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KOHBIOI'ATHI ®OCPOJIUNHA-PJIABATJINH U CHOCOBLI X NPUMEHEHWU S
TJISI HAIEJEHHOW NPOTUBOPAKOBOW TEPAITUH

Onucanue

CcLLIKA HA POACTBEHHLIE 3asIBKH

[0001] CornacHO HacTosiIel 3asBKE HCIPAIIUBAECTCS MPEUMYLIECTBO U MPUOPUTET B
COOTBETCTBHH C NIPEIBAPUTENIbHON 3asiBKOM Ha Bbinady mareHta CIIIA Ne 62/913571, nomanHOiA
10 oxts0ps, 2019 r., monHOoe comepskaHHWE KOTOPOH BKJOYEHO B HACTOSIIUN JOKYMEHT

NnocpeaACTBOM CCBUIKH.

006J1aCTh TEXHHKH, K KOTOPOH OTHOCHTCSI HACTOsSIIIIee M300peTEH e

[0002] Hacrosiuee n3oOpeTeHne OTHOCUTCST K KOHBIOratam Qocdonmunua-QraBariuH 1
BUJIaM HALIEJIEHHON POTUBOPAKOBOMN TEPAIMU.

Bsenenue

[0003] BonBMMHCTBO MNPOTHUBOPAKOBBIX JIEKAPCTBEHHBIX CPEACTB B KIMHUYECKOM
NPUMEHEHUH UMEIOT TOJIE3HOCTh, OIPAHUYEHHYI0O UX TOKCHYHOCTBIO IO OTHOLIEHHIO KO BCEM
PO EPUPYIOIIMM KJIETKAM W/WJIA HECTIOCOOHOCTHIO MPOSIBJISITh CBOH 3P PEKT MO OTHOLICHHUIO
KO BCeM KiieTkam omyxoseii. [IpomomkaroT pa3pabaThiBaTh HOBbIE CPEACTBA C YHHKAJIbHBIMU
MeXaHU3MaMH JEeWCTBYsI, NpeIHa3HAYeHHbIe IJisi OOeCTeYeHus] YBEINYEHHOrO HaLeTHBAHUS,
OIIHAKO, MHOTHE W3 3THUX COEIMHEHUI BCE elle JIUIIECHbI aOCOMOTHON M30MpPATETbHOCTU JJIsI
OIyXOJIel U MPOJOJIKAIOT OCTABATHCS OTPAHUYEHHBIMU B CBOMX TEPANIEBTUUECKUX TPUMEHEHHUSIX
u3-3a HeneneBbix 3(dexToB. KowbroraTel aHTHTENO-JeKapcTBeHHOe cpenctso  (ADC)
paspaboTaHbl Ul CBS3bIBAHUS CO CHIELU(PUYECKUMH SMUTOMAMH HA MOBEPXHOCTH KJIETOK
OIyXOJiel U MPeJIOKeHbl B KaYeCTBE abTEPHATHBHOIO Croco0a i HAaLeNUBaHUs HA KJIETKH
OIyXOJiel B MOMBITKE YMEHbLICHHUS] aCCOLIMUPOBAHHON TOKCMYHOCTH. HecMOTpst Ha TO, YTO OHU
SIBJSIFOTCSL BBICOKO HM30MpaTebHbIMH, OY€Hb HEMHOTHE KOHBIOTAThl aHTHUTEJO-JEKAPCTBEHHOE
CPENCTBO SIBJSIFOTCS TEPANEBTUYECKH IMOJIE3HBIMHU, IMOCKOJBKY JJisi HHX IOCTHIAlOT TOJBKO
yMEpEeHHOe KJIETOYHOE TMOIJIOIEHHe U OrPAaHHMYEHHYI) AaKTUBHOCTh YHHYTOXKEHHS KJIETOK.

Heo6xonumbl Oonee 3¢ dexTuBHbIE TIaTGOPMBI IS HALISTUBAHHS HA OIMYXOJIH.

CYIIHOCTh HACTOSIIEr0 M300peTeHHs

[0004] CornacHO OHOMY aCIEKTy, HACTOsIIEee N300peTeHNe OTHOCUTCS K COSIUHEHUIO

dopmysl (I), wam ero papmManeBTHUECKH MPUEMIIEMO COTH
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[0005] [Ipyroii acrekT HACTOSINEro H300peTeHusi OTHOCUTCS K (hpapMaleBTHYECKOM
KOMIIO3ULIMH, COAEpIKallell COeAUHEHHE, KaK PACKPBITO B HACTOSIIEM JOKYMEHTE, WIH €ro
bapMareBTUYECKH IPUEMIIEMYIO COJIb U (papMalleBTUYECKH MTPHUEMIIEMbIH HOCUTEb.

[0006] [Ipyroii acriekT HACTOSLIErO U300PETEeHUsI OTHOCUTCS K CIIOCO0Y JIeUeHHUs paka y
cyOBeKTa, MpenyCcMaTpUBAIOLIEMy BBEIEHHE CYOBEKTY COEIMHEHUs], KaK PACKPBITO B HACTOSIILEM
JOKYMEHTE, UK eT0 (papMareBTUIECKH MPUEMIIEMON COJIH.

[0007] [pyroii acmekT HACTOSIIEro HW300peTeHHss OTHOCHTCS K CHoco0y HaleTHBaHHS
JIEKAPCTBEHHOTO CPENCTBAa HA KJIETKY OIMYXOJH HJIM paka y CyObekTa, MpeayCcMaTpUBAOLIEMy
BBeleHHE CyOBEKTy COEIMHEHHs, KaK PpAacKpbiTO B HACTOSILIEM JOKYMEHTE, WJIH ero
(bapMareBTHYECKH MPUEMJIEMOH COJIH.

[0008] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIIEHUS, COEIUHEHHS], KaK PACKPBITO B
HACTOSILIIEM JIOKYMEHTE, JIOKAJIU3YIOTCS B WJIM MUTPHUPYIOT K LIUTOIIA3Me WJIM OpraHeie KIeTKH
omyxonu uinu paka. COrjaacHO HEKOTOPBIM BapHUaHTaM OCYINECTBIICHUS], COSANHEHUS SIBIISIFOTCS
u30MpaTeIbHBIMU JUII PAKOBBIX KJETOK y cyObekta. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHHSI, COEIMHEHUS BKJIFOYAIOTCSI TIO MEHbIIEH Mepe MPUOIU3UTENBHO B 2 pa3a OoJbine
B KJIETKM OIYXOJM WM paka, 4eM B 340poBble kieTku. COrjacHO HEKOTOPBbIM BapUaHTaM
OCYLIECTBIICHHsI, pPaKk TNPEACTaBIsieT COoOOH MeJaHoOMy, paK MO3ra, pak JIeTKOro, pak
HAJMOYEYHHUKA, paK MMeYeHH, PEHAJbHBIN paK UM pPak MOUYKH, paK MOIKENyIOUYHOH KeNe3bl, paKk
MUILEBOAA, TaCTPaJbHBIA pak, pak >KelIyAKa, Pak TOJCTOrO KUIIEYHHKA, KOJOPEKTaJIbHBIN pak,
AHAJIBHBIN PaK, pak MPeACTAaTEIbHOM XKeNe3bl, paK SMYHHUKA, PAK MOJIOYHOM KEJE3bl, PAK IIEHKH
MaTky, JuMQoMy, JeHKO3, MHEIOMy, TeMAaTOJOTHMYECKHH pak, TrenaTOKapLHuHOMY,
peTUHOONACTOMY,  IJIMOMY,  CapkoMy,  OJacToOMy,  IUIOCKOKJIETOYHYIO  KapLHHOMY,
aIlEeHOKAPIMHOMY WM MX KoMOuHanmioo. COrjacHO HEKOTOPbIM BapHAaHTaM OCYINECTBJICHUS,
CYyOBEKT MpeACTaBIsieT OO0 uenoBeka.

[0009] Hactosimmee wn3zo0peTeHHE OTHOCHUTCS K APYTUM acleKkTaM W BapHaHTaM
OCYILIECTBIIEHHsI, KOTOPBIE CTAHYT OYEBHAHBIMHU B CBETE CIEAYIOIIEro MOAPOOHOrO OMUCAHUS U

CONMYTCTBYIOIIUX UTYP.



KpaTtkoe onucanue ¢uryp

[00010] ®wur. 1A, ¢ur. 1B, ¢ur. 1C, ¢ur. 1D, ¢ur. 1E npencrasnsror coboii

U300paKeHMsI KJIETOK OMyXoJiell ¢ OTMEYeHHBIMH JUMUAHBIMH padTamu. Kierkm omyxoseit
UMEI0T 0oJiee BBICOKYIO KOHLEHTPALMIO JIMIUAHBIX PadToB, MO CPABHEHUIO C HOPMAJIbHBIMHU
knerkamu. ¢pur. 1F npencrasnser coboit nzodpaskeHne HOpMaIbHBIX (HUOPOOIACTOB U KIETOK
onyxoneit Caki-2 ¢ CLR 1501 (coenunenuem (1)). CLR 1501 siBnsinoce B BBICOKOH CTENEeHH
JIOKaJIn30BaHHBIM B Kierkax Caki-2 U MUHHUMaNbHO - B HOpMaJbHbIX (pudpobnacrax. ¢ur. 1G
NpeAcTaBsieT CO00H n300paskeHne KOHTPOIbHBIX KJieTok AS549, u ¢ur. 1H npencrasnsier codoit
usoOpaxkeHne kiaetok AS549, o0pabOTaHHBIX METHJI-b-LIMKJIONEKCTPUHOM Uil pa3pylleHHUs
munuaebix padroB. Knerku kak Ha ¢wur. 1G, Tak u Ha ¢ur. 1H nnkyOuposamu ¢ CLR 1501
(coenunennem (1)), u pa3pyiienne OOIBIIUHCTBA JIUMUAHBIX padTOB B KiIeTkax A549 mpusoamio
k ymeHbIneHuto Ha 60% nornomenuss CLR 1501 (coequnenwus (1)). ¢ur. 11, ¢ur. 1J u ¢ur. 1K
NPENCTABISIIOT co0ol n3o0paxenus kierok PC3, nakyobuposannbix ¢ CLR 1501 (coenunennem
(1)) n okpameHHsIx o sHAOIUIA3MarHyeckomy petukyiaymy (ER). CLR 1501 (coenunenue (1))
SIBJISLIIOCh COBMECTHO JIOKAN30BaHHBIM ¢ ER B 3710kaueCTBEHHBIX KJIETKAaX, HO HE B HOPMAJIbHBIX
KJIeTKax (He nmokas3aHo). ¢ur. 1L, ¢pur. 1M u ¢ur. 1N npencrasisitot codoii n300paXkeHus KIeTOK
PC3, wunkyOupoBanubix ¢ CLR 1501 (coenunenwem (1)) M OKpall€HHBIX TO SAPY U
mutoxoHapusiMm. CLR 1501 (coenunenue (1)) sBISIOCH COBMECTHO JIOKAJH30BAHHBIM C
MHUTOXOHJIPHSIMH.

[00011] Pur. 2 npencraBisieT coOOi U300pakeHHe HECYIIEH KOJOPEKTAIBHYIO OMyXOJb
(HCT-116) wmbimuu, noasepraytoii uabekund CLR 1502 (coemmnenust (2)), mokasbIBaroliee
JIOKAJIM3ALHIO B OTyX OJIU.

[00012] Pwur. 3 mpencrasnsier coOoil rpadUK LHUTOTOKCHYHOCTH B 3aBUCHMOCTH OT
KOHLIEHTPALIUH JJTs ITUTOTOKCH4eckoro coenuHenns (FLV 1), mo cpaBHEHHIO ¢ IUTOTOKCUYECKUM
coenuHeHueM, konbrorupoBanHeiM ¢ PLE (CLR 1865, coenunenunem (8)), B kierkax AS549
(ameHOKapLMHOMBI JIETKOTO YeNIOBEeKa) MITH HOpMaJbHbIX hrOpobinacrax koxu uenoseka (NHDF).

[00013] ®wur. 4 npencrasnsier coboOl rpadUk KPaTHOCTH YBETUYEHHS B 3aBHCUMOCTH OT
BpemeHu st noryomenuss PLE-korbtorata CLR 1852 (coenunenust (9)) B kierkax A375
(menanomsl uesnoBeka) 1 HEK293 (3MOprOHaNBbHOM MOYKH YETOBEKA).

[00014] Pur. S npencraBisroT coOOH U300paKEHHS] MOJIETH paKa MOJIOUHOM JKeJie3bl Ha
MBIIIAX, MMOKa3biBarouue nornomenue /77 vivo CLR 1502 (coenunenus (2)).

[00015] ®ur. 6 npencTaBiAOT COOOW W300paKEHUS JIMHUH KJIETOK MUEJIOMBI,

nokasbiBaromue nornomenue CLR 1501 (coenunenus (1)).
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[00016] ®ur. 7 npeacTaBisIOT COOONW HM300paKEHUS] CTBOJIOBBIX PAKOBBIX KJIETOK,
HOpPMaJbHONH TKaHU TOJIOBHOTO MO3ra U HOPMAJbHBIX CTBOJIOBBIX KIIETOK, IOKAa3bIBAaIOLIUE
cnieunguyeckoe noraouieHue CLR 1501 (coenunenust (1)) B pakOBbIX KJIETKAX.

[00017] ®ur. 8 npencrasnsier codol rpaduk MPOIEHTA UTOTOKCUYHOCTH B 3aBUCUMOCTH
ot koHueHTpaunu anst CLR 1852 (coenunenue (9)), mo cpasHermto ¢ FLV3, B kierkax A549
(ameHOKapLIMHOMBI JIETKOTO YeJIOBeKa) U HOpMalibHbIX (pubpodiacrax koxu yenoseka (NHDF).

[00018] ®ur. 9 npencrasiser codoii rpaduk 0ObemMa OMyX0JIH B 3aBUCUMOCTH OT BPEMEHH
aist Hocutens, 1o cpaBHeHuto ¢ CLR 1852 (coenunenuem (9)), B mopenu onyxomu HCT 116.

[00019] ®ur. 10 npeacraBnsier coboii rpapuK Macchl TeNa B 3aBUCUMOCTH OT BPEMEHH
st Hocuteds, o cpaBHeHnto ¢ CLR 1852 (coenunenuem (9)), B mogenu onyxonu HCT 116.

[00020] ®ur. 11 npencrasisier codoi rpad Uk KOHLEHTPALMH B 3aBUCUMOCTH OT BPEMEHH
s FLV3, nerekTMpoBaHHOTO B LUTO30Ji€ (HOPMAJIM30BAHHOW MO IUTO30JIbHOMY 00BEMY) B
JTUHUSIX KJIeTOK A375 (MenaHoMBbI uenoBeka) U AS549 (aaeHOKapIUHOMBI JIETKOTO Y€JIOBEKa).

[00021] Ha ¢ur. 12 noxa3aHbl penpe3eHTaTUBHbIE PE3YJIbTaThl IJIs1 U3MEHEHUNH MacChl
Tesa B Moziesu Ha mbiax nocie Beenenust CLR 1899 (npu 0,5 mr/kr, 1 Mr/kr u 2 mMr/kr).

[00022] Ha ¢ur. 13. noka3aHbl penpe3eHTaTUBHbIE Pe3yJbTaThl A 3 (HEKTUBHOCTH in

vivo CLR 1899 B monenu kceHotpancmiantara MCF-7 (10 mbiiieli Ha rpymmny JO3HPOBAHMUS).

Tloapo0Hoe onHucaAHHE HACTOSAIEro H300PeTeHus

[00023] Hacrosimee wu3o0pereHre OTHOCUTCS K (POCHONUNHMIHBIM COSIUHEHUSIM U
koHbIOraram Qocdonunun-duasararnH. Ha ocHOBaHHM MHOTOYHCIIEHHBIX OMYXO0JIeH JKUBOTHBIX U
YeJoBeKa, Cconmepkamux Oosee BBICOKME KOHLEHTPALMM TNPUPOIHBIX JIUIUAOB C TMPOCTOH
3(UPHON CBSI3bIO, YeM HOPMaJIbHbIE TKaHH, pa3paboTaHbl MOJIEKYJbl (pochomunuaHoro 3¢upa
(PLE). Monexyabl PLE, mogpoOHO pacKpbIThie B HACTOSLIEM TOKYMEHTE, MOKHO UCIIOJIb30BATh
B KauecTBe IUIAT(GOPMBI ISl HALEIMBAHHS HA OIYXOJb Ui H30HMpAaTeNbHONH IOCTaBKU
JIEKaPCTBEHHBIX CPEACTB K KJIETKAM ONyXOJIeH U paka.

[00024] Kak monpoOHO pacKpbITO B HACTOSIIEM JOKYMEHTE, pacrpeneieHre B TKaHSX
moJiexyst PLE nposepsutn B kietkax 6ojiee 100 pa3IMuHbIX OMyXOJIeH, BKJIFOYAast CBEKHE 00pa3Iibl
onyxouel yenoseka. [ monexyn PLE noka3aHo yBenn4eHHOE NOTJIOLEHNE B TKAHU OMYXOJIH,
[0 CPABHEHHUIO C HOPMAJIBHON TKaHbIO. Monekyinbl PLE MOTryT sIBISITECS KOHBIOTHPOBAHHBIMU C
MOJIEKyJJaMH (prraBariiiHa ¥ WX MPOWU3BOAHBIMU IMOCPEACTBOM JIMHKEPOB Uil (POPMUPOBAHUS
KOHBIOraToB (ochomunua-(raBarin.

1. Onpenenienus

[00025] Ecnu He onpenesieHO HHOE, BCE TEXHUYECKHUE U HAYyYHbIE TEPMUHBI, IPUMEHSIEMBbIE

B HACTOALIEM AOKYMCHTE, MMECHOT TAKOEC K€ 3HAUCHUEC, KAKOC ABJISICTCA O6LLIerI/IH$ITbIM JJIA



CeNHMaNINCTa B JAHHOH obOnactu. B ciyuae mpoTwBOpeUHs, HACTOSAILIMNA JOKYMEHT, BKJIOUast
OTIpeneNIeHus, UMeeT NpenmMyinecTBo. [IpenmouTurenpHple COCOOBI M MaTepUANIbl PACKPBITHI
HIDKE, XOTsI CIIOCOOBI M MaTe€PHAaIIbl, CXOIHbIE MJIH SKBUBAJIIEHTHBIE C PACKPBITHIMU B HACTOSIIIEM
JOKYMEHTE, MOXHO HCHOJb30BaTh B MPAKTUYECKOM OCYILIECTBJIEHUM WIM TECTUPOBAHUU
HacTtosiiero nuzodperenus. [loaHoe coneprxanne Bcex MyONUKALNi, TATEHTHBIX 3asiBOK, IATEHTOB
U IPYIUX CCBUIOK, YIOMSIHYTBIX B HACTOSALIEM JOKYMEHTE, BKJIKOYEHO B HACTOSALIUN JTOKYMEHT
NOCPEIICTBOM CCBUIKH. Marepuaibl, ClIoCOOBI M IPUMEPBI, PACKPBITHIE B HACTOSIIEM JOKYMEHTE,
ABJISIFOTCSL  TOJNBKO — WJUTIOCTPATHBHBIMH M HE  NPEOHA3HAYeHbl, YTOOBI  SIBISTHCS
OrpaHUYMBAIOILUMHU.

[00026] TepmuHbI «cOmepKUT(aT)», «BKIIOYACT(FOT)», KHMEIOIIHI», KUMEET», KMOXKETY,
«BMemaeT(r0T)» U UX BApUAHTHI, B PaMKax M300peTeHMs], IpeJHa3HAUEHbl, YTOObI IIPEACTaBIATh
co00l HeorpaHNUNBAKOLINE NTEPEXOAHBIE (PPa3bl, TEPMUHBI WU CJIOBA, KOTOPBIE HE MPEISITCTBYIOT
BO3MOKHOCTH JIOTIOJIHUTEJIbHBIX JENUCTBUH MU CTPYKTyp. POpMBI €JUHCTBEHHOI'O 4HCI]A
BKJIIOYAIOT OOBEKTHI CCBUIKM MHOXKECTBEHHOTO YHCIIA, €CIIM KOHTEKCT SIBHO He TpeOyeT MHOrO.
Hacrosimmee omnucanue Takke MpeaycMaTpuBaeT [ApYru€ BapUaHTbl OCYLIECTBJICHUS,
«CoAepIKAIUE», KCOCTOSIINE U3» U «IIO CYIIECTBY COCTOSILIME U3» BAPUAHTOB OCYLIECTBIIEHUS
WIH 3JIEMEHTOB, IIPEACTABIECHHBIX B HACTOSALLEM JOKYMEHTE, HE3aBUCUMO OT TOI'0, YKa3aHbl OHU
SIBHO WJI HET.

[00027] [dnsi mepeyvucieHns YUCIOBBIX IMAMa30HOB B HACTOSIIEM JOKYMEHTE, KaXKI0e
MIPOMEKYTOUHOE KOJMYECTBO MEXIy NMPENeIaMu sIBHO MPENYCMOTPEHO C TAaKOM K€ CTENEHBIO
TouHOCTU. Hanpumep, nis auanaszona 6-9, uncna 7 u 8 npeayCMOTpPEHBI B IONOJIHEHUE K 6 U 9, u
s nuanazoHa 6,0-7,0, wucnma 6,0, 6,1, 6,2, 6,3, 6,4, 6,5, 6,6, 6,7, 6,8, 6,9 u 7,0 sBHO
MIPEyCMOTPEHBI.

[00028] Tepmuu «PUOIH3UTETHHOY, B pAMKax W300pETEHUs], KaK MPUMEHHMO K OJJHOMY
win Oosee MPeACTABISIFOIIMM UHTEPEC 3HAYEHHSIM, OTHOCUTCSI K 3HAYEHUIO, KOTOPOE SIBJISIETCS
CXOAHBIM C YKa3aHHBbIM O3TAJIOHHBIM 3Ha4Y€HHEM. B KOHKpDETHBIX acmekrax, TepMHUH
«MPUOIUZUTENILHO» OTHOCUTCSI K JHMAMa30Hy 3HaueHWi, nmomanaromux B npeneisl 20%, 19%,
18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% unu
MeHee B K&KAOM HamnpasieHnH (Oosiee 4eM HTH MeHee YeM) OT YKa3aHHOTO 3TaJJOHHOTO 3HAYCHHS,
€CJIM HE YKa3aHO MHOE WJIM HHOE He OYE€BUIHO M3 KOHTEKCTA (32 UCKIFOYEHUEM TOTO, KO/l TaKOoe
KOJINYECTBO MOKeT npeBbiaTh 100% OT BO3MOXKHOTO 3HAUEHHS).

[00029] Onpenenennsi KOHKPETHBIX (PYHKLIMOHANBHBIX TPYIIT U XUMHYECKUX TEPMUHOB
Oonee monpoOHO pacKpbIThI HIDKE. 1S Lenei COrylIacHO HacTOsIIEMY H300pETeHHIO, XUMHUUECKHE
3JIEMEHTBI HACHTU(UILIPOBAHBI B COOTBETCTBHUHU C Nepuoaudeckoil Tadnuuei 31eMeHTOB, BepCHU

CAS, Handbook of Chemistry and Physics, 75% Ed., inside cover, u KOHKpeTHBIE
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(byHKUMOHATBHBIE TPYNIBI B OOIIEM OIpeneNeHbl, Kak packpbito Tam. Kpome Toro, oOmmne
NPUHLMIBI OPTaHUYECKOH XUMHUH, TaK XK€ Kak crneunpudeckne (QpyHKIMOHANbHBIE TPYMIIBI U
peakunoHHasE ClIOCOOHOCTB, packprITel 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, monHOe comeprkaHHe KaKAOro H3
KOTOPBIX BKJIFOUEHO B HACTOSILINI TOKYMEHT MOCPEICTBOM CCBIJIKU.

[00030] TepMuH «aTKOKCH» WU «aJKOKCHI», B paMKax H300pETeHHs, OTHOCUTCS K
AJIIKWJIbHOH IpyIIIe, KaK ONpeAeseHO B HACTOSAIIEM 0Ky MEHTE, IPUCOEUHEHHON K POAUTEIbCKOM
MOJIEKYJIAPHOW TIpymime dYepe3 aToM Kuciaopona. K penpe3eHTaTUBHbIM INpUMEpaM alKOKCH
OTHOCSITCS, HO 0€3 OrpaHWYeHUs], METOKCH, 3TOKCH, NMPOMOKCH, 2-TIPOMOKCH, OYTOKCH U TpeT-
OyTOKCH.

[00031] Tepmun «ankum», B pamMKax H300pETeHMs, O3HAYAeT TMPSIMYI WJIH
Pa3BETBJICHHYIO, HACBILIIEHHYIO YIJIEBOJOPOAHYIO Liemnb, cozaepxkamyo or 1 go 20 atomoB
yrnepona. Tepmun «Hu3muil ankum» win «Ci. aJKWD» O3HA4YaeT yrieBOAOPOA C MPsIMON WU
Pa3BETBIEHHOM Lienbto, coaepskatuei ot 1 1o 6 aromos yriaepoaa. Tepmun «Ci-4 aJIKHID» O3Ha4aeT
YIJIEBOJOPOA C MPSIMOM MJIM Pa3BETBIEHHOHN LIENbIO, coaepxkaineil oT 1 1o 4 aToMOB yriepona.
Tepmun «C1-3 aNKu» 03HAYAET YIIIEBOAOPO/ C MPSIMOK MITH Pa3BETBICHHOM IIETbIO, COAepIKaleit
or 1 no 3 aromoB yriepona. K penpe3eHTaTMBHbIM MpHMEpaM ajKHJia OTHOCSTCS, HO 0Oe3
OTpPaHUYEHUS, METHWII, STUJI, H-TIPOIWI, %30-TIPONHIL, H-OyTHI, 6mop-OyTui, u30-OyTu, mpem-
OyTHJI, H-TIEHTWJI, U3OMIEHTHII, HEOTIEHTHJI, H-T€KCUJI, 3-METUITEeKCHI, 2,2-TUMETHIIIEeHTII, 2,3-
OUMETHIINIEHTII, H-TeNITUJI, H-OKTUJI, H-HOHWJ U H-JEeLL.

[00032] TepmuH «ankeHWT», B paMKax H300pPETEHUs, O3HAYAET HEHACHIIEHHYIO
VIJIEBOAOPOAHYIO LIEMb, COAepsKalyo oT 2 10 20 aTOMOB yIrjieposa U MO MEHbLIEH Mepe OHY
yIIepoA-yIIIepOAHYIO ABOMHYIO CBS3b.

[00033] TepmMuH «anKUHWI»Y, B paMKax H300PETEHHs, O3HAYAET HEHACHIIEHHYIO
VIJIEBOAOPOAHYIO LIeNb, COAepKalyo oT 2 10 20 aTOMOB yIrjieposa U MO MEHbLIENH Mepe OOHY
yIIepOA-yTIEpPOAHYIO TPOHHYIO CBSI3b.

[00034] TepMuH «aIKOKCHAJKIITY, B pAMKaX U300pETEHNs, OTHOCUTCS K aJIKOKCH-TPYIITIE,
KaK OINpEAENeHO B HACTOSIIEM AOKYMEHTE, MPUCOEAUHEHHOW K POAMTENBCKOW MOJEKYJISIPHON
rpyIine yepes3 aJKUIeHOBYIO IPYIIy, KaK ONPEeNeHO B HACTOSIIEM JOKYMEHTE.

