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KOHBIOT'ATHI ®OCPOJUNNI-PJABAIVINH U CITOCOBLI UX NPUMEHEHWA
I IEJJEHATTIPABJIEHHOW TEPAITAHN PAKA

ONMHWCAHUE

CcChLIKA HA POACTBEHHDBIE 3AIBKH

[0001] Cornacho HacTosLIEl 3asiBKE UCTIPALITUBAETCS IPUOPUTET 110 MPEABAPUTEIHHOMN 3asiBKE Ha
nareHT CIIIA Ne 62/655659, nmonannoii 10 ampenst 2018 roga, koTopasi BKIFOYEHA B JAHHBIN

JOKYMEHT MOCPEACTBOM CCBIJIKHA BO BCEH CBOEH MOJIHOTE.

00J12¢Th TEXHUHKH, K KOTOPOH OTHOCHTCH HACTOSALIEE H300peTeHne

[0002] Hacrosituee packpbiTHe OTHOCUTCS K KOHBIOraTaMm (pochonunun-¢paaBarinH 1 MeToaam

LIEJICHATIPABJICHHON TEpanuu paKa.

BBenenue

[0003] D¢pdexTuBHOCTE OONBIIMHCTBA TNPOTUBOPAKOBBIX JIEKAPCTBEHHBIX CPENCTB  IPHU
NPUMEHEHUH B KJIWHHUYECKHUX YCIOBHMAX OrPaHMYEHa MX TOKCHYHOCTBIO JJIsl  BCEX
npoaudepupyromux KIeTOK H/MIH HECOCOOHOCTBIO OKa3blBaTh CBOE BO3JEHCTBUE HA BCE U3
OIyXOJIEBBIX KJIETOK. [Iponosrkaercs pa3paboTKa HOBBIX CPENICTB C YHUKAJIBHBIMA MEXaHU3MaMU
AEHCTBHS, HATIPABJICHHBIMHU Ha 0OeCIIeYeHNE YIyYIIEHHOTO HALIeJTMBAHMS, TEM HE MEHee, MHOTHM
U3 5TUX COEAMHEHUI BCe elle HenocTaeT abCOMIOTHOM CeNeKTUBHOCTH B OTHOLIEHUHU OMYXOJIH, U
5TO TPONOJKAET OrPAaHMYMBATh WX TEPANEBTHUECKOE NPUMEHEHHE BCJICACTBUE HELEIEBbIX
s¢dexron. Konbroratsl anTHTEN0-NIeKapcTBEHHOE cpencTBo (ADC) ObUH CKOHCTPYHUPOBAHBI IS
CBSI3bIBAHUSI CO CIELU(PUUECKUMHU SMUTONAMH HAa MOBEPXHOCTH OMYXOJEBBIX KJETOK, U OHH
NPEJIOKIIIA AJTIbTEPHATUBHBINA CIIOCO0 Uil LIEJICHANPABICHHOTO BO3ACHCTBHUSI HA OIMYXOJEBbIC
KJIETKH C LI CHIDKEHHS aCCOLIMMPOBAHHBIX TOKCHYHOCTEH. HeCMOTpst Ha TO 4TO OHU MMEIOT
BBICOKYIO CEJIEKTHBHOCTD, OU€Hb HEOOJIBIIOE KOJIMYECTBO KOHBIOTATOB AaHTHTENO-JIEKAPCTBEHHOE
CPEACTBO SIBISIFOTCS TEPANEBTHYECKH MOJE3HBIMH, IMOCKOJNBKY OHH JOCTHTAIOT YMEPEHHOTO
NOTJIOIEHNsT KJIETKAMH W OTPaHMYEHHOM LIUTOJIMTUYECKOH akTUBHOCTH. Tpelyrorcs Oonee

s¢dexTuBHBIC TUIATGHOPMBI IS LIEJICHATIPABIEHHOTO BO3IEUCTBUS HA OITyXOJIH.
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Kparkoe packpbITHE HACTOSIIEr0 H300peTeHHs

[0004] B cooTBeTcTBMM C OIHHUM aCHEKTOM HACTOSIIEE PACKPBITHE OTHOCHTCA K 3Qupy

dochonmununa (PLE) B coorBercTBuu ¢ hopmyoii I umu x ero commu:

0 “Hs
X—(CH 2M EWOMHEGM{GHQ}E"T@"GH3
CHa

(M,
npudyeM X mpenctaBisieT coboil Bomopoxd, Merua wiu (GeHwn, 3aMelneHHbH kapOokcuioM. B
COOTBETCTBHHM C HEKOTOPBIMH BapwaHTamu ocyiectieHuss PLE sBisiercs BBIOpaHHBIM U3

CJIEAYIOIIETO:

0 ?Ha
|
{GHQMa—@‘%gm_(CHz)z"M@—GHB
Hs G)u
') CHs
S Fl-J’ | le .
H3C~—(CH3)13—0— ‘g@""(Csz‘“P‘*‘“‘CHE

CHs3 ©).

B cootBeTcTBUM C HEKOTOPBIMU BapuaHTaMu ocyuiecTsieHuss PLE AONOMHUTENbHO BKIIIOYAET B
ceOs1 BBISIBISIEMBIN (DparMeHT, MPUKPEIUIEHHBII K HEMY.

[000S] B cooTBeTCcTBUM C AOIMOJHUTENBHBIM aCIEKTOM HACTOSINEE PACKPBITUE OTHOCHUTCA K
KoMno3uuuy, copepskameit PLE, koTopslii mogpoOHO onucad B JaHHOM JJOKYMEHTE, 1 HOCUTEIb.
[0006] Eie oqHuM acrekTOM HACTOSIIETO PACKPBITHS MPEAYCMOTPEHO COEIMHEHUE, BEIOPAHHOE

H3 CJICAYIOLIETO:

CHy
AN \ | l®

p: {f*:sz}zsS“QWT%““(GHQEWTME H;
F f} CHa

(Du



o CHs
(G0t —O—(CH—N-2CH
o® CHs

2).
EH_Ie OOHUM AaCIICKTOM HACTOALIECTO PACKPBITHA MPEAYCMOTPECHA KOMIO3UIMsA, COACpKallas 1Mo

MEHBIIEH MEPE OHO U3 3TUX COEANHEHUI U HOCUTEID.

[0007] Emme oOmHMM  aClIeKTOM  HACTOAINErO  PacKpPbITUS  NPEAYCMOTPEH  KOHBIOIaT,

cooTBetcTByrouii popmyie I, wiu ero cosb:

e

Z Y X { Cc Mg}mmm—gmﬂ"(f;‘k‘l 2 E“N”"‘CH 3

& by

(ID),
COOH

o

npudeM X MpPeAcTaBisieT coO0H , U1 O , U1 METUJIEH,

WU CBsi3b, Y MPENCTaBJsieT COOOU JIMHKEP, CONep KAl TUCYIbGUI; U Z MpeacTaBisieT coOoi
MPOTHBOPAKOBOE JIEKAPCTBEHHOE CPEACTBO (hjaBariuH. B COOTBETCTBMU € HEKOTOPBIMH

BaprUaHTaMH OCYHICCTBIJICHUA IMPOTHBOPAKOBOEC JICKAPCTBCHHOE CPEACTBO (I)J'IaBaFJ'II/IH COACPKUT
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FLV-1, FLV-3, ero mpow3BOAHOE WJIH aHAJOr WM HX KoMOmHaumioo. B cooTBercTBUU C

HEKOTOPBIMH BapHUaHTAMU OCYILICCTBIICHUSA JIUHKED COACPKUT CICAYIOIIECEC:

O

(7).
B COOTBETCTBHUHU C HCKOTOprMI/I BapI/IaHTaMI/I OCYH_[eCTBJ'IeHI/Iﬂ KOHBROI'AaT ABJISACTCA BbI6paHHbIM u3
CIIEYIOIIETO!
HyC 5
/AW
H3C~—N—{CHE}2—G ~o~fCH2)wms/ N
&,
H3C _ﬁ
HaC2N—(CH4 )~ O-P-0— (CHz)m—S/ b
H3 é ch CHH

).

[0008] Emue oxHMM acmekTOM HACTOSLIErO0 PACKPBITUS MNPEAyCMOTPEHAa KOMIIO3ULUS,

cozieprKaliasi KOHbIOTAT, KOTOPBIHA MOAPOOHO OMUCAH B TAHHOM JIOKYMEHTE, U (papMalleBTHYECKH
MPUEMIIEMbIN HOCUTEb.

[0009] Eme omHUM acmekTOM HACTOSIIETO PACKPBITHS MPETyCMOTPEH CIoco0 JIeUeHUs paka y
cyObekTa, mpuyeM croco0 MpeaycMaTpuBaeT BBENEHHE CYOBEKTY KOHBIOraTa, KOTOPBIH
noApPOOHO OMHCAH B JAHHOM JJOKYMEHTE.

[00010] Eme omHUM acreKTOM HACTOSIIIETO PACKPBITHS MPEAYCMOTPEH CIIOCO0 HAIeTUBAHUS
JIEKapCTBEHHOTO CPENICTBA HA OIMYXOJIEBYIO HJIM PAKOBYIO KJIETKY y CyOBeKTa, mpuueM Crocod
npeaycMaTpuBaeT BBEACHHE CYOBEKTY KOHBIOraTa, KOTOPbIM MOAPOOHO OMHUCAaH B IJaHHOM

JOKYMEHTE.
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[00011] B cOOTBEeTCTBMM C HEKOTOPBIMM BapUaHTAMU OCYIIECTBJIEHHS MPOTUBOPAKOBOE
JIEKapCTBEHHOE CPENCTBO (DIIaBarjivH JIOKAINU3YETCS WM TMEePEeMeINaeTcsl B LUTOIUIa3My WU
OpraHejuly ONYyXOJIEBOMI WM PaKkOBOM KJIETKU. B COOTBETCTBMM C HEKOTOPBIMH BapHaHTAMHU
OCYLIECTBIIEHUsI KOHBIOTAT HJIK MIPOTUBOPAKOBOE JIEKAPCTBEHHOE CPENCTBO (PIIaBarNIuH SBIISIOTCS
CEJICKTUBHBIMU B OTHOLIEHHUU PAKOBBIX KJIETOK y CyOBEKkTa. B COOTBETCTBHM C HEKOTOPBIMHU
BapMAHTAMU OCYLIECTBJICHHUs KOHBIOraT MW NPOTHUBOPAKOBOE JIEKAPCTBEHHOE CPEACTBO
(dbaBarjMH BKIJIIOYAIOTCS 1O MEHbLIEH Mepe TpHUOJU3UTENbHO B 2-KpaTHO OoJbliee YHCIIO
OIyXOJIEBBIX WJIM PAKOBBIX KJIETOK MO CPAaBHEHUIO CO 3I0POBBIMM KJIeTKaMu. B cooTBeTcTBHU C
HEKOTOPBIMU BAapUAHTAMH OCYINECTBJICHUS] PaK SIBJISETCS BBHIOPAHHBIM W3 MEJIAHOMBI, paka
TOJIOBHOTO MO3ra, paka JIETKOro, paka HaJAlOuYeYHHKa, paka IeueHH, paka IO4YKH, paka
TIOJKEJTy TOYHOH KeJie3bl, paka MUIIeBO/a, paKa KeJlyIKa, paka TOJCTON KHUIIKH, paka 0000YHOM
U MPsIMOM KUILIKH, paka aHaJbHOIO KaHaja, paka MpeaCTaTesIbHOM Keje3bl, paka sSIMUHUKA, paka
MOJIOYHOH JKene3bl, paka LIEHKH MaTKH, JUM(OMBI, JIeHK03a, MHEJIOMbI, reMo0JacTosa,
renaToLe/UTIONIIPHON  KapLUHOMBL,  PETHMHOOJACTOMBI,  TJIMOMBI, CAapKOMBL,  OJIACTOMBI,
TUIOCKOKJIETOYHOMN KapLIMHOMBI U a/IEHOKapLIMHOMBL. B cOOTBETCTBUYM € HEKOTOPBIMU BapHaHTaAMU
OCYIIECTBJICHHs CYOBEKT MPEACTaBIsIeT COOOH YeoBeKa.

[00012] Hacrosimum packpeITUEM MNPEAYCMOTPEHbI JIPYTH€ AaCHeKTbl W BapHUAHTHI
OCYLIECTBIIEHHs], KOTOpble OyAyT OYEBUIHBI C YUETOM CIENYIOIIEro MOAPOOHOrO ONMUCAHMS U

NPUIIOKEHHBIX QUryp.

KpaTkoe onucanue yepre:Kei

[00013] Dur. 1A, ¢ur. 1B, ¢ur. 1C, ¢ur. 1D, ¢ur. 1E npexncrasnsiror coboit n3odbpakeHus

OMyXOJIEBBIX KJIETOK C OTMEYEHHbIMH JHIUAHBIMU padTamu. OmyxoneBble KIETKH
XapaKTePU3YIOTCsT OOJbIIEH KOHIEHTPALMEH JTUIUIHBIX Pa(QTOB MO CPABHEHHIO C HOPMAJIbHBIMU
kinerkamu. ®ur. 1F npencrasisier coboli uzoOpaskeHHe HOPMaJbHBIX (HUOPOOIACTOB |
omyxoneBbix kierok Caki-2 ¢ ucnons3oBanuem CLR 1501 (coemunenme (1)). CLR 1501 Ha
BBICOKOM YPOBHE JIOKaJIH30BaJIcs B kieTkax Caki-2 1 Ha MUHHMAaJIbHOM YPOBHE - B HOPMAJIbHBIX
¢dubpodnacrax. ®ur. 1G npexacrapnsier coboli m300paskeHWE KOHTPOJBHBIX KIeTOK AS549, u
@ur. 1H npexncrasusier coboil m3o0paxeHue kiaetok AS49, oOpaboTraHHBIX MeTHI-OeTa-
LIMKJIONEKCTPUHOM JUIsl pas3pylieHus TunmuaHbix pagToB. Knerkn kak Ha ¢mr. 1G, Tak U Ha
¢ur. 1H nakyouposamu ¢ CLR 1501 (coenmnenue (1)), n paspyiuenne OONbITHHCTBA JITHIHBIX
padtoB B KiIeTkax AS549 mpuBonuio B pesynbrare k 60% cHmkenuro norjomenust CLR 1501
(coenunenue (1)). ®@ur. 11, ¢pur. 1J u ¢pur. 1K npencrapnsrot codoit nzodbpaxenust kietok PC3,
nakyonpyembix ¢ CLR 1501 (coenunenme (1)) u OKpalleHHbIX Ui BHU3YaJIHU3ALUH

sHpomiazMatudeckoro perukyinyma (ER). CLR 1501 (coenunenue (1)) nokanusosanock B ER B
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3JI0KAQUECTBEHHBIX KJIETKAX, a HE B HOPMaJbHBIX KJeTkax (He mokas3aHo). ®wr. 1L, ¢ur. IM u
¢ur. IN npencrasisiror coboit mzoOpaxkenus kierok PC3, umnkyOmpyempx ¢ CLR 1501
(coemunenne (1)) W OKpamleHHBIX A BU3yanuzauuu siapa v mutoxonapuit. CLR 1501
(coenunenue (1)) T0KaIM30BAIOCh B MUTOX OHAPUSIX.
[00014] ®wur. 2 npeacraBisier coOOH M300pakeHUe HeCylIel OMyXojib O0OJOYHON U MPSMOK
kumku (HCT-116) wmbimm, xoropoit BBogmian unbekuuern CLR 1502 (coemunenue (2)),
JEMOHCTPUPYIOILEE JIOKAINU3ALNI0 ONYXOJIH.
[0001S5] Ha ¢ur. 3 npencrasieH rpaduk 3aBUCUMOCTH LUTOTOKCUYHOCTH OT KOHLIEHTPAIUU
st UToTOKCu4HOro coennHenus (FLV1) mo cpaBHEHHIO C IUTOTOKCUYECKHM COENUHEHUEM,
xoubrorupoBaHHbiM ¢ PLE (CLR 1865, coenunenue (8)), B kinerkax AS549 (ameHOKapLHHOMA
JIETKOTO YeJIOBEKA) WM HOPMaJbHBIX (prudpodiacTax koxu uenoseka (NHDF).
[00016] Ha ¢ur. 4 npencrasieH rpaduk 3aBHCUMOCTH KPATHOCTHU MOBBIIEHHS OT BPEMEHH IS
nornomennst PLE-konbrorata CLR 1852 (coenunenue (9)) B kinetkax A375 (MenaHOMa 4eJIoBeKa)
u HEK293 (sMOpuoHanbHas OYKa YEJIOBEKA).
[00017] Ha dwur. S npencraieHbl H300paskeHUs] MOZIENIN paKa MOJIOYHOH JKeNle3bl Y MBILIEH,
nemoHcTtpupyromue norjomenne CLR 1502 (coenunenue (2)) in vivo.
[00018] Ha (¢ur.6 mnpencraBieHbl H300pa)X€HUs  KIETOYHBIX JIMHUH  MHEJIOMBI
nemoHcTpupyromue noryomenne CLR 1501 (coenunenue (1)).
[00019] Ha ¢mur. 7 npencrasneHsl N300pakeHUs] PAKOBBIX CTBOJIOBBIX KJIETOK, HOPMAaJIbHOM
TKaHU FOJIOBHOTO MO3Ta M HOPMAJIbHBIX CTBOJIOBBIX KJIETOK, IEMOHCTPHUPYIOLIUE crieniuduueckoe
norgomenne CLR 1501 (coenunenue (1)) B pakoBble KIETKH.
[00020] Ha ¢ur.8 mnpencraBieH rpadguk 3aBHCUMOCTH BBIPA)KEHHOH B NPOLIEHTAX
LIUTOTOKCUYHOCTU OT KoHUeHTparmu st CLR 1852 (coenunenue (9)) no cpaBuenuto ¢ FLV3 B
kietkax AS549 (ameHOKapIMHOMA JIETKOTO 4YeNOBEKa) M HOpPMajbHBIX (HHOpoOIacTax KOXKH
yenoseka (NHDF).
[00021] Ha ¢wur. 9 npexncrasieH rpaguk 3aBUCHMOCTH 00bEMa OT BPEMEHH JUIS CPEIbl 110
cpaBHennto ¢ CLR 1852 (coenunenue (9)) B monenu onyxonu HCT 116.
[00022] Ha ¢mr. 10 npencrasieH rpaguk 3aBUCUMOCTH MacChl T€Jla OT BPEMEHH ISl CPEIIbI 10
cpaBHennto ¢ CLR 1852 (coegunenmue (9)) B monenu onyxonu HCT 116.
[00023] Ha ¢ur. 11 npencrasneH rpaguk 3aBUCUMOCTH KOHLIEHTPALIMH OT BpeMeHu st FLV3,
BBISIBJICHHOTO B IIMTO30Ji€ (HOPMAaJIM30BAaHHOH K OOBEMY IIMTO30Js1) B JMHHUAX KIETOK A375

(MenaHoMa yenoBeka) U A549 (ameHOKapLIMHOMA JIETKOTO YEJIOBEKa).
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TloapoOHOE pACKPHITHE HACTOSIIEI0 H300peTeHus

[00024] B nanHOM pokyMmMeHTe onucaHbl (POChONUNHUIHBIE COCOUHEHHUS M KOHBIOTATHI
bochomunun-praasarnud. Mcxons w3 TOro, 4r0 MHOTHE OIYXOJH >KUBOTHBIX M YEJIOBEKa
coziepkaT 0osiee BBICOKME KOHLIEHTPALIMU BCTPEUAIOIINUXCSI B €CTECTBEHHBIX YCIOBHSAX (UPHBIX
JIMITAAOB, YeM B HOPMAaJIbHBIX TKaHsX, ObUIM pa3paboTaHbl MOJNEKyJbl ddpupa ¢ochonununa
(PLE). Monekynst PLE, nogpoOHO omucaHHble B JaHHOM IOKYMEHTE, MOJKHO MPUMEHSTH B
Ka4ecTBe MIaT(hOPMBbI IJIsl HALICIMBAHHSI HA OTYXOJIb JIJIsl CEJIEKTUBHOW TIOCTABKU JIEKAPCTBEHHBIX
CPEICTB K OMyXOJISIM U PAKOBBIM KJIETKAM.
[00025] Kak monpoOHO OMUCAHO B JAHHOM JOKYMEHTe, pacmpoctpaHeHue moiyekya PLE B
TKaHSIX OLICHHMBAJIU B KyeTKax Oojee ueM 100 pa3iauuHBIX OMyxoJiel, B TOM YHCJIE B CBEXKHUX
obpasuax omyxoseii yenoseka. Mosekysbsl PLE neMoHCTprpoOBaiy MOBBIIIEHHOE TOTJIONICHNE B
OMNyXOJIEBOM TKAaHM MO CPABHEHUIO C HOpPManbHOW TKaHbO. Monekynsl PLE  mMoxHO
KOHBIOTHPOBATh C MOJIEKyJaMH (piaBaryiiHAa W WX TPOU3BOAHBIMH Yepe3 JIMHKEPbI C
o0Opa3oBaHHEeM KOHBIOTATOB (hocdomunua-hiaBarivH.

1. Onpeoenenus
[00026] Ecnu He onpeaenaeHO WHOE, BCE TEXHUYECKHE U HAYYHbIE TEPMUHBI, UCIOJb3yEMBbIE B
TAHHOM JIOKYMEHTE, HMEIOT TO K€ 3HaUeHHe, KOTOPOe OOBIYHO MOHATHO KBATH(UIIPOBAHHOMY
CTHEeLMAINCTY B IaHHOH 00J1acT! TEXHUKH. B cityuae KOH(IMKTA MPeNMYLIIECTBEHHYIO CHITY OyeT
UMEThb JaHHBbII JOKYMEHT, B TOM 4ucCle onpeneneHus. Huke onucanbl NpeanoyuTUTENbHbIE
CTIIOCOOBI ¥ MaTepHAJIbL, TEM HE MEHee, CIIOCOObI U MaTepHaibl, aHAIOTUYHbIE T SKBUBAJICHTHBIE
ONUCAHHBIM B JAHHOM AOKYMEHTE, MOKHO INPUMEHATb B IIPAKTHMUECKOM OCYLIECTBICHUM WJIH
IPOBEpKE HacTosIero usodperenus. Bee nmyOnukanuy, naTeHTHbIE 3asIBKY, MATEHTHI U APYTHe
UCTOYHHKY, YIIOMHHAeMble B JTAHHOM JOKYMEHTE, BKIIIOUEHBbI TMOCPEICTBOM CCBUIKH BO BCEM
cBOEH MOJHOTe. Martepualbl, CiocoObl M MPUMEPhI, PACKPBITHIE B TAHHOM JOKYMEHTE, SIBIISTFOTCS
TOJIKO MJUTIOCTPATUBHBIMH, U HE MPEIIONAraeTcs, YTO OHU SIBJISIFOTCS] OTPaHUYUBAIOLIMHU.
[00027] IIpennomaraercsi, 4YTO TEPMHHBI «COAEPHKAT» (KCONEPIKUT»), «BKIIIOUAIOT B CeOs»
(«BxiIOUaET B Cce0s»), KUMEIOLIHMIY», «HUMEET», «MOTYT», «ComepiKar» (KCOmEpPIKHT») M HUX
BApUAHTHI, UCTIONB3YEMbIE B KOHTEKCTE AAHHOTO AOKYMEHTA, MPEACTABISIFOT COOOM OTKPBITHIE
nepexonHble (paspl, TEPMUHBI WM CJOB3, KOTOPble HE MCKIIOYAOT BO3MOXKHOCTH
JOTIOJTHUTENBHBIX JEUCTBUHA WIN CTPYKTYp. POPMBI €MUHCTBEHHOTO YHCJIAa BKIOYAOT B ceOs
COOTBETCTBYIOLIHE (POPMBI MHOXKECTBEHHOT'O YUCIIA, €CIIH KOHTEKCT SIBHO HE TIPEATINCHIBAET HHOE.
HacrosiimuM  packpeiTueéM Takke MPEAyCMOTPEHBbl JpYyrue BapUaHTbl OCYILIECTBIICHUS,
«copepKallnuey, «COCTOSILINE U3» U «COCTOSIIUE, MO CYLIECTBY, U3» BAPUAHTOB OCYILECTBICHMUS
WIN 3JIEMEHTOB, NPEACTaBIEHHbIX B JAHHOM JOKYMEHTE, BHE 3aBUCHMOCTH OT TOTO, U3JIO’KEHBI

JIM OHH B ABHOM BHUJC HUJIK HET.



