JJii MECTHOTO MNpuMeHeHus. B HekoTopoi
CTENEHU ITO aHalornyHo cpaBHeHUIO Cmax u AUC s mpenapaToB
CUCTEMHOT0 JEUCTBUS, MTOCKOJIBKY Mapa KOHEYHBIX TOUYEK B KaXJOM Cilyyae
MO3BOJISIET CPABHUTH CKOPOCTh U CTEMEHb, C KOTOPOH Mpemnapar U3 KaxkJ10ro
TUMA MpenaparoB (JACHCTBYIOMIMX MECTHO WM CUCTEMHO) CTaHOBUTCS
JOCTYITHBIM B MECTE JICUCTBHUSI.

Hns xaxmgoit koneunod touku |VPT nomken ObITH paccuuTan
noBepuTenbHbId nHTepBa (1) 17151 pa3HULIBI 3HaUE€HUI Ha OCHOBE:

a) HaTypaJbHOro JIorapuhMa MaKCHMaJILHOTO BHICBOOOXKICHUS (Jmax);

0) HaTypaJibHOrO JiorapudMa oOIIEero KOJIMYECTBA JICHUCTBYIOIIETO
BEIIECTBA, MPOHMKIIIETO B KOXKY K KOHITY 3KcriepuMeHTa (Acotal).

[Tomyuyennbie B jJorapuMUUECKON IIKajie TOBEPUTETbHBIE UHTEPBAJIbI
JOJDKHBI OBITH 3aT€M IyTeM OOpaTHOro MpeoOpa3oBaHMs MPEACTABICHBI B
HCXOJHOM IMIKajge B BHJE JIOBEPUTEIHLHOTO HWHTEpBaja JJii OTHOIICHUMN
CpPEIHUX T€OMETPUUECKUX 3HAUCHUH.

3asBUTENIb HECET OTBETCTBEHHOCTh 3a KOPPEKTHOE ONpPEAEICHUE
KOJMYECTBA JOHOPOB, HEOOXOAMMBIX JJIA aJeKBATHOTO OOECIEUYCHHS
MOIIHOCTH KitoueBoro uccieaoBanus |VPT, ogHako cieayeT BBINMOJHUTH
MUHHUMYM Y€ThIPE MTOBTOPHOCTH JO3UPOBAHKS HA JIOHOPA JJISI KaXKI0M TPYIIITHI
(uccliieryeMblil JIeKapCTBEHHBIHN npenapaT Wik pedepeHTHbBIN JIeKapCTBEHHbIN
npemnapar).

[To 3aBepiieHUN UCCIAEAOBAHMS, €CJIM KOJIMYECTBO MOBTOPHOCTEH s
YYaCTKOB KOXHW OJMHAKOBO JJIsI BCEX JOHOPOB B TPYIIAX HCCIETYEMOIO
JIEKApCTBEHHOI'0 Mpenapara U pepepeHTHOro JeKapCTBEHHOrO Mpernapara B
uccnenoanuu |VPT, cienyer mnpoBeCTH CTAaTUCTUYECKUN aHAIW3 ISl

cOalaHCUpOBaHHOTO nu3aiiHa. Ecmm ydacTku koxu win audGy3noHHbBIE
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STYEHKY OBLITU MCKITFOYCHBI U3 OKOHYATEIIBHOTO CTATUCTUIECKOTO aHaIN3a 13-
3a OTKJIOHEHUW WM OCOOBIX CUTYAIMi B X0J1¢ UCCIEAOBAHMS, U MTOTyICHHBIN
Ha0Op TaHHBIX HECOATAHCUPOBAH, CJIECAYET MPOBECTH CTATUCTUUYECKUN aHAIH3
JUTsl HecOalaHCUPOBAHHOTO JU3aifiHa. AHAJIOTMYHBINA MOAXO0J MPUMEHSIETCS B
Cllydae WCIIOJb30BaHHS HCKYCCTBEHHBIX MEMOpaH C y4€TOM TOTr0, 4YTO B
JAHHOM CJTy4ae HEMPUMEHHUMO TOHSATHE BHYTPUUHIANBUYaTbHBIX Pa3TUIHil.