[00035] TepMuH «apunajakui», B paMKaxX M300peTeHUs, OTHOCUTCS K apUJIbHOU TPYIIIE,
KaK OINpEAENeHO B HACTOSINEM AOKYMEHTE, MPUCOEAUHEHHOW K POAMTENBCKOW MOJEKYJSIPHON

IpyIIe yepes3 alKWICHOBYIO IPYIIy, KaK ONPeJeNIeHO B HACTOSILIEM JOKYMEHTE.
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[00036] TepmMuH «aJKUIAMHHOY», B PaMKax M300pETeHMs, O3HAYAeT MO MEHbLIEH Mepe
OIHY aJKWIBbHYI0 TpyMIy, KaKk ONpPENEJIEHO B HACTOSALIEM AOKYMEHTE, NMPUCOCAUHEHHYIO K
POIUTENBCKOW MOJIEKYJISIPHOM TpyINIe 4epe3 aMUHOIPYIIy, Kak ONPENEeeHO B HACTOSLIEM
JOKYMEHTE.

[00037] TepmuH «aJKUIICH» B pAMKaX U300peTEeHUs, OTHOCUTCS K JIBYX BAJICHTHOU IPyTIIE,
MOJIYYEHHOU U3 YIVIEBOAOPOAA C MPsIMOM MJIM pa3BeTBICHHOU Lenbro u3 1-10 atomoB yriepona,
Hanpumep, u3 2-5 atoMoB yriepoaa. K penpeseHTaTuBHbBIM IpUMepaM ajKUJIeHa OTHOCSTCS, HO
oe3 OrpaHU4CHUS, -CHzCHz-, -CHzCHzCHz-, -CH,CHCH»CH;- u -CH,CH>CH>CH>CH;-.

[00038] Tepmun «amuny, B pamkax nzodperenus, o3HadaeT -C(O)NR- umm -NRC(O)-, rae
R moxer npencraBiaTh coOOH BOAOPOA, ANKWJ, LHUKJIOAJIKUI, apHil, FeTepOapuil, reTepOLUKIL,
QJIKEHUJI WA FeTEPOATIKUIL.

[00039] TepmuH «aMHHOANKHI», B PaMKaxX H300pETEHUs, O3HAYAeT IO MEHbIIEH Mepe
OIHY aMHUHOIPYNIy, Kak OINpPEAEJICHO B HACTOALIEM JOKYMEHTE, IPUCOCIAMHEHHYI) K
POOUTENBCKOW MOJEKYJISPHOW TpyINIe uepe3 AaJKWIEHOBYK) TIPYIIy, Kak OIpeneIeHo B
HACTOSILIIEM TOKYMEHTE.

[00040] Tepmun «amMuHO», B paMkax u3oopereHus, o3HadaeT —NRxRy, rae Ry u Ry moryt
HPENCTABISTH COOOH BOAOPO, AJIKHII, IUKJIOAJKIJI, apHJI, T€TePOapHII, FETEPOLUKIL, ATIKEHNIT HIIH
reTepoankui. B ciayyae aMHUHOATKMIBHON TPYMIbl WM JIFOOOW IPYroil rpymmbl, TA€ aMHHO
COEJIMHSIET BMECTE JIBE IPYTHE IPYIIbI, AMUHO MOKET MPENCTaBIsATh co00i —NRy—, roe Ry MmoskeT
NPEACTABIISITh COOOI BOTOPON, AIKHII, HUKJIOAJIKHJI, APWJI, TETePOAPHJI, TeTEPOLIMKII, ATKEHHUI WITH
reTepOANIKUIL.

[00041] TepmuH «apuin», B paMKax H300pPETEHHUs], OTHOCUTCS K apOMATHYECKOW TPYIIIIE,
TaKOM Kak (peHWSIbHAsI TPyNINa, WM OMLMKJINYECKas KOHISHCHPOBAHHAS KOJIbLIEBAsI CHCTEMA.
bunukmnueckue KOHIAEHCHPOBAHHBIE KOJBIEBBIE CHCTEMbI MPOHJUTIOCTPUPOBAHBI (HEHUIbHOU
IPyNNoN, MPUCOEIUHEHHON K POAUTENBCKOW MOJIEKYJIIPHON TIpyIIle M KOHJAEHCHUPOBAHHOHU C
LUKJIOAJIKUJIPHON TPYMION, KaK OMPEeIeIeHO B HACTOSIIEM TOKYMeHTe, (PeHUJIbHOU TPYIIOH,
reTepoapwIbHON I'PYIIION, KaK ONPEAENeHO B HACTOSALEM JOKYMEHTE, WIM NeTepPOLMKIIOM, Kak
OTIpEeNIEHO B HACTOSIIIEM JOKyMeHTe. K penpe3eHTaTHBHBIM MpUMepaM apuiia OTHOCSATCS, HO 0e3
OTpaHUYEHUs, HHAONMII, HAQTH, (PeHNI, XUHOIMHWI U TE€TPArHIPOXUHOIUHII. «APUIATKAID)
OTHOCHUTCS K QJIKUJy, KaK OMNPEAEJeHO B HACTOSALIEM JOKYMEHTE, 3aMELIEHHOMY apWJIbHBIM
panuKaIoM.

[00042] «ApuneH» OTHOCHTCS K apuily, Kak OINPENEJIeHO B HACTOSIIEM JOKYMEHTE,
HUMEIOIEMY 1Ba OJHOBAJICHTHBIX PAAMKAIBHBIX LEHTPA, MOJIYYEHHBIX B PE3yJbTaTe YAAICHUS
JBYX aTOMOB BOAOPOZA OT ABYX PAa3JINYHBIX ATOMOB YIJIEPOAA POAUTENBCKOrO apuia. Tunudnele

ApUIICHOBBIE PATUKAIIBI BKIIIOYAIOT, HO O€3 OrpaHrueHus, (PeHIIIEH U HAaPTHIIEH. KA PUITAIKIIIEH»



OTHOCHUTCS K AapWIAJKWIy, KakK OINpPEAeNeHO B HACTOsEeM AOKYMEHTE, MMEILIeMYy [Ba
ONHOBAJICHTHBIX PAJAUKAJIbHBIX LIEHTPA, MOJYYEHHBIX B pPE3yJbTaTe yJAajeHUus OAHOIO aToMa
BOAOPOJA W3 apUIbHOIO pajuKala W yAaJeHus APYroro atoma BOAOPOAA M3 AJKUIBHOTO
panukaja rpynmsl

[00043] TepmuH «kapOOKCHIT», B paMKaxX U300peTeHHs], O3HAYaeT KapOOHOBYIO KHUCIIOTY
u —COOH.

[00044] TepMHH «IUKJIOATKUIY O3HAYAET OJJHOBAJICHTHOE HACBIILEHHOE YIJIEBOAOPOAHOE
KOJIBLIO WJIM OUIUKINYECKYI0 rpynny. LIMkioankuibHbIe IPYIIbI UMEIOT HYJIb F€TePOATOMOB U
HyJIb JBOWHBIX CBs3ed. LlMKJIOANKUIbHBIE TPYMMbl SBIASIOTCS MOHOLMKINYECKUMH, WU
NPEACTABISIIOT COOON KOHIEHCUPOBAHHBIE, CIIUPO- UM MOCTUKOBBIE OUITUKINYECKHE KOJIbLIEBbIE
cucteMbl. MOHOLMKIMYECKUE LUKIOAJKWIbHBIE Tpymnmnbl coaepxkar 3-10 atomoB yriepona,
NPENNOYTUTENbHO, 4-7 aTOMOB yriiepoaa, u 0ojee MpeArnoYTUTENbHO, 5-0 aTOMOB yriiepona B
KOJbLe. bulMKIMueckue IUKIOAJKUJIbHbIE TIpymnbl cojep:xkar 8-12 aroMoB yriepona,
NPEANOYTUTENBHO, 9-10 aTOMOB yriiepoza B kosbLe. L{ukioankuibHble FPyIbl MOTYT SIBJISATHCS
3aMELICHHbIMU WJIH He3aMelleHHbIMU. [{UKJIOanKuiibHbIE TPYNIbl BKJKOYAKOT, HaMpUMED,
LIMKJIOTIPOIMJI, LIUKJIOOYTHII, LIUKJIOTIEHTHJI, LIUKJIOTEKCHUIT U [IUKJIOT I THIL.

[00045] TepmHH «IUKJIOATKEHUT», B paAMKaX H300pETEHHsI, O3HAYAET HEAPOMATHYECKYIO
MOHOLIMKJINYECKYIO UJIM MYJIbTULHUKINYECKYIO KOJBbLEBYK) CUCTEMY, COAEPIKAIIYIO IO MEHbIIEH
Mepe OJHY YIJIEPOA-YTIEePOAHYIO IBOMHYIO CBS3b M MPEANOYTUTEIbHO, UMEIYI OT 5 10 10
aTOMOB yruepoja Ha Kojabuo. IlpuBeneHHble B KadecTBE NpUMEpPAa MOHOLMKINYECKUE
LUKJIOAJKEHUJIbHBIE KOJIbLIA BKIIFOYAKOT LIMKJIONEHTEHW, IUKJIOT€KCEHUI U LIMKJIOTENTEHUIT.

[00046] TepmMuH «UMKJIOATKUHIIY, B pAMKaX H300pETEHHsI, 03HAYAE€T MOHOLIUKITYECKYIO
WIN MYJIbTULUKJINYECKYIO KOJBLIEBYIO CUCTEMY, COAEPIKALIYIO [0 MEHBIIEH Mepe OHY yIJIepOI-
YIJIEPOIHYIO TPOMHYIO CBSA3b U NPEANOYTUTENBHO, UMEIYO OT 5 10 10 aToMOB yriepona Ha
KOJbLIO Win OoJiee yeM 10 aTOMOB yriiepoaa Ha KOJIbIIO.

[00047] TepmuH «rajoamkuiy, B paMKax H300peTeHHs, O3HAYAET AJKUIBHYIO TPYIITY, KaK
OTIpesiesIEeHO B HACTOSIIIEM IOKYMEHTE, B KOTOPOI OZIUH, [1Ba, TPH, YEThIPE, MATh, LIECTh, CEMb U
BOCEMb aTOMOB BOAOPOAA 3aMelIeHbl raloreHoM. K penpe3seHTaTuBHBIM NIPUMEPaM rajlOaaKuiIa
OTHOCATCS, HO 0e3 orpaHuueHus, 2-propatun, 2,2,2-TpUGTOpITHI, TPUPTOPMETHII,
mudropmeTi, neHTagTOpITHI U TpUdTOPIIPONIUI, TAKOH Kak 3,3,3-TpuTOPIPOIIHIIL.

[00048] TepmuH «rajoreH» WM «rajio», B paMkax nzodperenusi, o3Hadaer Cl, Br, I nmm

[00049] TepmuH «reTepoaNKmI», B paMKax MU300pPETEHUs, O3HAYAET AKUIIBHYIO TPYIITY,
KaK OINpEAENIEHO B HACTOSAIIEM AOKYMEHTE, B KOTOPOW MO MEHBbUIEH Mepe OJUH U3 aTOMOB

yriepoAa ajKWIbHON TpyIIbl 3aMelleH MeTepoaToMoOM, TaKUM Kak KUCIOpoA, a3oT u cepa. K
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penpe3eHTaTUBHBIM NIPUMEPAM T€TEPOATKUIIOB OTHOCATCS, HO 0e3 OrpaHUuYeHUs], aJKuQuphI,
BTOPUYHBIE U TPETUYHBIEC aJTKUJIAMIHBI, aMHJIbI U AJTKUJICYJIb(UIBL.

[00050] Tepmun «rerepoapmin» B paMKax M300pPETEHHUS, OTHOCUTCS K apOMAaTHYECKOMY
MOHOIIUKJIMYECKOMY KOJIbIly FJIM apOMAaTHYeCKONH OWLMKINYEeCKOH KOJIbLIEBOH CHCTEME,
COIep’KallM [0 MEHbINEH Mepe OIWH TreTepoaToM, HE3aBUCHUMO BBIOPAHHBIM W3 TPYIIIHL,
coctosiie u3 N, O u S. Apomarndeckrie MOHOLIMKINYECKHUE KOJIbIIA MPEACTABISIFOT COOOH MATH-
WIN IIEeCTUYICHHBIE KOJIbLA, COAEpKaIlhe MO MEHbLIEH Mepe OAMH IreTepoaToM, HE3aBHUCHUMO
BbIOpaHHBIH U3 rpymmbl, cocrosmed u3 N, O u S, IlaruuneHHble apoMaTHUECKHe
MOHOLIMKJIMYECKHE KOJblla HUMEIOT JB€ ABONHBIX CBA3M, U IIECTUYJIEHHBIE apOMaTHUECKUE
MOHOLIMKJIMYECKHE KOJIbLIa UMEIOT TPU JBOMHBIX CBsI3U. BuIUKINYeCKHe TreTepoapuiibHbIE
IPyHIbl TPOUITFOCTPUPOBAH bl MOHOLIMKINYECKUM M€TEPOAPUIIbHBIM KOJIBLIOM, IPUCOESTUHEHHBIM
K POIMUTEJIbCKOW MOJEKYJSPHOH TIpynne U KOHJAEHCHPOBAHHBIM C MOHOIIUKINYECKOMN
LUKJIOAJKUJIBHON TPYINION, Kak ONpPENesIEHO B HACTOSIIEM JOKYMEHTE, MOHOLIUKINYECKON
ApUJIbHOW TpPYNIOH, Kak OMNpEeAeNeHO B HACTOSLIEM JOKYMEHTE, MOHOIIMKINYECKON
reTepoapuyibHON TPYIIOHN, Kak ONpPENeNeHO B HACTOSILIEM AOKYMEHTE, WM MOHOLMKIMYECKUM
reTepOLMKIIOM, KaK OIpPEAENIEHO B HACTOsIeM AOKyMeHTe. K penpe3eHTaTUBHBIM INpuUMepam
reTepoapuia OTHOCATCS, HO 0e3 OrpaHUYeHUs], HHAOJII, MUPUIUHII (BKIFOYAs MTUPUANH-2-HUI,
NUPUANUH-3-WJI, THPUAWH-4-UJ), TUPUMHUIMHII, T[HPA3UHII, [HPHOA3UHWI, MHPA3OJIHII,
nupposw, Oenzonupazonwn, 1,2,3-rpuasonun, 1,3,4-tuanmuazonwn, 1,2.4-tuaguazonun, 1,3,4-
okcamuazomw, 1,2,4-okcammaszoiuil, HMHAA30JIMJ, THA30JMJ, HM30THA30JIII, THEHHII,
OEH3UMHIA30JIMII, OEH30THA30JIMI, OEH30KCA30Juj, OEH30KCAOUa30IWI, OEH30TUEHUII,
oenzodypanmn, nzodbensodypanm, GypaHul, OKCA30IHI, U30KCA3OJII, MTyPUHUI, U30HUHIOJIHII,
XUHOKCAJTUHWI, UHAA30JWI, XUHA30auHwi, 1,2 4-rpuaszunun, 1,3,5-TpuasuHui, W30XUHOJUHUIL,
XUHOJUHWI,  O,7-nuruapo-1,3-6en3oruazonmmwn, wumunasoll,2-a|nupunuuaui, HaTUPUIUHIIL,
MUPUIOUMHUIA30JHI, THA30JI0[S,4-b |mupunuH-2-mi, THa30o[S,4-d|nupuMunuH-2-ui.

[00051] TepMuH «TeTEPOLMKI» WU «TETEPOLUKINYECKUI, WU (TETEPOLUKINUI», B
paMKax M300peTeHUs, O3HAYAeT MOHOIMKJIHYECKHH TeTePOLMKII, OUIMKINYECKUN TeTePOLIUKIT
(reTepOOMIMKITMYECKUH) WU TPULUKJINYECKHH TeTepOnUKa. MOHOIUKIUYECKHA TeTePOIHKIT
npeAcTaBisier COOOH Tpex-, 4YeThlpex-, MSITH-, HIeCTH-, CEMH- WM BOCBMHYJICHHOE KOJIbBIIO,
colepskaliee MO MEHbIIeH Mepe OIUH TeTepoaToOM, HE3aBHCUMO BBIOPAHHBIM W3 TPYIIIHL,
cocrosimei u3 O, N u S. Tpex- uian 4eTblpexusieHHOE KOJIbLIO COAEPIKUT HYJIb UJIU OHY IBOHHYIO
CBsI3b, M OJIMH T'eTepOaTOM, BBIOpaHHBIH M3 rpymmsbl, coctosmei u3 O, N u S. IlaruunenHoe
KOJIBIIO COAEP KUT HYJIb UJTH OJTHY JBOWHYIO CBSI3b M OJIHH, JIBA UJIU TPH T'€T€POATOMA, BHIOpAHHBIE
u3 rpynnsl, cocrosiued u3 O, N u S. lllecTuuneHHOe KOJBILO COAECPKUT HYJb, ONHY WA JBE

IBOWHBIX CBSI3U W OJMH, JIBA WJIK TPU reTepoaToma, BeIOpaHHbIE U3 TPYyIbL, cocrosmei u3 O, N
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u S. CeMu- 1 BOCbMUYJICHHBIE KOJIbIIA COIEPIKAT HYJIb, OJIHY, ABE HJIU TPU IBOMHBIX CBSI3U U OJIHH,
IIBa WK TPH reTepoaToMa, BeIOpaHHbIe u3 rpymmbl, cocrosimeit n3 O, N u S. K penpe3eHTaTHBHBIM
MpUMepaM MOHOLMKJIMYECKUX TE€TEPOLIMKIIOB OTHOCATCS, HO Oe3 OrpaHWYeHUs, a3eTUIHHIII,
a3enaHuWl, a3UpUANHWI, Auasenanwn, l,3-nuokcanun, 1,3-guokconanun, 1,3-muruonanun, 1,3-
OUTHAHWI,  WUMHAA30JUHWI,  UMHAA30JUAWHUJ,  M30THA3OJMHWI,  HW30THA30JUIUHMUIL,
W30KCA30JIMHII, W30KCA30JMIUHIIL, MOPQOIUHUJ, OKCAOUA30JMHUJ, OKCAAUA30JUIHHIII,
OKCA30JIMHUJI,  OKCA30JIMIUHWI, OKCETAaHWJ, NHUMNEPAa3sUHWUJI, MUICPUIUHUT, THUPaHUI,
MUPA3OJUHIII,  MHUPA3OJNUAVHWI,  MUPPOJMHWI,  NHPPOJUAMHUJ,  TeTparuapodypaHu,
TEeTParuIpONUpPaH, TETParuIpONUPUIUHN, TETPAruApOTUEHNUI, THAIUA30JIUHUJI,
THAANA30JUAUHUAII, 1,2-TnazuHanum, 1,3-TnasuHanun,  TUA30JUHUJ,  THUA30JUIUHUI,
tuomopgonunmn, 1,1-nuokcugornomopdonuuun  (THOMOpGONUHCYIb(OH), THONUPAHUI U
TpUTHAHMI. BULIMKINYECKUI TeTepOLIMKII MPEACTABISIET COO0H MOHOLIMKJINYECKUH TeTePOLIUKIL,
KOHICHCUPOBAHHBII ¢  (EHWIBPHOH TIpyNmoH, WIM MOHOLMKIMYECKHH  TIeTEePOLMKII,
KOHJIEHCUPOBAHHBIM ¢ MOHOLUKJIMYECKUM LIMKJIOAJIKUIIOM, UJIM MOHOLMKIUYECKUI MeTepOLUKIL,
KOHJICHCUPOBAHHBI €  MOHOLMKJIWYECKUM  LUKJIOAJIKEHUJIOM, WIM MOHOLMKINYECKUN
reTepOLUKI, KOHACHCUPOBAHHBIH C MOHOLUMKJIWYECKUM TE€TEPOLUKIOM, WIH COEANHEHHYIO
MOCTHKOBOH CBSI3bI0 MOHOLMKJINYECKYIO M€TEPOLIUKINYECKYIO KOJNBLEBYI CUCTEMY, B KOTOPOI
JIBA HECMEXKHBIX aTOMa KOJIbLIA CBSI3aHbl AJKWJIEHOBBIM MOCTUKOM M3 1, 2, 3 wiu 4 aromoB
yriepona, Wik aJIKeHUJIEHOBbIM MOCTHKOM U3 JIBYX, TPEX WM 4YeThIpeX aToMoB yriepona. K
penpe3eHTaTUBHBIM PUMEpPaM OULIMKINYECKUX T€TEPOLIUKIIOB OTHOCSITCS, HO O€3 OrpaHUYeHMs],
OeH3omMpaHmI, OEH30THOMMPaHUII, XPOMAaHUI, 2,3-puruapobensodypanm, 2,3-

OUTHIPOOEH30THEHUN, 2,3-TUTHAPOU3OXUHONMH, a3abunmkino[2,2, 1 rentun  (BkirO4Yas — 2-

azabunukio| 2,2, 1] renr-2-mn), 2,3-gurunpo-1 H-ungonun, W3OUHIOITHUHUIL,
OKTaruAPOLUKIIONEHTA[ C | TUPPOITHI, OKTaruApOMUPPOSIOTTHPUTAHUIT u
TETPAruIPON30XTHOJUHUJL. Tpunuknuyeckue reTePOIUKJIBI MPOJLTFOCTPUPOBAHBI

OWIIMKJIMYECKUM  TE€TEPOLMKIIOM, KOHAEHCUPOBAHHBIM ¢ (DEHWIBHOW TPYIIOH, WM
OWIUKJTHYECKUM T€TEPOLIUKIIOM, KOHIEHCUPOBAHHBIM ¢ MOHOIMKTHYECKUM LUKIIOATKUIIOM, WJIH
OWIIUKJTHYECKUM T€TEePOLIUKIIOM, KOHIEHCUPOBAHHBIM ¢ MOHOLMKJIMYECKUM IUKJIOATKEHUJIOM,
Wik OMIUKJINYECKUM TeTePOIUKIIOM, KOHIEHCUPOBAHHBIM ¢ MOHOLMKJINYECKUM TeTEPOLIHKIIOM,
Wi OULIUKJIMYECKUM FeTEPOLIMKIIOM, B KOTOPOM JIBa HECMEKHBIX aTOMa OUITUKIMUECKOTO KOJIbIa
CBsI3aHbl AJIKUJIEHOBBIM MOCTHUKOM u3 1, 2, 3 unu 4 aTOMOB yriepoaa, Wiu aJKEHUJEHOBBIM
MOCTUKOM M3 JBYX, TPE€X WJM YeThIpeX aTOMOB yrieponaa. K npumepaM TpULHMKINYECKUX
reTepPOLIMKIIOB OTHOCATCS, HO O€3 OrpaHMYeHHs, OKTaruapo-2,5-3MOKCUTICHTAJIeH, TeKCaruapo-
2H-2,5-metannukonenTal b|dypan, rekcarunpo-1H-1,4-meranuknonenralc]pypas,

azaanamantan(1-asatpurukio[3,3,1,1> | nexan) u OKcaagaMaHTaH(2-
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okcarpuiukno[3,3,1,1>7|nexan). MOHOLUKINYECKUE, OWLMUKINYECKHE U TPHUIUKINUECKHE
reTEepPOLIUKIIbI CBSI3aHBI C POAUTEIBCKON MOJIEKYJIIPHOUW TPyIIoi uepe3 MoOoH aToMm yriepoaa
win JF000H aroM a30Ta, BXOMSIINUN B COCTAB KOJIEL, U MOTYT SIBJISITBCSl HE3aMEIEHHbIMU WU
3aMeLEeHHbIMU.

[00052] TepmuH «rerepoapHjaJKUi», B paMKaX H300pETEHHUs, OTHOCUTCS K
reTepoapuIbHON TIpyMNIme, Kak ONpenesieHO B HACTOSIUEM JOKYMEHTE, NPUCOEIUHEHHONH K
POOUTENBCKON MOJIEKYJISPHONW TpyIe uepe3 alKWIEHOBYKO TIPYIIy, Kak OIpeneIeHo B
HACTOSILIIEM TOKYMEHTE.

[00053] TepMuH «reTepOLMKIMIANKAI), B paMKaX H300peTeHUs, OTHOCUTCS K
reTepOLUKINYECKON TpyIIe, KaKk ONPEAeNeHO B HACTOSIIEM JOKYMEHTEe, NPUCOEIUHEHHON K
POIOUTENBCKOW MOJEKYJISPHOW TpyIIe uepe3 alKWIEHOBYK) TIPYIIy, Kak OIpeneIeHo B
HACTOSILIIEM TOKYMEHTE.

[00054] TepmuH «THIPOKCHI» WIIN KTHAPOKCHY, B PAMKAX H300pETEHHsI, 03HAYAET IPYIIITY
-OH.

[00055] TepmuH «ruAPOKCHATKII», B paMKax U300pETEHHsI, O3HAYAET 110 MEHbLIEH Mepe
ogHy rpynny -OH, mnpucoenvHeHHYI0 K POIUTENbCKOW MOJIEKYJpHONW TIpyImme uepes
AJIKWJICHOBYIO I'PYIITY, KaK ONpPENeIeHO B HACTOSLIEM JOKYMEHTE.

[00056] B HexoTOpBIX Ciy4asix, KOJHMYECTBO aTOMOBOB yrjepoia B TMIPOKAPOUIBHOM
3aMecTHuTese (HampuMep, allKuiie WK LUKJIOATKIIIE) YKa3aHO MOCPEICTBOM MPUCTABKH «Cx-y-»,
rJe X TpencTanisier co00i MUHMMAIBHOE, U Y TIPEACTABISIET COOOH MaKCUMAJIbHOE KOJHYECTBO
aTOMOB yrjeponma B 3amecTturene. Takum oOpaszom, Hampumep, «Ci-3 aJKWI» OTHOCUTCS K
ATKWJIBHOMY 3aMECTHUTENIO, CoAepskalemMy ot 1 10 3 aTOMOB yrieposa.

[00057] TepmuH «3aMeINEHHBI» OTHOCUTCA K TIPYyIIE, KOTOpas MOXKET SBISATHCA
JOTOJHATENIPHO 3aMEIIeHHOW OAHOH wiu Oojiee OTIMYHBIMH OT BOXOpPONA TPYIMIaMHU
3amecturesieid. [ pynmbl 3amecTuTeNnel BKIIIOYAKOT, HO Oe3 orpanuyenus, rajores, =0 (okco), =S
(THOKCO), IHMAHO, HHUTPO, (PTOPAIKUI, ATKOKCH(PTOPANKII, (PTOPATIKOKCH, AJNKHJ, AJTKEHHII,
ANKUHWI, TaJOaKWJ, TalOaJKOKCH, TeTepOalKWl, LUKJIOAIKWI, LHUKIOAJKEHWI, apu,
reTepoapul, TeTEepPOLUKJ, LUKIOAJKUIANKWI, TeTepOapuIalKui, apuiIajKuil, TUAPOKCH,
TUAPOKCHAIIKIJ, aJIKOKCH, AJIKOKCHAJIKHJI, AJIKUJICH, apHIIOKCH, (PeHOKCH, OCH3MJIOKCH, aMUHO,
ATKMJIAMUHO, AalMJIAMHHO, aMHHOAJKWI, apHJIAMHHO, CYJb(OHWIAMUHO, CYJIb(QUHUIAMHUHO,
cynbhoHmI, anKuICyIbGOHUI, apuicyibdoHmI, aMuHOCYIbGoHWI, cynbduami, -COOH, keToH,

amuj, kapbamar u aru.