8
[00028] B caydae nmepeducsieHHs B JAHHOM JOKYMEHTE YHCJIOBBIX THUANA30HOB CIELIMAIBHO
NPEeAyCMOTPEHO KaKAO€ IMPOMEKYTOUHOE YHMCJIO B HUX IPU TAKOHW K€ CTENEHM TOYHOCTH.
Hanpuwmep, B ciydae auanasona 6-9 uncia 7 1 8 mpeayCMOTPEHBI AOMOJHUTEIBHO K 6 U 9, a B
ciaydae auanasona 6,0-7,0 cnenuanbHO npenycmMoTpensl 6,0, 6,1, 6,2, 6,3, 6,4, 6,5, 6,6, 6,7, 6,8,
6,91 7,0.
[00029] TepmuH «npPUOTU3UTENBHO», UCHOIB3YEMbIi B KOHTEKCTE€ MAHHOTO IOKYMEHTa
MPUMEHUTEBHO K OTHOMY WJIM HECKOJIbKUM 3HaUEHUSIM, NIPEICTABIISIOIUM HHTEPEC, OTHOCUTCS
K 3HAYEHHUIO, KOTOPOE SIBJISIETCS] MOAOOHBIM H3JI0KEHHOMY 3aIaHHOMY 3HA4YeHUI0. B cooTBeTCTBUM
C OMpEeIeNICHHBIMH aCIEKTAMU TEPMHUH «IPUOJU3UTENBHO» OTHOCUTCS K JAMANa30Hy 3HAYCHUH,
KoTopble HaxonsATcs B nipeaenax 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%,
9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% unu MeHee B I0OOM HamnpasieHU! (OOJIbIIIE WX MEHBIIE)
OTHOCHUTEJIbHO H3JIO’KEHHOI'O 33JaHHOTO 3HAUEHHs, €CIM He yKa3aHO MHOEe, WM €CII UHOE He
OYEBHJIHO U3 KOHTEKCTA (32 UCKIIFOUEHHEM CJIy4aeB, Korja Takoe yucio Oyzaert npesbimath 100%
OT BO3MOYKHOT'O 3HAUEHHS).
[00030] OmpeneneHust KOHKPETHBIX (PYHKIMOHAIBHBIX TPYMIT U XUMHYECKHE TEPMHUHBI Oojiee
noApoOHO OMMCaHbl HIDKE. B paMKkax HACTOALIEr0 PpACKPbITUS XHUMUYECKHE 3JIEMEHTHI
uneHTHGULUHPOBaHbl B cOOTBeTCTBUH C Ilepuonndeckoii Tabmunei snemenTos, Bepcuein CAS,
Handbook of Chemistry and Physics, 75" Ed., BHyTpeHHss cTOpoHa 0OJIO0XKKH, M KOHKPETHbIE
(yHKLMOHAJIBHBIE TPYIIBI OOBIMHO OIpeeNIeHbl, KaK ONMMCAHO B 3THX UCcTOUHUKaX. Kpome Toro,
o0IMe MPUHIMITBI OPraHMYECKONH XMMMH, a TAK)Ke KOHKPeTHbIE (PyHKLINOHATIbHbIE (PparMeHTsl U
peakiroHHas criocoOHocTh onucansl B Organic Chemistry, Thomas Sorrell, University Science
Books, Sausalito, 1999; Smith and March March's Advanced Organic Chemistry, 7% Edition, John
Wiley & Sons, Inc., New York, 2013; Larock, Comprehensive Organic Transformations, VCH
Publishers, Inc., New York, 1989; Carruthers, Some Modern Methods of Organic Synthesis, 3%
Edition, Cambridge University Press, Cambridge, 1987; npudyem nosHoe conep:kaHue Kaxaoro u3
STUX UCTOYHUKOB BKIIFOUEHO B JAHHBIN JOKYMEHT IOCPEICTBOM CCBUIKH.
[00031] TepMuHBI «aJIKOKCHU» WJIH «aJKOKCWI», HCHOJb3yeMble B KOHTEKCTE JaHHOIO
JOKYMEHTa, OTHOCSATCSl K aJKWJIBHOW TIpyIIe, KOTopas OIpefeieHa B JaHHOM JOKYMEHTE,
NPUCOCAMHEHHON K UCXOIHOMY MOJIEKYJSIPHOMY (parMeHTy depe3 aToM kuciopoaa. Tunudansle
NpUMEPbl AJKOKCH BKJIIOYAIOT B ce0s, 0e3 OrpaHW4eHus, METOKCH, STOKCH, IMpPOIOKCH, 2-
NPOTIOKCH, OYTOKCH U TPET-OYTOKCH.
[00032] TepMuH «aJKWI», HUCHOJb3YEMBIH B KOHTEKCTE AAHHOIO JIOKYMEHTA, O3Ha4daer
JIMHENHYIO UM Pa3BETBJICHHYIO HACBIEHHYIO YIJEBOAOPOAHYIO LEMb, coaep kaiyro ot 1 no 20
aToMOB yriepona. TepMuHbl «HU3MUN ankwim» WM «C1.6aJKWID» O3HAYAKOT YIJIEBOAOPOA C

JIMHEMHOU WJIM Pa3BETBJIECHHON HACBILIEHHON LEMNbIO, coaep Kalmui oT 1 10 6 aTOMOB yriaepoaa.
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Tepmun «Ci-jankun» O3Ha4yaeT YIVIEBOJOPOJ C JIMHEHHONW WM PAa3BETBICHHON LIETbIO,
conepxkamuii ot 1 o 4 aromoB yriepoma. Tepmun «Ci-3adkui» O3HAYaeT YIJIEBOAOPOH C
JMHENHON WM Pa3BETBIEHHOM LENbIO, coAepskamui ot 1 no 3 atomos yriepoga. TunudHbie
NPUMEPBI AJIKUJIA BKJIIOYAIOT B ce0sl, 0€3 OrpaHNueHus], METWJI, ST, H-TIPOIIII, #30-TIPOTINJL, H-
Oytun, emop-OyTun, u30-0yTun, mpem-0yTUi, H-TIEHTHUJI, U30TIEHTHUJI, HEONICHTHJI, H-TeKCHJI, 3-
METHJITEKCHUJI, 2, 2-TUMETUIINEHTU, 2,3 -TUMETHINIEHTHI, H-TeIITHII, H-OKTHJI, H-HOHWUJI U H-TEIAJI.
[00033] TepMuUH «aNKEHWI», HUCMIOJb3yEMbIil B KOHTEKCTE JAHHOIO JOKYMEHTa, O3Haudaer
HEHACBILIEHHYIO YTJIEBOJOPOAHYIO LeMb, coaepskailyro or 2 ao 20 aTOMOB yrjiepoja U Mo
MEHBIIEH MEPE OAHY YIVIEPO-yTJIEPOIHYIO JBOHHYIO CBA3b.
[00034] TepMHUH «aJKUHWII», WUCMOJb3YEMbIiI B KOHTEKCTE NAHHOTO AOKYMEHTA, O3HaydaeT
HEHACBILIEHHYIO YTJIEBOJOPOAHYIO LeMb, coaepskailyro oT 2 ao 20 aTOMOB yrjiepoja W Mo
MEHBIIEN MEPE OHY YIVIEPOA-YTIIEPOIHYIO TPOMHYIO CBSI3b.
[00035] TepMHH «alKOKCHAJKWI», HWCIOJAb3YEMbII B KOHTEKCTE JaHHOTO JOKYMEHTa,
OTHOCHTCsI K QJIKOKCH IpyIIle, KOTOpasi ONpezesieHa B JAHHOM JOKYMEHTE, MPUCOEANHEHHONU K
HUCXOHOMY MOJIEKYJSIPHOMY (PparMeHTy 4epe3 alKUJICHOBYIO TPYIINY, KOTOpasl ONpeselieHa B
JAHHOM JOKYMEHTE.
[00036] Tepmun «apuIaIKUID», HCIIONb3YEMBII B KOHTEKCTE JAHHOIO TOKYMEHTa, OTHOCUTCS K
apWIBHOM Ipymmne, KOTopasl OnpeaeieHa B JaHHOM JOKYMEHTE, IPUCOCAUHEHHON K UCXOIHOMY
MOJIEKYJISIpHOMY (parMeHTy dYepe3 alKWJICHOBYIO TPYIIy, KOTOpas OIpeAesieHa B JaHHOM
JOKYMEHTE.
[00037] TepmuH «aJaKUJIAMUHOY», UCIOJBb3YEMbIN B KOHTEKCTE JAHHOTO JOKYMEHTA, O3HA4aeT
IO MEHbIIEH Mepe OJHY aJKWIbHYIO IpYMIy, KOTOpas ONpeAeieHa B AAHHOM IOKYMEHTE,
NPUCOCIMHEHHYI0 K HCXOJHOMY MOJIEKYJIIPHOMY (DparMeHTy uepe3 aMHUHOTPYIIY, KOTOpas
onpezeseHa B JTaHHOM JOKYMEHTE.
[00038] TepMuH «alKUJIEH», UCMONb3YEMbIH B KOHTEKCTE JAHHOTO JOKYMEHTA, OTHOCHUTCS K
JBYXBAJICHTHOU IPYyIIIIE, MOJYYEHHON U3 YIJEBOAOPOAA C JIMHEMHON WM Pa3BETBIECHHON LIENbIO
¢ 1-10 atomamu yriepona, HanpuMmep, ¢ 2-5 aromamu yriepoaa. TunudHele NpuMepsl alKuiIeHa
BKJIFOYArOT B cebs, 0e3 orpanwvenms, -CH>CH»-, -CH,CH,CH-, -CH>CH,CH,CH>-
n -CH,CH>CH>CH,CH>-.
[00039] TepmMuH  «amua», HUCHOJB3YEMBIH B  KOHTEKCTE€  JAHHONO  JOKYMEHTA,
o3HadaeT -C(O)NR- wiu -NRC(O)-, npuyem R mokeT mpencTaBisatb cOOOM BOAOPOI, aJKHUJI,
LUKJIOAJIKUJI, apUJI, F€TePOAPHIL, FETEPOLIUKIL, AJIKEHHUJT WU IeTEPOATIKIIL.
[00040] TepMHUH «aMUHOAJIKHUJIY, UCIOJAB3YEMBbI B KOHTEKCTE JAHHOTO JOKYMEHTA, O3HAYAET

[0 MEHbIIEH Mepe OAHY aMHUHOIPYINy, KOTOpas OINpeAesNeHa B JaHHOM JOKYMEHTE,
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NPUCOEIMHEHHYI0 K HCXOOHOMY MOJIEKYJSIPHOMY (parMeHTy depe3 aJKWJICHOBYIO TpPYIILY,
KOTOpast ONPEAENIEHA B JaHHOM JOKYMEHTE.
[00041] TepMuH «aMHHO», MCHOJB3YEMbIH B  KOHTEKCT€  JAaHHOIO  JOKYMEHTa,
o3HauaeT -NRRy, mpuuem Ry u Ry Moxker npencrasisite coO0H BOIOPOA, aIKWII, IUKIIOATKHUIL,
apuJ1, TeTepoapul, TeTePOLMKII, ANKEHW UK reTepoankul. B ciydae aMUHOANIKUIBHON TPYIIBI
WK Jr000ro Apyroro parMeHTa, B KOTOPOM aMHUHO COEAMHSIET BMECTE ABa IPYrux (hparMeHra,
aMHHO MOJKET MPeNCTaByIsTh co00i —NRy—, B KoTOpoM Ry MoskeT npencTasisitb coO00i BOXOPO,
AJIKWJI, UUKJIOAJIKIII, apWI, T€TePOapUl, T€TEPOLIMKII, AJIKEHUI WINH FeTePOATKUIL.
[00042] Tepmun «apum», UCMIOJIB3YEMbII B KOHTEKCTE AAHHOTO AOKYMEHTa, OTHOCHUTCS K
ApOMATUYECKOW TIpymme, Takoi Kak (eHwIbHas Tpynma, WM K  OWUIMKJINYEeCKOH
KOHJIEHCHPOBAHHOW KOJbLIEBOH cucreme. IlpuMepoM OHIMKINYECKHX KOHIEHCHPOBAHHBIX
KOJIBLIEBBIX CUCTEM SIBIISIETCSI (PEHIITbHASI TPYIIA, MPUKPEIUIEHHAS K HICXOAHOMY MOJIEKYJISIPHOMY
(bparMeHTy 1 KOHIEHCUPOBAHHYIO C LUKJIOAJKIIIBHON IPYMIION, KOTOpasi OrpeneieHa B JaHHOM
IOKyMeHTe, (DeHWIbHAs TpyNNa, TeTepoapuiibHAasl TPyIIa, KOTOpas OmpeneieHa B TaHHOM
NOKYMEHTE, WJIA FeTePOLUKII, KOTOPBINA ONpeNeeH B JaHHOM JOKyMeHTe. Tunuunsle mpuMepsl
apuia BKIIOYAOT B ce0s, Oe3 orpaHuveHus, WHAOMWI, HapTUi, (QEHWwI, XUHONUHWI U
TETPaAruAPOXUHOJUHWI. TEePMHUH «apUIIAJKUI» OTHOCUTCSI K AJKWIy, KOTOPBIM ONpENeNeH B
JAHHOM JOKYMEHTE, 3aMEIEHHOMY apUJIbHBIM PaIUKAJIOM.
[00043] «Apunen» OTHOCUTCS K apuily, KOTOpPBI OIpenegeH B JaHHOM JOKYMEHTE,
UMEIOLEMY ABa OJHOBAJICHTHBIX PAJAMKAJIbHBIX LIEHTPA, MOJYYEHHBIX IOCPEACTBOM YIAJICHUS
ABYX aTOMOB BOAOPOJZA C JIByX aTOMOB YyIJIEpOJa B UCXOAHOM apuiie. THUNHYHBIE apUIeHOBBIE
pagMKanbl BKIOYAOT B ceds, Oe3 orpaHuveHus, (eHMJIeH U HAPTUICH. «APHIAIKUICH»
OTHOCUTCSI K apUJIAJKWIy, KOTOpPBIM ONpEAeSeH B JaHHOM JOKYMEHTE, HMEIOLIeMY [Ba
OIHOBAJIEHTHBIX PAaJUKAJIbHBIX LEHTPA, MOJYYEHHBIX MOCPENCTBOM YyAAJCHHs] OJHOIO aTroMma
BOIOPOZIa C apWJIBHOTO paAuKaja, a ApPYroll aToM BOAOPOAA YAAJIEH C AJKWJIBHOIO paauKasa
TPYTIIIBL
[00044] TepmuH «kapOOKCHUI», UCHOIB3YEMbI B KOHTEKCTE JAHHOTO JOKYMEHTA, O3Ha4yaeT
kapOonoBytro kuciory win —COOH.
[00045] TepMHH «UMKJOAQJKWJ» O3HA4YaeT OJHOBAJICHTHOE HACBIIIEHHOE YIJIEBOIOPOIHOE
KOJIBLIO WJIM OWIMKJIMYECKYIO rpynmy. L{MKI0oanKuibHbIe TPYNIBl UMEIOT HOJb Fe€TEPOaTOMOB H
HOJIb JBOMHBIX CBsi3eH. LlMKJIOANKUIIBHBIE TPYIIbI SBISIOTCA MOHOLMKIWYECKUMH WJIN
NPEACTABISIIOT COOOM KOHAEHCUPOBAHHBIE, CITUPO- MIIM MOCTHKOBBIE OMITMKINYECKHE KOJIBIIEBBIE
cucteMbl. MOHOLMKIMYECKHE LUKJIOAJKWIbHBIE Tpynmnbl coaep:kat 3-10 atoMoB yriepona,
NPEATIOUTUTENBHO, 4-7 aTOMOB yriepoaa u, Ooyiee MPeArouTUTENbHO, 5-6 aTOMOB yriiepona B

KOJiblle. bHLMKINYeCKHEe LMKIOAJKUIbHBIE TIpynmbel comepkar 8-12 aToMOB yriepona,
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npeanouTuTesibHo, 9-10 aToMOB yriiepona B KoJiblie. L[UKIOaNKUIbHBIE TPYIITBI MOTYT OBITH
HACBIIEHHBIMH UJIM HEHACHIIEHHBIMU. [[MKJI0aNKUIIbHBIE TPYIITBI BKIIIOYAIOT B ce0si, HAapumep,
LIUKJIONPOTINJI, HUKJIOOYTHII, LUKJIOMEHTHI, LIUKIOT€KCUIT M LIUKJIOT €TITIII.
[00046] TepMHMH «UUMKIOAIKEHWUI», HWCMNOJb3YEMbI1 B KOHTEKCTE€ MAAHHOIO JOKYMEHTE,
O3HA4YaeT HEAPOMATUYECKYI0 MOHOLUKIMYECKYIO WIH MOJULUKINYECKYIO KOJIBLEBYIO CUCTEMY,
COZEp’Kallyl0 IO MEHbLIEH Mepe OJHYy YIVIEPOA-YIVIEPOJHYIO JBOMHYKO CBsI3b W,
MPEANOYTUTEPHO, UMEKIyl0 OT 5-10 atomMoB yriepoga Ha koibLo. WITOCTpaTUBHbBIE
MOHOLIMKJIMYECKNE LUKJIOAJKEHWJIbHBIE KOJbIAa BKIIOYAIOT B Ce0s  LUKJIONEHTEHUI,
LUKJIOT€KCEHUJT U LIUKJIOTENTEHUIT.
[00047] TepMHUH «UIMKJIOAJKUHUJ», HCIOJb3YEMbIiI B KOHTEKCT€ MAHHOTO JOKYMEHTA,
O3HA4YaeT MOHOLMKJIMYECKYIO WM MOJULUKINYECKYIO KOJBLEBYIO CHCTEMY, COAEPXKALIYIO IO
MEHBIIEH Mepe OJIHY YINIEPOA-YIIEPOAHY TPONHYIO CBSI3b U, MPEANOYTUTEIBHO, UMEIOIINI OT
5-10 aTomoB yriepona Ha KoibLo Wi 6ojiee 10 aTOMOB yriiepoaa Ha KOJIbIIO.
[00048] TepMuH «TraJOre€HAJKUID, UCTIOJIb3YEMbI B KOHTEKCTE TAaHHOTO JOKYMEHTA, O3HA4aeT
AJKUJIBHYIO TPYMITy, ONPEAEICHHYI0 B JaHHOM JOKYMEHTE, B KOTOPOU OAMH, ABAa, TPH, YETBIPE,
ST, LIECTh, CEMb WJIM BOCEMb aTOMOB BOAOPOAA 3aMEHEHBI rajJoreHoM. THUnu4yHble IpUMepbl
rajoreHajKiia BKIIOYalT B cebs, Oe3 orpannmdenus, 2-¢propatun, 2,2,2-TpuUTOpITHI,
tpudropmernn, audropmernn, mneHTapTOPITUA U TpUPTOPHIpONHI, TakoW Kak 3,3,3-
TpUTOPIPOIHIL.
[00049] TepmuHBl «TrajoOreH» WIH «TAJOTEHUA», WCIOIb3YEMblE B KOHTEKCTE INAaHHOIO
nokymenrta, o3HavaroT Cl, Br, [ unu F.
[00050] TepmuH «reTepoanKuy, UCHOJAb3YEMbIH B KOHTEKCTE JAHHOTO JOKYMEHTA, O3Ha4aeT
AJIKUJIbHYIO TPYIITY, ONPEAENICHHYIO B JAHHOM JOKYMEHTE, B KOTOPOM MO MEHbILEH Mepe OAVH U3
YIJIEPOZIOB B QJIKUJIBHOM IPYINIE 3aMEHEH Ha IeTepoaToM, TaKOW Kak KUCIOPOZX, a30T U Cepy.
Tunuyeble NpUMEPHl TETEPOATKHIIOB BKJIIOUAIOT B ceds, 0e3 orpaHuueHus, >QUpbl aJKuiIa,
BTOPHYHBIC M TPETUYHBIC AJKHJIAMHIHBI, aMUJIbI U AJIKHJIICYIb()HUIBL
[00051] Tepmun «rerepoapuil», UCHOJIb3YEMbIH B KOHTEKCTE JAHHOIO JOKYMEHTA, OTHOCUTCS
K apoOMaTHYeCKOMY MOHOLMKIMYECKOMY KOJIbLY MJIH K apoOMaTHYeCKOW OHIMKJINYECKOM
KOJIBLIEBON CHCTEME, COZeprKalleil IO MEHbIIEH Mepe ONH IeTepoaToM, HE3aBHCUMO BBIOPAaHHBIN
u3 rpynnel, cocrosimeit u3 N, O u S. ApoMaTuueckre MOHOLMKJIMUYECKHE KOJIbIla MPEACTABIISAIOT
cO0OH IATH- WM MIECTH-YJIEHHBIE KOJIbIIA, COMAEpIKAaIlNe IO MEHbIIEH Mepe OAMH I'eTepoaToMm,
HE3aBUCUMO BBbIOpaHHBIH K3 rpymmbl, coctosimed u3 N, O u S. [IaTnuneHable apoMaTHYeCKHe
MOHOLIMKJIMYECKHE KOJbLA HMMEKT ABE ABOWHBIX CBA3M, M ILIECTUWICHHbIE apOMAaTUYECKUE
MOHOLIMKJIMYECKHE KOJIbI[a MMEIOT TPH [BOHWHbIE CBs3U. llpumepoMm OHIMKINYECKHX

reTCPOaApUIIbHBIX I'PYIIII ABJIACTCS MOHOLUKINYICCKOC T€TCPOAPUIIBHOC KOJIBLO, IPUKPECTIIICHHOEC K
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UCXOAHOMY MOJICKYJISIpHOMY (parMeHTy U KOHIEHCHUPOBAHHOE C MOHOLMKJIHYECKOH
LUKJIOAJKUJIBPHON TPYMNION, KOTOpas OmpezesieHa B JAAaHHOM JOKYMEHTE, MOHOLIMKJIMYECKas
apwibHasi TpyINa, KOTopas OmNpelnejieHa B JaHHOM JOKYMEHTE, MOHOLMKJINYECKast
reTepoapuiibHasl rpyIina, KOTopasi OMpenesieHa B JAHHOM JIOKYMEHTE, WJIM MOHOLMKJINYECKHUH
reTepOLMKII, KOTOPbIN ONpeneneH B AAHHOM NOKyMeHTe. TuMuuHble NpUMEphbl rerepoapuia
BKJIFOYAIOT B celst, Oe3 OrpaHuyveHusi, WHIOJWI, NMUPUAMHWI (B TOM YHCIE MHPUAMH-2-HII,
MUPUIUH-3-WI, TUPUIAH-4-W1), TUPUMUOUHWI, TUPASUHWI, TUPUOA3UHWI, TMHUPA30JIUJ,
nupposwt, Oenzonupazonwn, 1,2,3-rpuasonun, 1,3,4-tuanuazommn, 1,2,4-tuaauazomwn, 1,3,4-
okcamuazonwi, 1,2,4-okcamuaszoniuil, HMMHOA30JMI, THA30JHJ, W30THA30JMJ, THUEHUI,
OEH3UMHMIA30JIMII, OEH30THA30JIMJI, OEH30KCA30/JWI, OEH30KCAOUa30Jujl, OEH30THEHHII,
oenzodypanun, uzodbenzodypanmn, GypaHusi, OKCA30JIUI, U30KCAZOJHII, TyPUHII, U3OUHIOJIUJ,
XUHOKCAJMHWJI, UHAA30JIWI, XUHA30uHw, 1,2 4-tpuaszunun, 1,3,5-TpuazuHui, U30XUHOJIUHUI,
XUHOJMHW, 6,7-guruapo-1,3-6en3otuazonmmn, wumunasoll,2-a|nupunuami, HaTUPUIUHIL,
MUPUIOUMHUIA30HI, THA30JI0[ 5,4-b |mupuanH-2-un, Trazono| S,4-d|nupuMunuH-2-u.