[Tapamerpsl koHeuHbIX TOueK B |VPT cOOTBETCTBYIOT KpUTEpUAM
HKBUBAJICHTHOCTH MpH YCIOBUH, 4TO 90 %-HbIe TOBEpUTEIHHBIE UHTEPBAIBI
napaMeTpoB  3KBUBAIEHTHOCTH  (Jmax) M (Awtal),  paccCUUTaHHBIX
BEIIIICYKA3aHHBIM METOJIOM KaK OTHOIICHHWE ITOKa3aTelel HCCIeaIyeMOoro
JICKapCTBEHHOT'O TperapaTa K COOTBETCTBYIOIIUM CPEIHUM ITOKa3aTeIsIMHU
pedepeHTHOTO JICKApCTBEHHOT'O Tperapara HaxomiITCsd B  HHTEpBaJe
or 80,00 mo 125,00 %, ecnu 3asBHTENEM HE OOOCHOBAHBI MHBIC TPAHUIIBI
HKBUBAJICHTHOCTH.

Pacmmpenue rpanui] skBuBajgeHTHOCTH At 90 %-ro JOBEpUTENBHOTO
WHTEpBaia (MakcuMalibHO 10 uHTepBaia 69,84 — 143,19 %) nomyckaercs B
cilyyae BBICOKOW BHYTPUUHJMBUIyaJIbHON BapuaOEIbHOCTH, HAOJIOJaeMOM
JUISL JICKAPCTBEHHBIX MPENAapaToB ¢ HU3KOM JTO3UPOBKOM M OrPAaHUYCHHOU
muddys3uent, ecim 3T0 KITUHUYECKH 000CHOBAHO.

OrneHka pacHIMPEHHBIX KPUTEPUEB NPHUEMIIEMOCTH BBITIONHSICTCS B
cooTBeTCTBUU ¢ noApazaeiaom 11 pazaena Il [IpaBun OMOSKBUBATIEHTHOCTH.

HccnenoBanue  Mpu3HACTCS  YCHENIHBIM — HCKIIOYUTEIBHO  TIPH
COOJIFOICHUH CIICTYIOIINX YCIAOBUM:

a) JUIs1 KpuTepueB 3KkBUBajeHTHOCTH apaMeTpoB IVPT (Jmax) #1 (Aotal):

90 %-#i nmoBepUTENBHBIM WHTEPBA]T JJISI OTHOUIEHUS CPETHUX
UCCJICAYEeMOTo JICKApCTBEHHOT'O IMperapaTta K HETaTUBHOMY KOHTPOJIIO

JOJDKEH ObITh MOJIHOCTHIO BHE nHTepBaia 80,00 — 125,00 %;
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90 %-it [moBepUTENBHBIA WHTEpPBAI [JII OTHOIICHHUS CPETHUX
pedepeHTHOrO Tmpemnapara K HETaTUBHOMY KOHTPOJIO JIOJDKEH OBITh
noTHOCTRIO BHE nHTepBaa 80,00 — 125,00 %;

0) 11 TPUBEIEHHBIX B OTYETE JOMOJHUTEIBHBIX IapaMETPOB
MPOHUKHOBEHUS (BpeMs /10 MaKCHUMaJIbHOM CKOPOCTH aOcopOuuu (tmax) H
BpeMsI 3aJIEPKKH BEICBOOOXKICHNS ) BBIMIOJHSIIOTCS CJICAYIOIINE YCIOBUS:

BpeMsl 3aJICpP’KKU BBICBOOOXKJEHUSI (€Clid TaKOBOE€ UMeEETCs) JUIst
UCCIeAyeMOro Tmpemnapara W peepeHTHOro Imnpernapara IODKHO ObITh
OJIMHAKOBBIM (TO €CTh OTJIMYHS JOKHBI COCTABIATh He 0ojee +/- 10 %);