-

[00058] TepmuH « ====== » 0003HAYAET OMUHAPHYIO CBSI3b (— ) UJIM ABOWHYIO CBSI3b (5

), WM TPOHHYIO CBSI3b (
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[00059] [nst coenuHeHuUl, pPacCKpPBITBIX B HACTOSIIEM MAOKYMEHTE, WX T[PyNIbl U
3aMECTHTEIN MOTYT ObITb BBIOPAHBI B COOTBETCTBHM C JOIMYCTUMOH BAJIEHTHOCTBIO aTOMOB U
3aMeCTHTENIeH, Tak 4YTOOBI BBIOOP M 3aMEINeHHs] NPHUBOAWIM K IIOJYYEHHIO CTaOMJIBHOTO
COEMHEHUs], HaNpUMep, KOTOPOE He TOABEPraeTcs CIOHTAHHO TpPaHC(OPMALUH, Harpumep,
MOCPECTBOM PEAPAHKUPOBKH, LIUKIU3ALUN, YHUYTOKEHUS U T. 1.

[00060] TepmuH «BBEmEHUE» UM KOCYILIECTBICHNUE BBEICHHS», B paMKax U300peTeHUs,
OTHOCUTCSI K TIPEAOCTABICHHIO, NPUBEIEHUIO B KOHTAKT W/WJIM JIOCTABKE COENUHEHHs WU
KOHBIOraTa MOCPENCTBOM MOIXOASIIEro crocoda It TOCTHKEHNUS JKenareabHoro s¢gdexra. Itu
COEMHEHUS WM KOHBIOTAThl MOKHO BBOJIUTD CYOBEKTY Pa3IMYHBIMH CIIOCOOAMH, BKIIIOUAS], HO
0e3 orpaHHUYeHUs], EPOPABbHO, B I71a3a, HA3AJIbHO, BHYTPHUBEHHO, MECTHO, B (popMe aspo3oseH,
CYNIO3UTOPUS U T.A., U MOKHO UCIIOJIBb30BaTh B KOMOMHALIUH.

[00061] B pamxax u300peTeHMs, «paKk» MOXKET BKJIOYATb JIOOYIO KJIETKY WJIM TKaHb,
MIPOUCXOMSAILYIO U3 OIYyXOJIHM, HEOIUIA3UM, paka, NMpeapaka, JIMHUM KJIETOK, 3JI0Ka4eCTBEHHOIO
HOBOOOpAa30BaHMsl WM JIOOOTr0 APYroro MCTOYHUKA KJIETOK, KOTOpbIE MMEIOT MOTEHLHAN K
Pa3MHOKEHHUIO U POCTY IO HEOTPAHUYEHHON CTEeNEeHU. PakoBbIe KIETKU MOTYT NMPOUCXOAUTD U3
NPUPOIHBIX UCTOYHHKOB MJIM MOTYT OBITH IOJYYEHBI HCKYCCTBEHHO. PakoBble KJIETKH MOTYT
TaKKe SIBISITHCS CIIOCOOHBIMY K MHBA3UH B IPyrue TKAHU M METACTa3UPOBAHUIO. PaKOBbIE KIIETKH
KpPOME TOrO, BKJIIOUAIOT JIIOOBIE 3JI0KAYECTBEHHbIE KJIETKH, MOABEPTIINECS WHBA3HU B PYyTrHe
TKaHU WU MeTacTtasupoBaHuio. OnHa wim Oojiee pakoBBIX KJIETOK B KOHTEKCTE OpraHH3Ma
MOTYT OBITh TaK)K€ HA3BaHbI PAKOM, OMYXOJbIO, HEOIUIa3MeH, POCTOM, 3JI0KAYeCTBEHHBIM
HOBOOOpPA30BaHUEM WJIH JIFOOBIM APYTUM TEPMHHOM, HCIOJNB3YEMbIM B JTAHHOH OONacTH AJst
ONMCaHUs KJIETOK B PAKOBOM COCTOSIHUU. Pak MOXKET BKIIIOYATh, HAIPUMED, MEJTAHOMY, PaK MO3Ta,
paK JIerkoro, pak HAJIO4YE€YHUKA, paK II€YEHHW, PEHAJNbHbII paKk MWIM paK IOYKH, paK
MOJUKETYIOYHON JKEJIe3bl, paK MHUINEeBOJA, IACTPAJbHBIA paK, paKk >KeJNyaKa, pak TOJCTOrO
KHMIIEYHUKA, KOJOPEKTAJIbHBIN PaK, aHAJIBHBIN paK, paKk MPEACTaTENbHON XKeNe3bl, PaK sIMYHHKA,
PaK MOJIOYHOM JKeJie3bl, PaK MIeHKN MAaTKH, TUM(POMY, JTeHKO03, MUEIIOMY, TeMAaTOJIOTMUECKUH PaK,
rernaToKapiHOMY, PETHHOONACTOMY, TIJIHOMY, CapKoMy, OJacTOMy, IUIOCKOKJIETOYHYIO
KapLUHUHOMY U aICHOKapLINHOMY.

[00062] B pamkax m300peTeHHs, TEPMHH «pPaKOBasi CTBOJIOBas KJIETKAa» OTHOCHUTCS K
PaKOBOM KJIETKE, CIOCOOHOW K CaMOOOHOBIEHUIO M AH(QPEPEeHIMPOBKE B PAa3JIUYHbIE THUITBI
PaKOBBIX KJIETOK, OOHAPYKEHHBIX B 3JI0KAYECTBEHHOU OIYyXOJIH.

[00063] Kak mpaBmio, CChUTKa Ha «IUPKYJIHpyROImyr kietky omyxoiamy (CTC)
npefHa3HadeHa s OOO3HAYeHWs] OAMHOYHOW KIJIETKH, B TO BpeMsl Kak CCbUIKA Ha
CUUPKYJHUPYIOLIUME KJIETKH ONMyXOJel» WIM «KJIACTepP LUPKYJUPYIOLIUX KIETOK OMyXOJen»

npeaHa3Ha4deHa Jisi 0003HaueHus Oojiee 4eM OJHOW pakoBoi kieTkd. OQHAKO, CIIeHHANNCTY B
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TAHHOM 00JIaCTH MOHSATHO, YTO CChUIKA HA «IIUPKYJIHUPYIOIIHE KIETKU OMyXOJei» MpenHa3HaueHa
IUIS BKJIFOUEHHSI TONMYJBILMU LUPKYJIMPYIOLINX KJIETOK OIMyXOJieH, BKJIIO4asi OOHY Wik Oolee
LUPKYJIUPYIOIINX KJIETOK OMyXOJiel, B TO BpeMsl KaK CCbUIKA Ha «LHUPKYJUPYIOLIYIO KIETKY
OINMyXOJIM» MOJXKET BKJIIOUYaTh OoJiee 4eM OAHY LHMPKYJUPYIOIIYVIO KIETKY Onmyxonu. TepMuH
«UMPKYJIMPYIOIIas KJeTKa ONyXONW» I UMPKYJIMPYIOIIME KJIETKH ONyXosel», B paMKax
U300peTeHNs, OTHOCUTCA K JIOOOM pakoOBOW KIJIETKE WM KJIACTepy pAaKOBBIX KJIETOK,
OOHapy>KeHHBIX B 00pa31ie KPOBHU WIIN CHIBOPOTKHU KpoBH cyObekTa. CTC MoryT Takxke copepkarhb
WIA COCTOSTh U3 PAKOBOM CTBOJIOBOM KJIETKM WM KJacTepa PaKOBBIX CTBOJIOBBIX KIETOK,
OOHapy>KeHHBIX B 00pa3lie KPOBU HIJIM CBIBOPOTKH KPOBU CYOBEKTA.

[00064] TepMuHBI «KOHTPOJIBY, «3TAJOHHBIA YPOBEHb» U «ITAJOH» HCIOJIb30BaHbI B
HACTOSIIEM JTOKYMEHTE B3aNMO3aMEHsIeMO. JTAJOHHBIN YPOBEHb MOXKET MPENCTaBJIATb COOOM
NpeaonpeAeieHHbIe 3HAYeHUE WM AMANa3OH, KOTOpPble HCIOJB3YIOT B Ka4eCTBE OPUEHTHPA,
NPOTHUB KOTOPOTO HAJJIEKUT OLEHUBATb pe3ynbTaT usMepeHus. «KoHTposibHas rpynmna», B
pamMKax H300peTeHHs, OTHOCHTCSI K TpyIIe KOHTPOJBHBIX CyObekToB. IlpenmompeneneHHbI
YPOBEHb MOKET NPENCTaBISTh COOOH 3HAYEHHE MOpOra OTCEYEHUs] OT KOHTPOJIbHOH TPYIIIBL
[IpenonpeneneHHbI YPOBEHb MOXKET MPEACTABISATh COOOM CpefaHee M3 KOHTPOJbHOW TPYIIIbL
3Ha4YeHHsI TOPOTOB OTCEUEHHMsI (MJIH MPENONpeNeIeHHbIe 3HAUEHHs TOPOTOB OTCEUEHHs) MOYKHO
OMNpeneNsATh MOCPEACTBOM Crocoda aaanTuBHON uHAEKCHOU Mozaenu (AIM). 3HadeHust TOPOroB
oTcedeHHs: (MM TIPENOTPENeeHHbIE 3HAYEHHsI MOPOTrOB OTCEUEHHs])) MOXKHO OMpEenessiTh
NOCPECTBOM aHAM3a KpPUBOH ONEpalMOHHBIX XapakTepuctuk mnpuemauka (ROC) nmns
Ouonornvyeckux 00pa3noB u3 rpynmbl nanueHToB. Anamu3 ROC, kak B o0memM H3BECTHO B
objactu Owonoruu, MpencTaBisieT coOOH ompernesieHHe CIOCOOHOCTH TeCTa OTJIMYATh OJTHO
cocrosinue ot apyroro. Onucanue ananmuza ROC npencrasneno B P.J. Heagerty et al. (Biometrics
2000, 56, 337-44), nonHOEe CoAeprKaHHe KOTOPOro, TaKUM OOpa3oM, BKJIFOYEHO B HACTOSIIUI
JOKYMEHT IIOCPEICTBOM CCBUIKU. AJBTEPHATUBHO, 3HA4Y€HMs] MOPOrOB OTCEUEHHUS MOXKHO
OTpENeNATh NOCPEACTBOM aHAIN3a KBAPTUIICH OHONIOTHYECKUX 00pa3LioB U3 TPYIIIBI MALUEHTOB.
Hanpuwmep, 3HaueHne nmopora OTCEYEHUs] MOXKHO OIPENENATh IMOCPEICTBOM BBIOOPA 3HAUEHMUS,
COOTBETCTBYIOLIETO JJIOOOMY 3HAUEHHIO B AUANa3oHe 2510-75r0 MPpOLEeHTWIS, PEANOYTUTEIBHO,
3HA4YE€HUs], COOTBETCTBYHOILIErO 25My NPOLIEHTIIIO, SOMY NPOLEHTUIIIO WU 75My MPOLIEHTUIIIO, U
Oojiee MPEANOYTHUTENbHO, 75My TMPOLEHTWIK. Takue CTaTUCTHYECKHE aHAJIU3bl MOKHO
MPOBOANTL C HCIONB30BAHUEM JIFOOOTO Crocoda, W3BECTHOrO B JTAHHON OOJIACTH, U MOKHO
BOILJIOIIATH TOCPEICTBOM JIFOOOTO KOIMYECTBA KOMMEPYECKH JOCTYITHBIX MTAKETOB MPOTrPAMMHOIO
obecnieuenus (Harpumep, u3 Analyse-it Software Ltd., Leeds, UK; StataCorp LP, College Station,
TX; SAS Institute Inc., Cary, NC.). 3n10poBble W HOPMAJbHBIE YPOBHU WJIM THUAIMA30HBI JIJIs

MHUIINCHU WKW OJIA aKTUBHOCTH OenKa MOKHO onpeacisiTb B COOTBETCTBUH CO CTaHHapTHOﬁ
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npakTukoil. KoHTpoabs Moker mpenctaBisiTe co0oi cyObekTa min oOpaser] OT Hero, COCTOSIHHE
3a00J1eBaHMsI KOTOPOTO siBJIsieTcsi u3BeCTHBIM. CyObeKT, win oOpasel] OT HEero, MOKET SIBJIATHCSI
30POBBIM, MOPAKEHHBIM 3a00JIEBAaHUEM, TIOPAKEHHBIM 3a00JIEBAHUEM 10 JICUSHHUSI, TOPAXKEHHBIM
3a00JIeBaHIEM BO BpeMs JICYCHHs], IOPAKEHHBIM 3a00JI€BaHUEM TIOCIIE JICYSHHUST HITH 3JOPOBBIM
NIOCJIE JICYSHMS], WIIM TIPEACTABIATh COO0H KOMOMHAIHIO 3TOr0. TepMHH KHOPMaJbHBIA CYyOBEKT»
B paMKax W300peTeHus, O3Ha4aeT 3IO0pPOBOTO CyOBEKTa, T.e., CyOBeKTa, HE HWMEIOIIEero
KJIMHUYECKHX MPU3HAKOB MJIM CHMITOMOB 3a0ojeBaHus. HopManbHOro CyObeKTa KIMHHYECKH
OLICHHMBAIOT 110 HE JETEKTHPOBAHHBIM MHBIM 00pa30M MpU3HAKAM MJIM CUMIITOMaM 3a00JIeBaHus,
I7le OLIEHKa MOXET BKJII0UaTh oOwmenpunsaToe gusndeckoe odcienoBaHue w/mim JadopaTopHOe
tectupoBanue. COrNIAaCHO HEKOTOPbIM BAapUAHTaM OCYINECTBJICHUS, KOHTPOJIb MPEIACTaBIISAET
co0oit 310poBbIN KOHTPOJb. COIJaCHO HEKOTOPbIM BapHUaHTaM OCYINECTBIICHHUS, KOHTPOJIb
BKJIFOYAET pak.

[00065] Tepmun « bdexTuBHAS [03a» WIM «TEPANeBTUYECKAasl J03a», HIH
«TepaneBTH4eCKd 3()(HEeKTUBHOE KOMMYECTBO», MIH «3((PEKTUBHOE KOJIMYECTBO», B PaMKax
M300peTeHNs], O3HavaeT KOJIUYEeCTBO, AOCTATOYHOE Ul OKA3aHHs TepareBTHYeCKOro 3¢ dexTa,
WIH J03y JIEKQpCTBEHHOTO cpenactBa, 3((EeKTHBHYI B TeYeHHE HEOOXOAMMBIX IEePHOAOB
BPEMEHH, ISl TOCTIDKEHHS JKEJIAaTeIbHOTO TePaneBTHUECKOro pe3yibraTa. DPPEeKTUBHYIO 103y
MOXKET OINpEeNeNATh CIELHAINCT B JaHHOH 00NaCTH, M OHa MOXKET MEHSThCS B COOTBETCTBUU C
TaKUMU (pakTOpamu, Kak COCTOsSIHHE 3a00JIeBaHusI, BO3PACT, MOJI U Macca MHAMBUAYYMa, CIOCO0
BBEEHHs, CTaaAMs M TsDKECTh 3a0osieBaHus, OOlIee COCTOSHHE 30POBbsi CYOBEKTa, pelleHue
JIeYalero TepaneBTa i CroCOOHOCTD JIEKAPCTBEHHOT'O CPECTBA BbI3bIBATh JKEJTATENbHBIN OTBET Yy
uHIUBUAYyMa. TepaneBTHueckd 3(P(EKTUBHOE KOJIMYECTBO TaKKe MPEACTaBIsieT COOOH
KOJIMYECTBO, IIPH KOTOPOM TeparneBTH4Yecku OnaronpusitHbie 3G (exThl BelecTsa nepeBeIinBaroT
ero JoOble TOKCHuYeckne wiu BpenHble 3¢¢ekTol.  «IIpodumakTudecku 3¢dexTuBHOE
KOJIMYECTBO» OTHOCUTCSI K KOJMYECTBY, 3(P(HEeKTHBHOMY B HEOOXOOMMBIX 103aX U B TE€YEHHUE
HEOOXOAMMBIX TEPUOOB BPEeMEHH, MJIsi JOCTHIKEHHs JKEeJNATeJbHOTO MPOPHIaAKTUYECKOTO
pesynbrata. Kak mpaBuiio, MOCKONBKY MPOQHIAKTUYECKYIO A03Y HCIONB3YIOT Y CYOBEKTOB 10
3aboneBaHust M Ha Oosee paHHe#W cranuu 3aboneBaHusi, npoduimakTudecku 3¢(¢GeKTHBHOE
KOJINYECTBO OyAET MEHbIIE, YeM TepaneBTHIECKH 3 (PEeKTHBHOE KOIHYECTBO.

[00066] TepmuHBI «MHTHOMPOBATH» MM «HHTHOUPYIOIIHUI» O3HAYAKOT, YTO aKTHBHOCTH
YMEHbBIIAETCS WM MPEAOTBPALIAETCs] B MPUCYTCTBUM MHTUOUTOPA, B OTJIMYHE OT OTCYTCTBHSI
unruouropa. TepMuH «UHrHOMPOBAHHE» OTHOCUTCS K YMEHBLICHHIO WJIH MOHMKAIOIIEH
peryJisiLuK MpoLecca, WK YHHYTOKEHHIO CTUMYJIA ISl [IPOLIECCa, YTO MPUBOAMT K OTCYTCTBHIO
WIM MHHAMH3ALUM OKCIIPECCHM WM aKTUBHOCTH OWOMapkepa WM  MOJHUIENTHLIA.

WHrubupoBanne MOXKET SIBISITBCS NPSMBIM M ONOCPENOBaHHBIM. MHrubupoBaHue MoKer



15

SIBJISITBCSL  CTIELU(UYECKUM, TO €CTh, WHTMOMTOP WHIHOMPYET HEKOTOPbIH OHOMapkep WM
MOJIUNENTH]I, a HE APYyTHE.

[00067] «OO0pazen» wmnm «TeCTHpyeMblli oOpaszem», B paMKax H300pETEHUs, MOXKET
O3HauaTh JIIOOOH oOpaser, B KOTOPOM MPUCYTCTBHE W/WUJIHM YPOBEHb COCOMHEHUS WM MULICHU
HAJUJIEKUT AETEKTUPOBAaTh WK omnpenensTb. OOpas3ipl MOTYT BKIOYATH JKUAKOCTH, PACTBOPHI,
SMYJIBCHH, CMECH M cycrieH3uu. O0pasubl MOTYyT BKIKOYAaTh MEAUMIMHCKUN oOpaszen. OOpa3upl
MOTYT BKJIFOYaTh JIFOOYI0 OMOJIOTHYECKYIO JKUAKOCTh WJIM TKaHb, TAKyH) KaK KPOBb, LEJNbHAs
KpOBb, (pakiuy KpoOBH, TakMe Kak IUla3Ma U ChIBOPOTKA, MOHOHYKJIEAPHBIE KJIETKU
nepudepuieckoit kposu (PBMC), Mmplna, MHTEPCTULIHMATBHAS KUIKOCTD, TOT, CIIOHA, MOYA,
Clle3bl, CHHOBUAJIbHASI JKUAKOCTb, KOCTHBIN MO3T, CIIMHHOMO3IOBasi )KUJKOCTb, HOCOBOI CEKpET,
MOKPOTa, aMHHUOTHYECKasl >KUAKOCTb, JKUIKOCTb OpPOHXOAJBBEOJIIPHOIO JIaBaXka, >KUAKOCThb
JKEeJyIOYHOrO JlaBaXka, pPBOTA, KaJOBble MAacChl, TKAaHb JIETKOTO, MOHOHYKJIEAPHbIE KJIETKU
nepudepuyeckoil KpOBH, TOTAJIbHbIE JIEHKOLUTBI, KIETKH JUM(ATHYECKOTO Yy371a, KIETKH
CEJIe3€HKH, KJIETKU MUHJIAINHBI, KJIIETKU PaKa, KJIETKH OMyXOJeH, XKell4b, MUIIEeBAPUTENbHBIN COK,
KoKy uiaM ux KomOuHaruu. COIJIaCHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUs, oOpasen
COZIeP’KHT AIMKBOTY. B Ipyrux BapmaHTax OCYyIIECTBIICHHs, 00pa3er COIep >KUT ONOJIOrHYECKYIO
AKUAKOCTb. OOpasLbl MOKHO IMOJYy4aTh IMOCPEICTBOM JIFOOBIX CIIOCOOOB, M3BECTHBIX B JAHHOM
obnactu. Obpaser; MOKHO HUCHOJNB30BAaTh HEMOCPENCTBEHHO, KAaK IOIYyYEHO OT MAaLHeHTa, WIH
MOYKHO TPeIBapUTENIbHO 00pabaThiBaTh, HANPUMEpP, TOCPEACTBOM (PUIIBTPALIMH, AUCTHILISILIUH,
SKCTPAKLMH, KOHIEHTPUPOBAHUS, LEHTPUPYTHPOBAHUS, HMHAKTUBALMH CO3JAIOIIUX IMOMEXU
KOMITOHEHTOB, J1O0ABJIEHHs PEAreHTOB H T.I1., I MOTU(HUKALIMH XapakTepa oOpasia HEKOTOPbIM
o0pasom, Kak 0OCYKIAI0T B HACTOSIIEM TOKYMEHTE, WJIH HHBIM 00pa30M, KaK U3BECTHO B TAHHOH
obmactr. OOpa3Lbl MOKHO TOJIy4YaTh 10 JUATHOCTUKH, JO JICYEHHUS, BO BPEMsI JICUCHUs, MOCIIEe
JICYSHHST WITH TIOCJIe TUATHOCTHKY, WJIM B KOMOWHALIUU 3TOTO.

[00068] TepmuH «crnenupUUHOCTEY, B paMKax H300PETEHHsI, OTHOCUTCS K KOJIUYECTBY
UCTUHHO OTPULATENbHBIX, JEJIEHHOMY Ha KOJMYECTBO MCTUHHO OTPULIATENBHBIX IUIIOC
KOJIMYECTBO JIOXKHO MOJIOKUTENIbHBIX, Te CIEMPUIHOCTD (KCIEI».) MOXKET JIeKaTh B TUAla30He
O<cmen.<1. Takum oOpa3zom, crocod, UMEOIIHHA KaK 49yBCTBUTEIBHOCTD, TAK M CIIELU(UIHOCTD,
paBHbIe ofHOMY, uiu 100%, siBrsieTCs NPeANOYTUTENbHBIM.

[00069] Tlox «cnenmduueckn CBI3bIBAETCS», B 00IIEM MOHUMAOT, YTO COEIUHEHUE UJIH
KOHBIOTAT CBSI3bIBAETCS C MUIIEHBIO, KOTIa OHH CBSI3BIBAIOTCS C 3TOH MULICHBIO O0JIee JIETKO, YeM
OHH OyZyT CBSA3BIBATHCS CO CIIy4alHON, HEPOACTBEHHOW MHUILIEHBIO.

[00070] «CyObekT», B pamkKax H300pETEeHHs, MOXKET O3Ha4aThb MIIEKOIUTAOIIEE,
UMeEIoLIee JKeJIaHue WM HEOOXOIUMOCTD HCIIOJIb30BAHMS PACKPBITBIX B HACTOSIIEM JTOKYMEHTE

coennHeHu mm crnocodoB. CyOBEKT MOXKET MPEICTABIATE COOOH UeIOBEKa WIIH He OTHOCSIIIEECs



16

K 4eJI0BeKy KHBOTHOE. CyOBEKT MOXKET MPeNCTaBIATh COO0M MileKonuTaroIee. MiieKonuTaroee
MOXET TPEACTABIATh COO0H mpUMara WM He MpuMaTa. MIIEKOUTAIOIIee MOXKET MPENCTABISTh
coboli mpumara, TAaKOro Kak 4YeJOBEK, He NMPUMAaTa, HalpUMep, TaKOoro Kak cobaka, KOIIKa,
JIOIIab, KOPOBA, CBUHBS, MbIIIb, KPbICA, BEPOIIOA, JlaMa, K032, KPOJIMK, OBIIA, XOMSIK M MOPCKast
CBHHKA, MJIN HE OTHOCSIIETOCs K YEJIOBEKY MMPUMATa, HalpuMep, TAKOTO Kak 00e3bsiHa, IMMITaH3e,
ropuiia, opaHrytair u TuOOoH. CyOBeKT MOXKET UMeTh JF0OOH BO3PACT WIIH CTaJUI0 Pa3BUTHS,
HarpuMep, TaKOH KaK B3pOCIBIi, MOAPOCTOK Wik MiasieHel. CyObeKT MOXKET UMETh MYy KCKOH HITH
xkeHckuii  mon.  CorjacHO HEKOTOPBIM — BapHaHTaM  OCYLIECTBIEHHs, CyOBEKT HUMEeT
cneu(pUIeCKNil reHETHUECKUN MapKep.

[00071] B pamkax wu300peTeHus, TEPMUH «TOKCUYHBIN» OTHOCHUTCA K KOJIUYECTBY
XUMHYECKOT'O COEIMHEHUs], CPEICTBA MJIM BEINECTBA, KOTOPOE MOXET SIBJISTHCS ONACHBIM IS
cyObeKTa WM BBI3BIBATH KaKOH-muO0 HeOmaronmpuATHb 3¢ ¢dekt. TepMUH «HETOKCUYHBIN»
OTHOCUTCSI K BEIECTBY C OTHOCUTEJIBHO HU3KOHM CTENEHbIO, 0 KOTOPOH OHO MOXET HAaHOCUThb
noBpexaeHne CcyObekTy. «lIUTOTOKCHYECKHH» OTHOCHTCS K XHMHYECKOMY COEIUHEHHIO,
CPEACTBY WJIM BEILECTBY, KOTOPOE SIBJISIETCSI TOKCHYHBIM Uil KIETOK. TOKCHYHOCTb MOXKET
OTHOCHUTHCS K 3((EeKTy Ha BECh OPraHU3M, TAaKOH KaK )KUBOTHOE, OaKTepusi, pACTEHHE HJIH IPYyTron
cyOBEKT, KaK OINpEeIeseHO B HACTOSAIIEM MOKYMEHTe, Tak ke Kak 3((peKT Ha MOACTPYKTYpY
OpPraHM3Ma, TaKyI0 KakK KJeTKa (LUTOTOKCHYHOCTbB) MIJIN OpraH (OpraHOTOKCHUYHOCTD), TAKOH Kak
neyeHb (renaroTOKCHMYHOCTh). LIeHTpaabHOH KOHLENIHMeH TOKCUKOJOTHH SIBJSIETCS TO, YTO
3¢ ¢eKThl SBISIOTCA 3aBUCUMBIMH OT JO3bI, JaXke BOJAAa MOXKET MNPUBOOUTH K BOIHOU
WHTOKCHKALMHM TIPU MPHEeMe B AOCTATOYHO OOJBIIMX J03aX, B TO BPeMsl KaK Jake JJIsl OYeHb
TOKCHYHOTO BEIIECTBA, TAKOTO KaK 3MEHMHBIH 57, CYLIECTBYET 1033, HUXE KOTOpPOH He
NPUCYTCTBYET MOANAOIIErOCs NETEKIUH TOKCHYHOTO 3¢ dexra. Kommoszuus uim coenuHeHue,
KOTOpBIE SIBJITFOTCSI OTHOCHUTENIbHO HETOKCUYHBIMH, MOTYT O00eCIeYnBaTh it 0ojee LIHPOKOro
psina CyOBbEKTOB BO3MOKHOCTH O€30IMaCHBIX MAHUMNYJILIUNA ¢ KOMIO3HLUEH WM COCAMHEHUEM,
0e3 cepbe3HbIX OMACEHHUH WJIM PUCKOB, TPUMEHHUTEIBHO K O€30MacHOCTH.