[00052] TepMHHBI «IETEPOLMKI», WIM «TETEPOLUMKINYECKUN», WIN «TE€TEPOLMKIINIY,
UCTIOJIb3y€Mble B KOHTEKCTE NAHHOIO JOKYMEHTAa, O3HA4Yal0T MOHOLMKJIWYECKUU Te€TEPOLIUKJI,
OMLIMKIIMYECKUIT TreTepouuKka (reTepOOUIMKINYECKIH) WIH TPULMKJINYECKUNH TeTePOLMKIIL
MOHOUUKIINYECKUI TeTepOLIUKII PEACTABIISIET COOOM TPeX-, UeThIPeX-, MATH-, IIeCTH-, CEMH- HITU
BOCBMHU-WJICHHOE KOJIbIO, COJAEpIKalllee MO MEHbIIeH Mepe OAWH TIeTepoaToM, HE3aBHUCHUMO
BbIOpaHHbBIN U3 rpymnmel, coctosiined u3 O, N u S. Tpex- uin ueTblpex-uJIeHHOe KOJIbLIO CONEPIKUT
HOJIb WM OJTHY JIBOWHYIO CBSI3b U OZINH IeTepOaToM, BbIOpAaHHbII U3 rpynmnsbl, cocrosimen u3 O, N
u S. IlaTu-uneHHoe KOJBbIIO COAEPKUT HOJb WM OJHY ABOMHYIO CBSI3b U OIHH, ABA WJIH TPH
reTepoaroma, BbIOpaHHbIX M3 rpynmbl, coctosimeir u3 O, N u S. IllecTu-uneHHOE KOJbBLO
COZIEP>KUT HOJIb, OJHY WJIM JIB€ IBOWHBIX CBSI3U M ONMH, JIBA WJIK TPH IeTePOATOMa, BHIOPAHHBIX
u3 rpymmsl, cocrosimeit u3 O, N u S. Cemu- u BoCbMU-UJIEHHBIE KOJIbLIA COAEPKAT HOJIb, OJHY,
IBE WM TPU JBOHHBIE CBSI3M U OIWH, JBA HJIM TPU TE€TEPOATOMA, BBIOPAHHBIX U3 TPYIIIHI,
cocrositiedt u3 O, N u S. TunuyHbie TpUMepbl MOHOLMKJINYECKHUX T€TEPOLUKIIOB BKJIFOYAOT B
cebs1, Oe3 orpaHUYeHUs], A3eTUANMHII, a3eTAHUI, A3UPUIUHIII, nuasenanwi, 1,3-muokcanwm, 1,3-
JMOKCOJIaHUII, 1,3-guTnonanm, 1,3-muTrann, UMMAA30JIMHUIL, UMMAA30JUIUHMII,
W30THA30JUHII, W30THA3OJUAVHUJ, W30KCA30JUHIUI, W30KCA3OJMUIUHWI,  MOPQOIHHUI,
OKCAAUA30IUHIII, OKCAANA30UINHII, OKCA30JIMHIII, OKCA30JUINHIII, OKCETAHIII, TUTIEPA3UHIII,
MUNEPUANHIIL, TUPAHWI, TNUPA30JIUHII, TUPA3OJIUIAUHWI, TUPPOJUHII, TUPPOIUIUHUIL,
TeTparuApoPypaHiL,  TETPArUAPONUPAHWI,  TETPATHIPONUPUAMHUJ,  TETPATHIPOTHUEHUI,
THAINA30JIUHUIL, THUAINA30JIUIUHII, 1,2-TnazuHanum, 1,3-TuasuHaHWUI, THA30JIUHIII,

THA30MUANHWI, TUoMopdomuuun, 1,1-nuokcupornomopdonuumn  (THOMOpGOIUHCYIbGOH),
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THOTIMPAHW ¥ TPUTHAHWIL. BUMIMKIMYeCKUIA reTePOLIUKJT MPEICTABISIET COO0M MOHOIIMKTHYECKUH
reTepOLMKII, KOHJEHCUPOBAHHBIN C (PEHUIBHON TPYyNION, MJIM MOHOLMKINYECKUN T'€TEPOLMKIL,
KOH/IEHCUPOBAHHBII ¢ MOHOLIMKJIMYECKUM LIUKJIOANKUIIOM, WIH MOHOLMKIMYECKUN TeTePOLUKII,
KOHJIEHCUPOBAHHBIM C  MOHOLMKJIMYECKUM LUKJIOAJIKEHWIOM, WJIU MOHOLMKJIMYECKUH
reTepOLUKI, KOHACHCUPOBAHHBIH € MOHOLMKJIMYECKUM TIETEPOLUKIOM, WIH MOCTHKOBYIO
MOHOLMKJINYECKYI0 FeTePOLUKINYECKYHO KOJIBLEBYH) CUCTEMY, B KOTOPOH J1Ba HECMEKHBIX aTOMA
B KOJIbLIE CBSI3aHbl AJIKUJICHOBBIM MOCTUKOM U3 1, 2, 3 unu 4 aTOMOB yIiiepoJa WK aJKUJIEHOBBIM
MOCTUKOM W3 JIBYX JBYyX, TpPE€X WJIH YeThIpeX AaTOMOB yrjepoja. THUMHYHbIE NPUMEPHI
OMLIMKJIMYECKUX TeTEPOLMKIIOB BKIIOYAOT B ceds, 0Oe3 orpaHudeHwus, OEH3O0MUPAHUI,
OeH3oTHONHMpaHWI, XpoMaHwy, 2,3-muruapodensodypanui, 2,3-muruapoOeH30oTHeHmwI, 2,3-
OUTHAPOU3OXUHONKH, a3a0uiiukiio[2.2. 1 rentun (B ToM uucie 2-azabunmkio[2.2.1]rent-2-wn),
2,3-gurunpo- 1 H-uugonuin, W30UHIOIUHUII, OKTaruAPOLHUKIIONEHTA[ ¢ |TUPPOIIUIL,
OKTaruIpONMUPPOJIONMUPUANHIII U TETPAruAPOU3OXUHOJUHUI. [IpuMepoM TPULIMKINYECKUX
TeTePOLIUKIIOB SIBJISIETCS OWILMKJIMYECKUH TeTepOIKI, KOHIEHCUPOBAHHBIN ¢ (PEeHUIBHOM
IPynrmoH, win OWIUKINYECKUH TeTepOlMKI, KOHIEHCUPOBAHHBIA € MOHOLMKIHYECKIM
LIMKJIOAJIKAJIOM, WJIN OWIMKINYECKHH TeTepOLUKJI, KOHIEHCHPOBAHHBIH C MOHOLMKINYECKUM
LIMKJIOAJIKEHUJIOM, WJIN OWIIUKIMYECKHH TeTePOIHKII, KOHAEHCHPOBAHHBINA ¢ MOHOLIMKINYECKUM
TeTEPOLMKIIOM, WIN OWIMKINYECKUH TeTepOIMKJ, B KOTOPOM JiBa HECMEXHBIX aToMa B
OMLIMKJIMIECKOM KOJIbLIE CBSI3aHbI AJIKUJIEHOBBIM MOCTUKOM 13 1, 2, 3 uiiu 4 aTOMOB yriiepoaa Win
AJKUJIEHOBBIM MOCTUKOM M3 JBYX, TpPe€X WIH 4YeThpeX aToMoB yriepona. Ilpumepsr
TPULMKJINYECKHX TeTEePOLMKIOB BKIIOYAOT B cebs, 0e3 orpaHu4YeHus, OKTaruapo-2,5-
SMOKCUTIEHTAJIEH, rexkcarunpo-2H-2,5-meraHonukinonenral bgypas, rekcarunpo-1H-1,4-
meraHonukionenrta[c]bypan, asa-amamantan  (1-asarpuiukino[3.3.1.1%7|mexan) u  okca-
amamanTaH  (2-okcaTpunukio[3.3.1.1>"|nekan). MoOHOLUKINYECKUE, OWULIUKINYECKHE U
TPULIMKJIMYECKUE T€TEPOLMKIIBI COSAMHEHBI ¢ MCXOOHBIM MOJEKYJISIPHBIM (pparMeHTOM dYepe3
mo0oit aroMm yriepona win 000 aToM a30Ta, COIepIKAIUNCS B KOJIbLAX, U MOTYT SIBJISATHCS
HE3aMEIIEHHBIMU UJTH 3aMEIIEHHBIMH.

[00053] Tepmun «rerepoapuiajKUi», HUCHOIb3YEMbI B KOHTEKCTE€ NaHHOIO JIOKYMEHTa,
OTHOCUTCSI K TeTepoapuiibHON TIpyIIe, KOoTopass OlpelnelieHa B JaHHOM JOKYMEHTe,
NPUCOCAMHEHHOW K HCXOJHOMY MOJIEKYJISIPHOMY (ParMEeHTy dYepe3 aJKHIJIEHOBYIO TpPYIIY,
KOTOpasi OIpeiesieHa B JaHHOM JOKYMEHTE.

[00054] TepmuH «reTepOLMKIMIAIKWID, UCHOJNb3YyEeMbIH B KOHTEKCTE NAHHOTO TOKYMEHTA,
OTHOCHUTCSI K TeTepOLMKJINYECKON TIpyImme, KOTopas OIpenejeHa B JaHHOM JOKYMEHTE,
NPUCOEINHEHHOW K HCXOJHOMY MOJIEKYJISIPHOMY (ParMEeHTy dYepe3 aJKHJIEHOBYIO TpPYIIY,

KOTOpast OnpeaciicHa B [aHHOM JOKYMCHTC.
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[000SS] Tepmunbl «THAPOKCHUI» WA «TUAPOKCHU», HCIOJIb3YEMblE B KOHTEKCTE NAHHOIO
noKyMeHTa, o3HadaroT -OH rpynmy.
[00056] TepmuH «TUAPOKCHAJIKWI», WCHOJIB3YEMbII B KOHTEKCTE€ HAHHOTO IOKYMEHTA,
O3Ha4aeT 1o MeHblei Mepe oany -OH rpynny, NpucoeIMHEHHYIO K HCXOAHOMY MOJIEKYJISIPHOMY
(dparmMeHTy dyepes alKUICHOBYIO IPYIITY, KOTOpAasi ONpeesieHa B JTaHHOM JOKYMEHTe.
[000S7] B HeKOTOpBIX Ciydasx YHUCJIO aTOMOB YIJEpoJa B YIVIEBOAOPOJHOM 3aMECTUTENE
(HampuMep, aJKKUI WK HUKJIOATKII) 0003HaYeHO MPepUuKcoM «Cx-y-», IPUYEM X MPEACTABIISET
co00H MUHHMMAJIBHOE YUCIIO, U Y TIPENCTaBIIeT COO0M MaKCUMAJIbHOE YHCIIO ATOMOB YIJIEPOAA B
3amecturene. Takum obpasom, Hanpumep, «C1-3aIKHI» OTHOCUTCS K aJIKMJIBHOMY 3aMECTUTEIO,
coaepskaiemy ot 1 10 3 aTOMOB yriepoza.
[00058] TepMuH «3aMeIIEHHBIH» OTHOCUTCS K TPYIIE, KOTOPask MOKET ObITh TOTIOJIHUTEJIBHO
3aMellleHa OJHOI WM HECKOJbKMMM 3aMeEIlalolMMU IPyNIamMH, OTJIMYHBIMH OT BOJOpOJA.
3amemmaromiye rpymnmbl BKIOYAOT B ce0s1, 6e3 orpanudenus, rajoreH, =0 (okco), =S (THOKCO),
[IMaHO, HUTPO, (PTOpPANKHI, AIKOKCUPTOPAIKWI, (TOPAIKOKCH, AJKWJ, AJKCHWJ, aJKUHHII,
rajjoreHajKuil, raJoreHaJKOKCH, TeTepOaKul, UKIOAIKWII, IUKIOATKEHW, apuil, reTepoapu,
reTepOLUKII, LUKIOAIKUIANKII, TeTepOapUiIalKuil, apuianKuil, TUAPOKCH, T'MAPOKCHAIIKUIL,
AJIKOKCH, AJIKOKCHUAJIKWJI, AJKWUJIEH, apWIOKCH, (PEeHOKCH, OCH3MIIOKCH, aMHHO, aJKUJIAMHUHO,
alMJIAMMHO, AMHHOAJIKWJI, AapWIAMUHO, CyJb()OHHIAMHUHO, CYJIb(QUHUIAMUHO, CYJIb(OHHI,
ankwicynbhoHwt, apwicynbdonun, amuHocynbdonwn, cynabunmn, -COOH, keroH, amupn,

kapOamar u aLui.

[00059] TepmuH « ======» O03HAYaeT OMMHAPHYIO CBSA3b (— ) WIIM IBOMHYIO CBA3b (= ) UMK
).

[00060] B ciydae coenquHeHU, ONMMCAHHBIX B JAHHOM JOKYMEHTE, IPYIIIbI U UX 3aMECTUTEN

TPONHYIO CBSI3b (

MOTyT ObITh TOAOOPaHBI B COOTBETCTBUU C AOMYCTUMOHN BaJEHTHOCTHIO ATOMOB M 3aMECTUTEJIEH
TakuM 00pa3oM, 4TOOBI MOAOOpaHHBIE TPYMIIBI U 3aMECTUTENM O0ECNeunBaiu B Pe3yJbTare
CTa0MIIbHOE COEAMHEHUE, HaPUMep, KOTOPOe HE MOABEPraeTcsl CIOHTAHHO MPEBPAIICHUI0, KaK
Hanpumep, NOCPENCTBOM MEPErpyNNUPOBKHU, HUKIN3ALUH, OTINEIICHUS U T. 1.

[00061] TepMuHBI «BBEAEHUE» WU OCYIIECTBIECHUE BBEICHUA», UCIIOJIb3YEMbIE B KOHTEKCTE
IaHHOTO JIOKYMEHTa, OTHOCSTCS K OOECIEYEeHHUIO, MPHUBEACHHI0 B KOHTAaKT W/WIJIH IOCTaBKE
COEAMHEHUs] WJIM KOHBIOTATa C TOMOIIBI JIFOOOro MOAXOASALIEr0 NYyTH Al JOCTIDKEHHS
xKesmaeMoro ¢ dexra. ITH COeNMHEHNS WM KOHBIOTaThl MOYKHO BBOJUTH CYOBEKTY HECKOJIBKUMHU
NyTSIMH, B TOM 4uclie, 0€3 OrpaHHuYeHHs], epOpPabHO, Yepe3 Ila3a, Ha3aJbHO, BHYTPUBEHHO,
MECTHO, B BHJI€ a3PO30JI€H, CYMITO3UTOPUSI U T.JI., U MX MOXKHO NPUMEHSTh B KOMOMHALINH.
[00062] B koHTekcTe JAaHHOTO JOKYMEHTA «PaKk» MOXKET BKJIIOUATh B CeOst JTIOOYIO KIIETKY HIIU

TKaHb, MOJYYCHHYI0 U3 OIIYyXOJIH, HOBOO6pa30BaHI/I$I, PaKOBBIX KJIECTOK, TKaHU B IMPEAPAKOBOM
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COCTOSIHUY, KJIETOYHOW JIMHHMHM, 3JIOKAYE€CTBEHHOTO HOBOOOpPA30BaHHs WJIH JIFOOOrO Ipyroro
HCTOYHHUKA KJIETOK, KOTOPbIE UMEIOT NOTEHHAJ K PACIPOCTPAHEHHUIO U POCTY B HEOTPAaHHUEHHON
creneHu. PakoBble KJIETKH MOTYT OBITh OJYY€HbI U3 BCTPEYAIOLINXCS B €CTECTBEHHBIX YCIIOBUSX
HCTOYHUKOB WJIM MOTYT OBbITh CO3[]aHbl MCKYCCTBEHHO. PakoBbIE KJIETKH Takke MOTYT OBbITh
CIOCOOHBI K MHBA3WH B IPYTHE TKAHU M METacTa3UPOBAHMIO. PaKOBBIE KIIETKH JOMOJHHUTEIBHO
BKJIFOYAIOT JIIOOBIE 3JI0KAYECTBEHHBIE KIIETKHM, KOTOPbIE IPOPACTAIOT B APYrHe TKAHU /WM
MeTacTasupyroT. OfHY WM HECKOJBKO PAKOBBIX KJIETOK B PaMKax OpraHM3Ma MOXKHO TaKiKe
Ha3bIBATh PAKOM, OIyXOJIbIO, HOBOOOPA30BAHMEM, OMYXOJIEBBIM POCTOM, 3JIOKAYECTBEHHBIM
HOBOOOpa30BaHUEM WJIH JIFOOBIM IPYTHM TEPMUHOM, HCIIOJIb3YEMbIM B JAHHOH 00JIACTH TEXHHUKH
ISl OTICAHUSI KJIETOK B PAKOBOM COCTOSIHUU. Pak MOJKET BKIIFOUATh B ce0s1, HAPUMED, MEJIaHOMY,
paK TOJOBHOTO MO3Ta, PaK JIETKOrO, paK HAAMOYEYHHMKA, pPaK TEUeHH, pPaK IOYKH, paK
MOKEITYIOUHOM JKeJe3bl, Pak MHUIIEBOAA, PaK JKEIyIKa, paK TOJCTON KHUIIKH, pak 0OOOZOYHOH U
NpsSIMOM KHUINKH, PaK AHAJBHOTO KaHajla, pakK IPeNCTATEIbHOHN JKele3bl, paK SUYHUKA, pPaK
MOJIOYHOH JKeNe3bl, pakK IeHKH Marky, JUMGPOMy, JIEHKO3, MHEJIOMYy, TIeMo0IacTo3,
renaToLe/UTIONIAPHYI0  KapIMHOMY, PEeTHMHOOJIAcTOMYy, TJIMOMY, CapkoMmy, OiacTtomy,
TUTOCKOKJIETOYHYIO KAPLIUHOMY U aJIEHOKAPLITHOMY.

[00063] TepmuHBI KKOHTPOJIBY, «ITAJOHHBIM YPOBEHb» U «ITAJIOH» UCIOJB3YIOTCSI B JAHHOM
IOKYMEHTE  B3aUMO3aMEHSEMO. OTAJOHHBI YPOBEHb MOXET MPENCTaBIATb  COOOH
NpeBApUTENIbHO ONpeAeNeHHOe 3HA4YeHHEe WM JUAra30H, KOTOPbIH HCIONB3YIOT B KauecTBe
TOYKH OTCUE€Ta, OTHOCUTEJIBPHO KOTOPOW OLIEHMBAIOT H3MepeHHbIN pesyibrar. «KoHTponbHas
Ipynna» B KOHTEKCTE JAHHOTO JOKYMEHTa OTHOCHTCSI K TPYIIle KOHTPOJIBHBIX CYOBEKTOB.
IIpenBapuTeNbHO ONpENeNeHHbIH YPOBEHb MOXKET NPEACTABIATh COOOW I'paHWYHOE 3HAYCHUE
OTHOCUTEJIbHO KOHTpPOJIbHOW rpymmbl. [IpenBapUTebHO ONpeneieHHbI YpPOBEHb MOXKET
NPEICTaBJISITh COOOM CpeqHee 3HAYeHHe B KOHTPOJbHOW rpymme. I'paHuuHbIe 3HAYeHUs (WIIH
NPEIBAPUTEIIPHO OMNpENeIeHHbIE TPAHUYHBIE 3HAYEHHs]) MOXKHO OINPENEIUTh C TMOMOLIBIO
METOIMKH aNanTHBHONH Monenu mnporHosuposanusi (AIM). I'paHuunble 3HaueHHUs (WM
NpEeIBAPUTEIHLHO ONPEAeNICHHbIE TPAaHUYHbIE 3HAYEHHUST) MOJKHO OIPENENUTh C IOMOIIBIO aHATN3a
KPUBOH 3aBUCHUMOCTH YYBCTBHUTEJIBHOCTH OT YaCTOTHI JIOXKHO ITOJIOXKHUTENBHBIX 3aKIFOUCHHUI
(ROC) B OGuonormyecknx obpasuax u3 rpynmbl nanueHToB. ROC aHamm3, KOTOPBIA B LEJIOM
U3BECTEH B O0JjacTH OHOJIOTWH, TPEACTABIISIET COOOW OmNpeneieHne CIOCOOHOCTH aHaM3a
OTIIN4aTh OHO cocTostHue OT npyroro. Onucanue ROC ananuza npeacrasneno B P.J. Heagerty et
al. (Biometrics 2000, 56, 337-44), pacKpbITHE KOTOPOTO TEM CaMbIM BKJIFOUEHO IOCPEACTBOM
CCBUIKM BO BCeH cBOeil momHoTe. B KauecTBe anbTepHATHBBI, IPAHUYHBIE 3HAYEHUS MOXKHO
ONpPENENUTh C TOMOIIBI0 KBAaPTUJIBHOIO aHAJIN3a OHOJIOTHUECKUMX OOpa3sLoB W3 TPYIIIbI

nauyMeHToB. Hanpumep, rpaHM4YHOE 3HAa4Y€HHE MOMKHO ONPENENUTh IOCPEACTBOM BbIOOpa
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3HAYEHUsI, KOTOPOE COOTBETCTBYET JIFOOOMY 3HAYCHHIO B JAHMAMA30HE 25r0-75r0 MPOLICHTUIIEH,
NPEANOYTUTENBHO, 3HAYEHUE, KOTOPOE COOTBETCTBYET 25y MPOLEHTUIO, S0yy MPOLEHTUIIFO UITN
75wy TIPOLICHTWIIO, W, OOJiee MPEenroYTHTENbHO, 75yy MPOLEHTUIIO. Takue CTaTUCTHUYECKUe
aHaJIN3bl MOJKHO OCYIIECTBIISITh C IPUMEHEHHEM JIF0OO0ro crioco0a, H3BECTHOTO B YPOBHE TEXHUKH,
¥ OHHU MOTYT OBITb peajH30BaHbl B JIOOOM KOJNYECTBE KOMMEPYECKH IOCTYIHBIX ITaKEeTOB
nporpaMMHOro obecriedenus (Hanpumep, ot Analyse-it Software Ltd., JIuac, BenukoOpuranus;,
StataCorp LP, Konnemxk-Cretitien, Texac, CIIIA; SAS Institute Inc., Kapu, CeBepnas Kaponuna,
CHIA). YpoBHU B 300pOBOM COCTOSIHMM MJIH HOPMAJIbHbIE YPOBHH WJIH TUATIA30HbBI JJIT MUIIEHH
WIN JUI aKTHBHOCTH O€JIKa MOKHO OMPEAENSTh B COOTBETCTBUU CO CTAHOAPTHOW MPAKTHKOM.
KoOHTpoJb MOKET MPENCTaBISATh COOO0M CyOBeKTa, O O0JIE3HEHHOM COCTOSTHUH KOTOPOTO U3BECTHO,
win obpasen; ot Hero. CyOBeKT MOXKET SIBJISITbCS 3M0POBBIM, OOJIBHBIM, OOJBHBIM JIO JICYSHUS],
OOJIbHBIM BO BpeMsi JIeUeHHsI, OOJIbHBIM ITOCIIE JISYSHHUS MITH 3OPOBBIM TIOCJIE JICUSHHSI WIIA MOJKET
XapaKTePU30BaTbCsl KOMOMHALMEH 3TUX COCTOSHUH, WJIM 00pas3en MOXKET MPEICTaBIsTh COOOH
oOpazer oT CyObeKTa, KOTOPBIH SBJISIETCS 30POBBIM, OOJIbHBIM, OOJIBHBIM JIO JISYeHHUS, OOJIbHBIM
BO BpEeMs JICUEHHs], OOJIbHBIM IIOCJE JIEYEHHS WM 3JOPOBBIM TIOCJE JICUEHHsS WA MOXKET
XapaKkTepU30BaTbCsl KOMOHMHALMEH 3TUX COCTOSHUH. TepMHUH «HOPMANbHBIA CyOBEKTY,
UCTIONIb3YEMBII B KOHTEKCTE JAHHOTO TOKYMEHTA, 03HA4aeT 3J0POBOr0 CyOBeKTa, T.€. CyObeKTa,
HE MMEIOLIer0 KIMHUYECKUX MPU3HAKOB WIJIM CUMITOMOB 3a0oneBanusi. HopManbHbI CyOBEKT
NOABEPraeTcsi KIMHUYECKOH OLIEHKE B OTHOLIEHNH HEBBIBIIIEMbIX B HHBIX YCIOBHUAX NPU3HAKOB
WIN CHMIITOMOB 3a00NI€BaHMsI, NPUYEM JaHHAas OLEHKAa MOXKET BKJIIOYaTh B ceOsi OOBIYHBIN
(dusuveckuii OCMOTP W/WJIH J1TaDOpPAaTOPHOE HCCIIeOBaHHE. B COOTBETCTBMM C HEKOTOPBIMH
BAPUAHTAMM OCYILIECTBJICHUS] KOHTPOJb MpPEACTaBiIsieT CoOOi 310pOBbIA KOHTpPOJb. B
COOTBETCTBHM C  HEKOTOPBIMH  BapHaHTAMH  OCYINECTBJICHUS  KOHTPOJb  COAEPIKUT
3JI0KAQUYECTBEHHYIO OMyXOJIb.