T00bIe pa3muuds B TMapaMeTpax IPOHUKHOBEHUS JOJDKHBI OBITH
OIICHEHBI C TOYKH 3PEHUS UX BIUSHUS Ha SKBUBAICHTHOCTD;

B) YCTAHOBJIEH MarepuaibHblii Oananc. HeoOXxoauMo mpencTaBUTh
pacuer:

HAKOIJIEHHOTO KOJHMYECTBa NEWCTBYIOIIETO BEIIECTBA, MPOHUKIIETO B
npUHUMAIOILYI0 cpeny (Acwtal);

00IIIero KOJMYeCTBa JCHCTBYIOIIETO BEIECTBA, YIACPKUBAEMOTO (Stotar)
B 00pasiax KOxHu;

KOJMYECTBA ICUCTBYIOIIETO BEIIECTBA, OCTABIIETOCS HA 000Dy I0BaHHH,
OPUMEHSEMOM IS OYHUCTKH WKW OOOpYyJOBaHWUHU, WCIOIB3YEeMOM B
sxcnepumenTe (Riotal).

B cinywae ecnum oOmiee HakoIieHHME JEHCTBYIOIIETO BEIIECTBA,
POHMKIIETO B MPUHUMAIONTYIO cpeny, coctaBisieT 90 — 110 %, ne TpeOyercs
HUKAKOTO JOTIOJHUTEIHLHOTO OOOCHOBaHWSA MarepuanpHOoro Oamanca. B
cllydae HaJIM4us 3HAYWTEIHLHON BapwaOENbHOCTH TOKa3aTeNield MPUYUHBI €€
BO3HHKHOBEHHSI HEOOXOIMMO JIETATHHO MPOAHATU3UPOBATH U MTOSICHUTB.

Jlormyckaercst (eciu MPUMEHUMO) OTIETHHO aHATM3UPOBATH KOJIMYECTBO

JEUCTBYIOIIETO BEIIECTBA, YACPKMBAEMOTO B Pa3HBIX CJIOSIX KOXH (POTOBOM
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CJIO€ U DSIHUJAEPMHUCE), 4YTOOBI OIIEHUTH paCIpE/ICICHUE JICHCTBYIOIIETO

BCIICCTBA B KOXKEC 4YCJIOBCKA.

V1. Ilogaua undopmaruu o uccinenoanusax |VPT
B COCTaBE COKPALIEHHOTO PETHUCTPALIMOHHOTO JOChE

s uccnenoBanuii IVPT nekapcTBEHHBIX MpENapaToB, MOJABAEMbIX B
COCTaB€  PErUCTPAllMOHHOTO  JOChE C  IEIbl0  MOJATBEPXKACHUS
OMOAKBUBAJICHTHOCTH, JOJDKHBI OBITh MPEACTaBICHbI JI€TAIU3UPOBAHHBIC
MIPOTOKOJIBI UCCIEOBAHUM, COOTBETCTBYIOIINE CTAHIAPTHBIE ONEPAIIMOHHbBIC
nporneaypsl (COIl) u moapoOHBIe oTuYeTHl Mo Bamupanuu meroguku IVPT
(Bxirouast muiaotHoe uccienoBanue IVPT) u kimodeBOMy HCCIICIOBaHHUIO
IVPT. Kpome TOro, nomkeH OBITb MPEACTaBIECH NOAPOOHBIM OTYET,
onuckIBaroui pazpadotky Metoauku |VPT. Otu nporokosibl, COIl 1 0T4ETHI
JOJDKHBI ~ OBITH  MpEJCTaBI€HB B  mojpasaene 5.3.1.2 wMoxyns 5
PETUCTPAIMOHHOTO JIOCb€ W JOJDKHBI OMNHUCHIBATH SKCIEPUMEHTAIbHBIE
NPOUEAYPBI, KOHTPOJIb UCCIEAOBAHHUS, IPOLEAYPHI YIIPABICHUS KAY€CTBOM H
aHaJIu3 JIaHHBIX.