[00072] TepMuHBI «JIEYUTH», KIOABEPTHYTBIM JICUCHUIO», WU «JIEYEHUEY», B paMKax
U300pETEHMNs], OTHOCHTCS K TEPANIeBTHYECKOMY BMEIIATENILCTBY, I71€ LIENbIO SIBIISIETCS 3aMeIJICHHIE
(YMEHbLIEHHE) HeXeNaTeIbHOrO (PHU3UOJIOrHYECKOrO COCTOSIHUS, HAPYIIEHUs] HITH 3a00JIeBaHMUS,
WIK TONy4YeHHe OOECHEeYMBAIOIINX TMPEUMYIIECTBO MM  JKEJIATENbHbIX  KIMHUYECKHX
pesynbraToB. s meneil mo 3ToMy H300peTeHHI0, O0eCneurBarolme MPEUMYIIECTBO MU
JKeJaTeIbHble KIMHUYECKHE pEe3yJIbTaThl BKIIOYAOT, HO 0€3 OorpaHudeHusi, obierdyeHue
CHMIITOMOB, YMEHBIIEHHE CTEIIEHH COCTOSIHHS, HAPYIICHUs WM 3a00JeBaHUs, CTAOMIIN3ALHIO
(T.e., OTCYTCTBHE YXYIIIEHUs]) COCTOSIHUS JUII COCTOSIHWS, HapyLIeHHWs Wiu 3a00JeBaHUs,

3alIepIKKy Havasia Wid 3aMeJIEHUe TIPOTrPECCUPOBAHMS COCTOSHUS, HAPYIICHUS WX 3a00JI€BaHMS,
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oOyerdyeHne COCTOSIHMS Ui COCTOSIHMSI, HapyLIeHWs1 WM 3a0ojeBaHus; U pemuccuro (indo
YaCTHYHYIO, TUOO MOJHYIO), TNOO MONNAOLIYIOCS NETEKIHH, JTHOO He MOANAOIYIOCS NeTEKIIHH,
WK YCOBEPLICHCTBOBAHUEC WUJIN YJIYUHICHUC COCTOAHUS, HAPYLICHUA WA 32160J'IeBaHI/I$I. JleueHune
TAKXKE BKIIFOHACT MMPOAJICHUE BbIXKUBACMOCTH, 11O CPABHEHUIO C O)KPII[aeMOfI BbIXKMBACMOCTBIO TIPU
OTCYTCTBHUH NNOABECPraHUA JICUCHULO. «JleueHue» i «MOABEPTaHUC JICUCHUIO», IPUMCHHUTECIIBHO
K 3aIInTe CyOBbeKTa OT 3a00JIeBaHus, O3HAYAET CYIIPECCHUIO, TIOAABIICHHE, O0JIErYeHNe UITH TTOJTHOE
yHU4TOKeHHe 3aboneBanus. [IpenoTBpainenne 3a00eBaHus BKIIIOYAET BBEOSHHE KOMITO3ULIUH
COTJIACHO HACTOsIeMy H300peTeHnto CcyObekTy 1m0 Havana 3aboneBanusi. Cymnpeccus
3a00J1eBaHMsI BKJIIOUAET BBEEHNE KOMIIO3UIMU COTJIACHO HACTOSIIEMY M300pEeTEeHHIO CYOBEKTY
nocjie MHAYKLMH 3a00JeBaHMs, HO O €ro KJIMHUYECKOro mposiBieHus. [lomaBieHue wuiu
obnerdeHue 3a00€BaHMsI BKIIIOYAET BBEIEHHE KOMITIO3HLIUH COTJIACHO HACTOSILIIEMY U300PETESHHIO
cyOBeKTy mociie KIMHUIEeCKOro MposiBIIeHUs 3a0oeBanust. 3a00eBaHNe MOXKET BKIIFOUATh PakK.

2. ®ocpoannuanbie 3Gpupbl

[00073] Hacrosituee m3oOpeTeHre OTHOCUTCS K Mojiekysnam (ocdomumumaHoro s¢dupa
(PLE). PLE mosxer coorBercTBoBath (hopmyJie (I') mnu ee comu:

0 ?H3

xww{cm,;,»),awawggow(cm)zWN‘?WCHB

R ),

rae X npeacrasisieT co00l BOIOPO, METHIL, UK (DeHMIT, 3aMeIeHHbINA KapOOKCHIIOM.

[00074] CornacHo HEKOTOPBIM BapuaHTaM ocyiuectsiieHus, PLE BbIOpaH U3 Ciieayronero:

, o CH,
/\ 1 s
HOOC— ms;c;ﬂzjmmowégswzcﬁg)zwﬁwﬁﬂg
@3
u
0 CHs
9 o-cnn e
H3C~(CHg)1g~0~ ;”“Q”iﬁﬁz)z““’*‘i“”@"{ﬁ
M (o).

[00075] PLE MOXeT sIBIATBCA KOHBIOTUPOBAHHBIM C MOAMAIOIIEICS AETEKLUHUU METKON
(Takke OOO3HAUEHHOW Kak pEropTep WM METKa), Halmpumep, TakoW Kak (uyopecueHTHas
MOJIEKYJIa, XEMHJIIOMHHECLIEHTHas MOJIeKyJa, paJuOaKTHBHAs MeETKa, MarHUTHas MeTKa,
MOJIEKyJIa C U3JIy4eHHEeM B MH(PAKPACHOM HANa30He WM UX KOMOMHAIMsS. MarHUTHbIE METKU
NPEACTABISIIOT COOOH MeTsue TPYIIbL, KOTOpbIE, MPH AOCTATOYHOM B3AUMOAECHCTBUU C
JATYUKOM TPUCYTCTBUSI MArHUTHOTO TMOJsl, TMOAJAIOTCS JETEeKLUH TOCPEIACTBOM JaT4yHKa

NPpUCYTCTBHUA MAarHUTHOT'O MOJIA U BBIHYKAAKOT JATUYUK NPUCYTCTBUA MArHUTHOT'O IMOJIA UCITYCKATb
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curHay. MarHuTHbIE METKH MOTYT BKJIIOYaTh OJWH WM OoOliee MAaTepHasiOB, BBIOPAHHBIX M3
NapaMarHUTHBIX, cyneprapaMarHuTHBIX, (beppOMarHUTHBIX, (beppOMarHuTHBIX,
aHTU()EePPOMArHUTHBIX MAaTepHUajioB, WX KOMOMHauMi u T.m. DIyopecleHTHble METKU
NPEACTABISIIOT COOOH MeTsIIue TPYIIbL, KOTOPbIE MOANAIOTCS JIETEKLUH IOCPEACTBOM
dayopecuentHoro gerektopa. llpuromseie ¢ayopecueHTHble MoyeKysbl  ((iyopodopsl)
BKJIIOYAIOT, HO 0Oe3  orpanmueHusi, (QuyopecueuH, H30THOLHMAHAT  (IIyopeclerHa,
CYKLIMHUMHIUJIOBBIE CIIOKHBIE 3(Hphl KapOoKCH(DIIyopecienHa, CYKIIMHUMUINIOBBIE CIIOKHBIE
a¢upsl ¢bayopecuenHa, 5-uzomep ¢byopecuenH-quxJI0pTPHUa3Ha, 3arepThIiid
kapOokcudryopecuenH-alaHuH-KapOOKCaMU, OPETOHCKUIM 3eJIeHbIN 488, OpEeroHCKUI 3eJIeHbIHI
514; Lucifer >xenTelif, aKpUIWH OPAHKEBbIH, POAAMUH, TETPAMETUIPOJAMHH, TEXACCKHUM
KPaCHBI, 1500310701 MIPONUAMS, JC-1 (monmun 5,5',6,6'-rerpaxnop-1,1',3,3'-
TeTpadTHIOEeH3NMHUAa30mwIKapOonnannHa), terpabpomponamun 123, pomamun 6G, TMRM
(MeTunoBbIN CioXkHBIN 3¢up Terpamermwnponamuua), TMRE (3TunoBbli ciaoxHbI 3dup
TETPaMETUIIPOAMHUHA), TETPaAaMETUIIPO3AMUH, poraMuH B U 4-
IMMETHJIAMUHOTETPAMETUIIPO3AMUH,  3€JEeHbIH  (JIyOpecUeHTHbI  Oelok, 3eNIeHbI
(yopecueHTHbIH OeNOK ¢ CHHMM CMEIeHHeM, 3eJIeHbIi (IyOpecleHTHbIH OeJoK ¢ roayObM
CMEIleHHeM, 3eNeHbll  (uyopecueHTHbI OeloK ¢ KpacHbIM CMEIEHHEM, 3eJIeHbIH
(byopecueHTHBIA OEJIOK ¢ JKEJIThIM CMEIleHUueM, 4-aleTaMu10-4'-u30THOHAHATCTUIIbOeH-2,2 -
IUCYyNb(OHOBYIO  KHCJIOTY, aKpPUOAWH W  TPOM3BOAHBIE, TaKUe€  KaK  aKPUIWH,
AKPUIMHU30THOLMAHAT; S5-(2'-aMuHO3THI )JaMuHOHA( TaNnH- 1 -cyabporoByr0 kuciory (EDANS);
4-amuHO-N-[ 3-BunIICY 1B OHMT)deHT | Had TamuMu -3, S-aucy b OHAT; N-(4-aannuHo-1-
Ha(THIT)MaTIEMHUMUT, AHTPaHUJIAMU, 4 4-nudrop-5-(2-tuenmn)-4-6opa-3a,4a-nuaza-5-
uHaaneH-3-nmponuoHoByo kucioty BODIPY; kackanHblii CUHUI, OpUUTMAHTOBBINA SKEJITHIN,
KyMapyH U MPOU3BO/IHbIE. KyMapHH, 7-aMuHO-4-MeTmikymapuH (AMC, kymapus 120), 7-amMuHO-
4-tpuropmermnkymapu (kymapuH 151); LMAaHUHOBBIE KpacHTENW, LHAHO3UH, 4',06-
TUAMUHUIUHO-2-()eHUITHHIO0N (DAPI), 5',5"-mubpommnuporamion-cyibdoHadpTasenH
(OpoMnmporayion KpacHblid); 7-AUdTHIAMHHO-3-(4'-H30THOLMAHAT(€HIT)-4-METHIIKYMapyH,
OUATHIICHTPUAMUHIIEHTaaneratT, 4,4'-IMu30THONMAHATAUTHAPOCTIIILOEH-2-,2 - THCYTb(OHOBYIO
KUCJIOTY, 4,4'-nuu30THOLMAHATCTIIIBOCH-2,2 - T CY Tb(OHOBYIO KUCJIOTY, 5-
(mumeTmnamuHO )HadTaUH- 1 -Cy b OHIIIX TOPUL (DNS, TAHCUITXJIOPHN), 4-
numermnamuHodenmnazopenmn-4'-uzornonuanar (DABITC); 303uH 1 MPOW3BOAHBIE. 303WHA,
W30THOLMAHAT 303MHA, SPUTPO3UH U TPOU3BOAHBIC. 3PUTPO3UH B, 3pUTPO3MH, W30THOLMAHAT,
sTuanii; QuyopecuemH u  NOpoW3BOAHBIE.  S-kapOokcupayopecuenn (FAM), 5-(4,6-
VX JIOPTPHA3UH-2-1IT)aMUHO- | -hiryopecrienH (DTAF), 2'7'-numerokcu-4'5'-nuxnop-6-

kapookcudpnyopecueur (JOE), dnyopecuenn, nzoruonmanar ¢uyopecuenna, QFITC, (XRITC);
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dbayopecuamuH; IR 144; IR 1446; U30THOLIMAHAT MaJIaXUTOBOI'O 3€JICHOrO; 4-
MeTmyMOeundepoH, OpTOKPe30I(TaIenH, HUTPOTUPO3UH, MapapO3aHUIINH, (PEHOJ KPACHBI,
B-¢ukosputpun;, o-¢pranauanbaernn, NHPEH W NPOU3BOAHBIC. THPEH, NUPEHOyTHpaT,
CYKUMHUMHWI- 1 -tupeH;, OyTHpaTHbIe KBAHTOBbIE TOUKH, peakTuBHbIN kpacHbIi 4 (Cibacron™
OpmraHToBBIN KpacHblil 3B-A) ponamuH u npousBoassle: 6-kapookcu-X-pogamus (ROX), 6-
kapbokcuponamun (R6G), cynpdonmmxiopun nuccamuH-ponamuHa B, pomamma (Rhod),
ponamuH B, pogamun 123, nsotnonnanar pogamusa X, cynspoponamu B, cynbshpoponamun 101,
cynbpoHMIXIOpUAHOE TTpon3BonHOe cyibpopomamuna 101 (Texacckuit kpacusiit), N,N,N',N'-
teTpamerun-6-kapookcupogamu  (TAMRA);,  Terpamerun  pojaMHuH,  H30THOLMAHAT
TETPaMETUIPOAAMUHA (TRITC); pudodnasus; 5-(2'-amuHO3THIT)aMUHOHA(TATHH-1 -
cynbdponoByro  kuciory (EDANS), 4-(4'-mumernnamMuHopeHnIa30)0eH30MHYI0 — KHUCIIOTY
(DABCYL), pozonosyto kucnoty; CAL Fluor opanskesblii 560; npousBoanbie xenara tepoust; Cy
3; Cy 5; Cy 5.5; Cy 7, IRD 700; IRD 800; La Jolla cunwmii; ¢pranounanus; u HadTaIOLUHAHUH,
KyMapuHbl U pOJCTBEHHbIE KpPAaCUTENH, KCAHTEHOBBbIE KpAcCUTENH, TaKue Kak pOJOJIbL,
pe3opyduHbl, OMMaHBI, AKPUAMHBI, HM30WHIOJbL, JAHCHUJIOBBIE KPACHUTENH, aMHUHO(TaJeBbIe
TUApAa3HAbl, TaKue Kak JIOMHHOJ, W TPOU3BOJAHBIE H30JIOMHHONA, aMHUHO(DTATUMHIBL,
aMuHONaTAIUMHIBL,  AMUHOOEH30(ypaHbl,  AMHHOXUHOJIMHBI,  JULHAHOTHIPOXUHOHBI,
(byopecLieHTHbIE KOMIUIEKCHI €BPOIUS M TepOUs, MX KOMOMHALIUY, U T.II.

[00076] Ilopgmaromasics AETEKUMM TPyHIa MOKET SIBJISATBCA KOBAJEHTHO WIM C
BO3MOXKHOCTBIO OTIIerIeHus cBsizanHON ¢ PLE. Hanpumep, meuenbiii PLE moxer ObITh BBIOpaH

H3 CJICOAYHOLIETO:

¢
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W CLR 1501 (1) u
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CLR 1502 (2).

[00077] Beuneykasannoe coenuHenue (1) mnpencraBmser coboit PLE (3) ¢
¢dnyopecuentnoi rpynmnoi, BODIPY, crabunpHo cBsizanHoii ¢ PLE, u Moxer ObITh Takke
obosznaueno kak CLR 1501. Beimeykasannoe coenunenue (2) npencrasisier coboii PLE (3) ¢
MOJIEKYJIOH ¢ H3Jy4eHHeM B OJIFKHEM HH(ppakpacHOM nuanaszoHe, IR-775, crabuibHO CBsI3aHHOMN
¢ PLE, u moskeT ObITh Takske 0003HaueHo kak CLR 1502. Coenunenust (1) 1 (2) MOryT ObITh TaK ke
0003Ha4YeHBbI KaK KOHBIOTAT (oconunun-nekapcrsenHoe cpeactso (PDC).

[00078] PLE, uiu ero KOHBIOTAT, MOKET SIBJISITHCS CHIELIM(DUUECKUM TSI KIIETKU OTyXOJIH
wiu paka. [Tocne BBeneHus cyobekty, PLE, viii ero KOHbIOTAT, MOXKET JIOKAJTU30BATHCS B KJIETKE
onyxonu uiu paka. PLE, unu ero KOHBIOraT, MOXKET BKIIFOUATHCS B KJIETKY OMYXOJH WJIK paka
OoJbIne, yeM B 300poBYIO KieTKy. PLE, win ero KOHBIOraT, MOKET BKJIFOUATHCS B IO MEHBIIIEH
Mepe TpUOIU3UTENBHO 2 pas3a, M0 MEHbLIeH Mepe MPHOIM3UTEIBHO 3 pa3a, MO MEHbIIeH Mepe
npuOIM3NUTENbHO 4 pas3a, MO MeHbIIeH Mepe NPHOIM3HTENBHO S5 pa3, MO MEHbLIEH Mepe
npuOIU3UTENLHO 6 pa3, MO MeHbIIeH Mepe MNPUONM3UTENbHO 7 pa3, MO MeEHbIIeH Mepe
npuOIM3UTENLHO 8 pa3, MO MeHbIIeH Mepe MNpUONM3UTENbHO 9 pa3, MO MeHbIIeH Mepe
npubmusutensHo 10 pa3, mo MeHbLIed Mepe NpUOIM3UTENBHO 15 pa3, mo MeHblueill Mmepe
npubmmsuTensHo 20 pa3, MO MeHbLIEH Mepe NPUOIM3UTENBHO 25 pa3, Mo MeHbluell Mmepe
npubm3uTensHO 30 pa3 Oonblie B KJIETKH ONMYXOJIH WIH PaKa, Y€M B 30POBBIE KJIETKH.

3. CoeauHeHnusi KOHbIOTaToB (ocdoaunua-gaaBarianH

[00079] PLE w™oXeT SBAATBCS KOHBIOTMPOBAHHBIM MOCPEICTBOM JIMHKEpPAa C
(b1aBarmMHOBBIM COEIMHEHUEM C (POPMHPOBAHNEM KOHBIOTaTa (pochonununa-GraBarant (Takxe
o0o3HaueHHOTO Kak KoHbrorat PLE-dnaBarmun).

[00080] CoriacHO OTHOMY acMeKTy, HACTOSIIEE H300PETeHNE OTHOCUTCSI K COSIUHEHHIO

dbopmysl (I) umm ero papmMareBTHIECKU PUEMIIEMON COJIH,
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Z

@,

rae Z npencrasisieT coOoi aHasor (aBariuHa.

[00081] DnaBarnuHBI NPEACTABISAIOT COOOH CEMEWCTBO MPUPOAHBIX TMPOIYKTOB,
OoOHapyXeHHbIX B pacTeHusx poxa Aglaia (Meliaceae). ®naBarnuHbl XapaKTEPU3YIOTCS
ukJonentalb]oensodypanoBeiM  octoBoM.  ®naBariwHBl  MOTYT  HMETh  CHJIBHYIO
MHCEKTULUAHYIO, TPOTUBOTPUOKOBYIO, IPOTHBOBOCIAIUTEIBHYIO, HEHPONPOTEKTHUBHYIO,
KapAUONPOTEKTUBHYI0 U IPOTUBOPAKOBYIO AKTHUBHOCTb. PraBarivHbl MOTYT YCHJIHUBATH
5P PEeKTHBHOCTD XMMHUOTEPATIEBTHUECKUX CPEACTB W/HMIM CMArdaTh HeOnaronpusiTHeIA 3¢dexT
XMMHOTEPATIeBTUYECKUX CPEACTB Ha cepaue. IlpuronHele aHamoru (aBarivHOB BKIJIIOYAIOT,
HalpuMep, COENUHEHUs, PACKpBIThle B MyOJuKamuMy 3asBKM Ha Bblmady nareHta CITA Ne
2018/0086729, noiHOE copepskaHue KOTOPOH BKIIFOUEHO B HACTOSILIMHA JTOKYMEHT IOCPEICTBOM
ccputkd. DnaBarivHbl MOTYT BKJIO4Yarh, Hampumep, FLVI1, FLV3, ux npousBonHoe wim
CTPYKTYPHBIH aHAJNOr, MIM WX KoMOuHaumioo. B pamkax u300peTeHus, TEPMHH «aHAJOT
¢naBarnmuHay WM «(IaBarJInHOBOE MPOTHBOPAKOBOE JIEKAPCTBEHHOE CPEICTBO» BKIIOYAET BCE
NPUPOMHBIE U CUHTETUYECKHE (PJIaBarIMHOBBIE COSAMHEHUS, X POU3BOIHBIE U UX CTPYKTYPHBIE
aHaJIOTH.

[00082] CornacHO HEKOTOPHIM BapUaHTaM OCYLIECTBJICHHs, aHAJOr (aBariinHa

conepxut FLV1 unu ero cosnb:

weo 0§ ::Z,/GH
HO
0 FLV1 (4)

[00083] CornmacHO HEKOTOPBIM BapHAaHTAM OCYIIECTBJICHHs, aHAJOr (hiaBarjiiviHa

conep;xkut FLV3 unu ero cosb:
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S

FLV3 (5)

[00084] IIpuroansie coeqUHEHUs, KaK PACKPBITO B HACTOSILEM JOKYMEHTE, BKIFOYAKOT!
OMe

(CLR 1899), u

o o Ole
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WIN UX (hapMaleBTHYECKH MPHUeMIIEMbIE COJIH.

[00085] CornacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBJIICHUS, COSAUHEHUE TPECTABIISET

coboit
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O
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(CLR 1899) unu ero papManeBTHUECKH PUEMIIEMYIO COJIb.
[00086] Hacrosimee wu3o0peTeHHE OTHOCHTCS TaKKe K KOHBIOraTaM COEIUHEHHM

dopmyasl (1) mm ux coneii:

CH,

2 X asﬂzygsws-i;o—(cﬁz)z—é%gg

Ha




23

COOH

/ T\

rae X MpeAcTaBiisieT CoOoi YN , WU

METUJIEH, WM CBsi3b, Y TMPENCTaBIsieT COOOW IJMHKEp, conepkamuil aucyinbhun, u Z
npeacTaBisier coOol (paBariIMHOBOE NMPOTHBOPAKOBOE JIEKAPCTBEHHOE CpeacTBo. KoHbrorar
coequHenus: Gopmynbl (II) moxer ObiTh Takke 0OO3HA4YeH Kak KOHBIOTAT (pochonumum-
nekapcrBeHHoe cpenctso (PDC).

[00087] B dopmymne (II), muHKEp MOKET MPENCTaBJSITH COOOH paCUISIUIIEMBbI JIMHKEP,
TaKOHM Kak AUCYIb(pUA, U KOHKPETHO pa3padoTaH Ul JOCTAaBKH (pJIaBaryivHa B KJIETKY OIMyXOJIH
win paka. CoriacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHUS, JIMHKEP COAEPIKUT AUCYIbQUI.
CornacHo HEKOTOPHIM BapUAHTaM OCYILECTBIICHUS, INHKEP COAEPKUT CIEAYIOoIIee:

O

(.
[00088] CormacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJIEHMS, KOHBIOraT (ochonumnua-
¢naBarnmun coenunenue (opmynbl (II) BbIOpaH M3 cieayrOmKX, WM UX (apMaLEBTHUECKU

MIPUEMIIEMBIX COJIEH:
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[00089] CoenuHeHus, Kak pacKpbITO B HACTOSIEM JOKYMEHTE, MOTYT CYLIEeCTBOBaTh B

dbopmMe crepeousoMepa, INe MPHUCYTCTBYIOT ACUMMETPUYECKHE WM XUPAJIbHbIE LIEHTPHI.
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Crepeonsomep mnpexncraBisier coboit «R» wmnmu «S», B 3aBUCHMOCTH OT KOH(pHrypauuu
3aMeCTUTEJIe BOKPYT XHUPAJIBbHOTO aToMa yriiepoma. TepMHUHBI «R» H «S», TpPUMEHsSEeMbIe B
HACTOSIIIEM JOKYMEHTE, MPENCTaBISIOT coboi kKoHuryparun, kak onpeneneso B IUPAC 1974
Recommendations for Section E, Fundamental Stereochemistry, in Pure Appl. Chem., 1976, 45,
13-30. CornacHo HacTosIIeMy H300PETEHHIO MPENyCMOTPEHBI PA3JINYHbIE CTEPEON3OMEPDI U HX
CMECH, U OHM KOHKPETHO BKJIIOYEHbI B 00BbEM HacTosimero mu3odpereHus. Crepeon3oMepsl
BKJIFOYAIOT SHAHTHOMEPBI U TUACTEPEOMEPBI, M CMECH SHAHTHOMEPOB WJIH AHACTEPEOMEPOB.
UHnuBuayaapHbIE CTEPEOU3OMEPbl COSAMHEHHMH MOXKHO TOJNy4yaTh CHHTETHYECKH U3
KOMMEPYECKH JOCTYITHBIX MCXOIHBIX MAaTEPUAJIOB, KOTOPBIE CONEPKAT aCUMMETPUYECKHE HIIH
XUpPAJbHBIC LEHTPBI, WIH MOCPEACTBOM IMOJYYCHHS PALEMHUYECKUX CMeCeH C MOCJIEAYIOLUM
NPUMEHEHHEM CIIOCOOOB pa3feNieHus], XOPOLIO U3BECTHBIX CHELUAIUCTy B paHHOW obmactu. K
IpuMepaM 3THX CIOCOOOB paszzeneHus oTHocsites (1) mpucoequHeHHe CMeCH SHAHTHOMEPOB K
XUPAJbHOMY BCIIOMOTaTE€NIbHOMY CPEICTBY, pa3felieHHe IMOJYYeHHOH CMeCH AMacTepeOMepOB
TIOCPEICTBOM TEPEKPUCTALIM3ALMN MM Xpomatorpaguu u, HeoOs3aTesabHO, OCBOOOKAEHUE
ONTHUYECKU YHCTOrO MPOAYKTAa OT BCIIOMOTATEJbHOrO CPEACTBA, Kak packpbiTo B Furniss,
Hannaford, Smith, and Tatchell, «Vogel's Textbook of Practical Organic Chemistry», Sth edition
(1989), Longman Scientific & Technical, Essex CM20 2JE, England, wnu (2) HenmocpencTBeHHOe
paszesieHne CMeCH ONTHYECKHX SHAHTHOMEPOB Ha XUPAJIbHBIX XPOMATOrpapUIECKUX KOJOHKAX,
i (3) criocoOb! PpakIMOHHON nepekpuctauzanun. Craenyer IOHUMATh, YTO COSTUHEHUS, KaK
PAacKpBITO B HACTOSIIEM IOKYMEHTE, MOTYT BKJIIOYAaTh TayTOMepHbie (OPMBI, TaK Ke Kak
reOMeTPUYECKHE U30MEPBI, U YTO 3TH U30MEPbI TAKKE COCTABJISIFOT BAPUAHTHI OCYINECTBIICHHS
HacTosimero wu3oOpereHusi. CoenuHEHMs, KaK PACKPBITO B HACTOSIIEM IOKYMEHTE, MOTYT
CYIIECTBOBAThH B (JOPME PALIEeMUIECKON CMECH.