[00064] Tepmunsl «3pdexTuBHAS 103a», WK «TEPATICBTUYECKASI 1032, HITH KTE€PANEBTUIECKU
3¢ PeKTUBHOE KOIMYECTBO», WIH «3(PPEKTUBHOE KOIUYECTBO», HCIOJIB3YEMblE B KOHTEKCTE
JaHHOTO JIOKYMEHTA, O3HAYAI0T KOJUYECTBO, JOCTATOYHOE JJIsi OOECTIeUeHHs TePANIeBTHIECKOTO
s¢dexra, WM 103y JEKaApCTBEHHOTO CpencTBa, 3G PeKTHBHYIO B T€UEHHE NMEPHOAOB BPEMEHH,
HEOOXOUMBIX ISl TOCTH)KEHUS JKEJIAeMOr0 TEPANIeBTUIECKOT O pe3yibTara. DPPEKTUBHYIO 103y
MOYET OTPENENUTh KBATN(UIIMPOBAHHBIA CIIELUAINCT B JAHHOH O0OJNACTH TEXHUKHU, U OHA MOJKET
BapbUPOBATh B 3aBUCUMOCTH OT TaKHX (PAKTOPOB, KaK OOJIE3HEHHOE COCTOSTHHE, BO3PACT, MO U
Macca MHANBHIA, CIIOCO0 BBEIEHHSI, CTAANS U TSUKECTh 3a001€BaHUsI, 001Iee COCTOSIHUE 3I0POBbSI
CyOBeKTa, pelIeHHe JieYallero Bpaya U CroCOOHOCTh JIEKAPCTBEHHOTO CPENCTBa 00eCreYnBaTh
JKeJlaeMbli OTBeT y nHAuBHUAA. TepaneBTudeckn 3(pGEeKTUBHOE KOJINIECTBO TAKXKE MPECTABIISET

cOOOH KOJIMYECTBO, NMPHU KOTOPOM TEpPANEeBTHUECKH NOJe3Hble 3(P(PeKThl MpeBOCXOMAT JHOObIE
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TOKCHUeCcKHe Win BpenHble 3 dexrsl BemecTa. «[IpodunakTiuuecku 3 PeKTHBHOE KOTHIECTBO»
OTHOCHUTCSI K KOJNIM4eCTBY, 3((PEKTUBHOMY Jisi ITOCTHIKEHUS JKEJIaeMOro Mpo(rIakTUYeCKOro
pe3ynbraTa B HEOOXOIMMBIX JO3UPOBKAX U B T€UEHHE HEOOXOMUMBIX MepuonoB BpemeHH. Kak
NPaBUIIO, MOCKOJIbKY MPOQUIAKTUYECKYIO 103y MPUMEHSIOT Y CYOBEKTOB 110 3a00JI€BaHUS HJTH HA
Oonee panHed cramuu 3aboneBaHus, npoduiaakTuyecku >PQPEKTHUBHOE KOIUYECTBO Oyaer
MEHbIIIE, YeM TepaneBTUYeCKH 3(PPEKTHBHOE KOJIUUECTBO.

[00065] TepmuHBI «UHTHOUPOBATH) WM (UHTHOUPOBAHME» O3HAYAKOT, YTO AKTHMBHOCTH
CHIDKAETCS WJIM TPENOTBPAINAeTCs] B MNPUCYTCTBUM MHTHOUTOPA, B MPOTHBOIOJOKHOCTb
OTCYTCTBHIO HHTUOUTOpa. TepMUH «KMHTHOMPOBAHHE» OTHOCUTCS K CHIDKEHUEO MM MTOHMKAKOII S
PeryJsIUY MPOLEecca WM K YCTPAHEHUIO CTUMYJIA JUIS MPOLIECCa, YTO MPUBOAMT B PE3yJIbTATE K
OTCYTCTBHIO WJIH CBEJICHHIO K MUHUMYMY 3KCTIPECCHH MJTH AKTUBHOCTH OMOJIOTHYECKOT0 MapKepa
win nonunentuaa. MHruOnpoBanue MokeT ObITh NMPSMBbIM HJIM HenpsiMbiM. MHrubuposaHue
MOXeT OBITh CHeHU(UIECKUM, TO €CTh WHTHOMTOpP WHTHOMpyeT OMOJIOTMYECKUH MapKep WM
NOJIMIIENTH, & HE IPyTHE.

[00066] «OOpazen» wnm «HcciaenyeMblii oOpasery B KOHTEKCTE JaHHOTO JTOKYMEHTa MOXKET
O3Ha4aTh JIFOO0ON oOpaszer], B KOTOPOM CJENYeT BBLIBUTH WM OMNPENENUTh MPUCYTCTBHE H/HUIIH
ypoBeHb coeanHeHus: win MumeHn. OOpas3ibpl MOTYT BKJIIOYATh B Ce0sl JKUIKOCTH, PacTBOPHI
SMYJIBbCUH, CMECH WK cycreH3nd. OOpasLbl MOTYT BKJIIOUaTh B ce0sl MEIMLMHCKUI oOpaser.
OOpa3ubl MOTYT BKJIIOYATH B Ce0sl JIFOOYIO OHMOJIOTMYECKYIO KUAKOCTh WJIM TKaHb, TAKYIO Kak
KPOBb, LIeJIbHAsI KPOBb, (PPAKIIMH KPOBH, TAKHE KaK TJIa3Ma U ChIBOPOTKA KPOBH, MOHOHYKJIEAPHbIE
Ki1eTku nepudepudeckoi kposu (PBMC), Mbliiia, HHTEPCTULIHATBHAS )KUAKOCTb, TOT, CIIIOHA,
MOYa, CJie3bl, CHHOBHAJIbHASI )KUAKOCTb, KOCTHBIN MO3T, CIIMHHOMO3TOBas! JKUIKOCTb, BbIIEJIEHHS
U3 HOCA, MOKPOTA, OKOJIOTUIOHBIE BOJBL, JKUIKOCTb OPOHX0AIbBEOJISIPHOTO JIABAXKA, YKEITyAOYHbIH
JaBaXX, PBOTHBIE MAacCChl, KaJOBble MAacChl, TKaHb JIETKOIO, MOHOHYKJICAPHBbIC KIIETKH
nepudepruIeckoil KpoBH, OOIIHE JIEHKOLMTDI, KJIETKH JUM(PATHIECKHX Y3JI0B, KJIETKH CEJIe3€HKH,
KJIETKH HEOHBIX MUHJIAJHMH, PAKOBBIE KJIETKU, OMyXOJIEBBIC KJIETKH, JKEI4b, MHUIICBAPUTEIbHBIE
COKHM, KOXKa WJIN UX KOMOMHAIMU. B COOTBETCTBHH C HEKOTOPHIMH BapUAHTAMH OCYINECTBIICHHSI
o0paszer CoIep KUT ATMKBOTY. B COOTBETCTBHM € IPYTMMHU BapUAHTAMU OCYIIECTBIIEHHs 0Opa3en
CONEPKUT OHMOJIOTHYECKYHO KHUIKOCTh. OOpasubl MOTYT OBITh MOJyYEHBbI ¢ MOMOIIBIO JTFOOBIX
CPEACTB, U3BECTHBIX B YpoBHE TeXHUKH. OOpaszen MOXXHO MPUMEHSATh HETIOCPEACTBEHHO IOCTe
NOJYYEHUS] OT TMAalMeHTa I €ro MOXKHO TOABEPTHYTb NpeABapUTENbHONH 00padoTke, Kak
HarpuMep, C TMOMOINBI (PHIBTPOBAHMS, MEPETOHKH, SKCTPArMPOBAHMUS, KOHLEHTPHPOBAHUS,
LEeHTPU(YTUPOBAHUS, MHAKTUBALINN MEIIAIOIINX KOMIIOHEHTOB, TOOABJIEHUS] PEAKTUBOB H T.II., C
LeJIbI0 MOU(UKAIMH CBOMCTB 00pasiia HeKuM 00pa3oM, Kak 00CyKIaeTcsl B JAaHHOM JIOKyMEHTE,

Uik, B MHOM CJjiy4da€, KakK U3BECCTHO B YPOBHC TCXHUKH. O6pa31_lbl MOTYT OBITD MOJIy4€HbI 00
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MOCTAHOBKHU AMArHO3a, A0 JIEYEHUs], BO BpeMs JIeUeHMUs], NOCIe JIEYeHUsl WIN MOCJe MOCTAaHOBKU
JMarHo3a WK B HECKOJIBKO U3 3TUX MOMEHTOB.
[00067] Tepmun «cnenuPUIHOCTB», HCMONB3YEMbIIi B KOHTEKCTE MAHHOTO IOKYMEHTa,
OTHOCHUTCSI K YHUCJy UCTUHHO-OTPULIATENBHBIX PE3yJbTATOB, MOAEJICHHOMY Ha YMCJIO UCTHHHO-
OTPHULATENbHBIX PE3YJbTaTOB ILIFOC YHCJIO JIO)KHO-TIOJOXKUTENBHBIX PE3YyJIbTAaTOB, NPUYEM
creunu(pUIHOCTD («SpPec») MOKET HAXOAMTHCS B mpenenax auanazoHa 0<spec<l. CienoBaTesbHO,
NPENIOYTUTENbHBIM SIBJISIETCS CIOCO0, KOTOPBIH XapaKTepPU3yeTCsi M 4yBCTBUTENBHOCTHIO, W
cneuru(pUIHOCTBIO, paBHOM onuH wik 100%.
[00068] TIlom d¢pasoii «crmeuupuyecKu CBA3BIBAETCS» OOBIMHO TMOAPA3yMEBAETCS, YTO
COEIMHEHHE WM KOHBIOraT CBS3BIBAIOTCS C MUIIEHBIO, KOTZla OHU CBSI3BIBAIOTCS C MHILIEHBIO
Jierde, 4eM OHH OYAYT CBSI3bIBATHCS CO CIYYAHON HECBA3aHHOW MUIIEHBIO.
[00069] «CyOBekT» B KOHTEKCTE NAHHOTO NOKYMEHTa MOKET O3HA4YaTh MJICKOMHTAIOIIEE,
KOTOPOE JKEeJIAeT MU HY)KJAeTCsl B OMMMCAHHBIX JTAHHOM JIOKYMEHTE COSIMHEHHSIX WU CIIOCO0ax.
CyOBeKT MOXKET PEACTABIATh COOOH YeNIOBEKa UM OTJIMYHOE OT 4YesioBeka KUBOTHOe. CyOBeKT
MOXET TPEACTaBISATh COOON MileKomHTaroiee. MIEKOMUTAroIee MOKET MPEACTaBIsATh COOOM
NpUMaTa WM OTJIMYHOE OT MpHMaTa MieKonuTarolee. Miekonuraroliee MOKeT MPeACTaBsITh
co0Ol mpuMmara, Takoro Kak 4YeJOBEK, OTJIWYHOE OT IMpHMaTa MJIEKOINUTAIOINee, TAKOe Kak,
Harpumep, cobaka, KOIIKa, JIOLIalb, KOPOBA, CBUHBS, MBIIb, KpbICa, BepONIOA, Jama, KO3a,
KPOJIMK, OBLIA, XOMSIK U MOPCKasl CBHUHKA, WM OTJIMYHOIO OT 4YejOBeKa MpUMaTa, TaKOro Kak,
Harpumep, o0e3bsiHa, MIMMITaH3€, TOPWIIA, OpaHryTaH U ri000H. CyObeKT MOXKET UMETh JIF0OOi
BO3PACT WJIM CTAJIUI0 PA3BUTHS, KAK HANPUMeEp, B3POCIBbIH, TOAPOCTOK win mianeHel. CyObekT
MOXKET INPEACTaBJIsATh COOOH camia WM caMKy. B COOTBETCTBMM C HEKOTOPBIMH BapHaHTAMHU
OCYLIECTBJICHHsI CYOBEKT UMEET KOHKPETHBIH TeHETHUECKUH MapKep.
[00070] B kOHTeKkCTe NaHHOIO JOKYMEHTa TEPMHH «TOKCHYHBII» OTHOCUTCA K KOJMYECTBY
XUMHYECKOH MOJIEKYJIbI, CPEICTBA WU BEIECTBa, KOTOpoe OyAeT BpeaHbIM JJisi CyObeKTa WU
BBI3BIBAET KaKOW-THOO HeOmaronpusaTHbId >¢exT. TepMUH «HETOKCHYHBIA» OTHOCUTCS K
BEIIECTBY, KOTOPOE XapaKTepPU3yeTCsl OTHOCUTENIbHO HU3KOH CTENEHbI0, B KOTOPOH OHO MOXET
NPUYHHATE Bpen CyOBeKTY. «L{IUTOTOKCHUECKUID OTHOCUTCS K XHMHYECKOH MOJIEKYJIE, CPEIe UITH
BEIIECTBY, KOTOPOE SIBIETCS TOKCUYHBIM JUIsl KJIETOK. TOKCHYHOCTb MOKET OTHOCUTBCS K
BO3/ICHCTBHIO HA BECh OPraHU3M, TAKOH KaK JKUBOTHOE, OaKTepHsl, paCTEHHE WU APYTOi CYOBEKT,
KOTOpbIE ONPE/EsIeHbl B JAHHOM JIOKyMEHTE, a TaK)Ke K BO3JEHCTBUIO HA CTPYKTYpPY OpraHHU3Ma,
TaKyl Kak KJeTka (IMTOTOKCHYHOCTB), WJIH OpraH (OpraHOTOKCHYHOCTH), TAKYK KakK IMEYeHb
(rematoTokcu4HOCTh). OCHOBHASI KOHLIENIHSI TOKCUKOJIOTHH 3aKJII0YAETCsl B TOM, 4TO 3 (exTs
SIBJIIIOTCA 10303aBUCUMBIMHU, AK€ BOJA MOXKET IPUBOAUTD K BOJHOM MHTOKCUKALIMK NIPU IIpHUeMe

B 1OCTAaTOYHO OOoNbIINX A03ax, B TO BPEMA KaK AaXKE IJIsI O4€Hb TOKCUYHOTO BEIIECTBA, TAKOI'O
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KaK 3MEUHBIN 517, CYLIECTBYET 103a, HW)XKE KOTOPOH OTCYTCTBYET BBIABJISIEMBIH TOKCHYECKHU
sdpdexr. KoMnosuimss uim COenuHEHUe, KOTOPbIE SIBJSIFOTCS OTHOCHTENIBHO HETOKCHYHBIMH,
MOryT ob0ecrneunBaTh Oojiee LIUPOKUI Kpyr CyOBEKTOB, AJii KOTOPBIX MOXKHO O€30macHO
NPUMEHSTh KOMIIO3HLIMIO WJIM COSAMHEHHE Oe3 Cepbe3HbIX MpoOiIeM MM PUCKOB B OTHOLIEHHU
0e30MacHOCTH.

[00071] TepMuHBI «JI€UUTHY), «MOJYYAKOLIUI JIEYEHHE» WIH «OCYILECTBICHHUE JICYCHUSD?,
UCTIOJIb3YEMbIE B KOHTEKCTE JAHHOTO JOKYMEHTA, OTHOCSTCS K TEPANIeBTUYECKOMY BO3ICHCTBHIO,
npu  KOTOPOM  [eJib  3aKJIIo4YaeTcss B 3aMemyieHud  (oOJierdeHuH)  HeKeNlaTeNIbHOTO
(pH3HOIOTHYECKOTr0 COCTOSTHIS, HAPYLISHUs HITH 3a00JIEBaAHUS HJIH B ITOJYYEHUH OJIArONpUsSTHBIX
WIH SKENAeMbIX KJIMHHYECKUX pe3YyJbTaTOB. B KOHTEKCTE HACTOSIIEro H300peTeHwHs
OJaronpUsITHbIE WK KeJaeMble KIMHUYECKHEe Pe3yJIbTaThl BKIIOYAIOT B cedst, 63 orpaHnueHus,
obNierdyeHre CHUMITOMOB, CHH)KEHHE CTENEHH BBIPAKEHHOCTH COCTOSIHUS, HApYLISHHs WU
3a0oneBaHus; CTaOWIM3aLuI0 (T.€. OTCYTCTBUE YXYALIEHHs) COCTOSHHS TIPU COCTOSTHUH,
HApYIIEHUU WK 3a00JeBaHUHU; 3aIEePKKy MOSBICHHS WM 3aMeIJIeHHE Pa3BUTHs COCTOSHHS,
HapyLIeHusT WM 3a0o0NeBaHus; OcialOJeHHWe COCTOSHUS, HAPYIICHUs WM OOJIE3HEHHOTO
COCTOSIHUSI M PEMUCCHIO (WIM YaCTUYHYIO, WIH TMOJHYI0), JHOO BBIIBISIEMYIO, JHOO
HEBBbISIBJSIEMYIO, WJIM YCHJICHHE WM YJIy4II€HHE COCTOSIHMS, HApYIUSHUs I 3a00JIeBaHMs.
Jledenne Takke BKIHOUaeT B ceOs MPOINJIEHHE JKU3HH IO CPABHEHHMIO C OKHIAEMOM
NPOAOJUKUTEIbHOCTBIO  XKM3HH TIPU  OTCYTCTBUHM IOJydeHHs JiedeHus. «JleueHuwe» wnm
«OCYILECTBJICHUE JICYCHUs)» MPUMEHHUTENPHO K 3aiuTe cyObekTa OT 3a00ieBaHMs O3HAYAIOT
CIepKUBaHHe, TOJaBjleHHe, ocnabjieHne WIM TOJHOE  YCTpaHeHue  3a00JIeBaHMSL.
ITpenynpesxaenne 3a0ojeBaHMsl BKIIOYAET BBEIACHHE KOMIIO3UIMH COTJIACHO HACTOSLIEMY
U300peTeHNI0 CyOBEeKTy A0 mosiBiieHus 3a0oneBanus. Crep:kuBaHue 3a00eBaHUS BKIIIOYAET B
ce0si BBeEHHE KOMITO3UIIMU COTJIACHO HACTOSINEMY H300PETeHHIO CYOBEKTY IMOCIe MHAYKIMU
3a00J1eBaHusI, HO IO €ro KJIMHUYeCKOro nposiienus. [logasnenne uin ociaabiieHne 3a00aeBaHusl
BKJIIOYAET BBEICHHE KOMITO3HMLUH COMJIACHO HACTOSIIEMY H300peTeHHI0 CyOBEKTY MOcCie
KJIMHUYECKOTO NpOosiBJieHus 3a0oseBanus. 3aboieBaHne MOXKET NPECTaBIISITh COOOM pak.

2. Dghuper ghocghonunuoa
[00072] B pmaHHOM MOKYMEHTE MpeAcTaBieHbl MoJiekyisl ddupa gochomununa (PLE). PLE

MOXKET COOTBETCTBOBATH (opmyJie | min npeacTaBisTe OO0 €ro coub:

x—{cwm-m—ﬁa(;a—(cm>2—NHa

D,

npudeM X npeacTaBisieT co00i BOTOPOA, METHII MK (PeHMIT, 3aMELIeHHbIH KapOOKCHIIOM.
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[00073] B coorBercTBUM C HEKOTOPBIMM BapuaHTamu ocywectsieHus PLE sBisercs

BBIOPAHHBIM U3 CIIENYIOIIErO:

: CH3
- | g lo
(CHz)15—0— g@”(CHz)z“T““QHz
CHj 3)
U
{ﬁ} CH;:,
ng—(GHg)qa—c}—rgcs—mHg)ﬂ—N@-cHa
0 H
TR (6).

[00074] PLE mosxer ObITh KOHBIOTHPOBAH C BBIBJIIEMBIM (PparMeHTOM (TaKke Ha3bIBAEMbIM
pernopTepoM WM METKOH), TakuM Kak, Hampumep, (pIyOpecHeHTHas MOJIEKYJIa,
XEMOJFOMHHECIICHTHAsT MOJIEKYJa, PaJlOM30TONHAS METKA, MAarHUTHAsh MeETKa, MOJEKYJa,
BBIABIIsIEeMass B MH(]paKpacHOW oOJacTH CHekTpa, WIM WX KOMOWHALusl. MarHUTHbIE METKH
NPEACTABISIIOT COOOM METSIINE MOJIEKYJIbI, KOTOPbIE IPH JOCTATOYHOM CBSI3BIBAHUU C
MarHUTHbIM OECKOHTaKTHBIM CEHCOPOM MOTYT BBbIABJISATECSI MAarHUTHBIM OE€CKOHTaKTHBIM
CEHCOPOM U BBI3BIBATh MOAA4YYy CUTHAJa MArHUTHBIM OECKOHTAKTHBIM CEHCOPOM. MarHuTHbIE
METKM MOTYT BKJIIOYaTb B ce0sl ONWH WM HECKOJbKO MAaTepHajioB, BBIOPAHHBIX U3
NapaMarHUTHBIX, CyNIEepIIapaMarHUTHBIX, (PePPOMArHUTHBIX, AHTU(EPPOMATHUTHBIX MaTEPUAJIOB,
X KOMOMHAImMi u T.n. PJIyopecueHTHble METKU MPEACTaBISIIOT COOOH MeTsmue (parMeHr,
KOTOpBIE MOTYT OBbITh BBISBJIEHBI C IOMOLIBIO pAeTekropa ¢ayopecueHunu. I[loxxopsiue
bayopecueHTHbIE MOJTEKYJIbI (Prryopodopsl) BKitoYaroT B ceds1, 0e3 orpanudeHus, (hayopeclerH,
(byopecLenHN30THOLIMAHAT, CYKLIMHUMUIUJIOBBIE CIOXKHBbIE 3(Qupbl KapOokcudiyopecienHa,
CYKLMHUMHIUIIOBBIE CIIOKHBIE 3(PUpbI QuiyopectienHa, S-uzomep (HiyopecenHIuxI0opTPHa3HHa,
«3amepteiity kapOokcudyopecienH-anaHuH-KapOOKcaMu, OperoH 3eleHblii 488, operon
3eneHbiil S14; mouudep KEenThd, aKpUIUHOBBIA OPAHXKEBBIH, POAAMHH, TETPAMETUIIPOJAMHUH,
TEXaCCKUM KPaCHBIH, NPONUAUYM Hoaum, JC-1 (5,5',6,6'-rerpaxnop-1,1',3,3'-
TeTpas’TUIOEH3NMHUIa30IIKapOoanuH fonun), Terpabpomponamut 123, pogamun 6G, TMRM
(MeTHOBBIA CNOXHBIA 3¢up TerpamermnponamuHa), TMRE (sTunoBelii cnokHblid 3¢dup
TETPAMETUIPOTAMUHA), TETPAMETHIIPO3AMUH, ponaMuH B 51 4-
JUMETUIAaMUHOTETPAMETUIIPO3AMUH, 3€JIeHbIN ¢bayopecueHTHbIN OerokK, 3€JICHBIN
(bayopecueHTHbIH OeJoK CO CHBUTOM (hJIYOPECLEeHLUd B CHUHIOK O0JIacTh CHEKTpa, 3E€JICHBIM
¢bayopecueHTHbIH OeoK cO CABUTOM (hIyOpPeCLEeHIUH B rojiyOyro oOJIacTh CIEKTpa, 3E€JICHBIH