ITporokonsl uccnenopanuii, COIl u oT4eTHI, CBSI3aHHBIE C METOAUKOU
IVPT, ornnuaroTcs OT T€X, KOTOPbIE HCMOJB3YIOTCS ISl aHAIMTHYECKOU
METOJMKHU JJIsl KOJIMYECTBEHHOTO ONMpPEACICHUsI KOHLUEHTPAIMI Mpenapara B
oOpasmax B mpuHHMatomeid cpene |VPT (mampumep, mpu MCTOIB30BaHUU
Meroga BOXKX-MC umu CBDXX-MC). CooTBETCTBEHHO, OKHBI OBITH
nojaHbl OTAenabHbIe NMPoTOKOJAbl W COIl nns Bamuganuu aHAIUTHYECKOU
MeTouKu. OTYETHI MO pa3padOTKEe W BAIMAAIIMN aHATTUTUUYECKON METOIUKH,
OTYETHl MO aHalM3y OOpa3lOB B MHWJIOTHBIX M KIIOUYEBBIX HMCCIEIOBAHUSIX
IVPT, a Takxe cBazanuble COIl U mpoOTOKOIBI, OTHOCSIIMECS K aHATU3Y
obpazioB misa wuccinegoBanus |IVPT, nomkHbl OBITH MNpENCTAaBICHBI B

noapazzene 5.3.1.4 Moaysis 5 perucTpaluOHHOTO 10ChE.»;
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1) TOTIOJTHUTH TIpUJIoKeHreM Ne 5 clieTyromiero coaepKaHus:

«IIpunoxenne Ne 5

Kk TpeGoBaHUSIM K KaUeCTBY
¥ OMOPKBHBAJICHTHOCTH JIEKAPCTBEHHBIX
IpernapaToB JJisi MECTHOTO IPUMEHEHUS
IIPY HAHECEHUU Ha KOXKY M UHBIX
croco0ax JIOKAJIbHOTO MPUMEHEHUS

TUIIOBOM MPOTOKO.JI
HUCCJIEJOBAHUS IPOHUKHOBEHUS B KOXKY
IN VITRO (IVPT) C ©CIIOJIb30BAHUEM UCKYCCTBEHHOM
MEMBPAHBI — AHAJIOT A KOKH YEJIOBEKA

|. O01ue monoxeHus

Hacrosimuit  mpotokos pa3paboTaH Jyisi OLICHKM MPOHUKHOBEHUS
aKTUBHBIX (hapMalleBTUUECKUX CYOCTaHIIMI Yepe3 UCKYCCTBEHHYI0 MeMOpaHy
— aHaJor KOXM 4YelloBeKa (Janee — UCKyccTBeHHass memoOpana). OH
MPUMEHSETCS JUIsl UCCIEeOBAaHUN TIPU pa3pabOTKe M ONTHMM3AIMK COCTaBa
JIEKAPCTBEHHBIX IMPENapaToB IJiI MECTHOIO MPUMEHEHUS MPU HAHECEHUU Ha
KOXXY M HHBIX CIOCO0aX JIOKAJIbHOTO MPUMEHEHUs, a TaKXKe JJisi OLEHKU
SKBUBAJICHTHOCTH HUCCIIETyEMOT0 JIEKapCTBEHHOI0 IIpernapara ¢ peepeHTHbIM
JIEKapCTBEHHBIM MPENAPATOM.

HacTosimuii TUMOBON MPOTOKOJI COCTaBJIEH Ha MpuMepe padoThl C
BEpTUKATbHOW AUDPY3NOHHOW SUYESHKON C NMPHUMEHECHHEM HCKYCCTBEHHBIX
MeMOpaH, HO MOJXET OBbITh MNPUMEHEH K JPYrUM BHJJaM MCCIIEIOBaHUN
merogoM |VPT. [lomyckaeTcsi UCIOJIB30BaHUE AbTEPHATUBHBIX METOIUK