[00090] Hacrosimee wu300peTeHHe OTHOCUTCS TaKkKe K MEUYEHHOMY HW30TOMOM
COEIMHEHHUI0, TaKOMy Kak MedeHHbI u3zotornoM PLE, medeHHbli w3oTOnoM (hiiaBariiuH,
MEUEHHBIH H30TOMOM JIMHKED WM MEUEHHBIH H30TONOM KOHBoraT (ocdomunua-haaBarivH.
MeueHHOE U30TOMOM COSNMHEHHUE SIBJIIETCS] UICHTHYHBIM COEIMHEHUSIM, TIOAPOOHO PACKPBITHIM
B HACTOSIIIEM JOKYMEHTE, 32 UCKJIFOYEHHEM TOro (pakTa, 4YTo OUH HIH OOJiee aTOMOB 3aMEHEHbI
aTOMaMH, UMEIOIINMH aTOMHYIO MacCy HIJIH MacCOBOE€ YHCJIO, OTIMYHBIE OT aTOMHOW MacChl HITH
MacCCOBOT'O YHCJIa, OOBIMHO OOHApPYKUBaeMbIX B mpupone. K mpumepamM U30TOMOB, MOIXOASIIINUX
IUIS1 BKJIFOYEHHUSI B COEUHEHUS 1O N300PETEHUI0, OTHOCATCS] BOJOPOJ, YIJIEPO, a30T, KHCIOPOL,
docdop, cepa, prop u xnop, Takue kak, Ho 6e3 orpanudenus, “H, *H, P¥C, 1C, °N, 0, 170, 3'p,
32p. 35§, BF u 39Cl, coorBercTBeHHO. 3aMernenne Gonee TSKENBIMU H30TOMAMH, TAKAMH KaK
neiitepuii, T.e. *H, mMoxeT obecneduBaTh ONpeJeNeHHble TepaneBTUYECKHe MPEeUMyIIecTBa,

BO3HHKAOIIUE B pe3ysbTare Oonbliel MeTabonnyeckol cTabUIbHOCTH, HAITPUMED, YBEINYSHNE
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BpPEMEHH TONYKU3HU i VIVO WA YMEHbIIEHUE HEeOOXOOMMON J03bl U, TAKUM O0pa3oM, MOKET
SIBJIATBCSL  TIPEITNIOYTUTENIbHBIM B HEKOTOPBIX YCIOBUSIX. B COeOMHEHHEe MOXKHO BKIJIOYATH
MO3UTPOHHO-AKTUBHBIE H30TOIBI JIJIs1 UCCIICOBAHII MEULIMHCKON BU3YTH3AIMH U TIO3UTPOHHO-
smuccuonHoit tomorpagpuu (PET) nns ompeneneHusi pacrnpOCTPaHEHHOCTH PELIETITOPOB.
[IpuroaHble TO3UTPOHHO-AKTUBHBIE H30TOIBI, KOTOPbIE MOXKHO BKJIIOYATh B COEIMHEHHS,
npenctasiasior coboit 'C, PN, O u ®F. Meuennble M30TONOM COEIUHEHUS MOXKHO, Kak
MPABUJIO, MOJIYYaTh MOCPEACTBOM OOLIETIPUHSTHIX CITIOCOOOB, U3BECTHBIX CITELUAJIICTY B TAHHOM
00J1acTH, WM TIOCPENICTBOM CIOCOOOB, aHAJIOTMYHBIX PACKPBITHIM B COMYTCTBYIOLINX MPUMEpPAX,
C WCIOJIb30BAHUEM TOAXOMASIIEr0 MEUYEHHOTO H30TOIOM peareHta BMECTO HE MEYEHHOTO
H30TOIIOM peareHTa.

[00091] PackpsiTeie PLE nnu konbrorat gpochonunun-¢uaBarinH MOTYT CyIIECTBOBATH B
dbopme papmarieBTHUECKH MPUEMIIEMbIX cojie. TepMUH «papManeBTUYECKU MpUeMiIeMast COJIbY
OTHOCUTCS K COJISIM HUJI IIBUTTEP-UOHAM COEIUHEHUH, KOTOpPbIE SBJISFOTCS] PACTBOPUMBIMH HJIH
IUCTIEPTUPYEMbIMH B BOJE WJIM Maclie, PUTOAHBIMU JUIsl JIEYEHUS] HAPYLICHUH Oe3 M3THIIHUX
TOKCUYHOCTH, Pa3ApaXeHUs M aJUIEPrUYeCKUX peaklUud, COOTBETCTBYIOIINMH pPa3yMHOMY
COOTHOIIEHHIO MOJb3bl/pUCcKa U 3P PEKTUBHBIMH IJIsl PETHA3HAYEHHOTO JJIsl HUX MPUMEHEHHSL.
Conu MOXXHO TMOJIy4aTh B XOJ1€ KOHEUHOT'O BBIAEICHUSI U OYUCTKH COSAMHEHUMN, WIN OTHENbHO,
MOCPECTBOM pPEaKLUU AMHUHOTPYIIBI COEAUWHEHUM ¢ noaxopsmei kucnorod. Hampuwmep,
COEIMHEHHE MOYKHO PaCTBOPSITh B TOIXOSIIEM PACTBOPUTENE, TAKOM KakK, HO O€3 OrpaHHYEHUs],
METaHOJI M BOJa, U 00padaThIBATh MO MEHBIIIEH Mepe OJHUM 3KBUBAJIEHTOM KHUCIIOTbI, TOJOOHOM
consiHoM kucnoTe. [loJydeHHYI COJIb MOXKHO MPELUNMUTHPOBATh U BBIAENATH MOCPENCTBOM
(bUIBTPALIY, U CYLIUTh MPU MOHUKEHHOM JaBJIEHUU. AJTBTEPHATUBHO, PACTBOPUTEINb U H30BITOK
KHUCJIOThI MOKHO YIANSTh MPU MOHWKEHHOM JTaBJICHUH ISl TIOJIyYeHHsI COJIU. Perpe3eHTaTuBHbIE
COJIM BKJIFOYAKOT alleTaT, ajumar, ajbI'MHAT, IUTPAT, acmapTaT, OeH3oar, OeH30JCyb(OHaT,
oucynbdar, Oyrupar, kampopar, kampopcyabpoHar, AUMITIOKOHAT, rHLepodocdar,
reMucynib(dar, renTaHoaT, rekcaHoaT, (opmar, H3eTHOHAT, (QymapaT, JaKTaT, Malear,
MeTaHCYIb(POHAT, Had TUIICHCY Tb()OHAT, HUKOTHHAT, OKCAJIaT, TAaMOAaT, MEKTUHAT, Tiepcynibdar, 3-
(eHUIMpONMOoHaT, MHKPAT, OKCallaT, MaJjieaT, NHUBAaJaT, NPOMUOHAT, CYKIMHAT, TapTparT,
TpUXJIOpALeTaT, TPU(TOPALIETAT, [IyTaMaT, Mapa-ToIyoCyIb(OHAT, YHASKAHOAT, COJIH COJISTHOM,
OpOMHUCTOBONOPOAHOMU, cepHOl, PochopHOH KHUCIOT, U T.M. AMUHOTPYIIBI COSAMHEHUH MOTYT
OBITh TaK’Ke KBATEPHU30BAHBI C UCIIOJIb30BAHUEM AJIKUJIXJIOPUIOB, -OpPOMHIOB U —HOAMIOB, TAKUX
KaK MeTUJI-, 3THJI-, POMUJI-, U30MPOMII-, OyTHII-, JIAyPHII-, MUPUCTHUII-, CTEAPHII- U T.II.

[00092] OcHOBHO-anAUTHUBHBIE COJIM MOYKHO TMOJy4aTh B XOJI€ KOHEYHOTO BBIICJNCHUS U
OYUCTKUA PACKPBITBIX COCOUHEHHH TOCPEICTBOM pEaKUUd KapOOKCHJIBHOM TPYIIBI  C

MOIXOASIINM OCHOBAHHEM, TAKUM KaK THAPOKCHI, KapOoHaT min OnkapOOHAT KaATHOHA METaJlIa,
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TaKOro Kak JIUTUM, HATPUMN, KaJWW, KaJbLMM, MAarHUM WU QJIOMUHHI, WU OPraHUYeCKUil
MEPBUYHBIN, BTOPUYHBIN WX TPETUYHBIM aMUH. MOXHO NOJIy4aTh COJIM YETBEPTUYHOIO aMHUHA,
TAaKUe KaK COJIY, NOJIyY€HHbIE U3 METWJIAMHUHA, AUMETUIAMUHA, TPUMETWIAMHUHA, TPU3TUIAMHHA,
IVSTWIAMHUHA,  OSTWIAMHHA, TpUOyTWIAMWUHA, TnHpUauHA, N, N-mumerunanunusHa, N-
METUJINHIIEPUINHA, N-MeTUIMOP(OINHA, AULIUKIOIeKCUIIAMUHA, TPOKAaNHA, JHOSH3MIIAMHHA,
N,N-mubensunpenstunamuna, 1-apenamuna u N, N -nuOeH3WID THIICHANAMUHA, STUJICHANAMUHA,
5TAHOJIAMHUHA, TUSTAHOJIAMUHA, MUIIEPUINHA, TUIIEPA3UHA U T.II.

[00093] Coenunenust KoHBIOTATOB (pochomumua-raBarinH, Kak pacCKpbITO B HACTOSIIIIEM
JIOKYMEHTE, MOT'YT SIBIISITHCS Crien(UIECKIMHU IS KJIETKH ONMyXOJIH WK paka. [Tocne BBeneHus
CyOBEKTY, COEIMHEHNsI MOTYT JIOKAJIM30BaThCs B KJIETKe OMyXonu Wwin paka. CoeAMHEHUsI MOTyT
JIOKAJIU30BaTbCA B UM MUTPUPOBATH K LIUTOILIA3ME WUJIM OPraHeJIe KIETKU OIMyXOJIM UJIH paka.
CoennHeHHs1 MOXKET BKJIFOYATHCS B KJIETKY OMYXOJIM HIIH paka OoJblie, 4eM B 30POBYIO KIIETKY.
CoennHeHHst MOTYT BKJIFOYATHCS B [0 MEHbLIEH Mepe MPUOIN3UTEIBHO 2 pa3a, 0 MEHbIIEH Mepe
npuOIM3UTENPHO 3 pasa, MO MEHbIIeH Mepe NpUOIM3UTENbHO 4 pas3a, MO MEHbIIeil Mepe
npuOIM3UTENBHO S5 pa3, MO MeHbInell Mepe MNpUOMM3HTENbHO 6 pa3, MO MEHbIIeH Mepe
npuOIM3UTENPHO 7 pas, MO MeHbIIell Mepe NpUOIM3UTENbHO 8 pas, MO MeHbIIeH Mepe
npuOIM3uTENbHO 9 pa3, Mo MeHblneil Mepe mnpubmmsurenbHo 10 pas, mo MeHsleld Mepe
npubiu3uTenbHo 15 pas, mo MeHbliel Mepe npuOam3uTenbHo 20 pas3, Mo MeHbIuell Mmepe
npuOIU3UTENBHO 25 pas, Mo MeHblIeH Mepe mpuonu3uTenbHO 30 pa3 OoblIe B KIETKU OMYyXOJH
WIM paKa, 4eM B 3/10POBbIE KJIETKU.

[00094] DnaBarnuH WM aHanor ¢JaBarjiiHa MOXET OTLIEIUIATBCS OT COEIUHEHHI
COTJIACHO HACTOSIIIEMY H300pETeHMIO, HamnpuMmep, MOCPEACTBOM OTIICIUICHUs in VIvo TIOCie
BBeICHUS] CyObekTy. PnaBariMH WM aHAIOr (hJIaBariiHa MOXKET JIOKAJIH30BAThCS B WU
MUTPUPOBATh K LIUTOMJIA3Me WJIM OpPTraHesuie KJIETKU ONMyXOJU Uiu paka. PraBarivH Uiau aHAIor
(pmaBariMHA MOXKET BKJIFOYATHCS B KJIETKY OMYXOJIH HJIH paka OOJIbINe, YeM B 3JOPOBYIO KIIETKY.
dnaBarivH WM aHaJor (JIaBarivHa MOJKET BKIIFOUATHCS B TIO MEHBLIEH Mepe MPHOIH3UTETBHO 2
pasa, Mo MeHbIlel Mepe MPUOIU3UTETBHO 3 pa3a, Mo MeHbIIel Mepe MPUOTU3UTENBHO 4 pa3a, Mo
MEHbIIEH Mepe MPUOIU3UTENBHO S5 pas, M0 MEHbLIeH Mepe MPUOJIM3UTEIBHO 6 pa3, O MEHbIIEH
Mepe MPUOIU3UTENbHO 7 pas, MO MeHbIIEH Mepe MpHONM3UTENbHO 8 pa3, MO MEHbLIeH Mepe
npubiu3uTeNnbHO 9 pas3, mo MeHblnedl Mepe npuOmmsurenbHO 10 pas, Mo MeHbLIEH Mepe
npubmu3uTensHo 15 pa3, mo MeHblield Mepe npubamsutenpHo 20 pas3, Mo MeHbIuell Mepe
npUOIU3UTENBHO 25 pas, Mo MeHblIeH Mepe mpuonu3nTenbHO 30 pa3 Oonblie B KIETKH OMYyXOJH
WIN PaKa, 4€M B 310POBbBIE KJIETKU.

[00095] CoenuHeHus, Kak pacKpbITO B HACTOSLIEM JOKYMEHTE, MOKHO CUHTE3UPOBATH B

COOTBETCTBHH CO CIIOCOOOM, PACKPBITHIM B IIpUMepe 1, it IpyruMu croco0amu, U3BECTHBIMHU B
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nanHo#M oOyactu. Crioco® cHHTE3a MOXET BKJIOYATh CTaaAMU Uil mojydeHus: rpynmel PLE,
IPyIIBI aHajora ¢aBarjivHa U MOJHOTO COSIUHEHUS, Kak Nmoka3aHo B nmpumepe 1. IlpuronHere
(b1aBarmuHBI BKIIOYAIOT KOMMEPYECKH AOCTYITHBIE MPOAYKTHI, Harpumep, npoaykTel u3 Haoyuan
Chemexpress Co. (Shanghai, China).

4. ®apmaneBTHYeCKHE KOMIIO3H LU

[00096] CoenuHeHus1, Kak paCKPBITO B HACTOSIIEM TOKYMEHTE, HII UX (papMalieBTHIECKH
npueMIIEMbIE COJI, MOJKHO COCTaBIISITH B (papMarieBTUYeCKHe KOMIIO3HLIUN B COOTBETCTBUH CO
CTaHAAPTHBIMH CHOCOOAMH, XOpPOIIO H3BECTHBIMH CHELHMATIHCTY B 00JacTu (papMameBTUKHU.
CornmacHo OmHOMY acHeKTy, HacTosilee H300peTeHHEe OTHOCUTCS K (papMarneBTUYecKoi
KOMIIO3ULIMH, COAEpKallell COeAUHEHHE, KaK PACKPBITO B HACTOSINEM OKYMEHTE, WIH €ro
(bapMarieBTUYECKH TPUEMIIEMYIO COJb M (papMaLeBTUYECKU NMPHEMIIEMbIH HOCUTeNb. TepMuH
«(hapMarieBTHYECK! MTPUEMIIEMbI HOCHTENbY, B paMKax M300peTeHHs, 03Ha4YaeT HeTOKCUYHBIM,
WHEPTHBIN TBEPbIH, IOy TBEPAbII HITH )KUAKUN HATTOJHUTEIb, pa30aBUTeIb, HHKATICYJIUPYFOLIHHA
MaTepuall Uik BCIIOMOTaTeIbHOE BELIECTBO ISl TOJYYEHUs COCTaBa 0000 THIIA.

[00097] Cnocob, mocpeacTBOM KOTOPOrO BBOAST COENMHEHHsI COTJIACHO HACTOSIIEMY
m3o0perennio, M (GopmMa KOMIIO3MLMH OyayT OINpPeAesTb TUIl HOCUTENs], MOAJIEKAIUH
UCIIONB30BaHMI0. PapmaneBTHYeCKass KOMITO3UIMS MOXET HaxXxOOUTHCS B HECKONBKUX (hopmax,
MPUTOIHBIX, HAIPUMep, IJIsi CUCTEMHOIO BBEJIEHHUs (Hampumep, MepopajbHOro, PeKTaJbHOTO,
NOABSI3BIYHOTO, OYKKAJIBHOTO, WMILIAHTALMOHHOTO, WHTPAHA3aJIbHOIO, HHTPAaBarHHAJIBHOTO,
YPECKOKHOTO, BHYTPUBEHHOTO, BHYTpPUAPTEPHAIILHOTO, BHYTPHOIYXOJIEBOTO,
BHYTPUOPIOLIMHHOTO WJIM MAPEHTEPATbHOr0) WJIM MECTHOTO BBEIEHHs (HAIpUMEp, KOJKHOTO,
MYyJbMOHAJIBHOTO, HA3aJIbHOTO, YIIHOTO, TJIa3HOTO, MTOCPEACTBOM JIMITOCOMHBIX CUCTEM JOCTABKU
win noHTtodopesa). COriaacHO HEKOTOPbIM BapHAHTaM OCYILECTBIICHHS, (apMaleBTHUECKas
KOMITO3ULIMSI TIPeIHA3HAueHa Uil BBEACHHS B LEHTPAIBHYIO HEPBHYIO CHCTEMY CYyObEKTa.
CrniocoOwl 1 cocTaBbl B 001eM MOxKHO 0OHapyxkuTh B «Remington's Pharmaceutical Sciencesy,
(Meade Publishing Co., Easton, Pa.). ®apmaneBTuieckre KOMIIO3ULUH JOJDKHBI, KaK MPABHIIO,
SIBJISITBCSI CTEPHJIBHBIMU U CTAOUJIBHBIMH B YCJIOBHSIX M3TOTOBJIEHUS U XpaHeHUs. Bce Hocurenu
SIBJISTFOTCS] HEOOS3aTENbHBIMU B KOMITO3ULIHSIX.

[00098] ©®apmarieBTUYECKU TPUEMIIEMbIE HOCUTEH BKITFOYAIOT, HATIPUMEP, pa30aBUTENH,
CMa3bIBalOlIME CPEACTBA, CBS3YIOLIME BEINEeCTBA, AE3UHTErPUPYIOLINE CPENCTBA, KPAacUTENH,
apOMAaTH3aTOPBI, MOJCIACTHTENH, aHTHOKCHAAHTBI, KOHCEPBAHTHI, BEIIECTBA, CIIOCOOCTBYIOIIEE
CKOJIbKEHHUIO, PACTBOPUTENH, CYCIEHAUPYIOLINE CpPEACTBA, YBIAXHSIOLIUE CpPEICTBa,
MOBEPXHOCTHO-aKTUBHbIE BELIECTBA, CMATYAIOIUE CPEACTBA, IPOIEJUIEHThl, CMaduBaroLIue

CpeICTBa, MOPOIIKH, CPEACTBA JUIst NoBeaeHus pH u ux koMOWHaIUH.
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[00099] K HexoTOpBIM HpHMeEpaM MaTe€pUaoB, KOTOPbIE MOTYT CJIY>KHUTb B Ka4deCTBE
(bapmMareBTHIECKN IPUEMIIEMBIX HOCHTEJIEH, OTHOCATCS, HO 0€3 OrpaHrYeHHsI, HOHOOOMEHHHUKH,
OKCHJ] QJIFOMUHUS, CT€APAT ATFOMUHUSL, JIEUTHH, CBIBOPOTOUHBIE OEJIKH (TaKHe KaK YeJIOBEUECKUH
CBIBOPOTOUHBIN anbOyMuH), OydepHble BemecTBa (Takue kak ¢ocdarsl), TTULIUH, COPOMHOBAsS
KHCJIOTa WM copOaT Kajus, CMECH YacCTHYHBIX DIIMLEPUAOB HACBIIEHHBIX PACTUTEIbHBIX
JKUPHBIX KHUCJIOT, BOZA, COJIM UM 3JIEKTPOJIUTHI (Takhe Kak CyJbdar mpoTamuHa, runpodocdar
auHATpYsA, rHApodochaT Kamvst, XJIOPUA HATPHsL, COJU LIUHKA), KOJUIOUAHBIN TUOKCHIT KPEMHHS,
TPUCUJIMKAT MAarHus, NOJMBUHWINHUPPOIUAOH, TIIOJMAKPHUIATHL, BOCKH, OJIOKIIOIHUMEPHI
NOJIMA THJIEHA-TTOJIMOKCUITPOITMJIEHA, IIEPCTSHON JKUp, caxapa (Takue Kak JIAKTo3a, TIIF0K03a, U
caxapo3a), KpaxMaibl (Takue Kak KyKypy3HbIH KpaxMal 1 KapTo(enbHbII Kpaxmal), LeNIr0103a
U €€ IPOU3BOJHBbIE (Takue Kak KapOOKCHMETHIILEIUIIOI03a HATPHs, STHILEIUTI0N03a U alerar
LIEJUTIOJIO3BI), TOPOLIKOOOPA3HBIN TParakaHT, COJIOA, JKE€JATHUH, TAJIbK, HATIOJHUTENHN (TaKue Kak
Macjio Kakao U BOCKHM JJIs CYNIIO3UTOPHEB), Macia (Takue Kak apaxuCcOBOE MAclo, XJOMKOBOE
Macio, cadopoBoe Macio, KYHXXYTHOE Maciio, OJIMBKOBOE MAacio, KYKYpy3HOE Macllo, CO€BOE
Macio), TIMKOIHM (Takue Kak IMPOMMJICHIVIMKOIb WM MOJMITHIICHIJIUKOIb), CIOXKHBIE 3(HUPHI
(Takme Kak STHIIOJIeAT ¥ 3TUIIJIAypar), arap, HETOKCUYHbIE COBMECTHMbIE CMa3bIBAIOINNE CPENICTBA
(Takme xak Jaypwicyiab(aT HaTpUsi M cTeapaT MarHus), OKpAalIMBAIOIINE CPEACTBa,
OCYLIECTBJISIIOIINE BBICBOOOXKIEHNE CPENCTBA, IIOKPHIBAIOLINE CPENCTBA, 3MYJBIaTOPBI,
MOJICIIACTUTENH, AapOMaTU3aTOPbl, OTAYIIKH, KOHCEPBAHTHI, AHTHOKCHAAHTHI TaKXX€ MOTYT
MPUCYTCTBOBATh B KOMIIO3UIIUU, B COOTBETCTBUU C PELIEHHEM CIEIHANCTA, OCYIECTBIISIOIIETO
(dbopMyTUpOBaHUE KOMITO3ULIMH.

[000100] HecmoTpss Ha TO, YTO KOJHMYECTBO KOMIIOHEHTOB B KOMIIO3HMIUSX MOKET
MEHSTBCS, B 3aBHUCHUMOCTH OT THMA MOJY4YEHHONW KOMIIO3ULIUM, KaK IPaBHJIO, CHCTEMHBIE
komno3uiu MoryT Bkimoudath 0,01% - 50% coemmnenust (takoro xak PLE wmu KoHBrOTAT
dochomunun-pnasarnun) u 50% - 99,99% onHoro wiam Oonee Hocuteseh. Kommozumuu s
MApEeHTEPAIbHOTO BBEACHUsI MOTYT, Kak npaBuiio, BkioudaTh 0,1% - 10% coenunenus u 90% -
99,9% onnoro wiu O6onee Hocutenei. [lepopanbHbie JeKapCcTBEHHBbIE (POPMBI MOTYT BKJIFOUATh,
HarmpuMmep, MO MeHbInell Mepe npubmusutenbHo 5%, win or npudmmsurensHo 25% nmo
npubmmsutensHo 50% coenuHenns. Kommosumwu 1J1si MepOpaibHOTO JO3MPOBAHUST MOTYT
BKJIFOYAaTh OT mnpubmusutensHo 50% o mnpubnusurensHo 95% HocuTeneil wiam  OT
npubmusutensHo  50% no mpubnusurensHo 75% Hocutenedl. KommdectBo HOcuTens,
UCIOJB3YEMOI0 B COUETAHHU C PACKPBITBIM COEJUHEHHEM, SIBJISIETCS JOCTaTOYHBIM JJIst
NpeOCTaBIEeHNs] MPAKTUYHOIO KOJMYECTBA KOMIIO3ULIMU Uil BBEIEHUS Ha €IUHUYHYIO J103Y
coennHeHus1. CriocoObl U KOMITO3UIIMN JUJIS TTOJTYYEHHs! JIEKAPCTBEHHBIX (POPM, KOTOPBIE MOXKHO

UCIIOJIB30BATh B CIIOCO0AX IO 3TOMY M300pPETEHHIO, PACKPBITHI B CIENYIOMNX CChUIKax: Modermn
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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).

[000101] CorymacHO HEKOTOPBIM BapHWaHTAM OCYLIECTBJICHUs, (hapMaleBTHYECKast
KOMITO3HULYSI IO CYLIECTBY COCTOUT U3 TEPANeBTUYECKH 3(PPEKTUBHOIO KOJMUYECTBA COSAMHEHUS,
KaK PaCKpBITO B HACTOSIIIEM JTOKYMEHTE, WIH ero (papManeBTHIeCKU MPUEMIIEMOH COJIHL.

[000102] JKunkme nexkapcTBeHHble (OPMBI BKIIOYAIOT, HO 0€3 OrpaHUuYeHus,
(bapMareBTHYECKH NPUEMJIEMbIE SMYJIbCUH, MUKPOSMYJIBCUH, PACTBOPHI, CYCIIEH3UH, CHPOIIbI U
snukcupbl. TBepable JekapcTBeHHbIE (OPMBI BKIIOYAIOT, HO 0O€3 OrpaHHuYEHUs], KarCyJbl,
TaONETKH, THIIIOJIN, TOPOLIKH, LEMEHT, MACTUKy U rpaHyibl. JlekapcTBeHHbIE (OPMBI IS
MECTHOTO MJIM YPECKOXKHOTO BBEIAEHMS COEJUHEHMH COTJIACHO HACTOALIEMY H300pETEHHIO
BKJIFOYAIOT, HO 0€3 OrpaHHWYeHHUs], Ma3H, MacThl, KPEMbI, JIOCbOHBI, I'€IH, MOPOLIKH, PACTBOPHI,
CIpeH, CPEACTBA JJIsl MHTAIS LMY WU TIACTBIPH.

[000103] >Kunkuit HOCHTENb WJIM HAMOJHUTENb MOXKET TNPEACTaBISATh COOOi
PacTBOPUTEIb MM JKUAKYIO AUCIEPTUPYIOIIYIO CPeny, COAEPIKAILYI0, HAIPpUMeEp, BOAY, 3TaHOJ,
nonuosa (HampuMep, TIIMLEPUH, MPONMMIEHIJIMKONb, JKUAKUE MOJMITHICHIJIMKOIN U T.IL),
pacTHUTENIbHBIE MAcJia, HETOKCHYHbIE TIIHLEPUII(PUPHI U UX MPUTOTHBIE CMECH.

[000104] ©apmanieBTUYECKast KOMITO3ULHMS MOJKET HAXOIUTHCS B JIEKAPCTBEHHOU (opme,
NPUTOAHON ANl MHBEKIMHM WM WHQY3UH, TaKOW KaK CTEpUJIbHbIC BOIHBIE PACTBOPBHI WU
IVCTIEPCUN, WM CTEPHJIbHBIC TMOPOIIKH, COAEPIKAIlNe AKTHBHBIA HMHIPENUeHT(bI), KOTOpBIE
SIBIIIFOTCS]  aJaTUPOBAHHBIMU JUISI TIOJNYYEHUs JUIsl HEMEUIGHHOTO BBEAEHMsI CTEPUIIbHBIX
NPUTOAHBIX JJIS MHbEKLIUHU WU MIPUTOHBIX JIs1 MH(Y3UU pacTBOPOB Wiu nucnepcuii. Koneunas
JIeKapCTBeHHas1 (opMa JOJKHA SIBJISITBCSI CTEPUIIBHOM, TEKydeld U CTaOMJIBHOW B YCIIOBHSIX
U3rOTOBJICHUs U XpaHeHus. CTepuiibHble IPUTOHbIE sl UHBEKLIMK PACTBOPBI MOXKHO MOJy4aTh
MOCPEACTBOM BKJIFOUEHHMS] 1O MeHbIeH Mepe COeNUHEHHUs, KaK pPacKpbITO B HACTOSLIEM
JIOKYMEHTE, WM ero (apMaleBTHYECKH NPUEMJIEMOH COJIM B HEOOXOAMMOM KOJIMYECTBE B
NOAXOALIEM PACTBOPHUTENE C PA3IMYHBIMU JPYTUMH HHTPEIUEHTAMH, MO HEOOXOAMMOCTH,
HeoOsI3aTeNbHO, € TMOCHeAyoLel crepuim3auueil QuubpTpaimeir. B cioydae cTepHIIbHBIX
NOPOIIKOB JUISI TIOJYYEHHUS! CTEPUJIBHBIX TNPHUTOAHBIX JJIsi WHBEKIHU PAaCTBOPOB, CIIOCOOBI
NOJYYEeHUS MOTYT BKJIFOYAaTh CIOCOOBI BAaKYYMHOW CYIIKHM WU JHOQUIM3ALMH, TMPUBOIALINE K
MOJIYYEHUIO TOPOINKA AKTHBHOTO HWHIPEANEeHTa(OB) IUIFOC JIIOOOH  JIOMOJHUTENbHBIN
JKeNaTeNIbHbIN UHIPEAUEHT, IPUCYTCTBYIOIINI B CTEPUIIbHBIX PACTBOPAX.