¢bayopecueHTHbIH OeoK cO caABUTOM (hIyOPeCLEeHIUH B KPAaCHYIO OOJIACTb CTEKTpa, 3E€JICHBIH
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(byopecueHTHbIN O0eI0K CO CABUTOM (DIIyOpeCLIEHLIUU B XKENTYIO 00JIaCTh CIieKTpa, 4-aleTaMusio-
4'-M30THOLMAHATOCTUIIBOEH-2,2 - TNCYIB(OHOBYIO KUCIIOTY, AKPUAHH U MPOU3BOJIHBIE, TAKHE KaK
aKpUIUH, aKPUAUH-U30THOLMAHAT, S5-(2'-aMUHOITHI)aMUHOHA(TaNNH-1-Cy 16 OHOBYIO KHCIOTY
(EDANS);  4-amuno-N-[3-Bununcyibdonmn)penmn|napr-anumun-3,5-nucynsponar, N-(4-
aHWINHO- | -HapTI)Maneumun; aHtpanwiamun, 4,4-nuprop-5-(2-tuenun)-4-oopa-3a,4a-nuasa-
S-unnanes-3-nponroHoByto kuciaoty BODIPY; kackan cunuii (cascade blue), OpuinaHTOBbIH
JKENITBIN, KyMapuH ¥ MPOU3BOIHbIE. KyMapHuH, 7-aMuHO-4-MeTrnkyMapuH (AMC, kymapun 120),
7-amuHO-4-TpudTOopMeTHIIKYMAapUH (KymMapuH 151); HMaHMHOBBIE KPAaCUTENH, LHUAHO3MH, 4',6-
TUAMUHHUIUHO-2-()eHUITUH O (DAPI); 5',5"-mubpomnuporamion-cyibhoHapTateuH
(OpommHpOrayIOIOBBIH KPACHBIH), 7-nu3TUIIAMUHO-3-(4'-n30THOLIMAaHATOD e HIIT )-4 -
METUJIKYMAapuH; IUSTWICHTPUAMHUH-TIEHTAaleTar; 4,4'-Inu30THOLHAHATOIUTUAPO-CTHIBOCH-
2,2'-nucynb(pOHOBYIO KUCIOTY; 4,4'-TUH30THOMAHATOCTIIIBOEH-2,2 - TUCYIb()OHOBYIO KUCIIOTY;
5-(mumeTtnnamuno ))Had TaHH- 1 -Cy TP OHUITX TOPUA (DNS, TAHCHITXJIOPHU), 4-
muMeTtamMuHopenmnazodpernn-4'-m3ornounanar (DABITC); 303MH W TPOM3BOIHBIE. 03HH,
503MH-U30THOLIMAHAT, SPUTPO3UH M MPOU3BOAHBIC. SPUTPO3MH B, 3pUTPO3MH, M30THOLMAHAT,
stuamii; QuyopecuemH u  npousBonmHble:  S-kapbokcudnyopecuenn (FAM), 5-(4,6-
VX JIOPTPHA3UH-2-HIT)aMUHO- | -(iryopecuenH (DTAF), 2'7'-numerokcu-4'S"-guxnop-6-
kapookcudpayopecueun (JOE), dnyopecuenn, duyopecuenamsornonuanar, QFITC, (XRITC);
bayopeckamun; IR144; IR1446, manaxuToBBIN 3€JI€HBIH-M30THOLMAHAT, 4-METHIyMOeIn-
dbepoHOpTOKpE30A(PTATCHH, HUTPOTHPO3UH, MNapapo3aHWINH, (EHOJNOBBIH KpacHbll, B-
buKospuTpuH; O-(pTaNeBBIl IUANBAETHI, NHPEH W IPOM3BOAHBIC. IHUPEH, NUPEH-OyTHpar,
CYKUMHUMUIWI-1-iupeH, OyTupaTHble KBAaHTOBbIE TOYKH, pPEAKTHBHBIH KpacHbId 4
(OpwnantoBbiii  kpacHbiii 3B-A  Cibacron™), pogamMuH M NpPOU3BOAHBbIE. O-KapOOKCH-X-
ponamun (ROX), 6-kapbokcupomamun (R6G), «muccamuu» pogamuH B cynabdoHmIXIOpUA-
ponamun (Rhod), ponamun B, pomamuu 123, pomamun X-uzoTuonuaHart, cyibdopomamuH B,
cyabdoponamun 101, cyappoHUIXIIOpUAHOE MPOU3BOaHOE cynbdopomamuHa 101 (Texacckumii
kpacHbii), N,N,N’N'-rerpamerin-6-kapookcupogamua  (TAMRA); TeTpaMeTHiponaMus;
tetpamerunponamun-uzornormanat (TRITC); pubodnasun; 5-(2'-aMHHO3THII)aMUHOHA(DTAIIH-
I-cynbonoByro  kucnory (EDANS), 4-(4'-mumernnamuHO(EeHMTa30)0CH30MHYIO KUCIIOTY
(DABCYL), poszonosyio kucioty; CAL Fluor Orange 560; xenaTHbie nmpousBonHblie Tepous;, Cy
3; Cy 5; Cy 5.5; Cy 7; IRD 700; IRD 800; La Jolla Blue; ¢ranounannn u HadTasoUUuaHUH,
KyMapuHbl W POACTBEHHbIE KPACHUTENH, KCAHTEHOBBIE KPACHTENH, TaKHe€ Kak pPOJOJIBL
pe3opyduHbl, OHMaHbI, AaKPUAWHBI, W30MHIOJBI, JAHCHJIOBbIE KPACHTENH, THUAPAZUABI

aMI/IHO(bTaJ'IeBOﬁ KHUCJIOTHI, TaKue Kak JIJFOMHHOJI u MMPOU3BOAHBIC N3 0JIIOMHHOJIA,
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aMUHO(TATMHIB, aMHUHOHA(TaJINMHUIBL, aMIUHOOEH30(ypaHsbI, AMUHOXUHOJIHBI,
IVLAAHOTHIPOXMHOHBIL, (hITyOpEeCLIEHTHBIE KOMIUIEKCHI €BPOIUs U TepOUst; NX KOMOMHALIUH H T.IL
[00075] BeuBnsemblii pparMeHT MokeT ObITh KOBaJleHTHO cBsizaH ¢ PLE mnm moxer ObITh
coenuneH ¢ PLE pacmernnsiembim nuakepoM. Hanpumep, meuensiit PLE moskeT ObITh BBIOpaH 13

CIIEYIOLLETO!

F. ; CH,
>B‘{9 —{CHg}yg=0—+ Mﬂw{GHz}fN?-%CHg
F DN D &hy
CLR 1501 (1) u
CHy
T | o
={CHg ) g= Q=P Q= CHy Jg=N=—=CH3
0o® CHa

CLR 1502 (2).

[00076] Beimeykasannoe coenunenue (1) mnpencraenser coboii PLE (3), B koropom
dayopecuentHeiii pparment, BODIPY, crabunpHo cBsizan ¢ PLE, a Takike MOXeT HMETh
Ha3BaHue CLR 1501. Bernmeykasannoe coenqunenue (2) npencrasisier codoii PLE (3), B kotopom
MOJIEKyJIa, BBIIBIIsIEMasl B OMkHEH yactn uappakpacHoit obnactu criektpa, IR-775, ctabunbho
cs3aH ¢ PLE, a Taxoke moxxer nmeth HazBanue CLR 1502. Coenunenus (1) u (2) Takxe MoOryT
Ha3bIBaThCsl KOHBIOTATOM (ochonmunua-nekapcrsennoe cpeactso (PDC).

[00077] PLE wunu KOHBIOraT C HUM MOTYT SIBJIATBCS CIEU(PUUECKUMH B OTHOLIEHUH

ornyxoJyieBoi uian pakoBoi kietku. [Tocne BBenenust cyorekty PLE mnn KOHBIOTaT ¢ HUM MOTYT
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JIOKJIN30BaThCsl B OMYXOJIEBOW WM pakoBOU KieTke. PLE unu KOHBIOTaT C HUM MOTYT aKTHUBHEE
BKJIFOYATbCsl B OMYXOJIEBYIO WJIM PaKOBYIO KJIETKY, HEXenu B 340pOBYH0 KkieTky. PLE wnm
KOHBIOTaT ¢ HUM MOTYT BKJIIOYATbCS MO MeEHbLIEH Mepe NpUOIM3UTENbHO B 2-KPaTHO, IO
MeHbLIEeH Mepe NPUOIM3UTENBHO B 3-KPaTHO, IO MEHbIIeH Mepe MPUOIN3UTENbHO B 4-KpaTHO, 110
MEHbIIIeH Mepe MPUOIH3UTENBbHO B S-KPAaTHO, 10 MEHbIIEH Mepe NPpUOIM3UTENIbHO B 6-KPaTHO, MO
MEHbIIeH Mepe MPUOIH3UTENbHO B 7-KPAaTHO, 10 MEHbIIEH Mepe NpUOIM3UTENbHO B 8-KpaTHO, MO
MEHbIIIeH Mepe MPUOTU3UTEIBHO B 9-KpaTHO, IO MEHbIIEeH Mepe pUOIM3UTENbHO B 10-KpaTHO,
N0 MEHbLIeH Mepe MPUOIM3UTENbHO B 15-KpaTHO, MO MeHblIeH Mepe npuOIU3UTENbHO B 20-
KPaTHO, MO MEHbIIEH Mepe MPHOIU3UTEIBHO B 25-KPaTHO, MO0 MEHbINEH Mepe MPUOIM3UTEIbHO B
30-kpaTHO OOJIBIIEE YUCIIO OMYXOJIEBBIX HJIM PAKOBBIX KJIETOK IO CPABHEHHIO CO 3IOPOBBIMH
KJIETKAMH.
3. Konwvroeamur pocghorunuo-ghnasacnun
[00078] PLE moker ObITh KOHBIOTHMPOBAH 4epe3 JIMHKEP C COeqUHEHHEeM (hIaBarimiHOM C
oOpazoBaHneM koHbIOTaTa (ochomunua-paasariuH (Takke Ha3biBaeMOro konbroratom PLE-

¢rasarnuH). KoHbIOTaT MOXKET COOTBETCTBOBATH (hopmyJie 11 mim npencrasisite coO0I ero Cob:

[ @
Z Y X (CH 2]@,5—'0“!?;0*(0 Hg)g“fi“%}‘l 3
o CHs

(11),

npudeM X MPeaCcTaBIsieT COOOM ,
WIN METHUJIEH, WIH CBsi3b, Y TMpeACTaBisieT coOOi JMHKep, comepKaiuil aucyibdunm, u Z
npesacTaBisieT coOOW TMPOTHBOPAKOBOE JIEKApCTBEHHOE cpencTtBo (iaBarnmuH. KoHbrorat c
¢dopmyoit 11 Taxke MOXKET Ha3bIBATHCS KOHBIOTATOM (HOCHOIUMHUI-IEKAPCTBEHHOE CPEICTBO
(PDC).

[00079] ®naBariaWHBI NMPEICTABISIFOT COOONM CEMEHCTBO HATYpAJbHBIX MPOAYKTOB, KOTOPHIE
oOHapyXHWBarOTC B  pacTeHmsx poma Aglaia (Meliaceae). @naBariuHbBl  HMEIOT
mktonenralboenzodypanoBeiii  ocToB. PnaBarMMHBI MOTYT XapaKTePU30BATHCS CHIBHON
WHCEKTULUJAHOW,  NPOTHUBOIPUOKOBOH,  NPOTHUBOBOCHAIUTENBHOW,  HEHPOMPOTEKTOPHOM,

KapAUOMPOTEKTOPHOW M MPOTUBOPAKOBOM AaKTUBHOCTAMH. PjaBarivHbl MOTYT MOBBIIIATH

3¢ (HEeKTUBHOCTD XUMHOTEPANUN W/HJIN CMSIT4aTh HEOJaronpusiTHOE BO3AEHCTBUE XUMHOTEPAITUN
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B OTHOWWEeHWH cepamna. draBariuHbl MOTYT BKIOYaTh B cebst, Hampumep, FLV1, FLV3, ero

MNPpOU3BOAHOC HUJIU aHAJIOT MJIN UX KOM6I/IHaLII/II-O.

[00080] B cooTBercTBHU C HEKOTOPBIMH BapHUAHTAMHU OCYLIECTBIIEHUs (PJIABATJIMH COAEPIKHUT

FLV1 unu ero counb:

OCH;

s
-

E;

S

=

H

ﬁﬂ‘?r’ OH
O

B cooTrBercTBHU C HEKOTOPBIMU BapHUaHTaMU OCYINCCTBJICHUA (I)J'IaBaF.]'II/IH COACPIKUT

FLV1 (4).

[00081]

FLV3 unu ero counb:

OCH;

FLV3 (5).

[00082] Coennnenue ¢aBarjH MOXKET CYIIECTBOBATh B BHIE CTEPEOM30MEpa, B KOTOPOM
NPUCYTCTBYIOT aCHMMETPHYHbBIE WJIM XHUpaJibHbIe LeHTphl. CTepeonsomep Mpencrasisier coOoit
«R-» wmun «S-» QopMy B 3aBHCHUMOCTH OT KOH(QUIypaLUU 3aMeCTUTeNell OTHOCHUTEIIBHO

XUPAJIBbHOTO aroma yriepona. TepMuHBbI «R» U «S», HCHOJb3yeMble B KOHTEKCTE JAaHHOTO
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JOKYMEHTa, TPENCTaBJSIFOT coOol koH(urypaumu, kotopeie ompeneiensi B [UPAC 1974
Recommendations for Section E, Fundamental Stereochemistry, B Pure Appl. Chem., 1976, 45,
13-30. HacTosmuM pacKpbITUEM NPEAYCMOTPEHBI PA3JINYHbIE CTEPEOU3OMEPDI U UX CMECH, U OHU
CTeLMaIbHO BKIIOYEHbI B 00BeM HacTosimero nooperenus. CTepeon3soMepsl BKIIOYAIOT B ceOst
SHAHTUOMEPBl U JHACTEPEOMEPBl, a TaKKe CMECH 3HAHTHOMEPOB WJIH JHUACTEPEOMEPOB.
OtnenbHblE CTEPEOU3OMEPbI COENMHEHUII MOTrYyT ObITh MOJYyYEHBbl C IMOMOILIBI CHHTE3a W3
KOMMEPUYECKH JOCTYMHBIX HMCXOIHBIX MAaTE€PHajiOB, KOTOPBIE COAEPIKAT ACUMMETPHUYHBIC HIIH
XUpaAJIbHbIE LEHTPBI, HJIH MOCPEICTBOM MOJYYEHUs PALIEMUYECKUX CMeCei, clienysi crocodam
pas3neNneHusi, XOpOIIO HM3BECTHbIM KBAIU(UIMPOBAHHOMY CHELMAJINCTY B JAaHHOW 00JjacTu
TexHuku. [lpuMepamu 3TUX CMOCOOOB pasnenenus siBisiercss (1) TpHUKperyieHHe CMecu
SHAHTHOMEPOB K XHPaJbHOMY BCIIOMOTATEJIbHOMY CPEACTBY, pas3zesieHHe IOJNy4eHHOH B
pe3yJbTaTe CMECH AHACTEPEOMEPOB IMOCPEACTBOM MEPEKPUCTAIUTM3ALNHN UM XpoMaTorpaduu u
HEeOO0s13aTeIbHOTO OT/IEICHUS] ONITHYECKH YUCTOTO MPOAYKTA OT BCIIOMOTATEJIbHOTO CPEACTBA, KaK
omucano B Furniss, Hannaford, Smith, and Tatchell, “Vogel's Textbook of Practical Organic
Chemistry,” Sth edition (1989), Longman Scientific & Technical, Essex CM20 2JE, England, unm
(2) mpsimoe pasneneHHMe CMECH ONTHYECKUX HSHAHTHOMEPOB HAa KOJIOHKAX sl XUPaJbHON
xpomatorpadun, win (3) crnocodsl npobHON mnepekpuctauzaunu. Cleayer MOHUMAaTh, YTO
coeanHeHue (aBariinH MOXKET UMETh TayTOMEPHBIE (POPMBIL, a TAKKE T€OMETPUUYECKIE H30MEPBI,
Y YTO OHU TAK)KE€ COCTABIISIIOT BAPUAHTHI OCYIIECTBICHUS HACTOSILETO PACKPBITHSL.

[00083] JIunkep MOXeET MPEACTABIATL COOOH pacIleIuIseMblii JMHKEp, TAKOH KakK AUCYIbUL,
U OH CHEeLHAJbHO CKOHCTPYHUPOBAH JUIA JOCTaBKM (hiaBarivHa K OMyXOJIEBOW WIIM PaKOBOH
KJeTke. B COOTBETCTBUM C HEKOTOPbIMM BAapUAHTAMU OCYIUECTBJIECHUS JIMHKEP COMEP>KUT
aucynbdua. B COOTBETCTBUM C HEKOTOPBIMH BapHAHTAMHU OCYIIECTBJICHUS JIMHKED COAEPIKUT

crenymolee:

7).
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[00084] B cCcOOTBETCTBMM C HEKOTOPbIMH BapUaHTAMU OCYLIECTBJICHUS KOHBIOTaT

dochonunun-paaBarianH sBISETCS BLIOPAHHBIM U3 CIETYIOIIETO:

H;C
i 8 iww
H
3G CHy

OCH,

HSCWN“{CHg}sz"&‘"O (CHo)1a~5"

CHy

CLR 1865 (c FLV1) (8) u

OCH;

8 -5 i AN
HiCENHCH, 0 —fCHm—g" X N

CHs

CLR 1852 (¢ FLV3) (9).
[00085] Hacrosimee packpeiTHe TaK)ke BKJIIOYAeT B ceOs MEUEHOE HM30TOIOM COEINHEHHE,
Takoe Kak MedeHbIi n3oronoMm PLE, MedeHblii H30TOMOM (pi1aBarinH, MeUeHbIH H30TONOM JIMHKEP
WM MEYeHbIH U30TONOM KOHBIoraT (ochomunua-paasarnuH. MedeHoe H30TONOM COEIHMHEHUE
SIBJSIETCSl MJEHTUYHBIM COEAMHEHMSIM, MOAPOOHO U3JIOKEHHBIM B JAHHOM JIOKYMEHTeE, 3a
UCKJIFOYEHHEM TOro (pakTa, YTO OJUH WJINM HECKOJbKO aTOMOB 3aMEHEHbl Ha aTOM, MMEIOLINH
aTOMHYIO MacCy WJIM MacCOBO€ YMUCJIO, OTJIMYHbIE OT aTOMHON MacChl WJIM MacCOBOTO YHCIHIA,
KOTOpble OOBIMHO OOHAPYKUBAKOTCSA B mpupope. IlpumepamMu HM30TONOB, MOAXOMSIIUX MJIS
BKJIFOUEHHUS] B COEIMHEHHsI COTJIACHO HACTOSIIEMY HM300PETEHUIO, SIBJISIFOTCS BOAOPO, YIJIEPO,
a3oT, kucaopos, docdop, cepa, GTop U Xn0p, Kak HanpuMmep, 6e3 orpanuuenus, “H, *°H, ¥C, *C,
LN, 180, 170, 31p, 2P, S, 18F 1 %Cl, coorBeTcTBEHHO. 3aMeHa Ha Goee TSKeNble H30TOIIB, TAKHE
Kak felirepuil, T.e. “H, MOXeT [AaBaTh OINpEAENieHHble TEPaNeBTUYECKUE MPEHMYIIeCTBa,
SIBJISTFOIMECS] PE3YJIbTATOM OOJbIIeli MeTabOIMUecKoi CTaOMIbHOCTH, HAIIPUMED, YBEIMYEHHBIN
NePUO/I TTONTY>KU3HU 771 ViVO W YMEHbIIEHHbIE TPEOOBAHUS K JO3HPOBKE, U, CIIEAOBATENILHO, OHH
MOTYT OBITh IPENMOYTHTEIBHBIMHI B HEKOTOPBIX 00CTOsITENbCTBAX. COETMHEHNE MOKET BKIIFOYATh
MO3UTPOHHO-aKTUBHbIE M30TOMBI /ISl MEAULIMHCKON BU3yalIU3allMi U HCCIENOBAHUSAX METOJOM
NMO3UTPOHHO-3MHCCHOHHON ToMorpadun (PET) nist onpenenenust pacnpeneneHusi penenTopoB.
ITopxopsuue MNO3UTPOHHO-aKTUBHBIE H30TOIbI, KOTOpPbIE MOXKHO BKJIKOYaThb B COEAMHEHU,

npencrasisor codoit 'C, BN, 1’0 u '®F. Meuennble n30TONaMu COEAUHEHUS] OOBIHO MOTYT
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OBITH MOJyYEHBI C TOMOIIBIO OOINENPUHSATHIX METOAMK, M3BECTHBIX CHELMAINCTaM B JAaHHON
O0NacTH TEXHHWKH, WM C TIOMOLIBIO CIOCOOOB, aHAJOTWYHBIX TEM, KOTOpPbIE OINHCAHBI B
NPUJIO’KEHHBIX NPUMeEpax, C MPUMEHEHHEM COOTBETCTBYIOLIEr0 MEYEHOrO0 M30TOIOM PEaKkTHBa
BMECTO PEaKTHBA, HE MEYEHOIO N30TONOM.

[00086] PackpsiTeiii PLE umnu konbrorar ¢ochonunun-¢uaBariuH MOTYT CYLIECTBOBaTh B
BUze (apMaLeBTHYECKH MpueMiieMbIX cojield. TepMuH «papManeBTHYECKH NpHeMieMast COJbY
OTHOCHUTCS K COJISIM WJIH LIBUTTEPUOHAM COEIUHEHUMN, KOTOPBIE SIBJISIFOTCS PACTBOPUMBIMH HIIH
IUCTIEPTUPYEMbIMA B BOZE WJIM Macie, MNOAXOASIIUMHU JJisl JISYeHUs HapyleHwid Oe3
HEOIpaBAaHHONW TOKCHUYHOCTH, pa3lpakeHUsl U aJUIePrUYecKOd peakLuud COU3ZMEPUMO C
OOOCHOBaHHBIM COOTHOLICHHEM TIOJB3a/pUCK U SPPEKTUBHBIMU ISl MX MPEANOJIaraeMoro
npumeHeHusi. Comu MOryT ObITh MOJy4YaTh B XOA€ OKOHYATENIBHOTO BBIIEICHUS M OYHUCTKH
COEAMHEHUI WM OTAENBHO MOCPENCTBOM O0ECTeueH s PeakLii aMHHOTPYIIBI COSTUHEHUN C
noaxonsdimen kucnoro. Hampumep, coeguHeHMe MOXHO pPACTBOPUTH B  MOAXOASALIEM
pacTBOpUTENE, TAKOM Kak, 0e3 orpaHHYeHHs], METAHOJI U BOJA, M 00paboTaTh 1O MEHbIIEH Mepe
OJTHIM 5KBHBAJIEHTOM KHCJIOTHI, TOAOOHOI costHOM kucnoTe. [TonyueHHy 0 COJTb MOKHO OCaUTh
U BBIIACNUTH TOCPEACTBOM (PHIIBTPOBAHMS M CYIIUTh NPU MOHMKEHHOM JaBiieHHH. B kauecTse
aNbTEPHATHBBI, PACTBOPUTENb W M30BITOUHYIO KHCJIOTY MOJKHO YAAQJIUTh MPHU TMOHIKEHHOM
JaBJieHNH ¢ oOecreueHneM Cod. TUIIYHbIE CONM BKJIIOYAIOT B Ce€0sl alleTaT, aurar, ajlbruHaT,
LUTPAT, acraprar, OeHszoart, OeH3oncynbdoHat, Oucynbdar, OyTupart, coinb KaMPpOPHOUH KUCIIOTHI,
kampopcynbdoHaT, auriokoHar, riunepodocdar, remucynbhar, TrenTaHoAT, TIE€KCAHOAT,
dopmuar, umsetnonat, ¢Qymapar, NakTaT, Manear, MeTaHcyiabdoHar, HadTHIEeHCYIb(OHAT,
HMKOTHMHAT, OKCAaJIaT, IaMOAT, MEKTUHAT, mepcysbdar, 3-QpeHuInponroHaT, MUKPaT, OKCaarT,
Majieat, NMUBaJjaT, MPOMHOHAT, CYKI[UHAT, TaAPTPaT, THOXJOpALeTaT, TpUPTOpaLeTar, riiyTamar,
Napa-ToNyoJICYJIb(OHAT, YHIEKAHOAT, COJb COJITHOM KHCIOTBI, COJb OpPOMHCTOBOIOPOAHOMN
KUCJIOTBI, COJIb CEPHOM KHUCIOTBI, COMb (POCHOPHON KUCIOTHI U T.I. AMUHOTPYIIITBI COSAMHEHUI
TaKXXe MOTYT OBITh KBATEPHU3UPOBAHBI AJKHIXJIOPHAAMH, OpOMHUIAMH U HOIUIAMH, TAKUMH KaK
METWJI, STHJI, PO, H3OTMPOIHJI, OYTHII, JIAYPHJI, MUPUCTHJI, CTEAPHII U T.IL.