I/ICCJIeI[OBaHI/Iﬁ C IMPUMCHCHUCM HCKYCCTBCHHBIX M€M6paH Ha ApPpyroM BHIAC
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obopynoBanus (manpumep, PAMPA  (parallel artificial membrane
permeability assay, mapaulenbHBI aHAJIW3 TPOHUIIAEMOCTH  4epe3
UCKYCCTBEHHYI0 MeMOpaHy C HCIIOIb30BaHUEM 96-IIyHOUHOTO IIIAHIIETA,
nporouHas nuddy3noHHas suelika, TOPU3OHTAIbHAs Kamepa Y CCHHTa,
cucrema MIVO (multi in vitro organ device win My IbTHOPTaHHOE YCTPOHCTBO
In Vitro ¢ uMuTanKer myabcaluu KPOBEHOCHOTO pyciia) u Ap.). [Ipu BeiOope
AIbTCPHATUBHOW METOAMKH C MPUMEHEHUEM HHOTO OOOPYIOBaHHUS KPOME
BEpTUKATbHOU  JAUDPYy3UOHHOM SUYEWKH JOJDKHBI  OBITh  NPHUBEICHBI
COOTBETCTBYIOIIME YCIIOBUS MCCIICIOBAaHUS HAa TPUMEpPE TeX, KOTOPHIC
OIKMCAHbI HIKE, a B Cydae CHEIUPUIHOCTH MOAX0/a — JO00ABICHBI IPYTrHe

YCIIOBHUs, KOTOPBLIC HC YKAa3aHbl B JAHHOM THUIIOBOM ITPOTOKOJIC.

I1. TTopsinok mpoBeeHUs UCCIIE0BAHUS
1. [ToaroToBKa CUCTEMBI M1 KOHTPOJIb TEMIIEPATYPhI

1. BximtoueHue u HacTpoiika 000pyAOBaHUS.

BxitounTte nmUpKyISIHMOHHBIC BOASHBIE OaHU YCTAaHOBKH W BBICTABUTE
temneparypy Ha 32 °C. Temneparypa JOJKHAa KOHTPOJMPOBATHCS Ha
MPOTSKEHUH BCETO MCCIEN0BAaHUA U cOCTaBiATh 32 + 1 °C

2. ITpurotoByieHUE TPUHUMAIOLIEH CPEIbI.

[ToaroroBbTe IPUHUMAIOLTY O cpeny, poUIbTPYHTE 151
MPOJIETA3UPYNTE PACTBOP MO BaKyyMOM He MeHee 30 MUHYT JIsl yIaJeHUs
HE PaCTBOPHUBIINXCS BKJIOUCHUH U IMy3bIPHKOB BO3/1yXa.

3. Ilognepxxanue TtemmepaTypbl B JOHOPCKOM U TMPUHUMAIOIIEM

KOMITAPTMCHTAX.

TemnepaTypa MOBEPXHOCTH MEMOpaHbl B JOHOPCKOM KOMMApTMEHTE
JIOJKHA TTOJI/IEP>KUBAThCs HA ypoBHE 32 + 1 °C 111 MOJIeIMPOBaHUS yCIOBUHI

YeJIOBEUECKOM KOXKH.
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2. [TogroroBka u cOopka BepTUKAIbHOU MU Py3nOHHON STUSHKN

1. YcranoBka MeMOpaHBbl.

[ToMecTuTe HMCKYCCTBEHHYIO MeMOpaHy (Hampumep, 25 MM) MEXIY
JOHOPCKAM W MNPUHHUMAIOIIMM KOMIIAPTMEHTAMH, MPU IMOMOIIM 3aKUMa
COeIMHUTE U 3adUKCUPYWUTE suelKy. YOeauTech, 4TO JIMIEBas CTOPOHA
MeMOpaHbl (MMUTUPYIOIIAs KOXKY) 00pallleHa K JOHOPCKOMY KOMIapTMEHTY.

2. 3anojiHeHUE MPUHUMAIOIIET0 KOMITAPTMEHTA.