[00010S] CornacHO HEKOTOPHIM BapUaHTaM OCYLIECTBJICHUs], KOMIIO3ULUS MIPEICTaBISIET
cobol pacTBOp, TaKkOW Kak pacTBOp, MPHUTOAHBIA U BBENEHHs MOCPENCTBOM HH(Y3UH WIN

HHBCKIHNH. PaCTBOpr MOXHO IMOJIy4aTb B BOAE, HeO6$ISaTeJIbHO, CMEIIaHHON C HETOKCHYHBIM
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MOBEPXHOCTHO-aKTUBHBIM BEINECTBOM. JIMCIIEPCHH MOJKHO TAaK)Ke€ IMOJy4aTh B TJIMLEPHHE,
KUIKUX TOJIMITHIIEHTIINKOJSX, TPUALIETUHE U UX CMECSX, U B Macjax. DTH Ipenaparsl MOTYT
comep:kaTh KOHCEPBAHT Uil NPENOTBPALIEHHs POCTa MHUKpoopraHu3MmoB. llpemoTspainenue
OEWCTBUST ~ MUKPOOPTaHM3MOB  MOKHO  OCYIIECTBJIATH  TIOCPEACTBOM  PA3JIMYHBIX
AaHTHOAKTEPUANIBHBIX M TPOTUBOTPHOKOBBIX CPENCTB, HampuMmep, mapabeHoB, XJOpOyTaHOINA,
¢deHona, COpOMHOBOM KUCIIOTHI, TUMEPOCAIa U T.11.

[000106] Ilpurogueie miiss WHBEKUUH (HOPMBI MOKHO TIOJy4YaTh TMOCPEICTBOM
bopMHUpOBaHUS MHUKPOMHKANCYJIUPYIOIIUX MATPUKCOB COenuHEeHMs(H), Kak pacKpbITO B
HACTOSIEM JOKYMEHTe, WM ero (papMaleBTUYECKH NPUEMJIEMOHN Coiu, B OMOpasiaraeMbIx
NOJMMEpax, TaKUX Kak TOJUJIAKTHI-TIONUIJIMKONUA. B 3aBHCHMMOCTH OT COOTHOLIEHUS
COEMHEHUs] K TMOJIMMEPy U MPUPOABl KOHKPETHOTO MCIIOJNIB3YEMOro IOJUMepa, CKOPOCTh
BBICBOOOXKICHMSI JIEKAPCTBEHHOIO CPEACTBA MOXKHO KOHTponupoBarh. K mpumepam apyrux
OuopasnaraeMbIX NOJMMEPOB OTHOCATCS monu(opToddupsl) U noiau(anruapuabl). [Ipurogusie
U1 UHBEKLIUHI COCTAaBBI TAKIKE MOJTYYAIOT IMOCPENCTBOM 3aKIIF0OUEHHUS JIEKApCTBEHHOI'O CPEZICTBA B
JIMIIOCOMBI WJIK MUKPO3MYJIBCHH, KOTOPBIE SIBJISIOTCS] COBMECTUMBIMU C TKaHSIMHU OpPraHU3Ma.

[000107] CormacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJIEHUS, KOMIIO3ULIUS MOKET
coziepkKaTh M0 MEHbLIEH Mepe OJTHO COEAMHEHHE, KaK PACKPBITO B HACTOSIIEM JOKYMEHTE, U 110
MEHbLIEH Mepe OJHO JONOJHHUTEJIbHOE MPOTHBOPAKOBOE JIEKAPCTBEHHOE  CPEICTBO.
ITpoTHBOpaKOBBIE JIEKAPCTBEHHBbIE CPEACTBA, KOTOPbIE MOXHO HCIOJIb30BATh COTJIACHO
HACTOSIIIEMY M300pPETEHUIO, BKJIIOYAIOT, HO 0€3 OrpaHUuYeHUs, MAaKJIUTAKCENl, UPUHOTEKaH,
TOMOTEKaH, reMuUuTabWH, LUCIUIATHH, TeJIaHAMHLIWH, MEpPTaH3UH, alupaTepoH, adaTHHHO,
AMHMHOJIEBYJIMHOBYIO KUCJIOTY, alIPEMUTAHT, aKCHTHHUO, a3alUTHINH, OeTMHOCTAT, OEHIaMyCTHH,
Oekcapoten, OneomunnH, Oopre3omud, 603yTHHUO, Oycynbdan, kabasutakces, KaOO3aHTHHUO,
kanenutabuH, kapOomnatuH, kKappuBoMud, KaApMYCTHH, UEPUTUHUO, UETYKCHMAO,
xjopamOynmn, kiodapabun, kpusotuHuO, mukinopochamun, wurapadbun, madpadeHud,
nekapOa3wH, JAKTUHOMHIMH, Ja3aTWHUO, JayHOPYOWIMH, nenutabuWH, JAeHOocymad,
JIEKCPa30OKCaH, JOLETAKCed, JAOJNACTaTHHbl  (Hampumep, MOHOMeTHjaypucTatuH E),
JNOKCOPYOHIIMH, JH3aNyTaMUM, JSTUPYOWIHMH, Me3ujar >puOysinHA, SPJIOTHHHO, STOMO3WI,
sBeposumyc, Giaokcypunus, ¢ocdar ¢uaynapadbuna, ¢ropypamwi, raHerecnud, reUTHHUO,
reMTy3ymMad 030raMHLIMH, T€KCAMETHUIIMEJIAMUH, THIAPOKCHMOUEBUHY, HOPUTYTOMAa0 THYKCETaH,
uOpyTHHHUO, waenamucud, udochamun, UMATHHHO, WUMUIMMYyMad, MKCAOEMUIIOH, JamaTHHHO,
JEHKOBOPHUH KaJIbLHsL, JIOMYCTHH, MAHTAaH3WHOUIBI, MEXJIOP3TAMUH, MeN(aiaH, MEPKaNTONYPHH,
MeCHa, MeToTpekcar, MUTOMUIMH C, MHUTOTaH, MUTOKCAHTPOH, HenapabwWH, Henb(UHABUD,
HIJIOTHHUO, 0OMHYTY3yMad, odarymymad, MeneCyKIHHAT OMAIeTaKCHHA, OKCAJUIUIATHH,

maHuTyMyMmad, mas3omaHud, meracmapra’y, neMOpoan3ymad, MeMeTpeKceNl, MEeHTOCTATHH,
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nepTy3ymad, IUIMKaHWLWH, TOMAJHIOMHUZ, TUAPOXJIOPUI TOHATHHHOA, TpajaTpeKcar,
npokapOa3uH, auxjopun pamus 223, pamyuupymad, peropadeHHO, peTacIUMHILIVH,
PYKCONUTHHUO, CEMYCTHH, CHITYKCUMad, copadeHud, CTPenTo30LMH, MajaT CYHHUTHHHUOA,
TAHECTTUMHULIMH, TEMO30JIOIMUJI, TEMCUPOIUMYC, TEHUIIO3U/I, TATUIOMHI, THOTYaHUH, THOTEIA,
Topemu(eH, TpaMeTHHHO, TpacTy3ymad, BaHneTaHud, BemypadeHnd, BUHOIACTHH, BUHKPUCTHH,
BUHOpEJIOWH, BUCMONerud, BOpuHOCTAT U 3uB-adyinbepuent. JItoOble COeNMHEeHMs, KOTOPBIE, KaK
U3BECTHO B HACTOsIEE BPEMsl, EHCTBYIOT WIIH SIBJISIFOTCS CIIOCOOHBIMU JIEHICTBOBATh B KAU€CTBE
NPOTUBOPAKOBBIX JIEKAPCTBEHHBIX CPEACTB, TAK)KE MOXKHO UCIOJIB30BATh COTJIACHO HACTOALIEMY
H300pETEHHIO.

S. Beeaenue

[000108] CoenuHenusi, Kak pacKpbITO B HACTOSLIEM JOKYMEHTE, WM HX
(bapMarieBTUYECKH NpUEMJIEMBbIE COJH, WIIN (papMaLleBTHUECKHUE KOMITIO3ULIUH, KaK PacKphITO B
HACTOSIIIIEM JOKYMEHTE, MOJKHO BBOAUTH CyOBekTy. COeAMHEHNsT 1 KOMITO3ULIUK MOKHO BBOJTUTb
B JI03aX U MOCPENCTBOM CIIOCOO0B, U3BECTHBIX CHELUANUCTY B 00JIACTH MEIULIUHBI, IPHHUMAsSI BO
BHUMaHHE Takue (aKTOpbl, KaK BO3PACT, IOJ, MAcca, U COCTOSIHME KOHKPETHOTrO CyOBeKTa, M
Cr1oco0 BBEIEHHUS.

[000109] CoenuHeHMsT U KOMIO3HMLMHU COTJIACHO HACTOALIEMY H300PETEHHI0 MOKHO
BBOAWTb TNPO(PUIAKTUUECKH WM TepamneBTHUecKH. lIpm mpopuiIakTHYeCKOM BBEAECHUHU,
COEMHEHUS] U KOMIIO3UIMH MOXKHO BBOIUTH B 3(P(PEKTHBHOM KOJMYECTBE IJIsi MHIAYKLUHU
npodunakTudeckoro orseta. [Ipu TepaneBTHYECKUX MPUMEHEHUSIX, COSTUHEHUST U KOMITO3ULIHN
MOYKHO BBOJUTH HYKIAIOIIEMYCSI B 5TOM CYOBEKTY B 3()()EKTHBHOM KOJIMYECTBE JJIsl BHI30BA
TepaneBTHYecKoro 3¢dexra.

[000110] Hampumep, TepaneBTudecku 3(PQPEeKTUBHOE KOJIHUECTBO COCIUHEHHS MOJKET
COCTABJISATh OT NMpHOMM3UTENBbHO 1 MI/KT 10 mpubamsuTeapHo 1000 MI/Kr, OT MPUOIU3UTENBHO 5
MI/Kr 10 npubausutenpbHo 950 mr/kr, oT npubmusutensHo 10 Mr/kr no nmpubmusutensHo 900
MI/KT, OT IpUOIM3UTENBHO 15 MI/KT 1o mpubnusutesnsHo 850 MI/Kr, OT mpubnu3uTenbHO 20 Mr/Kr
1o npudnu3nuTenbHo 800 MI/KT, OT MPUOIMZUTENBHO 25 MI/KT 10 MpHOIM3UTENsHO 750 MI/KT, OT
npubmusuTensHo 30 mr/kr go npubnusutensHo 700 MI/Kr, OT NMpUONU3UTENBHO 35 MI/KT 10
npubmm3uTensHo 650 Mr/kr, ot npudmmsurenbHo 40 Mr/kr no npudamsuTensHo 600 MI/Kr, OT
npubmu3uTensHo 45 mr/kr go npubnusutensHo 550 Mr/kr, ot nmpubausutensHo S0 MI/Kr mo
npubmu3uTensHo 500 MI/KT, oT npUOIM3UTENBHO 55 MI/Kr 1o npudmmsurensHo 450 Mr/kr, ot
npubmm3uTensHo 60 Mmr/kr go npubnusutensHo 400 MI/KT, OT NMpUONU3UTENBHO 65 MI/KT 10
npubmu3uTensHo 350 Mr/kr, ot npudamsurensHo 70 Mmr/kr go npudmmsurensHo 300 Mr/kr, oT

npubiu3uTeNnsHo 75 Mr/kr po npubnusutensHo 250 Mr/kr, ot nmpubnusutenbHo 80 MI/Kr mo
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npubmusuTensHo 200 Mr/kr, oT mpubnusutensHo 85 Mr/kr 1o npubnusurensHo 150 Mr/kr u ot
npubmuzuTensHo 90 Mr/kr o npubmmsurensHo 100 Mr/kr.

[000111] CoennHeHNE MOKHO BBOAUTH MOCPEACTBOM CIIOCOOOB, XOPOIIO M3BECTHBHIX B
naHHOM obnacty, kak packpeito B Donnelly et al. (4Ann. Rev. Immunol. 1997, 15, 617-648); Felgner
et al. (ITarear CIIHA Ne 5580859, Beinannsiii 3 nexabpsi 1996 r.); Felgner (ITarent CIIIA Ne
5703055, Boimannslii 30 nexadpst 1997 r.); u Carson et al. (ITatent CLIIA Ne 5679647, BoInaHHbIH
21 okTsa0ps 1997), monHOE copepskaHue KaXXA0ro U3 KOTOPBIX BKIFOUEHO B HACTOSLINHI JOKYMEHT
nocpencTBoM ccbulki. CoennHeHre MOKHO BKJIIOUaTh B KOMIUIEKC C YaCTHLIAMU WM Oy CHHAMU,
KOTOPbIE MOXXHO BBOJAWUTb WHAUBUAYYMY, HaIpUMEpP, C HCIIOJIb30BAHMEM BAaKLUHHON IYLIKH.
Crnenuanucty B AaHHOM OONAacTH HM3BECTHO, YTO BBIOOP (papMaleBTUYECKH NPUEMIIEMOTO
HOCHUTEJIS], BKJIFOYast PU3NOJIOTMUYECKH ITPUEMIIEMOE COEINHEHHE, 3aBUCHT, HAIIPUMEp, OT criocoda
BBEJICHUSI.

[000112] CoenuHeHHE MOMKHO HOCTAaBJATH MOCPEICTBOM psiga CrocoOoB. TumuuHbie
crocoObl OCTABKH MPEyCMATPUBAIOT MAPEHTEPAbHOE BBEICHUE, HAPUMeEP, BHYTPHKOXKHYIO,
BHYTPUMBIIIEUHYI0 WM TOAKOXHYK JOCTaBKy. /Jlpyrue cmocoObl MpeayCcMaTpUBArOT
NepOpPaIbHOE BBEIEHUE, NHTPAHA3AJIbHBIN, WHTPABArMHAJIBHBIN, YPECKOXKHbIN, BHYTPUBEHHBI,
BHYTPHAPTEPHUAIbHBIN, BHYTPUOIYXOJIEBbIH, BHYTPUOPIOIIMHHBIA U 3MUAEPMAJIbHBIA CIOCOOBL.
CornacHo HEKOTOpPBIM BapUaHTaM OCYILIECTBJIEHUs, COEJUHEHHE BBOAAT BHYTPUBEHHO,
BHYTPUAPTEPHATIBHO MJIM BHYTPUOPIOMHMHHO CyObekTy. COrnacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHHSI, COSAMHEHUE BBOIST CyOBEKTY BHYTpUBEHHO. COrIaCHO HEKOTOPBIM BapHAHTAM
OCYLIECTBJICHHSI, COEIMHEHUE BBOIST CYOBEKTY TEPOPATIBHO.

[000113] CornacHO HEKOTOPBIM BapUaHTaM OCYILIECTBJICHUs, COECJUHEHHE BBOIST B
COCTaBe IJIsl KOHTPOJHPyeMoro BbICBOOOKAeHMs. COeIMHEHHEe MOXHO BBICBOOOXKIATh B
KpOBOTOK, Harpumep. COriacHO HEKOTOPBIM BapHaHTaM OCYILIECTBJICHMS, COEAUHEHHE MOKHO
BBICBOOOXKIATh B TEUEHHUE MEPHOMA MO MEHbINEH Mepe MPHONU3HTENBHO | CYTKH, IO MEHbLICH
Mepe MPUOTU3UTENBHO 2 CYTOK, 0 MEHbIIEH Mepe MPHOJIM3UTENIBHO 3 CYTOK, IO MEHbIIEH Mepe
npUOJU3UTENBHO 4 CYTOK, TIO MeHbIIeH Mepe MPUOIM3HUTENIbHO 5 CYTOK, IO MEHbIIeH Mepe
npuUOIU3UTENBHO 6 CYTOK, MO MEHbIIEH Mepe MPUONM3HUTENbHO 7 CYTOK, IO MEHbIIeH Mepe
npuOIM3UTENBEHO 1 Henensi, Mo MeHbIIeH Mepe MPUOIU3UTENbHO 1,5 Hexenu, o MeHbIuel Mepe
NpUOJIU3UTENBHO 2 HEAENH, 110 MEHbIIEH Mepe MPUOIN3UTENBHO 2,5 HeAen , 0 MeHbInel Mepe
npUOIU3UTENBHO 3,5 Henenu, N0 MEeHbIIEH Mepe NMPHONIM3UTEIBHO 4 HENeNH WM 10 MEHbLICH
Mepe NMPUOTU3UTENBHO 1 Mecsw.

[000114] CoennHeHnE MOKHO BBOJUTH B OJHOKPATHOW 03€ WJIM 3MU30IUYECKH, U B

MOBTOPAOILIUXCA J03aX. Haan/IMep, COCANMHEHUEC MOXKHO BBOAUTD OAUMH Pa3 B KAXKAbIC Yac, 2 qaca,
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4 4aca, 8 vacos, 12 gacos, 25 4acoB, 36 4acoB, 2 CyTOK, 3 CyTOK, 4 CyTOK, 5 CyTOK, 6 CyTOK, |
HEJleNto, 2 Henenu, 3 Heaenu Uy 4 HeJenu.

6. Cnoco0slI

[000115] OcHoBanmeM misi M3OUPATENILHOTO HAIETUBAHUS HA OIMyXOJb COSIMHEHUH,
PACKpBITBIX B HACTOALIEM [JOKYMEHTE, SIBJISIIOTCS pa3ludusl MEXIy IU1a3MaTUYeCKUMU
MeMOpaHaMH PAaKOBBIX KIJIETOK, 10 CPABHEHUIO C IJIa3MATUYECKMMH MeMOpaHaMH OOJIbLIMHCTBA
HOpPMaJIbHBIX KJIETOK. Mojekyiibl pochomununnoro 3¢gupa (PLE) ucrnonb3yoT mpeumMymecTBo
MeTabOJIMUECKOr0 CABUTA, KOTOPOMY ITOABEPTAIOTCS KIIETKU OIYXOJIEH, ATl TONyYeHHs SHEPTUH,
HeoOxonuMon ayisi ObICTporo neneHuss kjaerok. OmyXonM yCHIMBAIOT HCIIONBb30BaHHE OeTa-
OKHCIIUTENIBHOTO My TH JUIs IPEBPaLeHNs )KUPHBIX KUCIOT ¢ AnuHHOI 1ensto (LCFA) B aHepruto.
Hns yBenuuenust nornomenust LCFA, kietku omyxonell M3MEHSIOT KJIETOUHYIO MeMOpasy,
dopmMHupysl CIELUATN3UPOBAHHbIE MHKPOIOMEHBI, W3BECTHBIE KaK <JIMIMHUIHbIE padThD.
Jununuele papThl  GOPMHUPYIOTCS W3-3a MeTaDONMYECKUX CIOBHIOB M HYXKIAIOTCS B
dochonunuuax. B knerkax omyxosneit 3Tu 001aCTH CTAHOBATCS N30BITOYHO MPEACTABICHHBIMU U
CTaOMIIM3UPOBAHHBIMHU, YTO IMO3BOJIIET UM SIBJISITHCS TOTEHIMAJIbHBIMU CHEIM(UUIECKUMU IS
omyxoneii MumeHsMd. KOHKperHO, MeMOpaHbl paKOBBIX KIETOK SIBISIFOTCS — BBICOKO
o0orareHHbIMH JTUITUAHBIME padTamu. B HOpManbHOI TKaHM NMPUCYTCTBUE JIMITUAHBIX padTOB
SIBJISIETCSI OTPAHMYEHHBIM M BPEMEHHBIM (~2 HAaHOCEKyHIbl). B omyxoussx, nunuaHbie padThl
UMEIOT YBEJMYEHHOE MPHUCYTCTBUE U SIBIISTIOTCS CTAOMIM3HPOBAHHBIMU (BILIOTH 10 10 CyTOK).
PakoBbIe KJIETKH UMEIOT B MATh — AECATH pa3 OOJIbIIE JIUMTUIHBIX padTOB, UEM 310POBbIE KJIETKH.
Kpome Toro, mokaszaHo, 4To JUNHUIHBIE pa(Thl SBISIFOTCS BBICOKO MPEICTABIEHHBIMHU TOYTH Ha
Bcex Tumnax omyxojueil n 100% uHANBUAYaTbHBIX TECTUPOBAHHBIX PAKOBBIX KJeTKax. JIunuaHble
padThl MPEnCcTaBISIOT COOOH BBICOKO OPraHW3OBAHHBIE M CIELHAIU3UPOBAHHBIE O00JACTH
MeMOpaHHOro  (ochHONMUIMUAHOTO OHCIIOs, KOTOpbIE CONEPXKAT BBICOKUE KOHLIEHTPAIUU
Pa3JINYHBIX CHTHAJIBHBIX MOJIEKYJI, C(UHTOJIUITUIOB, MIHKOC(HUHIOIUIUAOB U XOJECTEPUHA, U
CITy>KaT JJi OpraHU3ally CUTHAJIBHBIX MOJIEKYJ KJIETOYHON MOBEPXHOCTH U BHYTPHUKJIETOUHBIX
CHTHAJIbHBIX MOJIEKYJI (Hampumep, perentopos (pakTopoB pocTa U IUTOKUHOB, My TH BBDKUBAHUS
docharunununosuron-3-kuHasel  (PI3K)/Akt). JlaHHbIe TO3BONSIOT TPEIONAraTh, YTO
aunuaHble padThl CiyKaT mopTasamMu Bxona s docomunuaHbx 3QUPOB. 3aMETHYIO
U30MPaTEebHOCTh 3THX COCOUHEHMH JJII PAKOBBIX KIIETOK, 1O CPABHEHUIO C HEPAKOBBIMHU
KJIETKaMH, MPHUIUCHIBAIOT BbICOKON aduuHOCTH PLE nnst xonmecteprHa M NpeACTaBICHHOCTH
OoraTeIx XOJECTEPUHOM JIMIUAHBIX pa(TOB B PaKkOBBIX KieTKax. KIFO4eByIO poib, HTpaeMyro
JUMUAAHBIME padTaMy, TOAUEPKUBAET TOT (PAKT, UYTO HAPYIIEHUE apXUTEKTYPbI JIUMTUAHOTO padra
cynpeccupyer norsouieHue PLE B pakoBbix kinerkax. Ilokaszano, yto nornowmenue PLE

yMeHbLIeHo Ha 60%, korna OnoknpoBaHO (OPMHPOBAaHUE JUMUAHBIX PadTOB. DTH MPU3HAKY, B
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KOMOWHALIMA C TEM, 4YTO JHMNHAHbIE padThl 0O0ECTIeYMBAIOT OBICTPYIO HHTEPHATH3AIHUIO
KOHBIOraToB (och ONUNHII-IEKaPCTBEHHOE CPENICTBO, AENAET UX UACATbHON MUIIEHBIO.

[000116] CoennHeHnus, Kak pacKpbITO B HACTOSALIEM TOKYMEHTe, Takue kak aHanoru PLE,
MoryT siBisATbCsl mMumerukamu LCFA. Monekynbl, Kak pacKpbeiTO B HACTOSILEM AOKYMEHTE,
NOABEPTragy OOIUPHOMY aHAJIN3y B3aAMMOCBSI3U CTPYKTYpPbI U akTHBHOCTH (SAR), cBsi3aHHOMY C
HalleIMBAaHUEM Ha JIUMHUAHBIE padThl HA KJIETKAaxX ONyXOJieH, W MoKasanu ux cnenuduueckoe
CBSI3bIBAHUE C OTUMH OOJacTsIMH. MONEKybl, Kak PpacKpbITO B HACTOSIIEM JOKYMEHTE,
o0ecreynBaroT BXOJ] HEMOCPEACTBEHHO B LIUTOIJIA3My M MHUTPALMIO K 3HAOIUIA3MATHYECKOMY
PETUKYJIYMy W MHUTOXOHApPHSM BJOJb CETU ammaparta ['onbIku BHYTPHU LMTOIUIA3Mbl KJIETKU.
CornacHO HEKOTOpPBIM BapHaHTaM OCYILECTBJICHUS, COENUHEHUs, PACKPBITbIE B HACTOSALIEM
JIOKYMEHTE, BKIIOYalOT (pochomunuaHbiii 3pup yHHUKAIbHOTO AM3aiiHA, KOHBIOTHPOBAHHBIA C
anasioroMm (nasarnuna (FLV). FLV aBnsiroTcsl CHITBHBIME IUTOTOKCUHAMH, KOTOPbIE HHTUOUPYIOT
TPAHCISALIUIO, MPOXOKACHUE KJIETOYHOIO LIUKJIA M UHAYLUPYIOT allONTO3.

[000117] CoenuHeHusi, Kak pacKpbITO B HACTOSIIEM JOKYMEHTE, WM UX
(dapmarieBTHYECKH TNpUEMJIEMbIe COJIM, WM KOMIIO3HMLMIO, COZAEPIKALIyI COEIMHEHME, Kak
PACKPBITO B HACTOSILIIEM JOKYMEHTE, MO>KHO UCIIONIb30BaTh AJis JieueHus paka. CorjacHo OfHOMY
acIIeKTy, HacTosIIee N300pEeTeHNe OTHOCUTCS K CIIOCO0Y JISYeHUs paKa y HY>KAAOIIErocst B 3TOM
cyObekTa, IpeayCcMaTpUBalOIIeMy BBeIeHHE CYObeKTy 3P PEeKTHBHOIO KOJIUYECTBA COCTMHEHMS,
KaK PaCKphITO B HACTOSIIEM AOKYMEHTE, WJIH ero (papManeBTUYeCKH MPUEMIIEMOW COJIH, TN
KOMIIO3HUIIMH, COZieprKallieil CoeAMHEeHNE, KaK PACKPBITO B HACTOSILEM JIOKYMEHTE.

[000118] B npyrom acrnekre, HacTosiIee H300PETEHHE OTHOCUTCS K COSTUHEHUSIM WITH HX
(dapMarieBTHYECKH TPUEMJIEMBIM COJIIM, KaK PAcCKpPbITO B HACTOSIIEM JOKYMEHTE, st
UCIIOJIB30BAHUS B JICUEHUH PaKa y HYKIAIOIIEroCsl B 5TOM CYyOBEKTa.

[000119] B npyrom acmekrte, Hacrosiiee H300pETEHHE OTHOCHTCS K MPHUMEHEHHIO
COeMHEHUN WM X (apMaLEeBTHUECKH MPHUEMJIEMbIX COJIEH, KaK PacKpbITO B HACTOSILIEM
JOKYMEHTe, JJIs1 U3TOTOBJIEHUS JIEKAPCTBEHHOI'O CPEACTBA JUIsl JIEUSHUsI paka y HYKJAroLIerocs B
3TOM CyOBeKTa.