[00087] Conu mnpucoeaVHEHUsT OCHOBAHMI MOXHO TIOJYYUTh B XOJI€ OKOHYATEJIbHOTO
BBIJICJIEHHS] M OYMCTKH PACKPBITHIX COCOMHEHNH TOCPEICTBOM PEAKINN KapOOKCHIIBHON TPYIIITbI
C TMOIXOASIIIUM OCHOBAaHHMEM, TAKMM KakK THUAPOKCHI, KapOoHaT mim OukapOOHAT KaTHOHA
MeTajljia, TAKOrO KaK JIMTUH, HATPUH, KaJIUM, KaJbLUI, MATHUN WU ATFOMUHUHN, WY NIEPBUYHBI,
BTOPHUYHBIN U TPETUYHBINA OPraHUYECKUU aMUH. MO2KHO MOJy4UTh Y€TBEPTUYHBIE AMMOHHUEBBIE
COJIY, TAKH€ KaK MOJTy4YeHHbIE U3 METUJIAMUHA, TUMETUIaMHUHA, TPUMETHIIAMUHA, TPU3TUIIAMHUHA,
IVSTWIAMUHA, JSTHJIAMHHA, TpUOyTWIAMHHA, nupuauHa, N, N-mumerunanunusHa, N-

MeTHIIUnepuanHa, N-MeTHiMop(onrHa, TUIMKIOTeKCUIAMUHA, MPOKanHa, AUOCH3MIIAMUHA,
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N,N-mubensundenstunamuna, 1-apenamuna u N, N '-nuOeH3 WIS TUICHINAMUHA, STUICHIUAMIHA,
5TAaHOJIAMHUHA, TUSTAHOJAMHUHA, MUIIEPUANHA, TUNIEPA3UHA U T.I1.
[00088] Konbtoratr gpochonunun-QraBarinH MOXET SBISATHCS CIIEU(PUIECKUM B OTHOLIEHUN
ornyxoneBoi wmnu pakoBoil kierku. [locne BBemeHust CyObekTy KOHBIOraT (Qochonunua-
(pnaBarinuH MOXET JIOKAJIN30BATHCSI B OIyX0JIEBOM MK pakoBoH kieTke. Konbtorar ¢pochomumnma-
¢dnaBarnuH MOXET JIOKAJM30BaThbCS WM IEPEeMelaTbCsi B LUTOIUIA3MY WM OpraHesuly
OMyXoJieBOM WM pakoBou kieTku. Kowbrorar ¢ochomunua-paaBariuH MOKET aKTHBHEE
BKJIIOYATBCS] B OMYXOJIEBYIO WJIM PAKOBYH) KJIETKY, HEXKENU B 340pOBYH0 KieTky. Konwbrorar
dochonmununa-¢raBariuH MOXKET BKIIOUATHCS MO MEHbIIEH Mepe MPUOIM3UTENIBHO B 2-KPATHO, 10
MEHbLIEeH Mepe MPUOIH3UTENIBHO B 3-KPaTHO, IO MEHbIIEH Mepe MPUOIU3UTENbHO B 4-KPaTHO, 110
MEHbLIEH Mepe NPUOIH3UTENIBHO B S-KPaTHO, IO MEHbIIEeH Mepe MPHOIU3UTENbHO B O-KPaTHO, 110
MEHbLIEH Mepe NPUOIM3UTENBHO B 7-KPaTHO, IO MEHbIIEH Mepe MPHOIU3UTENBHO B 8-KpaTHO, 110
MEHbLIEH Mepe MPUOIU3UTENBHO B 9-KpaTHO, MO MEHbIIEeH Mepe MpudbIu3uTenpHo B 10-kpaTHO,
N0 MEHbLIeH Mepe MPUOIM3UTENbHO B 15-KpaTHO, MO MeHbLIeH Mepe MpuOIU3UTENsHO B 20-
KPaTHO, O MEHbIIEH Mepe MPHOIU3UTEIBHO B 25-KPaTHO, 10 MEHbINEH Mepe NMPUOIM3UTEIbHO B
30-kpaTHO OOJBIIEE YUCIIO OMYXOJIEBBIX HMJIM PAKOBBIX KJIETOK IO CPABHEHHIO CO 3OPOBBIMH
KJIETKAMHU.
[00089]  ®nasarnun Moxet otwemATbes oT PLE, kak Hanpumep, BCiaeACTBUE pacleIUIeHUs
in vivo nocne BBeneHus: cyOpekTy. PraBarivH MOXKET JIOKAJIN30BaTbCs WM NEPEMELIAThCs B
LUTOIUIa3My WJIM OpPraHesuly OIyXOJEBOH WIM PaKOBOW KJEeTKU. (DaBarivuH MOKET aKTUBHEE
BKJIFOUATbCsl B OMYXOJIEBYIO WJIM PAKOBYIO KJIETKY, HEXKENIHU B 3J0POBYIO KJIeTKy. (DaBarivH
MOXKET BKJIFOYAThCS IO MEHbINEHl Mepe MPHOJM3UTEIBHO B 2-KpaTHO, MO MEHbIIEH Mepe
NpUOJIU3UTENBHO B 3-KPATHO, MO MEHbIIEH Mepe NMPUOIH3UTEIbHO B 4-KPaTHO, IO MEHBIIEH Mepe
NpUOJIU3UTENBHO B S-KPATHO, MO MEHbIIEH Mepe NMPUOIH3UTEIbHO B 6-KPaTHO, TIO MEHBIIEH Mepe
npUOJIU3UTENBHO B 7-KPATHO, MO MEHbIIEH Mepe NMPUOIH3UTEIBHO B 8-KPaTHO, IO MEHBIIEH Mepe
npUOJIU3UTENBHO B 9-KpaTHO, MO MEHbLIeH Mepe NMpUONM3UTeNbHO B 10-KpaTHO, MO MeHbIIEH
Mepe TPHOJM3UTENbHO B 15-KpaTHO, MO MEHbLIeH Mepe NpUOIH3UTENbHO B 20-KpaTHO, IO
MEHbLIEH Mepe NMPUOIH3UTENBHO B 25-KpaTHO, MO MEHbIIEH Mepe MpUOIU3UTENbHO B 30-KpaTHO
OoJblIIee YUCIIO OMYXOJIEBBIX MJIH PAKOBBIX KJIETOK IO CPABHEHUIO CO 3JOPOBBIMH KJIETKAMH.

a. Cunmes
[00090] PLE MOXHO MOJIy4uTh C MOMOILBK) CHHTE3a B COOTBETCTBUU C mpumepom 1. B
KadecTBe anbrepHaTuBbL, PLE, KOTOpHIN MOAPOOHO ONMMCaH B TaHHOM JOKYMEHTE, MOXET OBbITh
MOJIYy4€H TOCPEACTBOM CHHTE3a C IMOMOIIBI0 CIOCOOOB, M3BECTHBIX CIELHAIUCTY B IaHHOM
obmacti TexHUKU. PraBariuH MOXKHO MOJYYHTb C IIOMOINBIO CHHTE32 B COOTBETCTBHU C

npumepoMm 1. B kauecTBe anbrepHaTUBBI, (pJIaBaryivH, KOTOPBI NMOAPOOHO OMHMCAaH B JAHHOM
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JIOKYMEHTE, MOKET OBITh MOJYYEH MOCPENCTBOM CHHTE3a C IMOMOIIBIO CIIOCOOOB, M3BECTHBIX
CIEeLMAINCTY B JaHHOH oOmacTu TexHUKU. DraBariuHbl TAKXKE SIBJISIOTCS KOMMEPUYECKH
noctynHbiMy, Hanpumep, or Haoyuan Chemexpress Co. (Ilanxaii, Kuraii). Konstorar PLE-
(paBarIuH MOXKHO MOJYYHMTb C ITOMOINBIO CHHTE3a B COOTBETCTBUHU C npumepoMm 1. B xadectse
aneTepHaTUBbI, KOHBbIOraT PLE-(naBarnnH, KoTophIil moapoOHO OMUCAaH B IAHHOM JOKYMEHTE,
MOKET OBbITh MOJIYYEH MOCPEACTBOM CHHTE3a C ITOMOIIBI0 COCOOOB, N3BECTHBIX CIIELHATHUCTY B
AaHHOH 00JIaCTH TEXHUKH.

4. Dapmayesemuueckie KOMROUYUU
[00091] PLE u xonstoratsl poconunua-hraBariuH, KOTOpbie MOAPOOHO OMUCAHBI B JAHHOM
JIOKYMEHTE, MOXHO COCTaBJsiTh B (DapMalleBTUYECKHE KOMIO3MLIHMH B COOTBETCTBHH CO
CTaHAAPTHBIMH METOIMKAMH, XOPOLIO W3BECTHBIMH CIHEIHAINCTaM B 00JacTH (papManeBTUKH.
Komnosuuusi Moxxer conmepkarb coenuHeHue (takoe kak PLE wnmu kowbrorat ocdommmnua-
¢maBarnmuH) W (papmManeBTUYECKH MpPUEMIIEMbI HOCUTENb. TepMHH «papMaleBTHUECKH
NpUEMJIEMBI HOCHUTEIIb», HCIONBb3yEeMblii B KOHTEKCTE€ JAaHHOTO JOKYMEHTA, O3HAudaeT
HETOKCUYHBbI HMHEPTHBIA TBEPAbIH, TMONYKUAKAH WIM SKUAKWUA HATOJHUTENb, pa30aBUTEIND,
MHKATCYJIMPYIOIIUH MaTepHall MM BCIIOMOTaTENbHOE CPEICTBO AJIS TIOIYUEHHUs COCTaBa JIF000T0
TUTIA.
[00092] IlyTts, mocpencTBOM KOTOpOro BBOAAT packpbitblie PLE u konbrorarsl ¢pochomumnua-
¢naBarnmuH, W QopmMa KOMMO3UIMHU OyAyT IUKTOBaTb TPUMEHSEMBIH THUI HOCHUTEJs.
dapmarieBTHUECKAs] KOMITO3UIIMS MOXKET IIPUCYTCTBOBATH B psizie (OpM, NOAXOASALINX, HATIPUMED,
Il CHCTEMHOTO BBeJeHHs (HampuMep, MepOpaibHOrO, PEKTAJbHOIO, CyOJHMHIBAJIBHOTO,
OyKKaJIbHOTO, B BU/I€ HIMIUIAHTATOB, HHTPAHA3aJIbHOTO, UHTPABATrMHAIBHOTO, TPAHCAEPMAJIBHOTO,
BHYTPUBEHHOTO, BHYTPHUAPTEPHUATBHOIO, BHYTPHOMYXOJEBOTO, BHYTPHUOPIOIIMHHOTO  HJIH
MAPEHTEPAIbHOTO) WJIM MECTHOTO BBEICHMs (HANpUMeEp, KOXKHOTO, JIETOYHOTO, HA3aJBHOTO,
YIITHOTO, TJIa3HOTO, B CUCTEMAX JIOCTABKH HA OCHOBE JIMTIOCOM WJIHM TIOCPEACTBOM HOHO(Ope3a). B
COOTBETCTBHH C HEKOTOPBIMHU BapHUAHTAMH OCYLIECTBIIEHHS (HapMaLeBTUYECKAsh KOMITO3ULIHS
NpefHa3HAYeHa Ui BBEIEHUS B ILICHTPAJBbHYIO HEPBHYIO CHUCTEMYy CyObekTa. METOOHMKH |
cocTaBbl OOBIMHO MOKHO HaWTH B “Remington's Pharmaceutical Sciences,” (Meade Publishing
Co., Easton, Pa.). @apmaneBTuiyeckre KOMIO3UINH, KaK TPABUIIO, TOJKHBI OBITh CTEPHIIBHBIMU
U CTaOWUIBHBIMH TIPU YCJOBUSIX IMPOW3BOACTBA M XpaHeHMs. Bce HOocHTENM B KOMITO3UIMSX
SIBJISTFOTCSI HEOOS3aTEIbHBIMU.
[00093] @apmaneBTUYECKH TIpUEMJIEMbIE HOCHTENIM BKJIIOYAIOT B ce0si, Hampumep,
pa30aBUTENH, CMAa3bIBAIOLINE CPEACTBA, CBS3YIOIIME CPENCTBA, PA3PBIXJIUTENH, KPACHTEINH,
apOMaTU3aTOPBI, MOJCIACTUTENH, aHTHOKCHIAHTBI, KOHCEPBAHTBI, CPEACTBA, CIIOCOOCTBYIOIIUE

CKOJIbKEHUIO, pAcTBOPUTENH, CYCHEHIMPYIOIIHE CpPEeACTBAa, CMAauMBaIOIIME CPEACTBA,
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NOBEPXHOCTHO-aKTHBHBIE  BEINECTBA,  MSATYUTENbHBIE  CPEACTBA,  Ia3bl-BBITECHUTEINH,
YBIIQXHSIOIIUE CPENICTBA, TOPOLIKH, CPeACTBa-peryasTopsl pH 1 nx koMOMHAIUH.
[00094] HecmoTpst HA TO YTO KOJIMYECTBA KOMIIOHEHTOB B KOMIIO3ULIMSIX MOTYT U3MEHSTHCS B
3aBHCHUMOCTH OT NPEATIOYTUTEBHOTO TUITA KOMITO3ULIUH, OOBIYHO CUCTEMHbIE KOMIIO3HLIUU MOTYT
BKIIO4aTh B cedst ot 0,01% no 50% coenunenust (takoro kak PLE wnn korbrorata ¢pochomunua-
¢naBarnuH) U ot 50% n0 99,99% 1O OMHOrO WM HECKOJNbKUX Hocuteneil. Kommosuimu st
MapeHTEPAIbHOTO BBEIEHHUS, KaK MMPABUIIO, MOT'YT BKJIFO4ATh B cebst 0T 0,1% m0 10% coenuHeHwMsI
1 oT 90% 110 99,9% ogHOTrO MM HECKOJBKHUX HOcUTeNei. [lepopanbHble ekapCcTBEHHbIE POPMBI
MOTYT BKJIIOYaTh B ce0s, Hampumep, MO MEHbLIeH Mepe npudmm3uTesbHo 5% WM OT
npubnusutensHo 25% no npubmmsurensHo 50% coenuHenus. Kommosumuw B mepopaiibHON
JIeKapCTBEHHOH (popMe MOTyT BKIIIOUATh B ceOst OT mpuOm3uTenbHo 50% 10 npuOIH3UTEbHO
95% HocuTenel nnm oT npudm3nuTeNnbHO S0% no npudmsurensHo 75% Hocurened. KonmdecTso
HOCHTEJIs], HCTIOJIb3YEMOTO COBMECTHO C PACKPBITBIM COSIUHEHHEM, SIBIISIETCS JOCTATOYHBIM TSI
o0ecriedeHrs] TPAKTHUYECKH MPUMEHHMOrO KOJMYECTBA KOMIIO3ULIUU JUIsI BBENCHHUS B
CTaHAAPTHOH [103€ COEOUHEHMs. METOMUKH M KOMIIO3WULUH JUI TOJYYEeHHUS JIEKaPCTBEHHBIX
¢bopM, MPUTOAHBIX B CIOCOOAX COMIACHO HACTOSLIEMY M300PETEHHIO, OMHCAHBI B CICAYOIINX
ucrounnkax: Modern Pharmaceutics, Chapters 9 and 10, Banker & Rhodes, eds. (1979);
Lieberman et al,, Pharmaceutical Dosage Forms: Tablets (1981); u Ansel, Introduction to
Pharmaceutical Dosage Forms, 2nd Ed., (1976).

5. Beeoenue
[00095] PLE wum xonbrorat dochomunua-¢praBarinH uin GpapMaleBTHIECKHe KOMIIO3ULNH,
COZIepIKaIe MX, MOKHO BBOAUTH CyOBekTy. Takue KOMIO3HMLMH, COXEpIKallne COCAMHEHHE
(takoe xak PLE wiu koHbroraT Qochonununa-¢piaBarinH), MOKHO BBOAUTH B JO3UPOBKAX H C
MIOMOLIBEO) METOAMK, KOTOPBIE XOPOIIO H3BECTHBI KBATHU()UIIMPOBAHHBIM CIIELIUAJIMCTAM B 00JIaCTH
MEIUIIMHBI, PUHUMAasi BO BHHUMaHHE Takue (PaKTOPbI, KaK BO3pAcTa, MOJ, Macca M COCTOSIHUE
KOHKPETHOT'O CyObeKTa M MyTh BBEICHMUSI.
[00096] Coenunenune (takoe kak PLE wmu kowbrorat Qochonunun-¢raBarinH) MOXKHO
BBOJIUTH B MPO(HIAKTHUECKUX WIIN TePAeBTUIECKUX LessiX. [Ipu npodunakTuyeckoM BBEIEHUH
COEMHEHNE MOXKHO BBOAHWTH B KOJIMYECTBE, IOCTATOYHOM Il HMHAYKUMHM oOTBeta. [lpm
TEPANeBTHUECKUX TNPUMEHEHHSIX COCOMHEHHS BBOINAT CYOBEKTY, HYKITAIOIIEMYyCsS B 3TOM, B
KOJIMYECTBE, JOCTATOYHOM sl obecrneueHus: TtepamneBThueckoro sddekra. KommuecTso,
IOCTaTOYHOE Uil JOCTIKEHUS 3TOTO, OINPENENIeHO KaK «TepamneBTUYecKH 3(QeKTHBHOE
konudecTBo». Konnvecrsa, 3 (ekTUBHBIE IJIs1 3TOr0 NMPUMEHEHUs], OyAyT 3aBHCETh, HAIPUMED,
OT KOHKPETHOH CXeMbl BBEACHHS KOMIIO3UIMH C COCJUHEHUEM, Crioco0a BBEIEHMs, CTAAUH U

TAXKCCTHU 336OHeBaHI/I$[, O6HI€FO COCTOSAHUA 340pPOBbs IALIMCHTA U PCHICHUA JICHAIICro Bpada.
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Tepaneruueckn 3¢ ¢EKTUBHOE KOIMYECTBO TAKKE MPEACTABISIET COOOM KOJHYECTBO, MPHU
KOTOPOM TEpaNeBTUYECKH TOJIe3HbIe 3(P(eKThl MPEeBOCXOIAT JH0ObIE TOKCHYECKNE WITH BPEIHbIE
spdextsr  coenuHenus. «IIpopunaxrrueckn 3PPexTHBHOE KOIUYECTBO» OTHOCUTCS K
KOJNYECTBY, 3(pPeKTUBHOMY AT NOCTHXKEHUS KEJAeMOro NMpOo(UIAKTHYECKOTO pe3ysbTaTa B
HEOOXOMMBIX JO3UPOBKaxX M B TEYEHHE HEOOXOOMMBIX MEepPHONOB BpemeHH. Kak mpaBuio,
TIOCKOJIbKY MPOQUIAKTHUECKYIO 103y MPUMEHSIOT Y CyOBeKTOB 10 3a00ieBaHus WM Ha Oojee
paHHe# ctaguu 3a0oseBanus, npodunakTuuecku 3pGEeKTUBHOE KOJTMYECTBO OyI€T MEHbIIE, YeEM
TepaneBTHUeCKH 3P (HEeKTUBHOE KOTHYECTBO.
[00097] Hanpumep, TtepaneBTHUECKH 3(P(GEKTUBHOEC KOJHMYECTBO COCOUHEHHUS MOXKET
COCTaBJISITh OT MPHOMM3UTENBHO | MI/KT 1o mpubnusurensHo 1000 MI/kr, OT NpHOIH3UTEIBHO
5 mr/kr no nmpubnmsurensHo 950 Mr/kr, oT mpubnu3uTeNbHO 10 MI/KT 0 NPHONIU3UTENBHO
900 mr/kr, oT npuOIM3UTENBHO 15 MI/Kr 1o mpubausutenbHo 850 MI/KT, OT MPHUOIU3HTEIBHO
20 mr/kr no mpubmusutenbHo 800 MI/KT, OT MPUOIM3UTENBHO 25 MI/KI A0 TPHOIU3UTEIHHO
750 mr/kr, ot npubmmurenasHo 30 Mr/kr go npubausutenbHo 700 MI/Kr, OT MPHUOIU3HTEIBHO
35 mr/kr no mpubnusutenbHO 650 MI/KT, OT npuOIM3HTENbHO 40 MI/KT 10 NPHOIM3HTEIBHO
600 MI/Kr, OT NPUOIM3UTEIBHO 45 MI/KT 10 TPUOIU3UTENBHO 550 MI/KT, OT NMPHUOIU3HTEIBHO
50 mr/kr no mpubnusurenbHo 500 MI/Kr, OT mpUONU3UTENBHO 55 MI/KT IO NMPUOIHU3UTENBHO
450 mr/kr, ot npubnusurenpHo 60 Mr/kr 1o nmpudbnnsutenbHo 400 MI/Kr, OT NPUOIH3UTEIBHO
65 mr/kr no npubnusutenpbHo 350 MI/kr, oT npuOIM3uTenabHO 70 MI/KT 0 NPHUOIM3UTENBHO
300 mr/kr, OoT NpUOAM3UTENIBHO 75 MI/KTI 10 NpuOIU3UTENbHO 250 MI/KT, OT NMPHOIU3UTENIBHO
80 mr/kr no mpubmusutenbHo 200 MI/KT, OT NPHOJU3UTENBHO 85 MI/Kr 10 NpUOIH3HTENBHO
150 mr/kr u ot npubnusurensHo 90 Mr/kr 1o npudbausurenabHo 100 mr/kr.
[00098] CoenvHeHre MOKHO BBOAWTH C MOMOIIBIO CIIOCOOOB, XOPOIIO U3BECTHBIX B YPOBHE
TeXHUKHU 1 onrcaHHbIX B Donnelly et al. (Ann. Rev. Immunol. 1997, 15, 617-648); Felgner u coasr.
(matent CIIIA Ne 5580859, Bbinannsblii 3 nexkadps 1996 roga); Felgner (matent CIIIA Ne 5703055,
BeInaHHbIN 30 nexadpst 1997 roga); u Carson u coast. (mateHt CIIIA Ne 5679647, BbinanHbIi 21
okTs10pst 1997 roma), mpudyeM conmepikaHHe KakKIOro M3 BCEX 3THX HCTOYHHKOB BKIFOYEHO B
IaHHBIH JOKYMEHT TIOCPEACTBOM CChUIKM BO BcCel cBoeil momHoTre. COenMHEHHE MOXKET
00pa3oBBIBATH KOMIUIEKCHI C YaCTUIIAMH WJIM TPaHyJIaMH, KOTOPbIE MOXKHO BBOAUTH WHAMBUIY,
Harpumep, C MPUMEHEHHEM Oe3bIroJIbHOrO HHBbeKTOpa. CIeLUaNuCTy B JAHHOH O0JIACTH TEXHUKH
Oymer W3BECTHO, 4YTO BBHIOOP (hapMaLEBTHYECKH IPUEMJIEMOTO HOCHTENS, B TOM YHCIE
(pU3NOTOrHUECKN TPHEMIIEMOTO COEIMHEHHSI, 3aBUCUT, HATIPUMED, OT ITyTH BBEACHUSI.
[00099] CoenuHeHne MOKHO IOCTABJSATh MOCPEACTBOM PA3UYHBbIX MyTed. TumuuHble myTH
JIOCTaBKM BKIIOYAOT B ceOs MapeHTepajbHOE BBEICHUE, HANpUMep, WHTPAAECPMAIbHYIO,

BHYTPUMBILIEUHYIO WM MOIKOXHYIO AOCTaBKy. Jlpyrue myTu BKIHOYAIOT B ceOs mepopajibHOe
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BBEJICHHE, HWHTPAHA3AJbHBIM, WHTPaBarMHANbHBIA, TPAHCAEPMAJbHBIN, BHYTPUBEHHBIN,
BHYTpUAPTEPHUAJIbHBIN, BHYTPUOITYXOJIEBbIH, BHYTPUOPIOIIMHHBIA U 3MHAEpPMalbHbIA myTH. B
COOTBETCTBHM C HEKOTOPBIMH BAapUaHTAMU OCYIIECTBJIEHUS COCAMHEHHE BBOISAT CYOBEKTY
BHYTPUBEHHO, BHYTPHUApTEPHUAJIbHO WM BHYTPUOPIOIIMHHO. B COOTBETCTBHMH C HEKOTOPBIMU
BAPUAHTAMM OCYINECTBJICHUS COEJUHEHUE BBOIST CyOBEKTY BHYTPHBEHHO. B cooTBeTcTBUH C
HEKOTOPbIMU BaAPHAHTAMHU OCYIIECTBIJICHUS COETUHEHUE BBOIAT CYyObEKTY NepOPabHO.
[000100] B cooTBETCTBHH C HEKOTOPHIMU BapUaHTAMH OCYILECTBJIEHUS COCUHEHUE BBOJST B
COCTaBe C KOHTPOJHPYEeMbIM  BbICBOOOXKIeHHMeM. Hampumep, coenMHEHHE  MOXKET
BBICBOOOKIATBCS B KPOBOTOK. B COOTBETCTBHHM C HEKOTOPBIMH BapUAHTAMH OCYILECTBIICHHS
COEMHEHUE MOXKET BBICBOOOXKIATHCS B TEUSHHE MEPHONA, COCTABJISIIOLIETO 1O MEHbIIEH Mepe
npuOIU3UTENbHO | CyTKH, IO MEHbIIEH Mepe MPUOIMU3UTENbHO 2 CYTOK, IO MeHbIIeH Mmepe
NpUOIU3UTENBHO 3 CYTOK, MO MEHbIIEH Mepe NMpUONU3UTENbHO 4 CYTOK, MO MEHbIIEH mepe
NpUOIU3UTENIBHO S5 CYTOK, MO MeHbIIEH Mepe NMpUONU3UTENbHO 6 CYTOK, MO MEHbIIEH mepe
npuOIU3UTENBHO 7 CYTOK, IO MEHbLIEH Mepe MpuONM3uTeNnbHO | HEnmenmo, Mo MeHbLIeH mepe
npubnu3uTeNnpHO 1,5 Hepeny, Mo MeHbLIeH Mepe TPUOIU3UTENBHO 2 HEIENH, 110 MEHbLIEH Mepe
npUOIU3UTENBHO 2,5 HENleNH, 10 MEHbLIEH Mepe NMPUOIM3UTEIBHO 3,5 HefeIu, IO MEHbLIEH Mepe
npuOIU3UTENBHO 4 HEAETH WIH 10 MEHbIIEH Mepe MPUOIN3UTENbHO | MecsI.
[000101] CoenuHeHHUe MOKHO BBOAUTH B BHAE OAHOKPATHOM M03bl, WM 3TTU30UUECKH, WU B
BUJIE MHOTOKpaTHBIX 103. Hanpumep, coenuHeHne MOXKHO BBOJUTD OJIMH Pa3 KakbIi 4yac, 2 Jyaca,
4 yaca, 8 Jacos, 12 gacos, 25 4acoB, 36 4acoB, 2 CyTOK, 3 CYTOK, 4 CyTOK, 5 CyTOK, 6 CyTOK, |
HeJes, 2 Hefenu, 3 HeAeau Ui 4 Heaesu.