3anoJIHUTE TPUHUMAIOIIAA KOMIIAPTMEHT MPUHHUMAIOIIEH CpENou,
JIOTyCKasi 3arl0JIHEHUE CBEPX HOPMBI JJIs BBITEKAHUS Cpefbl uepe3 OOKOBBIC
TpyOKH Il yAaJeHHs IMy3bIpbKOB Bo3ayxa. Hakionute mmargopmy ams
oOecreyueHuns MOJIHOr0 y1aJeHus My3bIPhKOB BO3AYXa.

3. 3aKperieHre MIPULIOB.

[ToacoenuuuTe K OTBEPCTUAM J1sI 0TOOpa MPOO MITIPHUIIEI 00BEMOM S MII,
3aMoJHEHHbIC MPUHUMAIOIIEH CpPeIon. DTH MIPHUIBI OYIyT UCTOIB30BATHCS
JUTs1 0TOOpa Mpoo HA MPOTSKEHUU BCETO IKCIIEPUMEHTA.

4. TemnepaTypHbII KOHTPOJIb.

Jloxaurech, IOKa  TemIleparypa  OPUHUMAKOLIEH  CpeApl B
MPUHUMAIOIIEM KoMOapTMeHTe AOCTUTHET 32 °C, 4TO MOXET 3aHATh OKOJIO

30 munyT. PerynsipHo npoBepsiiTe OTCYTCTBUE ITY3bIPHKOB.

3. [logroroBka JiekapCTBEHHOTO TMpenapara

1. TTogroroBka wuccinenyeMoro W pedepeHTHOTO JIEKapCTBEHHBIX
Ipernaparos.

Yo6eauTech, 9YTro J03a HAHOCUMOTO JIEKAPCTBEHHOTO TIperapara
HaxXOJUTCS B Irana3zoHe 2 — 15 Mr/cmM? moBepXHOCTH MEMOpPaHEI.

2. Hanecenue 1eKkapcTBEHHOTO Mperapara.
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Hanecure, nanpumep, 500 MK JEKapCTBEHHOrO Ipemapara B
JIOHOPCKUM KOMMIApPTMEHT C MOMOIIbI0 TOYHOIO JO3UPYIOIIETO YCTPONCTRA.

3adukcupyite BpeMs HaHECEHUS JIEKapCTBEHHOIO Mpernapara.

4. IToaroToBKa MPUHUMAIOILIECH CPEIBI

1. [IpurotoBnenue OydhepHOro pacTBOpa.

B kadectBe peKOMEHIyeMOM TMPUHUMAIOLIEH Cpeabl  CIEAYET
ucnoas3oBaTh (¢ocdarHeiii OydepHbiii pactBop ¢ pH 7,4, uHEpTHOCTH
KOTOPOTO JOKa3aHa MO OTHOIICHHWIO K MCKYCCTBEHHONW MeMOpaHe B pamKax
BaTUJAIMN AHAIUTUYECKOM MeToAuKd. CTaOWIbHOCTh M PacCTBOPUMOCTH
aKTUBHOM (hapMalleBTUUECKON CyOCTAHIIMM B MPUHUMAIOIICH Cpelle TaKKe
JOJDKHA OBITh JIOKa3aHa B XOJI€ Badujanuu MeToAauku. Jlomyckaercs
n00aBIeHUE CIICIIUATbHBIX MOJIU(PUKATOPOB JIJIsl YIIYUIIIEHUS PACTBOPUMOCTH,
€CJIM ATO HAy4YHO OOOCHOBaHO. BpIOOp Apyroil mpuHUMArONIEH cpeasl U
BBEJICHHE WHBIX MOJU(PUKATOPOB JIOJDKHO OBITH HaJJISKAIIUM 00pa3om

000CHOBAHO 3aBUTEJIEM.

5. O160p npoO u aHanu3

1. IIpoBepka yciaoBuil mpoOBEACHUS IKCIIEPUMEHTA.

[lepen kaxabiM OTOOPOM MPOOBI MPOBEPSINTE OTCYTCTBUE IMy3bIPHKOB
BO3/lyXa B IPHUHUMAIOIEM KOMIIAPTMEHTE.