[000120] CornacHO OTHOMY acHeKTy, HacTosiee H300peTeHHe OTHOCHUTCS K CIIOCO0Y
HALIEIMBAHUS JIGKAPCTBEHHOIO CPEICTBA HA KIJIETKY OINYXOJNH WM paka y CyObBeKTa,
NpeAyCMaTPUBAIOIEMY BBEACHHE CYOBEKTY COENWHEHHs, KaK pacKpbITO B HACTOSIIEM
IOKYMEHTE, WIH ero (papMaleBTHYECKH MPHEMJIEMOH COJM, WJIM KOMITO3ULMH, COAEp Kariel
COeIMHEHHE, KaK PacKpbITO B HacTosIeM JoKkymMeHTe. HanenuBaHue MOXeET MPUBOJUTH K
HALIEJICHHOW JOCTaBKE COEAMHEHUI COTJIACHO HACTOSILIEMY HM300PETEHHI0O K PAKOBOW KIJIETKE

W/WTH K HaLIeJICHHOHN Teparuu paka.
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[000121] CornacHO HEKOTOpPBIM BapUaHTaM OCYILECTBJEHHs, COEJUHEHHE WU €ro
dapmManeBTHUECKH TpUeMIIeMasl COJIb JIOKAJTU3YETCS B WJIM MUTPUPYET K LUTOILIA3ME WU
OpraHeJjie KJIeTKU OIMyXOJH WIH PaKa.

[000122] CornacHO HEKOTOpPBIM BapUaHTaM OCYILECTBJEHUS, COEJUHEHUE WU €ro
dapMarieBTHYECKH TIpHEMJIEMasi COJb, SIBJISIETCS] W30MpPATENbHBIM ISl PAKOBBIX KJIETOK VY
CyOBeKTa.

[000123] CornacHO HEKOTOpPBIM BapUaHTaM OCYILECTBJEHHUs, COEJUHEHHE WU €ro
bapmareBTHUECKH TIpUEeMIIEMasi COJIb BKJIOYAETCs IO MEHbLIEH Mepe MpUOIU3UTENBHO B 2 pas3a
Oomblile B KIJIETKH OINYXONH WM paka, 4eM B 3710poBble KieTku. COeanMHEHHEe W €ero
(bapMareBTHUECKH pUeMIIEMast COJIb MOXKET BKIIIOYAThCS B 110 MEHbLIEH Mepe NMPUOIU3UTEIbHO
2 pa3a, o MeHblIel Mepe NPUOIU3UTENBHO 3 pasa, 0 MEHbLIeH Mepe NPUOIU3UTENBHO 4 pasa,
IO MeHbIIeil Mepe MPUOJM3HTENBHO 5 pa3, MO MeHbIIell Mepe MpUOIU3UTENIbHO O pas, Io
MEHbIIeH Mepe MPUOIU3UTETBHO 7 pa3, IO MeHbLIeH Mepe NMPHOIU3UTENBPHO 8 pas, Mo MEHbLIeH
Mepe MpuOIM3UTENbHO 9 pa3, mo MeHblIel Mepe nmpuOamsuTensHO 10 pas, mo MeHblueil mepe
npubmu3uTensHo 15 pa3, mo mesblield mepe npuOnusuTenpHO 20 pas, MO MeHbIueil mepe
npuOIM3UTENBHO 25 pas, 1o MeHblIel Mepe npuonu3nuTeabHo 30 pa3 OoJblIe B KIETKH OMyXOJH
WIN pPaKa, YeM B 3JJ0POBbIE KJIIETKU.

[000124] Bunel paka, KOTOpble MOXHO JIEYUTh C HCIOJb30BAHUEM COENMHEHUMN, Kak
PacCKpBITO B HACTOSALIEM AOKYMEHTE, WM UX (papMaleBTUYECKH NPUEMJIEMBIX COJIeH, WIn
KOMIIO3HUIIMH, COZIepIKallell coeNUHeHNe, KaK PAaCKPbITO B HACTOSIIEM JOKYMEHTE, BKIFOUAIOT, HO
0e3 orpaHHYEHHs,: PaK MOJIOUHOW >KeNie3bl, BKJIFOYAsi PAK MOJIOYHOH JKeNe3bl Y MY’KUHH, BUABI
paka MUINEBAPUTEIBHOTO/SKENyIOYHO-KUIIIEYHOTO TPAaKTa, BKJOYAs aHAJbHBIA pakK, pak
anrneHAuKCca, pak BHEMEYEHOYHOrO KEJIYHOrO MPOTOKA, KAPLHUHOUIHYIO OINyXOJb KeJyIO4YHO-
KULIEYHOrO TPakTa, pak TOJCTOrO KUIIEYHUKA, pak MUIIEBOJA, PaK JKEMYHOIO My3bIps, pak
JKENyAKa, CTPOMAJIbHbIE OMNYXOJM JKEeJyJOYHO-KUIIEYHOrO TpakTa («gisty), omyxonud u3
OCTPOBKOBBIX KJIETOK, IEPBUYHBIH pak IEYEeHW Yy B3pPOCHBbIX, pak IEe4YeHU Yy JAeTel, pak
MOJKENyIOUHON JKeNe3bl, pak NpsMON KHUIIKH, paK TOHKOIO KHUIIEYHHKA, U pak >KelyJaka
(racTpasibHBIN); BUABI SHIOKPUHHOTO U HEHPOSHAOKPHUHHOTO PaKa, BKIFOYAsl aJCHOKAPLIMHOMY
MOJIKENyIOUHON KeJe3bl, aJpPeHOKOPTUKAIBHYIO KapLMHOMY, HEHPOIHIOKPUHHBIE OMyXOJH
NOJKENYAOUHOM  JKeNe3bl, KApLUUHOMY U3  KIETOK Mepkens, HEMEJIKOKJIETOYHYIO
HENPO3HIOKPUHHYIO ONYXOJIb JIETKOT'0, MEJIKOKJIETOYHYIO HEHPOIHAOKPHUHHYIO OMyXOJIb JIETKOTO,
paK TapaluTOBUIAHON KeJe3bl, (PEOXPOMOLIUTOMY, OMyXOJb THMopU3a U PaK IIUTOBHIHON
JKeJIe3bl, BHUABI paKa IJIa3a, BKJIOYas BHYTPUIJIA3HYI0 MEJAHOMY U PETHHOONACTOMY, pak
MOYETIONIOBOH CUCTEMBI, BKJIIOYAsl PAK MOUYEBOTO My3bIPsi, PaK MOYKH (IOYEUHOKIETOUHBIHN), paKk

MOJIOBOI'O YJI€HAa, pak HpeHCTaTeHbHOﬁ JKEJIE3hI, HepeXOI[HOKJIeTO"IHHﬁ pak IMOYEYHOM JIOXaHKH 1
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MOYETOYHHUKA, paK SNYKa, pak MOUYEHUCIYCKAaTeJbHOrO KaHaia U Omyxosb Bumibmca; BHIbI
3apOABIIIEBOKJIETOYHOIO paka, BKJKOYas paK LEHTPAJIbHONH HEPBHOM CHUCTEMBbl y JETeH,
SKCTPaKpaHUAJIbHYIO  3apOABIIIEBOKJIETOYHYHO  ONyXOdb y  JeTel,  BHErOHAJHYIO
3apOABILIEBOKIETOYHYIO OMyXOJIb, 3aPOJbILIEBOKIETOYHYIO OMyXO0JIb IMYHKUKA U PakK sIMUKa; BUABI
TMHEKOJIOTUYECKOrO paka, BKJOYas pak IIEeHKW MaTKH, paK 3HIOMETpHUs, TeCTallMOHHYIO
TpopOOTACTHYIO OMYyXOJib, 3MUTENUANbHBIA paK SIMYHHUKA, 3aPOJbILIEBOKJIETOYHYIO OITyXOJb
SIMYHUKA, CAPKOMY MAaTKH, paK Bjarajuila ¥ paK ByJbBbI, BUIbl paKka FOJIOBbI U LIE€H, BKIIOYAs
runoapuHreanbHeli  pak, pak TOpPTaHW, Iy0 M pak TMOJOCTH PTa, METACTa3UPYIOIIUi
IUIOCKOKJIETOUHBI paKk II€H C HEONpeAeNuMOl MEepPBHUYHOCTBIO, pPaK IMOJOCTH PTa, pak
HOCOTJIOTKH, paK POTOINIOTKH, OKOJIOHOCOBBIX Ma3yX U PaKk MOJOCTU HOCA, paK NapaluTOBUIHON
JKenesbl, (hapuHreaJbHbIA pakK, pak CIIOHHBIX JKeJie3 M paK ropJia; JIEWKO3bl, BKJIIOYAsl OCTPbIH
muM(poOIaCcTHBINA JIEHKO3 Yy B3POCHBIX, OCTPbIA JUMGOONTACTHBINA JIEHKO3 y AeTeid, OCTpbIid
MHUEJIOUJIHBIA JIEWKO3 Y B3POCHbIX, OCTPbIH MHUEJIOUIHBIN JIEHKO3 y JeTel, XPOHUYECKUI
AUM(pOLUTAPHBIN JEHKO3, XPOHUYECKUI MHUEIOTeHHbIN JIEHKO3 U BOJOCATOKJIETOUHBIN JIEHKO3;
aumdomel, BKIouast ceszanHyto co CITM/L mumdpomy, T-kierounyro muMpomy KOxKH, TUMPOMY
XOMKKHHA y B3pOCHBIX, JUMpoMy XOmKKHHAa y nered, numpomy XOmMKKHHA BO BpeMs
OepemeHHOCTH, (PYHMOUAHBIA MUKO3, HEXOKKUHCKYIO JIUM(OMY y B3POCIBIX, HEXOKKHHCKYIO
auMpoMy y aeTel, HeXOKKHHCKYIO JTUM(OMy BO BpeMsi OepeMEeHHOCTH, TIEPBUYHYIO JTUMPOMY
LEHTPAJIbHOW HEpBHOI cuctembl, cuHapom Ceszapu U MakporioOyiuHeMuro BanbaeHcTpema,
BUIBl pPaKa CKEJIEeTHO-MBIIIEYHOM CHUCTeMBbl, BKJouas capkoMmy HOuHra, ocreocapkoMy Hu
3JI0KAQUYECTBEHHYIO (PUOPO3HYHO THCTHOLIMTOMY KOCTH, PabIOMHOCAPKOMY H CapKOMY MSTKHX
TKaHeW y JeTeil, BUbl HEBPOJIOTHMUYECKOTO paka, BKJIIOYAsl OMyXO0JIb MO3Ta Y B3POCIBIX, OMYXOJIb
MO3ra y JeTeidf, acTPOLUTOMBI, TJHOMY CTBOJIa TOJIOBHOTO MO3ra, AaTUIUYHYIO
TEPATOUIHYIO/PadAOUIHYIO OMYXO0JIb LIEHTPAIBHON HEPBHOM CHCTEMBL, SMOPHOHAIBHBIE OIYXOJIH
LEHTPAJIbHOW HEPBHOW CHCTEMbI, KpPaHHO(pAPUHTHOMY, SIEHAMMOMY, HeHpobiacTomy,
NepBUYHYI0 JuMpoMy 1eHTpaibHONH HepBHOH cuctembl (LIHC); Bumsl paka opraHos
IBIXaHUS/TPYAHON KJIETKH, BKJIFOYas HEMEJIKOKJIETOUHBIA PaK JIErKOro, MEIKOKJIETOYHBIH pak
JIETKOTO, 3JI0KQUEeCTBEHHYIO ME30TEeIMOMY, TAMOMY M KapLMHOMY TUMYCa;, U BUABI paKa KOXH,
BKJItOUass capkoMmy Kamommy, MenaHoMy U IUJIOCKOKJIETOYHYIO KapUMHOMY. B KOHKpeTHbBIX
BApUAHTAX OCYIIECTBICHUS, PaK MOXKET TNPEACTaBIATh COOOH MENaHOMy, pakK JIErKoro,
KOJIOPEKTAJIbHBIN PaK, paK MOJIOYHOM JKeJIe3bl WIIN HX KOMOWHALIHIO.

[000125] CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHUS, PaK MPEICTaBISIET COOOM
MEJIAHOMY, PaK MO3Ta, pak JIETKOro, pak HaAMNOYeUHUKa, paK MeuYeHHU, PeHaJIbHbI pak WIH pak
MOYKH, paK IMOJKENyIOYHON JKee3bl, paKk MUIIeBOJA, racTpajbHbIl pak, pak >Kejdyaka, pak

TOJICTOIO KMIICYHUKA, KOHOpeKTaHbeIﬁ pak, aHAJIbHBIN PakK, pak HpeI[CTaTeJIbHOfI JKEJIE3bI, paK
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SMYHUKA, pPaK MOJIOYHOW JKeNe3bl, pakKk I[IeHKH MaTKh, JUMQPOMYy, JIEHKO3, MHUEIOMY,
reMaTOJIOTMYECKHH paK, rernaTOKapIHOMY, PETHHOONIACTOMY, TJIMOMY, CapKomy, Ojactomy,
IUTOCKOKJIETOYHYIO KapILUHOMY, aJ€HOKAPIIMHOMY HJIM MX KOMOHMHaLuio. COrilacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBIIEHHs, PAK MPEACTABISET COOOH MEIAHOMY, PaK JIETKOT0, KOJIOPEKTaIbHBIN
paK, paK MOJIOUHOM KeJIe3bl WIIN UX KOMOMHALIHIO

[000126] CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS, PAK MOKET BKJIIOUATh OJIHY
wn Oosee IUPKYJIUPYIOINX KIETOK omyxosed. Hampumep, oqHa ninm Gojee HUPKYITUPYIOIINX
KJIETOK OMyXOJIel MOTYT ObITh BBIOPAHBI U3 IPYIIIbI, COCTOSINEH U3 paka MOJIOYHOM JKeJe3bl, paka
JIETKOTO, paka ILIUTOBUAHOM JKEJe3bl, paka ILIEHKW MAaTKH, MEJNaHOMBbI, IUIOCKOKJIETOYHOU
KapLUHOMBI, paKa MPEeACTaTeIbHOU KeJIe3bl, paKka MOIXKEIYIOYHOU KeJe3bl, KOJIOPEKTaIbHOIO
paka 1 paKOBOW CTBOJIOBOM KJIETKH, U 3JI0Ka4YE€CTBEHHOM IJIA3MaTUYECKON KIIETKU.

[000127] CornacHO HEKOTOpPBIM BapUaHTaM OCYLIECTBJIEHUS, PaK MOXKET SBJISATbCS
MmeracrasupyoomuM. Hanpumep, MeracTasupyrooIuil pak MOXKeT ObIThb BBIOPaH W3 TPYIIbL
COCTOSIIIEN U3 paKa MOJIOYHOM JKeNe3bl, paka JIETKOro, MEJIaHOMBI U KOJIOPEKTAJIBHOTO PaKa.

[000128] CormacHO HEKOTOPHIM BapUaHTaM OCYLIECTBJIEHHs, PaK MOKET BKJIIOYATh
PaKOBYIO CTBOJIOBYIO KJIeTKy. Hampumep, pakoBast CTBOJIOBast KJIETKa MOXET ObITh BbIOpaHa W3
IPYIIIBI, COCTOSIIEN U3 paka MOJIOYHOH JK€Je3bl, paKa JIETKOro, MEJaHOMBI U KOJOPEKTAIbHOTO
paxa.

[000129] CormacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS, paK JIETKOTO MOXKET
BKJIIOYAaThb MEJKOKJIETOUYHBIM paK JIETKOTO, HEMEJIKOKJETOYHBbI pak Jerkoro Huiu HxX
KOMOHWHAITHIO.

[000130] CornacHo HEKOTOPBIM BapUaHTaM OCYIECTBIEHHS], MEIaHOMa MOXET BKJIFOUaTh
MOBEPXHOCTHO PACHPOCTPAHSIOIIYIOCS MEJIAaHOMY, HOAYJIIPHYK) MEJIaHOMY, MEJAHOMY THIIa
3JI0KAYE€CTBEHHOIO JIEHTUIO, aKPAJbHYI) JIEHTUTMHO3HYK) MEJAaHOMY, AaMeJaHOTUYECKYHO
MEJIAHOMY, HEBOUJHYK) MEJIAHOMY, LIMULOUIHYI0 MENIAHOMY, A€CMOIUIACTUYECKYI0 MEIAHOMY,
WK UX KOMOWHALIUIO.

[000131] CormacHO HEKOTOpPHIM BapHaHTAM OCYILIECTBJIEHMs], KOJOPEKTAaJbHbIM pak
MO>KET BKJIFOYATh aJ€HOKAPLUHOMY.

[000132] CornmacHO HEKOTOPBIM BapUaHTaM OCYILECTBJIEHUS, PaK MOJOYHOH >KeJie3bl
MO>K€T BKJIFOYaTh HHBA3UBHYI) KAPLIUHOMY IPOTOKOB MOJIOUHOM JKEJIE3bl, METACTA3UPYIOLINUN paK
MOJIOYHOM >KeJIe3bl, BOCHMAJIUTEIBHBI pAaK MOJIOYHOHM >KeNe3bl, TPHKAbl OTPULATENbHBIA PAK
MOJIOYHOH JKeJe3bl, KApPUUHOMY MPOTOKOB 777 Sifur, Wi UX KoMOnHaLMi0. COrilacCHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHUS, paK MPEACTaBIsIET COOOH pak MOJIOUYHOW XKele3bl, CYyOBEKT MOKET

ABJIATBCA TTOJIOXKUTCIIBHBIM IO PEUETITOPY 3CTPOrCHOB, SABJIATBCA KaK OTPULATCIIbHBIM 110
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peLenTopy 3CTPOreHOB, TaK M OTPULATEIIBHBIM I10 PELETITOPY MPOreCTEPOHOB, SKCIPECCHPOBATH
HER?2 (HER2+), ne sxcnpeccuposate HER2 (HER2-), nnu nMeTh HX KOMOMHALIUIO.

[000133] CormacHO HEKOTOPHIM BapHAHTAM OCYINECTBJICHHS, CYOBEKT IPEACTABISET
coOoli uenoBeKka, TaKkOro Kak B3pochblii u miuazeHer. COriacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIIEHHS], CYOBEKT MPEACTABISsIET COOON )KMBOTHOE, TAKOE KaK MJIEKOITUTAOIIEE.

[000134] CriocoObl MOTYyT BKJIFOYAaTh BBENEHUE COEAMHEHHH COIMJIACHO HACTOSIIEMY
M300peTEeHNI0 WIIN UX (PapMaleBTUUECKH MPUEMIIEMBIX COJIEH, B KOJIMYECTBAX, KaK PACKPBITO B
HacTosmeM JokyMeHTe. CoOriacHO HEKOTOPbIM BapUaHTaM OCYINECTBJIEHUS, CIIOCOOBI
npenycMarpuBaroT BBeeHue oT npudbmusurenbHo 0,0001 mo mpubmmurensHo 1000 mr/kr
COEIMHEHUs], KaK PACKPBITO B HACTOSIIEM JOKYMEHTE, WU ero (papMaleBTHIeCKH NpUeMIIeMOi
conu. J{o3bl coennHeHusA(#), KOTOpbIe MOXKHO HCIIOJIb30BaTh, MOKHO OIPENENsATh OCPEACTBOM
CpaBHEHMsI MX aKTUBHOCTH i1 VilrO U aKTUBHOCTH i1 ViVO B UX MOJEISIX Ha KUBOTHBIX. CIOoCOObI
SKTPANOJSLUHN 103, 3Q(PEeKTUBHBIX Y I'PBI3YHOB, CBUHEH M APYIHX >KUBOTHBIX, IUISI YeJIOBEKA
U3BECTHBI B JaHHOMW obnacty, Harpumep, cM. [Tarent CIIA Ne 4938949,

[000135] CornmacHO HEKOTOPBIM BapHaHTAM OCYINECTBIEHHUS, COEAMHEHUS WM UX
(apmarieBTHYECKH NTpUEMIIEMbIE COJIM, WM (papMalleBTUYeCKHe KOMIO3HMLIUH, KaK PAacKpPBITO B
HACTOSIIEM JOKYMEHTE, MOKHO BBOJAUTb IOCPEACTBOM IMEPOPAJbHOrO BBEACHHUS WU
BHYTPUBEHHOrO BBeaeHUs. Kak mpaBuio, OJHAKO, MPHUrOAHAs 1034 YacTO MOJKET JieKaTh B
auanaszoHe ot npudmsuteabHo 0,0001 mr/kr no mpubnusurensHo 1000 MI/kr, Hampumep, OT
npubmm3uTenbHo 0,001 Mr/kr no nmpubausutensHo 10,0 mr/kr. HanpuMep, mpuroaHas 103a MOKET
JiekaTh B auamnasone ot npudausuteibHo 0,001 mMr/kr no npuOau3uTebHO 5,0 MI/KT Macchl Tena
B CYTKH, Harmpumep, ot npudbmusutensHo 0,01 mr/kr no npubmmusurenbHo 1,0 MI/Kr Maccel Tena
peuunuenTa B CyTkH, oT npuonusutenbHo 0,01 mMr/kr 1o mpubnmsurensHo 3,0 MI/KT Macchl Tena
pEeLUITHeHTa B CYyTKH, OT npubimsuTensHo 0,1 mMr/kr o mpubmusutensHo 5,0 MI/Kr Macchl Tesa
peunnuenTa B CyTku, npubdausuteabHo 0,2 mr/kr - 4,0 MI/KT Macchl TeJia PELUIMEeHTa B CYTKH.
CoenuHeHne MOXXHO BBOIUTH B €IMHUYHOH JO3MPOBAHHOW (hopMe; Hampumep, copeprkamen 1-
100 mr, 10-100 mr uau 5-50 Mr akTHBHOTO HHTPEIUEHTA HA UHUYHYIO JTO3UPOBAHHYIO (hOPMY.

[000136] XKenaTenbHyrO H03y MOKHO yIOOHBIM 00Opa30oM MPEACTABISTh B OJHOKPATHOM
no3e uii B (popme IpoOHBIX 103, BBOAUMBIX C COOTBETCTBYIOIUMI WHTEPBAJIAMH, HAIIPUMED, B
dbopMe OBYX, Tpex, deTbipex win Ooyiee yacteir 103 B cyTKU. COOCTBEHHO 4YacTh JIO3bI MOKHO
IETUTh JOMOJIHUTENbHO, HAalpUMep, Ha HECKOJbKO IHUCKPETHBIX BBEACHHUH CO CBOOOIHBIMHU
UHTEPBAJIAML.

[000137] TToaxonsimue MO3bI, TMOIJIEKAIINE BBEIESHUIO i1 ViVO, U KOHKPETHBIN CIOCco0
BBEICHUSI MOJKET MEHSTHCS, B 3aBUCHUMOCTH OT BO3PACTa, MACCHI, TSHDKECTH MOPAKEHHsI M BHIA

MIJICKOIMUTAOLIECTO, MOABEPracMoOro JICUCHUIO, KOHKPETHBIX HCIIOJIB3YyEMbIX COeI[I/IHeHPIfI, u
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KOHKPETHOTO MpPUMEHEHHUsl, sl KOTOPOro HCHOJB3YIOT 3TH coeAauHeHus. OrmnpeneneHue
3¢ eKTUBHBIX YPOBHEN 103 U JOCTIDKEHUS JKENATEIbHOTO Pe3yJIbTaTa MOXKHO OCYILIECTBIISTh
NOCPEJICTBOM M3BECTHBIX CIIOCOOOB, HANpUMeEpP, KIMHUYECKHUX HCCIENOBAHUH U YEJIOBEKa,
UCCIIENIOBAHMH i1 Vivo W UCCenoBaHuil in vitro. Hanpumep, 3 pexTuBHBIE T03bI COETUHEHUH,
PACKPBITBIX B HACTOSIIIEM IOKYMEHTE, WM UX (papMalleBTUYECKH MPUEMIIEMBIX COJIEH, MOXHO
ONPENEIATh OCPEACTBOM CPaBHEHUS UX AKTUBHOCTH /71 ViII'O, U AKTUBHOCTU [ VIVO B MOZENSIX Ha
JKMBOTHBIX. Takoe cpaBHEHHE MOKHO OCYIIECTBIIATH IOCPEACTBOM CPaBHEHHUS C pa3pabOTaHHBIM
JIeKapCTBEHHBIM CPEACTBOM.

[000138] YpoBeHb U MHTEpPBaN AO3UPOBAHUS MOXKHO KOPPEKTUPOBATH UHAUBUIYAIBHO
st oOecrieueHNs ypOBHEH B T1a3Me aKTHBHOMN IPYIIIBL, KOTOPbIE SIBJISIOTCS JOCTATOUHBIMU JJIsI
nojAepKaHusl MOAYJIUPYOMUX 3G(GEeKTOB WM MUHUMAIbHOW 3()(EeKTUBHON KOHIIEHTPALUH
(MEC). MEC Oyner MeHATbCS ANl KaXIOTO COCAMHEHHs, HO MOXET ObITb OmpezaeseHa Mo
IaHHBIM i1 Vivo wu/vunu in vitro. J1o3bl, HeoOxoaumble 1uist noctwkenuss MEC, OynyT 3aBuceTh OT
VHIVBHUIYaJIbHBIX XapakTepuUCTHK H crocoda BBemeHus:. Opnako, aHammssl FIPLC wnnm
OnoaHamM3bl MOXKHO HCIIONB30BATh IJISI ONpENeNieHHss KOHLEHTpaLuid B Iuia3Me. MHTepBabl
NO3UPOBAHUSI Tak)K€ MOXKHO OmnpeaesisaiTh ¢ ucnosb3oBanueM 3HaueHus MEC. Kommnozuumu
cleyeT BBOAUTD C UCMOIb30BAHUEM PEKUMA, KOTOPBIA MOAAEPKUBAECT YPOBHU B ILIA3ME BbILIE
MEC Ha mnporspkerun 10-90% Bpemenw, npenmoutrutenpHo, Mexay 30-90% u Hambonee
npeanodTuTeNbHo, Mexay 50-90%. B ciaydae MecTHOro BBeNeHHMs] WM H30MPAaTEIbHOTO
noryowmenusi, 3p(EeKTUBHAsT MECTHAsh KOHLEHTPALHUsl JIEKAPCTBEHHOTO CpPEACTBA MOXKET He
SIBJIIETCS] CBSI3aHHOM C KOHLIGHTpaLuel B I1a3Me.

[000139] Kommo3uuuu, pacKpbiTble B HACTOSIIEM JTOKYMEHTE, MOXHO BBOJWUTbH C
JOTMOJHATEIBHBIMA KOMIIO3HLIUSIMH JIJIs TPOAJIEHUS] CTAOMIBHOCTH, JOCTABKU W/MJIH aKTUBHOCTH
KOMITO3ULIMH, WM B KOMOWHALIMU C JOTOJHUTEIbHBIMHU JIEKAPCTBEHHBIMH CPEICTBAMU, MU
NpPeNOCTaBIATh A0 WM T1I0CJ€ BBEACHUs JOMOJHUTEIbHBIX JIEKAPCTBEHHBIX CpPEICTB.
KomOuHMpOBaHHAst Tepanusi BKIIIOYAET BBEIEHHE OAHOTO (papMaleBTHYECKOTO JO3HMPOBAHHOTO
COCTaBa, COAEPIKAIIETr0 OAHO WM OOJiee COeAMHEHUH, PACKPBITHIX B HACTOSIIEM JIOKYMEHTE, U
OJTHO WJIN O0Jiee OTIOJHUTEIBHBIX JIEKAPCTBEHHBIX CPEICTB, TAK XKE KaK BBEICHHE COETMHEHUH 1
KaXXJIOTO JOTMOJHUTEIBPHOTO JIEKAPCTBEHHOIO CPEACTBA, B €ro COOCTBEHHOM OTAEIHHOM
(apMarieBTHUECKOM JO3MPOBAHHOM cocTaBe. Hampumep, cOenuHEHHs, KaK pacKpbITO B
HACTOSIIEM JIOKYMEHTE, MOXKHO BBOIUTb CYOBEKTY C JOMOJHHUTEIBHBIM IPOTHBOPAKOBBIM

JICKAPCTBCHHBIM CPEACTBOM, KaK PACKPBITO B HACTOAIIEM JOKYMEHTE.