6. Cnocobwi

a. Cnocobul neuenus pakay cyovekma
[000102] B naHHOM IOKYMEHTE OMMCAHBI CIIOCOOBI JieueHHs paka y cyobekTa. Criocod MokeT
BKJIFOYATh B ce0s1 BBeNleHUE CYOBEKTY KOHBIoraTa Gochomunua-haaBarinH, KOTOPbIA MOAPOOHO
OMNNCaH B JAHHOM JOKYMEHTe. B COOTBETCTBUMU ¢ HEKOTOPBIMU BApUAHTAMU OCYLIECTBIIEHUS] PaK
SIBJISIETCS] BBIOPAHHBIM M3 MEJIAHOMBI, paka TOJIOBHOTO MO3ra, paka JIETKOTo, paka HaAIIOYeYHHKA,
paka MeYeHHu, paKka MOYKH, paka MO KeIyJOYHON KeJle3bl, paka MUIIEeBOAA, paKa XKelyJaKa, pakKa
TOJICTOH KHUINKH, paka OOOMOYHOM W TpPsSMOH KHIIKH, paka aHAJIbHOIO KaHajua, paka
NPEeICTATENIbHOMN JKeJIe3bl, paKa TMYHUKA, PaKa MOJIOYHOM JKeJIe3bl, paka MEeHKH MaTKH, TMM(OMBI,
JeWKOo3a, MHEJNIOMBI, reMo0JacTo3a, TenaTOUEUTFOJSIPHON KapUUHOMBL, —PETHHOOIACTOMBI,

TIMOMBI, CAPKOMBI, 6J'IaCTOMI:>I, IUIOCKOKJIETOYHOM KapOUHOMBI U aACHOKAPIINHOMBI.



33

b. Cnocobwr nayenuseanusi J1eKaApCMEEHHO20 CPeOCmMea HA ONYXONe8yl0 Ul PAKOEYIo
K1emky y cyovexma
[000103] B pmaHHOM JOKYMEHTE MpPEACTaBJIEHbI CHOCOOBI HALEIMBAHHS JIEKAPCTBEHHOTO
CpeICTBa Ha OIMYXOJIEBYIO MJIM PAKOBYIO KIIETKY Yy cyObekra. Cioco0 MOKeT BKIIOUATh B CeOst
BBeZleHHe CYOBeKTy KoHbrorata (gochonunun-guaBaring, KOTOPbIH MOAPOOHO OMUCAH B JAHHOM
JIOKyMeHTe. B COOTBETCTBUM C HEKOTOPbIMHM BapUAaHTAMM OCYLIECTBJIEHHUS paK sBIIAETCS
BBIOPAHHBIM W3 MEJIAHOMBI, Paka IOJIOBHOI'O MO3ra, paka JIETKOro, paka HaJNOYEeYHUKA, paka
NEYEHH, Paka TOYKH, paka MOMKETYJAOYHOH JKeNe3bl, paka NHIIEBOAA, paka KemyIKa, paka
TOJICTOH KHWINKH, paka OOOMOYHOM M TPsSMOH KHIIKH, paka aHAJIbHOIO KaHajua, paka
Npe/ICTaTEeNIbHOMN JKeJIe3bl, paKa STMYHUKA, PAKa MOJIOYHOM JKeJIe3bl, paka MMEeHKH MaTKH, IMM(OMBI,
JEeWKO03a, MHEJNIOMBL, TreMo0JacTo3a, TeNaTOUE/UTFOJSIPHON KapLUUHOMBIL, —PETHHOOJIACTOMBI,

TINOMBI, CAPKOMBI, 6J'IaCTOMI:>I, IUIOCKOKJIETOYHOM KapOHUHOMBI U aACHOKAPITMHOMBI.
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IIPUMEPLI

IIpumep 1. XuMuyecKHid CHHTE3

[000104] PLE. PLE mnonydanu IOCPEICTBOM CHHT€3a B COOTBETCTBUH CO CXeMOH 1,
NPEACTABJICHHON HUXE:
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Cxema 1

[000105] Drasaziunpr. OnaparnuHbl OBLTH TOCTYITHBI OT KOMMEpPUYECKOro nmocrapmuka. FLV1

u FLV3 mnpuobperamn y Haoyuan Chemexpress Co. (Illanxaii, Kwutaii). B xauectse
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anprepHaTuBbl, FLV1 u FLV3 noaydann nocpeacTBOM CHHTE3a B COOTBETCTBHHM CO CXEMOU 2,

MPEICTABJICHHON HUXE!
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Cxema 2
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[000106] Koncmpykuyuu PLE-pragazaiun. CLR 1852 (coemmnenme (9)) m CLR 1865
(coenunenue (8)) mosydaaM TOCPEOCTBOM CHUHTE3a B COOTBETCTBHH CO CXEMOW 3,

MPECTABJICHHON HUXE!
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Cxema 3

Ilpumep 2. llpucyrcTBHE THNHAHBIX PAGTOB HA ONYXO0JICBBIX KJIETKAX

[000107] bonee 100 kyieTOYHBIX JHUHUNA NOABEPrajid OKPAIIMBAHUIO C HCIOJIb30BAHUEM
cyOpenuanLl B XxonepHoro TtokcuHa, (ukcupoBamu 4% GopManbaeruioM M OKPALIMBAJIN
¢ununuaom III B Teyenme 30 munyr. Kak nokasano Ha ¢ur. 1A-¢ur. 1D, moutn Kaxabli
UCCJIEyeMbIil THIT OMYyXOJH JAEMOHCTPHPOBAJ BBICOKYEO KOHLEHTPALMIO JHUIMHAHBIX padToB B
kJIeTouHoi MemOpaHe (B 100 KJIeTOUHBIX JUHMSIX, CBEXKUX 00pas3lax OT MAalMeHTOB H T.1.). Kak
nokazaHo Ha ¢ur. 1E, xnerku AS549 KynbTUBHpPOBAJIM COBMECTHO C HOPMAaJIbHBIMU
bubpobnactamu B TeueHue 48 4acoB, a 3aTeM OKpaIuBaiu cyObequHIIEH B X0IepHOTro TOKCHHA,
dukcuposanu 4% dopmanbaeruaom u okpammsanu ¢uunmuaoM Il B Teuenue 30 MUHYT. OTH
Pe3ybTaThl IEMOHCTPUPOBAJIHI, YTO OIMYXOJIEBBIE KJIETKH UMEIOT 00Jiee BBICOKYIO KOHIIEHTPALIHEO

JIMITUHDBIX pa(l)TOB, YEM HOPMAJIbHBIC KIICTKH.

TIpumep 3. CeaexTusuoe noraomenue PDC B onyxoJieBbie KIeTKH

[000108] Hopmaneuele ¢ubpobmactsl u omyxonesble kietku Caki-2 (cBeTOKIeTOUHAs
MOYE€YHO-KJIETOYHAs] KAPIIMHOMA Y€JIOBEKA) BbICEBAJIN U COBMECTHO KYJBTUBHPOBAJH B TEUCHUE

HouH (¢ur. 1F). Knetku 3arem nnkyouposamu ¢ 5 MkM CLR 1501 (coenunenue (1)) B TeueHue
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24 wacos npu 37 C B momHo# cpene. Ha chenyromuil neHb KJIETKM TPOMBIBAIKE H COBMECTHO
okpammuBaiu ssaepHbiM kpacureneM (Hoescht 33342). Bo30Oyxnamm ¢payopecuenuuto CLR 1501,
a 3aTeM BBIBIUIN C Hcnonb3oBaHueM ¢unbrpa nnst Alexa-Fluor 488. CLR 1501 Ha BbICOKOM
ypoBHe Jokaimu3oBajcs B kierkax Caki-2 ¥ Ha MHHHUMAJbHOM YpPOBHE - B HOPMAJIbHBIX

dubpodnacrax.

Ilpumep 4.Pa3pymenue JunuaHeiX padToB cHHKANO noraomenue PDC

[000109] Knerku AS549 BriceBaiu B T€UEHHWE HOYM B OTAENbHBIC JYHKU. Ha crneayrommii 1eHb
kjetku audo He monBepramu odpaborke (¢pur. 1G), wiu moxeepranu obpaboTke MeTui-b-
LMKJIONEKCTPUHOM ((pur. 1H), KOTOpBIii, Kak OBUIO MOKAa3aHO, CEJIEKTUBHO Pa3pyIlaeT JUITHIHbIE
padTel. Bee knetku 3atem nHKyOupoBaiu B Teuenne 24 yacos ¢ 5 MkM CLR 1501 (coenunenue
(1)). Pa3pymenune GonbIIMHCTBA TUITUAHBIX PadTOB B KieTKax AS549 nmpuBOAMIO B pe3yJbTaTe K
60% cHmwkennto nornomennst CLR 1501 (¢ur. 1H) mo cpaBHeHHo ¢ HeoOpaOOTaHHBIMHU

kierkamu (ur. 1G).

IIpumep 5. PDC orcjiekuBAIOTCH B DQHAOILJIAZMATHYECKOM PETHKYJIYME

[000110] KieTku ageHOKapIUHOMBI MpeAcTaTelbHON xene3bl ueioBeka (PC3) BriceBanmu B
tedyeHue Houn Ha mukporuanmeT VI (Ibidi, Bepona, Buckoncun, CIIIA), a 3aTem nHKyOHpoBanu
¢ 5 MM CLR 1501 (coenunenue (1)) B Teuenune 24 yacos npu temnepatype 37°C B moJHOM
cpene. Ilocne npompIBaHMs KIE€TKU NOABEPTaId COBMECTHOMY OKPALINBAHUIO C UCIIOIb30BAHUEM
ER-tracker® cormacHO MNpPOTOKOJY M BHU3YaJU3UPOBAIM C TNPUMEHEHHEM KOH(OKaIbHOro
ceeroBoro Mmukpockorna Nikon AI1R. BosOyxnmanu ¢uayopecuenmuo CLR 1501 u ER wu
OCYLIECTBJISUIM BbIsIBIeHUE ¢ mpuMeHeHneM Alexa-Fluor 488 npu ucnosib30BaHUM CTAHIAPTHBIX
bunsTpoB st payopecuenna. CLR 1501 jokanusosajics coBMecTHO ¢ ER B 310kauecTBEHHBIX

(¢ur. 11-¢ur. 1K), a He B HOpMAIBHBIX KJIETKaX (HE MOKa3aHO).

TIpumep 6. PDC oTcjiekUBAIOTCH B DQHAOILIAZMATHYECKOM PETHKYJIYME

[000111] Knerounyro nmunuro PC3 (ameHOKapuMHOMA MPENCTATEBHON jKeNie3bl yenoBeka [V
CTaguM) KyJbTUBHUPOBAIM B TE€UEHHME HOUYM Ha crekyie s mukpockonmu VI (Ibidi, BepoHna,
Buckoncun, CIIA). Ha cnepyromuii neHb kietkun wuHKyOupoBanmu ¢ S MkM CLR 1501
(coemunenue (1)) B Teuenue 24 yacos npu temneparype 37°C B nonHoii cpene. Ha crnenyrommii
IeHb Tocyie mpombiBaHust PBS kieTku moasepraiyd COBMECTHOMY OKPAIIMBAHHIO SIAEPHBIM
kpacurenem (Hoechst 33342) u mapkepom muroxornpuii (Mitotracker®) (Invitrogen, KapicOan,
Kamudopnaus, CIHIA). Knerku noxsepranu HaONIOAEHHIO C TNPUMEHEHHEM KOH(OKAJIBHOTO

mukpockomna Nikon A1R. Bo30yxnanu ¢payopecuentuto CLR 1501 u ocyiuecTBisiin BbIsIBICHUE
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¢ mpumenenueM ¢unbTpa st Alexa-Fluor 488, B To Bpems kak (hJIyOpecCUEHLHIO SASPHOTO
KpacuTenss M MHUTOXOHAPUAIBHOTO KpPacuTeIsl BO30YXKIAdW W TOABEPIrali BBIIBICHUIO C
npumeHeHueM ¢unbTpa 1t DAPI u ¢punsTpa nist rexacckoro kpacHoro, coorserctseHHO. CLR

1501 noxanuzosaincst B MUTOXOHApUsX (¢pur. 1L-¢ur. 1N).

Hpumep 7. PDC o6ecnieunBal0T HAIPABJEHHYIO J0CTABKY iN VIVO

[000112] «Tonmoit» MbImM, Hecyuled omyxojb obomouHou u mnpsmou kumku (HCT-116),
Beomwn uHBeKIUeill 1 mr CLR 1502 (coemunenue (2)), M MX NOABEpPrajl BU3YATU3ALUH C
NOMOLIBIO HH(ppaKpacHO cucTembl Bu3yaimuzamu Pearl Infrared Imaging System. Pa3nblie nBera
otpaxkaroT uHTeHcuBHOCTh CLR 1502 co Bpemenem. [IpumepHo uepes 5,5 daca nociie HHbEKLUH
OMyXOJIb BCE e€IlIe AEMOHCTPUpPOBaJia KpacHbIl LBeT (OTpakaroIiui Hauboee BBICOKOE
pacnpoctpanenne CLR 1502) (¢wur.2). B Tedenue 24 9acoB MONydHasd MaKCUMAJbHOE
pacnpenenenne CLR 1502. [TepBoHauanbHO HalelMBaHUE HaOMIOAANOCH B mpeneyiax 30 MUHYT

(He moKa3aHo).

IIpumep 8. Huroroxcnueckue PDC o0ecieuyuBal0T HAGIUBAHHE H NOTEHIHAJILHO

VJVYIIEHHBIH TepaneBTHYeCKHH HHAEKC

[000113] Knerku AS549 (ameHOKapLHOMA JIETKOTO 4ellOBeKa) U HOpMasbHble (uOpoOIacTsl
koku yenoseka (NHDF) BeiceBanmu B 96-myHOUHBIE YalKW B Te€YeHHME HOUM. Bce KieTku
noaBeprajgn o0padoTKe BO3PACTAIIUMHU KOHLEHTPALUSIMU JTHOO0 UCXOAHOTO IUTOTOKCHIECKOTO
coenunenus otnebHo (FLV1 wnu FLV3), mu6o PDC (ucxonHoe HUTOTOKCUYECKOE COeTUHEHME,
KOHBIOTHpOBaHHOE ¢ (pparmenToM PLE ¢ ncnosnb3oBanuem pacuerusiemoro suakepa, CLR 1865
(coenunenue (8)) umu CLR 1852 (coenunenue (9))). McxoaHoe IUTOTOKCHYECKOE COETUHEHHE
JE€MOHCTPUPOBAJIO B OTHOIIEHUH KJIETOK A549 akTUBHOCTbB, MPAKTUYECKU PABHYIO AKTHUBHOCTH B
otHomeHuu kinetok NHDF. Tem He menee, monekynibl PDC neMoHCTpupoBanu CeIeKTHBHOCTD B
oTHOoweHnn KiIeTok AS549 (¢wur. 3). Monekynst PDC mnpaktudecku He AEMOHCTPHPOBAIH
Bo3zaeiicTBUe B oTHoweHun kiaetok NHDF 1o caMbix BBICOKMX KOHLIEHTpaUUd U
J€MOHCTPUPOBAJIN aKTUBHOCTD, MPAKTUYECKH AHAJIOTMYHYI0 AKTUBHOCTH UCXOHOM MOJIEKYJiE B
kjetkax A549. Paznuune Mexay LUTOTOKCUYHOCTBIO MoJiekyJibl PDC B OTHOLIEHHH OMyX0JI€BBIX
KJIETOK M ILUTOTOKCHYHOCTBHIO B OTHOLUIEHHMM HOPMAJIbHBIX KJIETOK MOXET YKa3blBaTb Ha

NOTCHUHAJ K YIYUYIICHUIO TEPANIEBTHUYCCKOI0 MHACKCA NCXOAHBIX MOJICKYJIL.

Ilpumep 9. Huroroxcuueckue PDC o0ecneuynBa0T HALlETHBAHHE

[000114] Ouenusanu nornomenne CLR 1852 (coenunenue (9)) B kierkax A375 (Menanoma

yenoseka) u kaerkax HEK293 (smOpuonanbHas nouka uenoseka). Knerku nakyouposanu ¢ CLR
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1852 (coenunenue (9)) B Teuenue 24 yacoB. bputo Moka3aHo, YTO OMyXOJEBbIE KJIETKH BO BCEX
ciydasx UMenu 6-28-kpaTHoe mosblilieHue copepskanus PDC mo cpaBHEHHIO ¢ HOPMAaJIbHBIMU
KJIETKaMU B TeueHue 24 yacos 00paboTku (¢ur. 4).

[000115] Pesynbrarsl u3 npuMepos 2-9 ykasbIBaJIM HA TO, YTO MOJIEKYJIbI ddupa pochonumuna
HALIEJIMBAIOTCS HA OIyXOJIEBbIE KJIETKU OCPEACTBOM JUMUAHBIX padToB. PDC nemoHcTprpoBanu
3HAUYUTENIbHOE TMOIJIOIEHUE B OMyXOJEBble KJIETKH MO CPABHEHHIO C HOPMAJIbHBIMHU KJIETKAMU
nake B COBMeCTHOH KynbType. [Ipu nocrymienuu B onyxosesbie kietku PDC otciesxuBanuch B
MUTOXOHJPUSIX M SHAOIJIA3MaTH4YeCkoM petukyiyme. /n vivo PDC kak HauenuBaiuch Ha
OMyXOJib, TAK U OBICTPO HAaKaIUIMBaJIUCh B omyxosu. Llurotokcuueckue PDC obecneunsanu

YIYUYIICHHOE HALICJIMBAHUE U ITOTCHIHUAJ 110 YIYUIICHUIO 0€30IMacHOCTH.

IIpumep 10. Horaomenue PLE kaerkamu

[000116] PasnuuHble JUHUU PAKOBBIX KJIETOK IMOABEPTald iR VIfFO W i VIVO BO3JAEHUCTBHIO
meueHoro ¢uyopecuentHorn merkoi PLE (CLR 1501, coenunenune (1)). Ilornomenue
OIyXOJIEBBIMH KJIETKAMH U3MEPSUTH HETIPEPBIBHO B TeUeHUE 24 4acoB. Pe3ynbTaTsl MpeacTaBiIeHb
B Ta0iuue 1 u Ha ¢ur. S, ¢ur. 6 u ¢ur. 7. Coenunenne PLE sBmsuioch crienuduaeckum At
OIyXOJIEH U PAKOBBIX KJIETOK.

[000117] Meuensiii ¢payopecuentnoit metkoii PLE (CLR 1501, coenunenue (1)) BBOIMIM B
no0pOoKaYeCTBeHHbIE TKAHU, U MOTJIOEHHe He HAa00a10Ch (Tadanna 2).

Ta6auua 1. Ioznowenue PLE knemkamu in vitro.

MopaenbHasi OnyXxoJib Bun Kareropus ITornomenne B
OnyXxoJib
1 PC-3 SCID mblmb AneHokapLUuHOMa Ectb
MpeACTaTEIbHOM
JKee3bl
2 A-549 nerkoro SCID wmpbiItb AJleHOKapIuHOMA Ectp
(NSCLC)
3 NCI H-69 nerkoro SCID wmbItb AJleHOKapLuHOMA Ectp
(OBCSIHOBUIHBIE
KJIETKH)
4 | H-295 HagnoueyHUKa SCID wmbls AJleHOKapLIMHOMA Ectp
5 RL-251 SCID mbI1b AneHokapLuHOMa Ectb
Ha/ANOYeYHNKa
6 Colon-51 SCID wmblib AJleHOKapLUuHOMA Ectp
00010uHON 1
MIPSIMOM KULIKH
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7 LS180 Toncroii SCID wmbI1b AJleHOKapLuHOMA Ectp
KULIKH 00010YHON U
MPsIMOM KULIKH
8 DLDI roncroi SCID wmbI1b AJleHOKapLuHOMa Ectp
KULIKH 00010uHON 1
IPSIMOMN KULIKU
9 HT-29 roncroit SCID mblmb AneHokapLuuHOMa Ectp
KHULIKH 00010YHOM U
MPSIMOM KULIKH
10 LS-180 Toncroii «TOJasi» MbILIb AneHokapLuHOMa Ectb
KULIKU
11 A-375 mMenaHOMBI «rojasi» MblIlIb AneHokapLHOMa Ectb
12 HTB-77 snunuka «roJiask» MblIlb AneHokapLuHOMa Ectb
13 BXPC3 «rojasi» MblIlIb AneHokapLuHOMa Ectb
MOKETY JOYHON
Keesbl
14 Capan-1 «roJasi» MblIlIb AneHokapLuHOMa Ectb
MOKENYJOYHON
JKee3bl
15 | nodeuHno-kneTOUHAS «roJas» MblllIb AJleHOKapLmHOMa Ectp
Caki-2 (oproTonmnyeckas)
16 | mo4edHO-KIEeTOUHAs «rojas MbllIb AJnleHOKapLHOMA Ectb
ACHN (oproTomuueckast)
17 SCC1 «ToJask» MbllIb ITnockokerouHas Ectpb
KapIHOMa
18 SCC6 «rojas» MblIlb AneHokapLuHOMa Ectb
19 LnCap Mpbimb AneHokapLuHOMa Ectb
MpPEeACTATEbHOU
JKee3bl
20 LuCap Mpib AJleHOKapLIMHOMA Ectp
MpeACTaTEbHON
JKenesbl
21 MCF-7 monouHoi Kpeica AneHokapLuHOMa Ectb
JKeJe3bl
22 4T1 monoyHoMn DHOreHHast AJleHOKapImHOMa Ectp
JKeJe3bl MBILINHAs

(opToToTIHUECKast)
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23 MatLyLu Kpeica AneHokapuuHOMa Ectb
NPEeACTATEbHON
JKee3bl
24 Walker-256 Kprica Kapuunocapkoma Ectp
25 TRAMP OHJOreHHas AneHokapuuHOMa Ectp
MIPEeACTATENIbHON MBILINHAS
HKEJIe3bl
26 CT-26 Toncroii SCID mbImb AneHokapUuHOMa Ectb
KULIKU
27 Min KuIIeYHUKA DHIOTeHHAas! AJleHOKapImHOMA Ectp
MBILIH MBILITHAS
28 Menanoma Mbiu1p AneHokapLrHOMa Ectb
29 SCC monouHoM Apc™¥* Mpirp Inockoknerounas Ectb
JKeesbl KapLuHOMa
30 AC monouHoli ApcM* Mpimp AneHokapLuHOMa Ectb
JKeJe3bl
31 IleuenouHo- DHAOreHHast AJleHOKapImHOMa Ectp
KJIETOYHAsI MBILINHAs
KapLHHOMA
32 I'mioma L9 Kpricunsbiii I'muoma Ectb
KCEHOTPAHCIUIAHTAT
33 I'muoma C6 KpbicunbIit I'muoma Ectp
KCEHOTPAHCIJIAHTAT
34 I'muoma CNSI1 Kpricunsiii I'mnoma Ectb
KCEHOTPAHCIUIAHTAT
35 I'muoma RG2 Kpeicunsiii I'muoma Ectb
KCEHOTPAHCIUIAHTAT
36 PerunoGnactoma OHJIOreHHas bnacroma Ectb
MBILIMHAs
37 C-myc OHJIOTeHHas AneHokapLuHOMa Ectb
MOKENTYJOYHON MBILIHAS
JKeesbl
38 | Kras nomxeny104HOM OHJIOTeHHas AneHokapLuHOMa Ectb
JKeJe3bl MBILINHAs
39 IMlefiku maTku DHOreHHast AJleHOKapLmHOMa Ectp

MBIIIHHAaA
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40 | Capkoma (Meth-A) «TOJIast» MbILIb dubpocapkoma Ectb
41 IInmesona DHOTeHHAast AJleHOKapLmHOMA Ectp
MBILIHAS

Taoauna 2. Hornomenune CLR1404 B 1o0pokavuecTBeHHbIE TKAHH.