2. OT60p Mpoo.

B 3anmannbie BpeMeHHbIe TOUkH (Hanpumep, 0, 1, 2, 3,4, 5, 6, 8, 10, 24,
26 4acoB) CHUMHTE HIIPUL] 00bEMOM 5 MJT U 3aMEHUTE €T0 Ha IIINPHULl 00BEMOM
3 mia. Or6epute 1,0 £ 0,1 M npoObl U3 TPUHUMAIOIIETO KOMIIAPTMEHTa U
O0TOpPOCHhTE OTOOPAHHYIO ATUKBOTY.

3. AHaTUTHYECKUH 0TOOP.
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[ToBTOpHO 3aKkpenuTe mIpuil 00beMOM 3 MJT Ha OTBEPCTUH JJIsI 0TOOpa
npo0 u otdepure 500 + 100 mkxn oOpasma M3 KaXKIOro MNPUHUMAIOLIETO
KOMITAaPTMEHTA STYeUKH. VICTIONIBb3yHUTE OJIUH Y TOT K€ MIMNPUILL HA MPOTSKEHUH
BCEr0 IKCIEPUMEHTA JJIA KaXXO0Tr0 MPUHUMAIOIIET0 KOMIApTMEHTa STYCHKH.
[lepen HOBBIM OTOOPOM IUMPHUIL JOHKEH OBITH MPOMBIT COOTBETCTBYIOLIEH
IIPUHUMAIOLLEN Cpeaoi.

4. BocniojiHeHUE pacTBOpa.

ITocne orGopa mpoOBI 0OpaTHO 3aKpenmuTe IIMPHUI] 00BEMOM S5 MI U
BOCIIOJIHUTE TPUHHUMAIOLIYK0 Cpeay, Clels 3a OTCYTCTBHEM ITy3bIPbKOB
BO3/lyXa.

5. ®unbTpoBaHue mpood.

OtoOpaHHbIE MPOOBI JTOJKHBI OBITH MPOPUIBTPOBaHbBL. Marepuan
bunapTpa J0JKEH 00ecredynBaTh OTCYTCTBHE afCOPOIIMU U OBITh MHEPTHBIM 10

OTHOIIIEHUIO K aKTUBHOM (papMarieBTUYECKON CyOCTaHITUH.

6. [logroToBka cTaHIAPTOB ISl KOJIMYECTBEHHOTO OTIPEICICHUS
HCCJIEyEMOTO BEIIECTBA METO0M BBICOKOA(D(PEKTUBHOM KUJIKOCTHOM
xpomarorpaduu (BOXKX)

1. [IpuroroBiieHHE HCXOAHOTO PACTBOPOB.

BospmuTe TpeOyemyr0 HaBECKy CTaHAApTHOTO oOpasna (MT)
pPacTBOPUTE B COOTBETCTBYIOIIEM PACTBOPHUTENE IJIs MOJYyUYECHHS] UCXOIHOTO
pacTBopa. 3amuiInTe TOYHYI0 HABECKY B3SITOTO CTaHAAPTHOTO oOpaslia u
00bEM paCTBOPUTEIS.

2. IlpuroToBienue pabounx KaIMOPOBOYHBIX PACTBOPOB.

Jist  mpuroToBlieHWs pa0o4YMX KaJTWOpPOBOYHBIX PAcTBOPOB U3
MCXOJIHOTO PAacTBOPA B KAUE€CTBE PACTBOPUTEIS HCTIOIB3YETCS MPUHUMAFOIIAs
cpena.

3. CTabmIbHOCTH PaCTBOPOB.
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CtaObuibHOCTh KATMOPOBOYHBIX PACTBOPOB JIOKHA OBITH JIOKa3aHa B

XO0AC IPOBCACHUS BaJIUAallNH aHAJIUTHUYECKOU MECTOJUKH.

7. KoHTpOoab KauecTBa U paHA0MU3ALIHS

1. MeTo1 KOHTPOJISI KOHTAMHHAIIHH.

[IpoBoauTe mapamienbHbI SKCIIEPUMEHT C XOJIO0CTOM MeMOpaHoil (0e3
HAHECEHMs JICKapCTBEHHOTO Tperapara) IJs KOHTPOJS MOTEHIMAIbHOM
KOHTaMHUHAIIMU B Ipoliecce oToopa mpoo.

2. KoHTposbp KauecTBa U IETOCTHOCTH UCKYCCTBEHHON MEMOpPaHHI.

KauecTBO U 11€710CTHOCTh UCKYCCTBEHHOM MEMOpPAHbI yCTaHABIINBAETCSA
MIPOU3BOJIUTENIEM M OTPaKaeTcsi B cepTU(PUKATE UM TPOTOKOJIC HUCIIBITAHUS
IIPY MPOU3BOJICTBE UCKYCCTBEHHON MEMOPAHBI.

3. OcneryieHue ¥ paH0MHU3aIusL.

VY6enurech, YTO YNMAaKOBKM HCCIEAYEMOTO Ipemnapara, pedepeHTHOro
mpenapara ¥ HETaTUBHOTO KOHTPOJS HICHTUYHBI BHemIHe. OmnuchIBanTe
METO/JIbl ¥ CXEMbI PaHJAOMHU3ALMH B IPOTOKOJIE UCCIAEAOBAHUS IS TOIIEPIKKH

OCJICIIIICHMUA.

8. Banuaanus aHaTMTHYECKUX METOAUK KOJIMYECTBEHHOTO
ompeeNiCHUsI aKTUBHOM (hapMalleBTHUECKON CyOCTaHIIUN

1. Bei6op MeTo/1a 1 METOIMKH.

JIJisi KOJMYECTBEHHOT'O OMNpeeeHUs aKTUBHOW (apMaIieBTUUeCKOM
cyOCTaHIIMU JOJDKEH OBITh BBIOpAH YYBCTBUTEIBHBIM METOJI aHaliu3a
(Hampumep, BOXX-YVO, B3OXX-MC/MC) c BAJIMIMPOBAHHOMN
AHAUTUTUYECKON METOJIMKOM.

2. CBefieHUS O BAIMIAIMKI METOIUK JOJDKHBI COOTBETCTBOBATD:

UIsT OMOAHAIMTUYECKUX METOJIUK — TPEOOBAHUSM, HW3JIOKEHHBIM B

npunoxkenun Ne 6k IlpaBwiam  mpoBefeHHs  MCCIEHOBAHUIA
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OMO3KBUBAJICHTHOCTH JIEKAPCTBEHHBIX MpenapaToB B paMkax EBpaszuiickoro
PKOHOMHUYECKOr0 COr03a, yTBepkAcHHbIM Pemennem CoBera EBpasuiickon
IKOHOMUYECKON KoMuccuu oT 3 HostOpst 2016 1. Ne 85;

JUIsl  aHAJIMTUYECKUX METOAUK — TpeOoBaHusM PykoBojacTBa mo
BAIMJIAIIMM  AHAIUTUYECKUM  METOJMK  MPOBEACHUS  MCIBITAHUU
JIEKApCTBEHHBIX  CPENCTB,  yTBepxkaeHHoro  Pemenuem  Komieruu
EBpasuiickoit 3xoHOMHYeCKON Komuccuu oT 17 nrons 2018 r. Ne 113,

3. IloaTBepxaeHNEe CTaOUITBHOCTH.

CTaOunpHOCT,  AKTMBHOM  (papMalieBTUYECKOW  CyOCTaHIIMHM B
NPUHUMAIOIIEH cpele JOJDKHA ObITh TOATBEPXKIEHA HAa BECh MEPUOJ
HUCCIIENOBAaHUS IVPT, BKJIIOYass ~ MpoOOMOATOTOBKY, JI0  Hayasia

KOJIMYCCTBCHHOI'O aHaJIN3a.».