MopenbHasi 0nyxoJb Bup Kareropus Hornomenne B
OMmyXo0J1b
1 Kumeunslii nonumn DHJIOreHHast AneHoma Her
MBILIMHAS (mobpokayecTBeHHAsT)
2 AnpBeosnsipHast DHJOreHHas I'mnepnnasus Her
TUTepIUIa3 sl MBILITHAS (mobpokayecTBeHHAsT)
MOJIOYHOM 3K€JI€3bl

Ilpumep 11. AKTUBHOCTh KOHBIOTaToB PLE-daaBariinyg B pakoBbIX KJIeTKAX

[000118] Kousbroratsl PLE-dpnaBarmuu CLR 1852 (coenunenue (9)) u CLR 1865 (coennnenue
(8)) BBOmMIM B KieTku JuHUH A375 (370KadecTBEHHAash MeJlaHOMa dejoBeka), AS549
(anenokapunnoma sierkoro uesnoseka), HCT 116 (pax toncrodi kumku dyenoseka) u NHDF
(rHopmainbHbIe hrOpodmacTel kKoxku ueoBeka). PaccuurbiBanu ICso. Pe3yabraTel nmpencraBieHs! B
Tabauune 3.

Tabmuua 3. ICso (MkM/mJ1) B pa3/iH4HBIX JIMHHSX PAKOBBIX KJIETOK.

Coenunenune | A375 A549 HCT 116 NHDF TepaneBTn4ecknii
unaexc (TI)

FLV3 0,015 0,09 0,009 0,008 0,89
CLR 1852 0,9 0,02 0,06 7.2 (18,3) 360 (915)
CLR 1865 9,75 0,67 1,28 7.8 (25) 11,64 (37,3)

[000119] [urorokcuunocts CLR 1852 ompemensanu B pa3audHbIX KOHUEHTparmsx. Kax
nokazaHo Ha ¢ur.8, CLR 1852 nemoHCTpupoBal yMEpEHHYIO MOTEPI0 AaKTHUBHOCTU IIO
cpaBHeHuto ¢ FLV3 oTnenbHO, BO3MOYKHO, BCJICACTBHE HEITOJHOTO BEICBOOOKICHHS.

[000120] OuenuBanu cradmmpHOCTE CLR 1865 (coenunenue (8)), CLR 1852 (coenunenue (9))
u FLV3 B myna3me KpoBHW ¢ MPOMAHTEIMHOM B KauecTBe KOHTPoJisi (Tadauua 4). Hebombimoe
KOJIMYECTBO MOJIEKYJIbl IOABEprajyd BO3AEHCTBUIO IJIa3Mbl KPOBH, U IJIa3My KpPOBHU 3aTeM
a”anmusuposanu ¢ nomoinbio HPLC (Bbicokoapdexrusnas sxuakocTHas xpomarorpadusi) wiu MS

(Macc-criekTpoMeTpust) A ompeesieHus:, pasnoxkmiack u Mosekyna. CLR 1865 u CLR 1852
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JEeMOHCTPHUPOBAJIU OTIUYHYIO CTAOMIBHOCTD B TUIa3Me kpoBu uejioBeka. CLR 1852 mpesocxomut
CLR 1865 B mna3me kpoBu Mbiuu. Toapko CLR 1865 sBisisicst cTaOMIbHBIM B IJ1a3Me KPOBH
mbimu B TeueHue 3,3 yaca. CLR 1852 sBisuics cTaOUibHBIM B IJ1a3Me€ KPOBH B TE€YCHHE 1O
MEHbIIIEN Mepe 7 4acoB.

Taoauna 4. CtabUJIBHOCTD B IJIa3Me KPOBH.

Coeaunenue Ilepuoa nmony:ku3Hu y Ilepuoa mosyku3Hu y
yeJi0oBeKa (MHH.) MbIIIH (MHH.)
CLR 1852 >400 >400
CLR 1865 >400 199
[Iponanrenun 54 85

[000121] Tepanesruueckuii uaaexc (TI) nms CLR 1865 m CLR 1852 ouenuBanu y Mmblmei
(Tabnmuna 5). B Tabamue 5 mpencraBiieHbl O3bI, BBOAUMBIE MBILIAM, H KOJWYECTBO MBIIIEH,
KOTOpbIE OCTAaBAJHCh JKUBBIMH Tocye 00padoTku («3/3» mokaspiBaeT, 4TO 3 M3 3 MBbIIIEH
ocraBauchk xkuBbiMH). Kak CLR 1852, Tak u CLR 1865 neMoHCTpHpOBaIH OTJIUYHOE YIIyULICHHE
nepeHocuMocTu 1o cpaBHeHnio ¢ FLV3 oragensHo. CLR 1852 He gocTurana mMakCcuMajabHOMN
nepeHocuMoit 1036l (MTD), BO3MOXKHO, BCJIEACTBHE TOTO, YTO €r0 PACTBOPHUMOCTb OTPaHHUYEHA
6onbureit no3oit. MTD st CLR 1865 cocrasnsna ot 5 no 10 mr/kr. TepaneBTuueckuii MHAEKC in
vivo coctaiisit o Menblieit mepe 25 miist CLR 1852 u 12,5 nnsa CLR 1865.

Taoauua S. TepaneBTHYECKHH MHAEKC in VIVO.

Jo3a (Mr/kr) FLV3 CLR 1852 CLR 1865
0,1 3/3 3/3 3/3
0,25 3/3 3/3 3/3
0,5 LD 3/3 3/3
1,0 Her maanbix 3/3 3/3
5,0 Her maanbix 3/3 3/3
10,0 Her maanbix 3/3 2/3

[000122] OuenuBanu >¢dextuHocTs CLR 1852 B kierkax HCT 116 (pak TONCTON KHIIKH
yenoseka). CLR 1852 Bomwmm B kietkun HCT 116 B Tpex nmozax mo 1 mr/mr B kaxmoit. Ilo
cpaBHeHHMI0 co cpenoii CLR 1852 cHukan oObeM Omyxonu, HauuHas MPUMEPHO ¢ 27 CyTOK

(¢ur.9). Ilo cpaBrenuro co cpemoii CLR 1582 BbI3bIBaT yMEpPEHHYIO IOTEPIO MAacChl,
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NPEATIONOKUTENBHO, BeaieacTBre TOKCHYHOCTH ((pur. 10). CLR 1582 obecneunBan no MeHbInei
Mepe LIECTUKPATHOE MOBBIIICHUE MEPEHOCUMOCTH 110 cpaBHeHnto ¢ FLV3 ornenpHO (naHHbIE He
TIOKA3aHbI).
[000123] CLR 1852 u FLV3 ornenpHo BBOAMIM B kieTku A375 u A549. Yposuu FLV3 B
KJIETOUHOM JiM3aTe€ M POCTOBOH cpene usMmepsuin ¢ npumeHeHnem LC/MS  (kupkocTHas
xpomarorpadusi/macc-ciektpomerpusi). Kak mokasaHo Ha dwur. 11, Bbicokue ypoBHu FLV3
MPUCYTCTBOBAJIM B KJETOYHOM Ju3are cnycrs 24 wyaca. Ymepennole ypoBHu FLV3
NPUCYTCTBOBAJIM B POCTOBOM cpene cmycTs 24 4yaca. YpoBHH BHyTpukjeTrodyHoro FLV3
NOCTUraJM IJIaTO uepe3 24 yaca, B TO BpeMsl KaKk BHyTpUKJeTouHble ypoBHU FLV3 nponomkanu
pacTu.

& ook sk
[000124] Brmiensio:KeHHOE ONMUCAHUE KOHKPETHBIX aCMeKTOB OyaeT CTOJNb Ke IOJTHO
packpeIBaTh OOIINH XapaKTep HACTOSIIEro N300PETeHNs, KaK U ONMCAHUE IPYTHX aCIeKTOB NPHU
NPUMEHEHUH 3HAHUH B paMKax KBajU(pUKaIMd B MaHHON OONACTH TEXHUKH, €ro JErKo
MOIU(ULIUPOBATh W/HIK aIalTHPOBATh K PA3JUYHBIM TPUMEHEHUSM TaKHX KOHKPETHBIX
acrieKTOB 03 HEOIpPaBIAaHHOIO 3KCIEPHUMEHTHPOBAaHHUS, O€3 OTCTYIUIGHHs OT oOmel uneu
HACTOSAILIETr0 packpbITHaA. Takum o0pa3oM, Mpeamnojaraercs, YTO TakKue aJanTalud |
MoAU(UKAIMY HAXOATCS B pAMKaX 3HAUEHMsSI U TUATIa30HA SKBUBAJIIEHTOB PACKPBITBIX ACTIEKTOB,
UCX O[S M3 NHPOPMALIMHU U YKa3aHUH, NIPECTABICHHBIX B TAHHOM TOKyMeHTe. ClieyeT MoHNMaTh,
4T0 (POPMYJIMPOBKH HJIM TEPMUHOJIOTHS B TAHHOM JJOKYMEHTE NpeIHa3HAUYEHb! JIsl ONUCAHUS, a
HE OTpaHHYEHHMs, BCIIEICTBHE YEero TEPMHMHOJOTHS WIN (OPMYJIUPOBKH B JAHHOM ONHCAHHU
JOJKHBI MHTEPIPETHPOBATHCS KBATU(PULIMPOBAHHBIM CHELMATIMCTOM C y4e€TOM HH(POpPMALUU U
YKa3aHUH.
[000125] OxBar u 00bEM HACTOSINErO PACKPBHITHS HE MOJKHBI OTPAHMYHBATHCS JIFOOBIM W3
BBILICONMCAHHBIX MJUTFOCTPATUBHBIX ACIEKTOB, & JOJDKHBI OBITh OMNpENeNieHbl TOJNBKO B
COOTBETCTBHH CO CIECAYIOLIMMH MyHKTaMHU (POPMYJIbI H300PETEHUS U UX SKBHBAJICHTAMU.
[000126] Bce mnyOnmukauuu, TATEHTHI, MATEHTHbIE 3asBKU W/WUJIH JPYrHe JTOKYMEHTBI,
LUTUPYEMbIE B JAHHOH 3asiBKE, BKJIIOYEHBI MOCPEACTBOM CCBIJIKUA BO BCEH CBOEH MOJHOTE U C
mo00ii Lebro B TOH ke Mepe, Kak eciii Obl OBbIJIO YKa3aHO, UYTO Ka)kAasi OTAebHAs MyOIuKanus,
NIATEHT, MATeHTHAasl 3asBKa W/WIN OPYrod HOKYMEHT OBbUIM OTAEJIbHO BKJIFOUEHBI IMOCPEACTBOM
CCBUIKH.
[000127] U3 coobparkeHHit MOJHOTHI Pa3JIMYHbIC ACTIEKThI HACTOSIIIETO U300PETEHUS H3JI0KESHBI
B CJIEAYIOLIUX IPOHYMEPOBAHHBIX MTyHKTaX:

[000128] Ilynkr 1. O¢up pochomnuna (PLE) cornacuo popmyine I nnu ero cons:
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npuueM X MpeacTaBisieT coO0i BOAOPOA, METHI MK (DEHIJI, 3aMEIeHHbIH KapOOKCHIIOM.

[000129] Ilyskr 2. PLE cornacHo nyHKTY 1, BBIOpaHHBII U3 CIEAYIOLIETO:
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[000130] Ilynkt 3. PLE cormacHO myHKTy | wiM NyHKTY 2, JONOJHUTENIBHO COAEPKALIUN
BBISIBJISIEMBII (DParMeHT, MPUKPEIUIEHHBIH K HEMY.

[000131] Ilyukt 4. Komnosunus, conepxawas PLE cornacHo nyHkTy 1, win nyHKTy 2, Win
MYHKTY 3 U HOCHUTEIIb.

[000132] IlyskTt S. CoenuHeHue, BRIOPAHHOE U3 CIEAYIOLIETO:
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[000133] Ilynkt 6. Komnosunus, cogep:kaiiasi COEAMHEHUE COTJIACHO MyHKTY 5 U HOCHUTEITb.

[000134] Ilynxt 7. Konsrorar cormacuo popmyde I wim ero comb:

Z—Y—X {cHgWoﬁfgoﬁ-(CHg}gmr;l%m
O

npudeM X TpeacTaBisieT coOoi
WIN METHUJIEH, WIH CBsi3b, Y TMpeACTaBisieT coOOH JIMHKep, comepKamuil aucyibdunm, u Z
npecTaBisieT OO0l MPOTUBOPAKOBOE JIGKAPCTBEHHOE CPEACTBO (priaBarimH.

[000135] Ilynkt 8. KoHbIOratr COrIacHO MyHKTY 7, MPUYEM MNPOTHBOPAKOBOE JIEKAPCTBEHHOE
cpenctBo (maBarmuH comep:xkut FLV-1, FLV-3, ero npou3BogHOe WM aHAJIOT WM UX

KOMOUHALUIO.
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[000136] Ilynxrt 9. Konbrorar coriacHo qr000My M3 MYHKTOB 7-8, MpHYEM JIMHKEP COAEPIKUT

crenyolee:

O

(7).
[000137] Ilymkr 10. Konwtorat cormacHo m000My U3 TYHKTOB 7-9, BBIOpaHHBIA U3
CJIEYIOILErO:
Hac 3 s
Haf::—w—(cwm—ﬁ (CHa)e=8" X
&Ha HyC CHy

HaC N—(CH;jz—OE—D—{CHg)w—*S/ 2(\

).

[000138] Ilyskr 11. Kommosunms, cogep:karias KOHbIOTAT COrJIACHO JIFOOOMY M3 MyHKTOB 7-10

U (papMaLeBTUYECKH NPUEMIIEMBI HOCUTEb.

[000139] Ilynmkr 12. Cnocol nedeHus paka y cyObekTa, MpUYeM CIOCOO MpeaycMaTpuBaeT
BBE/ICHHE CYOBEKTY KOHBIOraTa COrJIaCHO JIF0OOMY M3 MyHKTOB 7-10.

[000140] IIynmxr 13. Cnoco® HamenuBaHUs JIEKAPCTBEHHOTO CPEICTBA HA OIMYXOJIEBYIO WU
PaKOBYIO KJIETKY V CYOBEKTa, MPUIeM CIIOCO0 MPEeAyCMaTPUBAET BBEACHNE CYOBEKTY KOHBIOTATA
COTJIACHO JIFOOOMY 13 MyHKTOB 7-10.

[000141] Ilysxt 14. Criocob cornacHo moOoMy U3 MyHKTOB 12-13, mpudueM MpOTUBOPAKOBOE
JIEKapCTBEHHOE CPENCTBO (DIIaBarjivH JIOKAINU3YETCS WM TMEepeMeINaeTcsi B LUTOIUIa3My WU

OpraHesuly OIyXOJIEBON WJIU PAKOBON KJIETKH.
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[000142] Ilysxkr 15. Cnoco® cormacHo qr000oMy U3 NMyHKTOB 12-13, mpuuem KOHBIOTAT WIN
NPOTHUBOPAKOBOE JIEKAPCTBEHHOE CPEACTBO (PIIaBarjivH SIBJSIOTCS CENEKTUBHBIMU B OTHOLIEHUH
PaKOBBIX KJIETOK y CyOBeKTa.
[000143] Ilysuxr 16. Croco0 cormacHo q000My M3 NMyHKTOB 12-13, mpuuem KOHBIOraT WU
NPOTUBOPAKOBOE JIEKAPCTBEHHOE CPEACTBO (PJIaBarjMH BKJIIOYAIOTCS IO MeEHbINEH Mepe
NPUOIM3UTENBHO B 2-KPaTHO OOJIbLIEE YHCIIO OMYXOJIEBbIX MJIM PAKOBBIX KJIETOK MO CPABHEHMIO
CO 3/I0pPOBBIMH KJIETKAMHU.
[000144] Ilynxt 17. Cnocob cormacHo moOOMy M3 MyHKTOB 12-16, mpudeMm pak sBIISIETCS
BBIOpAHHBIM M3 MEJAHOMBI, paka TOJIOBHOTO MO3ra, paka JIETKOro, paka HaJAMO4YeYHHKa, paka
NeYeHY, paka IMOYKH, PaKa IMOJKEIyJOYHON >KEeJes3bl, paka MUINEBOAA, paka >KelylKa, paka
TOJICTOH KHUINKH, paka OOOMOYHON U TpPsSMOH KHIIKH, paka aHAJIbHOTO KaHajua, paka
NpeICTaTEeIbHOMN JKeJIe3bl, paKa STMYHUKA, PaKa MOJIOYHOM JKeJIe3bl, paKa MEeHKH MaTKH, JTMM(OMBI,
JeWKOo3a, MHEJIOMBI, TreMo0JacTo3a, TenaTOUSIUTFOJSIPHON KapUUHOMBL, —PETHHOOIACTOMBI,
TJIHOMBI, CAPKOMBI, OJIACTOMBI, TUIOCKOKJIETOUHOH KapPIITHOMBI M aJICHOKaPLIUHOMBL.
[000145] Ilymxr 18. Cnocod cormacHo moboMy u3 myHKTOB 12-17, mpudem CyObekT

npescTaBisieT coOO uenoBeka.
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®OPMY.JIA H30EPETEHHSI

1. 3¢up dpochomununa (PLE) cornmacuo popmyne I unu ero cons:

B
x-—-(t:thSﬂ—‘éﬁgo—(ch)g—a?@cHa

CHs ),

npudeM X npeacTaisier coboit BOTopoa, MeTHII WK (peHMIT, 3aMeLIeHHbIH KapOOKCHIIOM.

2. PLE no n. 1, BEIOpaHHBII U3 CIEAYIOLIETO:
C ~Ha
‘ I Jo
—(CHa)s EWGWI?WQW(CHZ)E““’?WCHB
=
CHj

(3 u
0 CHs

1 - !
Hac"‘{ﬁﬁzh3“@"F’;}'@“{CH2)2‘T@‘CH3

i

. TR

3. PLE mo m 1 wiu m. 2, AONOJHWUTENIBHO COAEPIKAIIUI BbIABISEMBIA (hparMeHt,
NPUKPEIJICHHBIA K HEMY.
4. Komnosunus, conepxawmast PLE no 0. 1, unu n. 2, unn 0. 3 1 HOCUTEb.

5. CoenuHenue, BBIOPAHHOE U3 CIEAYIOIIErO:

) CH
T g e
{CHz )15~ O—P—0—(CHz)s—N—CH;

%’@ CHy

(Du
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CHy

| e

~(CHg)3~0—P—0—{CHz),~N—CHj
@@ CHy

2).
6. Komnosunus, conep:xainas COEAUHEHUE O M. 5 U HOCHUTEIIb.

7. Konntorar corsiacuo ¢popmyiie I wim ero comb:
, CHs
\ P il e
Z Y X \CHg)aga"G'—'PgG“(CHg)g“N"‘CHg

8 &y

(11),

COOH

npuyemM X MpeACTaBIsIET coboii 130 051

, HJIXM METHJICH, UJIN CBA3b,

Y npencrasisier coOO# TUHKEP, comepKaiquil AUCyIbOUI; U

Z nipencTasisieT cOO0H MPOTUBOPAKOBOE JIEKAPCTBEHHOE CPEICTBO (hIIaBarivH.

8. Konsptorar mo m. 7, mpuyeM NPOTHBOPAKOBOE JIEKAPCTBEHHOE CPEACTBO (iiaBariuH

comepxkut FLV-1, FLV-3, ero nponu3BogHOE WJIM aHAJIOT HJIK X KOMOHHALIHIO.
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9. Konnrorar no qro0oMy u3 1. 7-8, mpudeM JIMHKEP CONEPIKHUT CIeNYIOoIIee:

O

).

10. Konsbtorat o jrodoMy U3 M. 7-9, BHIOPaHHBIH U3 CIETYIOIIEro:

5

s 0

Hacmww{cwmma%{cm)mws*’ 7{\0 QW ‘
CHy O ! CHg '

H:;C

chmww{cwzyfo-a -osv{cwz)w-s’" 7{\
CH, °0

9.

11. Komno3unusi, conepskainasi KOHbIOrat no jgrodomy u3 mm. 7-10 u dapmaneBTHUECKH

MpUEMIIEMbI HOCUTED.

12. Cnocob® neueHus paka y cyObekTa, MpUYeM CHOCOO MpeaycMaTPUBAET BBEICHUE
CyOBEKTY KOHBbIOTaTa 1o Jirodomy u3 mm. 7-10.

13. Cnoco0 HamenuBaHMs JIEKAPCTBEHHOI'O CPEACTBA HA OIMYXOJEBYKD WM PAaKOBYIO
KJIETKY y CyOBeKTa, MpH4YeM Crocod MpeayCMaTpHBaeT BBEIACHHE CYOBEKTY KOHBIOraTa IIo
mobomy u3 mm. 7-10.

14. Criocob mo modomy u3 mm. 12-13, mpuyeM npOTHBOPAKOBOE JIEKAPCTBEHHOE CPENCTBO
(bmaBarnuH JIOKANIU3YETCs WM MEePEeMEeIIaeTcsl B HUTOIUIA3MY HJIM OPTaHeJUly OIyXOJIEBOW HIIH
PAKOBOM KJIETKH.

15. Cnocob6 mo mobomy u3 mm. 12-13, mpuyeM KOHBIOTAT HJIM NPOTHBOPAKOBOE
JIEKapCTBEHHOE CPEACTBO (JIABATIINH SBJISIOTCS CEJIEKTUBHBIMU B OTHOIIEHUH PAKOBBIX KJIETOK Y

CyOBeKTa.
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16. Cnocobd mo mobomy u3 mm. 12-13, mpuyeM KOHBIOTAT MM TPOTHBOPAKOBOE
JIEKapCTBEHHOE CPENCTBO (praBariMH BKIIIOYAIOTCS MO MEHbIIeH Mepe MPUONU3UTENbHO B 2-
KpaTHO OOIplllee YHCJIO OINYXOJIEBBIX HJIM PAKOBBIX KIETOK MO CPABHEHUIO CO 30POBBIMHU
KJIETKaMHU.

17. Cnocob mo mobomy u3 mm. 12-16, npudem pak sIBISETCS BHIOPAHHBIM M3 MEJIaHOMBI,
paka TrOJIOBHOTO MO3ra, paka JIETKOro, paka HAaANOYEYHUKA, paka NEYeHHU, paka MOYKH, paxa
TIOKEJTY IOUHOM JKeJe3bl, paka MULIEBOAA, paKa JKeJyaKa, paka TOJICTON KHIIKH, paka 000A04HOM
U MPsIMOM KHUIIKH, paka aHaJbHOrO KaHaja, paka MpeacTaTesIbHOM JKeje3bl, paka sSIMYHUKA, paka
MOJIOYHOH JKene3bl, paka LIEHKH MaTKW, JUM(OMBI, JIeHK03a, MHEJOMBbI, reMo0JacTosa,
renaToLeUTIOJIIPHON  KapUUHOMBL,  PETHMHOOJACTOMBI,  TJIMOMBI, CApPKOMBIL,  OJIACTOMBI,
TUIOCKOKJIETOYHON KapLIMHOMBI U aIeHOKaPLIUHOMBL.

18. Cniocob mo mobomy u3 nm. 12-17, npudeM cyOBEKT MpeacTaBisieT COOOH YeIoBeKa.
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