7. Ilpumepbi
IIpumep 1
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XuMHYECKHH CHHTE3

[000140] PLE. PLE nony4yainu CHHTETUYECKH, B COOTBETCTBUHU CO CXE€MOH | HIKe:
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Cxema 1
[000141] Dnasazaunpt. OnaBarnuHbl SBISAIUCH KOMMeEpUecku noctymabiMu. FLVI u

FLV3 3akymmener u3 Haoyuan Chemexpress Co. (Shanghai, China). FLVI u FLV3

AJBbTCPHATHUBHO MMOJy4daJIu CUHTETHUYCCKU, B COOTBETCTBHUU CO CXEMOI1 2 HIDKE:
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p | N 1

1, ome PPhs, DMEAD, ronyon

NaNs, DMF, 50 °C ~
. Nﬁm«vﬂ @

PPha, THF/H,0

o
FLV-3
Bxox SM Macmira6 Mpoaykr  |[YcaoBusi Bo1x01 [Kommemapml
1 13 0,317 r FLV3 50°C, 10 uac 0,235 1 (78%) CooreerctByet 'H SIMP.
2 11 0,170 r 12 0°C - 1t, O/N -- Peaxuus B mpouecce.

Cxema 2
[000142] Koncmpykyuu PLE-pnasaziun. CLR 1852 (coenunenue (9)) u CLR 1865

(coemunenwe (8)) mosy4aau CHHTETHYECKH, B COOTBETCTBUH CO CXEMOH 3 HIKE:
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Cxema 3
[000143] Cunte3 CLR 1899. CLR 1899 cuHTE3UpOBaNN B COOTBETCTBUH CO CXEMOH 4.

Crpykrypsl noaTBep:xaanu no faHaeiM AMP u MS.
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Cxema 4

IIpumep 2

IIpucyrcrBue JMNMAHBIX PadTOB HA KJIETKAX ONMYX0JeH

[000144] Bonee 100 nuHMIA KIETOK OKpAIIMBAIH C HMCIIOJNB30BAaHHEM CyObeqUHHLIBI B
XOJIEPHOTO TOKCHHA, (pukcupoBaiu 4% (HopManbaeruioM, U OKPALIMBAIN C HCIOIb30BAHUEM
¢mnmununa I B Teuenue 30 munyT. Kak mokaszano Ha ¢ur. 1A-dur. 1D, oyt 11 Kaxa0ro Tuna
OINyXOJI, KOTOPBIH TECTUPOBAIM, TOKA3aHA BBICOKAs KOHLEHTPALWs JHUIMHAHBIX padToB B
MeMOpaHe kieTok (Oonee 100 muHMIA KIIETOK, CBEKHE 0Opas3ipl OT MAaIMEeHTOB U T.1.). Kak
nokazaHo Ha ¢wr. 1E, xknetku A549 cOBMeCTHO KyJbTHBHPOBAIU C KJI€TKAMHU HOPMAaJIbHBIMU
¢dubpobnacTamu B TeueHHe 48 4aCOB U 3aTeM OKPAIIUBAIU C UCTIOIb30BaHUEM CyObenrHUIIBI B
XOJIEPHOTO TOKCHHA, (pukcupoBanu 4% (GopManbIeruioM, U OKPALIMBAIN C HCIIOIb30BAHUEM
¢wmmnunaa 11 B Teuenne 30 MUHYT. DTH pe3ysbTaThl OKA3aJH, YTO KIETKH OMyXOJeH NMEIOT
Oosee BBICOKYIO KOHIIEHTPALIMIO JIMITUAHBIX padTOB, YeM HOPMAJIbHBIE KIIETKH.

IIpumep 3

N36uparennHoe norJomenue PDC B kiaeTkax onmyxoJei

[000145] Hopmanbhbie ¢udpodnactel u kietku omyxoseir Caki-2 (CBETJIOKJIETOUYHOTO

MOYCYHOKIICTOYHOI'O pakKa LIe.]'IOBeKa) pacceBaii 1 COBMECCTHO KYJbTUBUPOBAJIN B TCUCHUEC HOYU
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(¢ur. 1F). 3atem knetkn nakyouposamu ¢ S MxM CLR 1501 (coenunenuem (1)) B Teuenne 24
gacoB npu 37°C B monHbIX cpenax. Ha crnenyrommue CyTKH KJIETKH NMPOMBIBAIM U COBMECTHO
OKpAILIUBAJIH C HUCTIONb30BaHueM kpacurens miis simep (Hoescht 33342). CLR 1501 Bo30y>xnanu u
3aTeM JEeTEeKTUPOBAIU ¢ ucnoibp3oBanueM ¢unbrpa it Alexa-Fluor 488. CLR 1501 siBnsinocs B
BBICOKOW CTENEeHHM JIOKAIM30BaHHbIM B KieTkax Caki-2 1 MUHUMAIIBHO - B KJIETKAX HOPMaJIbHBIX
¢ubpobnacrax.

IIpumep 4

Paspymenue nunuaHeix padgpToB ymeHbmaJjio norjaomenue PDC

[000146] Knetkun AS549 pacceBanu Ha HOYb B OTHeNbHbIE JyHKU. Ha cnenyromue cyTku
kjetku oo He obpabarbiBanu (Ppur. 1G), mubo oOpadaTbiBaiii METHI b-LHUKIOAEKCTPHHOM
(¢ur. 1H), xOTOpBIN, KaK MOKa3aHO, M30MPATENbHO pa3pyLIaeT JUMUAHbIE padThl. 3aTeM Bce
KJIETKH MHKYOupoBaimu B TeueHue 24 gyacos ¢ 5 MkM CLR 1501 (coenunenuem (1)). Paspymenue
GonpIIMHCTBA TUMUAHBIX padToB B KieTkax AS549 npuBoamio k 60% yMEHBIIEHHIO OTJIOLIEHHS]
CLR 1501 (¢ur. 1H), no cpaBHeHuto ¢ HeobpadboTaHHbIMU KiteTKamH (ur. 1G).

IIpumep S

PDC MurpupyoT K 3HAOIIAZBMATHYECKOMY PEeTHKYJIYMY

[000147] KneTku aneHOKapLIUHOMBI MTPEACTATENbHOM kele3bl uesoBeka (PC3) paccepanu
Ha HO4b B MukporaHmer VI (Ibidi, Verona, WI) u 3atem unkyouposanu ¢ 5 mxM CLR 1501
(coenunenuieM (1)) B Teuenue 24 yacoB npu 37°C B mosHbIX cpenax. [Tocie MpOMBIBKH, KJIETKH
COBMECTHO OKpAIIMBAJIH C HCMonb3oBaHHeM ER-tracker® mo mpoTOKOiy M BU3YATU3MPOBAIH C
UCIIONIB30BaHUEM KOH(oOKampHOro onrudeckoro mukpockoma Nikon AIR. CLR 1501 u ER
BO30YKHAIM M JETEKTUPOBaM ¢ wucnonb3oBanueMm Alexa-Fluor 488 ¢ wucnonp3oBaHueM
cranapTHbIX GuIbTpoB Wist uyopecuernHa. CLR 1501 siBisiioch COBMECTHO JIOKAJIU30BAHHBIM
¢ ER B 3n0kauecTBeHHbIX ((pur. 11-¢ur. 1K), HO He B HOpMAIBHBIX KJIETKaX (HE MOKAa3aHO).

IIpumep 6

PDC mMurpupymoT K 3HAOIIA3MATHYECKOMY PETHKYJIYMY

[000148] JIunuu knerok PC3 (ameHOKapUMHOMBI MPEACTATEIHHON JKeIe3bl YeJIOBEKa,
crernieHu [V) kynbTuBupoBanu B TedeHne Houn Ha mukpocnaiine VI (Ibidi, Verona, WI). Ha
cleayroImue CyTkH, kieTkn nakyouposamu ¢ S MmxM CLR 1501 (coenunenuem (1)) B Teuenue 24
yacoB npu 37°C B noJdHbIX cpenax. Ha cnenyromue CyTKH, MOCe MPOMBIBKH C UCIIOJIb30BAHHEM
PBS, kneTku COBMECTHO OKpaLIUBAIIK C UCTIONb3oBaHueM Kpacutens 11t sigep (Hoechst 33342) u
mapkepa mutoxoHapuii (Mitotracker®) (Invitrogen, Carlsbad, CA). Knerku nHabmonmamm ¢
UCTIONB30BaHUEM KoH(pokampHOro wmmkpockorna Nikon AIR. CLR 1501 Bo3Oyxnamm u
JETEKTUPOBAIIN C UCTIONb30BaHUeM ¢rubTpa st Alexa-Fluor 488, B To Bpemst kak KpacuTesb st

sAep M KPaCHUTENb JJIsI MUTOXOHAPUN BO30YKIAIHM U IETEKTHPOBAJIN C UCTIONIb30BAaHUEM QUIIBTPa
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s DAPI u ¢unetpa nnms Texacckoro-kpacHoro, coorserctBeHHO. CLR 1501 sBnsmoce
COBMECTHO JIOKAJTM30BaHHBIM ¢ MUTOXOHAPUsMU (pur. 1L-¢pur. 1N).

IIpumep 7

PDC o0ecneunBarOT HALIEJIEHHYIO 10CTABKY in Vivo

[000149] Hecymux xomopekrtaipHyto omyxojb (HCT-116) mbrmeii nude moxsepraiu
uabekuuu 1 mr CLR 1502 (coenuuenust (2)) u BU3yaqu3supoOBaIN B CUCTEME Uil HHpaKpacHOH
Busyanuzanuu Pearl. Paznuunstii et otpaxaer uarencuBHocTh CLR 1502 ¢ TeueHnem BpemMeHu.
ITpubnusurensbHO yepes 5,5 4acoB MOCIE UHBEKIMH, AJIS OMYXOJIH BCE €Ile MOKa3bIBAIN KPaCHOE
okpamuBaHue (oTpaxaroiee Hausbicuiee pacnpeneneHue CLR 1502) (¢ur. 2). B npenenax 24
4acoB, NMojy4ainu MakcumanbHoe pacripenenerre CLR 1502. HayanbHOe HallenuBaHue OTMEYN
B nipenenax 30 MUHYT (HE MOKa3aHo).

IIpumep 8

Hurorokcuueckne PDC o0ecneunBa0T HaleJINBAHHE H MOTEHUHAJIBHO
yJy4llleHHbIH TepaneBTHYeCKHH HHAEKC

[000150] Knerku AS549 (ameHOKapLUMHOMBI JIETKOTO YEJIOBEKAa) W HOPMAaJIbHbIE
¢ubpodnactel koxku yenoeka (NHDF) pacceBanu B 96-1yHOYHBIE MUIAHIIETHI HA HOYb. Bce
KJIeTKH oOpabaThlBaJii C  HCIIOJNB30BAHMEM  YBEJIMYMBAIOLIMXCS  KOHLEHTpaUui  JiOo
POIUTENBCKOrO LUTOTOKCHYeCcKoro coenuHenuss otmeiabHo (FLV1 wmu FLV3), nu6o PDC
(POOUTENBCKOTO LMTOTOKCHYECKOTO COENUHEHMs, KOHBIOTUpOBaHHOro ¢ rpymmoii PLE ¢
ucnonb3oBaHueM pacuieruisiemoro yuHkepa, CLR 1865 (coemmuenust (8)) mmm CLR 1852
(coenunenust (9))). [y pOOUTENBCKOTO IIUTOTOKCHYECKOTO COEIUHEHHST TTOKa3aHa MOYTH paBHAs
aKTUBHOCTH JUIs1 KiieTok AS549, kak u nns kinerok NHDF. Onnako, nis monekyn PDC mokazaHa
U30MpaTeNbHOCTD s KiIeTOK AS549 (dwur. 3). st monekyn PDC noutu He mokasaHo ¢ dekra Ha
xietku NHDF 1o HauBpICIIMX KOHLEHTpalMil M MOKAa3aHa AKTHUBHOCTb, IOYTH CXOJHAas C
POOUTENBCKON MOJEKYJoN, B kieTkax AS549. Pasnuuue Mexay LIUTOTOKCUYHOCTBIO MOJIEKYJIbI
PDC nnst xnerok omyxosed W AJii HOPMaJIbHBIX KJIETOK MOXKET yKa3blBaTh Ha MOTEHLUAN AJis
yJIy4lIEeHUs] TepareBTUIECKOro HHAEKCA POAUTEIbCKUX MOJIEKYJI.

IIpumep 9

Huroroxcuueckue PDC oGecneunBaoT HALGIUBAHH E

[000151] OnenmBamm mnornomenne CLR 1852 (coemunenust (9)) B kmerkax A375
(menanomsl yenoseka) 1 HEK293 (smOpuoHanpHON mouku yenoseka). Kierku nHKyOupoBaiu ¢
CLR 1852 (coennnenuem (9)) B Teuenue 24 yacos. [Toka3zaHo, 4TO KJIETKHU OMyXOJIeH UMENH Tae-
TO OT 6 10 28-kpaTHoe yBenuueHue yposHeil PDC, no cpaBHEHUIO ¢ HOpMalbHBIMU KJIETKaMH, B

npenenax 24 dacos obpadbotku (¢ur. 4).



46

[000152] PesynbraTel U3 mpumepoB 2-9 mMokKaszayid, 4TO MOJIEKYJbl (PochomunumaHoro
sdupa HALENUBAIOTCS HAa KJIETKH omyxoyied depe3 ymnumHbie padTer. Jns PDC mokaszaHo
3HAUUTENbHOE TMOIVIOIIEHNHE B KJIETKAaX OINyXOJiel, IO CPAaBHEHUIO C HOPMAaJIbHBIMU KJIETKaMHU,
naxxe B coBMecTHOM KynbType. Ilocne Bxoma B kierku omyxoseld, PDC murpuposanu k
MUTOXOHJPUSIM U 3HJOIUIa3MAaTUYECKOMY peTukynymy. /n vivo, PDC kak HauenuBaiuch Ha
OIyXOJIb, TAK U OBICTPO HAKAIUIMBAJINCHh BHYTpU Hee. Llurotokcuueckue PDC obecneunsanu
YIAYYIIEHHOE HalleIMBaHUE U MOTEHLIUAI IS YIIy4IIeHHOH 0€30macHOCTH.

IIpumep 10

Kaerounoe norsomenune PLE

[000153] Pasnuunble JIMHUM KJIETOK paka MOABEPraid BO3AEHUCTBUIO i1 VIIFO W in VIVO
dayopecuentno meuenHoro PLE (CLR 1501, coemunenus (1)). Ilornomenue kieTkamu
OMyXOJiel U3MEPsUIU HepephIBHO B TeueHue 24 yacoB. PesynpraTel nokasansl B TABJIUIE 1 u
Ha ¢ur. S, ¢ur. 6 u ¢ur. 7. Coenunenne PLE sBisnock ciennpuyueckum Ui KIETOK OMyXOoJiel
U paka.

[000154] DnyopecuentHo meuenHoe PLE (CLR 1501, coenunenue (1)) BBOgMIM B

no0poKavecTBeHHbIe TKaHU, U nornouieHus He Habmonanu (TABJIULA 2).
TABJIUIIA 1. Kierounoe norjiomenue PLE in vitro.

Moaesan OmyxoJm Buyx Kareropus Mornomenue,
B OIYXOJIH

[MpencTaremproit sxenespr, PC-3 Mprmps SCID AICHOKApIITHOMA Ja

2 Ulerkoro, A-549 (NSCLC) Mz SCID ATCHOKApLMHOMA a

3 Ulerxoro, NCI H-69 Mprms SCID ATCHOKApLIMHOMA Jla
(OBCSIHOKJICTOYHAS)

4 IHammoueunuka, H-295 Mpeus SCID ATCHOKApLIMHOMA Jla

5 IHammoueunuka, RL-251 Mpermus SCID AICHOKApIITHOMA Ja

6 ToncToro xumeyHuka, 51 Mz SCID KonopekranpHag aneHokapiuHoma  |[da

7 Toncroro xumeunnka, LS180  Mymms SCID KonopekranpHag aneHokapruHoma  |[da

tJ Toncroro xumeunnka, DLDI Merms SCID KonopekranpHas aneHokapruHoMa  |da

9 Toncroro xumeunnka, HT-29  Mymms SCID KonopekranpHag aneHokapiuHoMa  |[da

10 [Toncroro xumeunuka, LS-180 [Mpims Nude A ICHOKAPIITHOMA Jla

11 [Menanoma, A-375 Mprims Nude A ICHOKApIITHOMA Ja

12 [wunrwka, HTB-77 Mprims Nude A ICHOKApIITHOMA Ja

13 [[Momkeny TOYHOM KCIIC3BL, Mprms Nude A ICHOKApIITHOMA Ja
BXPC3

14 [[TomxenyTOYHOM JKCIIC3BL, Mprms Nude A ICHOKApIITHOMA Ja
Capan-1

15  [[Toucunoxnerounas, Caki-2 Mprims Nude A ICHOKApIITHOMA Ja

(opToTOmUUECKAst)
16  [[Toucunoxmerounas, ACHN Mprims Nude A ICHOKApIITHOMA Ja
(opToTOmUUECKast)

17 |SCC1 Merms Nude MI0CKOKICTOYHAS KAPIIHHOMA Jla

18 |SCCo6 Merms Nude A ICHOKApIITHOMA Jla

19 [[IpencrareabHON KEIE3bI, MpIb A ICHOKApIITHOMA Jla
ILnCap
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20 [[IpencrareabHON KEIE3bI, MpIb A ICHOKApIITHOMA Jla
LuCap
21  [Momousnoii sxenessr, MCF-7 Kpsica A ICHOKApIITHOMA Jla
22  [MonouHoii sxene3sl, 4T1 (DHIOTCHHAS MBIIIH A ICHOKApIITHOMA Jla
(OpTOoTOmUUECKAs)
23 [[IpencrareabHON KEIE3bI, Kpsica A ICHOKApIITHOMA [a
MatLyLu
24 |Walker-256 Kpsica KapuuHocapkoma a
25 [TRAMP, npeacrarensHON (DHIOTCHHAS MBIIIH A ICHOKApIITHOMA Jla
bKEIIC3BI
26 [Toncroro xumeunnka, CT-26  Mpims SCID A ICHOKApIITHOMA Jla
27  [Min, KumeTHHKA MBIIITH (DHIOTCHHAS MBIIIH A ICHOKApIITHOMA Jla
28 [Menanoma MBbI111b A ICHOKApIITHOMA a
29  [Monounoii xenessr, SCC ApcMiv* MpIIS [MI0CKOKIETOYHAA KAPIHHOMA Tla
30 |[Mosounoii sxkene3sr, AC ApcMiv* MprIb AeHOKApLIMHOMA Ila
31 [[leueHOUHOKIETOUHAS (DHIOTCHHAS MBI ACHOKAapIITHOMA a
KapIIHHOMA
32 |I'muoma L9 Kpgica, " moma a
[KCCHOTPAHCIIAHTAT
33 [[moma C6 Kpgica, " moma Jla
[KCCHOTPAHCIIAHTAT
34 [[moma CNS1 Kpgica, " moma Jla
[KCEHOTPAHCIIAHTAT
35 [[moma RG2 Kpgica, Cmoma Jla
[KCEHOTPAHCILIAHTAT
36 |PerunoOmacToma (DHIOTCHHAS MBIIIH lbaacToma Jla
37  [[omkenyXO4HOH KeJIe3bl, C-MyC [JHIOTCHHAS MBIIIb ANEeHOKapIITHOMA a
38 [[MomxkenymouHO# »ene3sl Kras [JHmOTCHHAS MBIIIb ANEeHOKapIITHOMA la
39 |[Mlefixu MaTKu (DHIOTCHHAS MBIIIb AICHOKApLWHOMA a
40  |Capkoma (Meth-A) Mprms Nude dubdpocapkoma la
41  [[Mumesoma (DHIOTCHHAS MBIIIb ATCHOKApLIMHOMA a
Taoaunna 2
Hornomenne CLR1404 B 100pokayecTBeHHBIX TKAHSX.
Moness omyxoJm By Kareropust IMor/iomenue
B OIYXO0JTH
1 [KymreyHsIi oI (OHIOTCHHAS MBI AncHOMA Het
(m0OPOKAYCCTBCHHAS)
2 AJTbBCOIIPHAS TUNICPILIA3US (OHIOTCHHAS MBIIIIb [Mumepmmasus Het
MOJIOYHOI JKEJIC3BI (m0OpPOKAYCCTBCHHAS)

IIpumep 11

AKTHBHOCTb KOHbIOTaTOB PLE-dQuaBarauH B kj1eTkax paka

[000155] Konwtorarsl PLE-¢pnaBarmma CLR 1852 (coemunenmst (9)) u CLR 1865

(coenunenwst (8)) BBOIWIIU B TUHUU KJIETOK A375 (3710Ka4e€CTBEHHOUM MEeNTAaHOMBI YesioBeka), AS549

(anenokapunHomsl Jerkoro dyenoseka), HCT 116 (paka ToncToro kumedHnka yenoseka) 1 NHDF
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(HopMmanbHBbIX (pubOpobnacToB koku yenoBeka). PaccuuteiBanu ICso. Pe3ynbpTaThl MOKa3aHbI B
TABJIMIIE 3.
TABJIMIA 3. ICso (MxM/MJ1) B pa3JIHYHBIX JHHHSX KJIETOK paKa.

Coennenne A375 IAS549 HCT 116 NHDF TepaneBTH4IeCKHii
maaexc (TD

FLV3 0,015 0,09 0,009 ,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)

[000156] L{uTroTokcuunocTs CLR 1852 ompenensinu cpenu pa3auyHbIX KOHLIEHTPALIUH.
Kax nokazano Ha ¢mur. 8, 11 CLR 1852 nokasaHa ymepeHHas IOTepsl akTUBHOCTH, IO CPABHEHUIO
¢ FLV3 otaenpHO, BO3MOKHO, U3-32 HETIOJTHOTO BHICBOOOKIECHUSI.

[000157] ITpoBepsinu cradunbHOCcTh CLR 1865 (coenuuenus (8)), CLR 1852 (coennnenus
(9)) u FLV3 B ma3me, ¢ ucnonp3oBaHueM NpornanTenuHa B kadectse koHTpossi (TABJIMLIA 4).
HeGomnpioe KoMWYECTBO MOJIEKYJIbI TMOABEPrajid BO3ACHCTBHIO IUIa3Mbl, M 3aTeM IUIa3My
ananmusupoBanu nocpeacrsoM HPLC wnu MS nmnst ompenenenust Toro, Oblia Jid MOJIEKyJia
nerpaauposana. Jyns CLR 1865 u CLR 1852 nmoka3aHa mpeBOCXOHasi CTAOMIBHOCTD B IJIa3Me.
CLR 1852 mpeBocxonuno no aktuBHoctd CLR 1865 B mmasme mbimu. CLR 1865 sBisnock
CTaOMJIBHBIM B IJIa3ME MBIIIH TOJBKO B TeueHue 3,3 dyacoB. CLR 1852 siBisiioch cTaOHIBHBIM B
IUIa3Me B TEYEHUE IO MEHbLIEN Mepe 7 4acoB.

TABJINIA 4. CTabuIbHOCTD B ILIa3Me.

Coemrnenune Bpemsi moJTy’Ku3HH Y YesioBexa (Mun)  |Bpemsi moJIyKH3HI Y MBIITH (MHH)
CLR 1852 >400 400

CLR 1865 >400 199

[MponanTe H 54 85

[000158] Tepanesruueckuii uuaexc (TI) CLR 1865 u CLR 1852 nmpoBepsuiu y Mbliieit
(TABJINIIA 5). B Tabamue S nepedncieHbl 103bl, BBOAUMbIE MbIIIAM, U KaK MHOTO MbIIIEH
SIBJISUTUCH YKMBBIMU TOCJIE JIeueHus («3/3» TOKa3bIBaeT, YTO 3 U3 3 MBILIEH SIBJISTHCH KUBbIM). Kak
st CLR 1852, tak u qoist CLR 1865, moka3zaHO MpeBOCXOIHOE YJIYYIIEHHE EPEHOCUMOCTH, 10
cpasHenuto ¢ FLV3 ornenpuo. st CLR 1852 He mocTurim MakCUMajabHO MEPEHOCUMON T03bI
(MTD), BO3MOXXHO, U3-3a TOTO, YTO €r0 PACTBOPUMOCTDH OrpaHHYHBANIA OOJIBIIEE TO3UPOBAHHE.
MTD pna CLR 1865 cocraBmsima mexny S u 10 mr/kr. TepaneBTHUECKUH HMHOEKC il Vivo
coctasJsil o Menblueit mepe 25 nus CLR 1852 u 12,5 anst CLR 1865.

TABJINLIA 5. TepaneBTH4YeCKHIT HHACKC iR VIVO.

Tlo3a (Mr/kr) FLV3 CLR 1852 CLR 1865
0.1 3/3 3/3 373
025 3/3 3/3 373
0,5 LD 3/3 373
1,0 a 3/3 373
50 a 3/3 373
10,0 a 3/3 2/3

[000159] IIposepsuin s3pdexruBrocts CLR 1852 B knetkax HCT 116 (paka Toacroro

kumeyHnka yenoseka). CLR 1852 seogwnu B knerknt HCT 116 B Tpex no3ax 1 mr/mr kaxknaast. [To
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cpaBHeHH©0 ¢ HocureneM, CLR 1852 ymeHpmano oOBeM ONyxoJdH, HAuWHAs dYepes
npubmusutensHo 27 cyrok (¢pur. 9). Ilo cpaBrenuro ¢ Hocutenem, CLR 1582 BbBbIBaNO
YMEPEHHYIO TMOTEePI0 MAcCChl, MPEATIONOKUTENbHO, u3-3a TokcumuHoct (¢ur. 10). CLR 1582
o0ecreyrnBalo 1O MEHbLIEH Mepe MEeCTUKPATHOE YBEIHUEHHE TEPEHOCUMOCTH, N0 CPABHEHUIO C
FLV3 ornenbHO (naHHBIE HE MIPEACTABIICHBI).

[000160] CLR 1852 u FLV3 otnenpHo BBOAMIM B KieTku A375 u A549. Yposau FLV3 B
JU3aTe KJIETOK U cpeaax ajisi pocta u3mepsiiu ¢ ucnonb3osanneM LC/MS. Kak nmoka3zano Ha ¢ur.
11, BbicOokue ypoBHU FLV3 npucyrcTBoBanu B 1U3aTe KIETOK Yepe3 24 yaca. Y MEpeHHbIE YPOBHU
FLV3 mpucyrcrsoBanu B cpeaax Ajsi pocTa dyepes 24 daca. YpOBHHU BHYTpUKIETOYHOro FLV3,
MO-BUAMMOMY, BBIXOJWJIN HA IUIATO Yepe3 24 yaca, B TO BpeMsl Kak BHEKJIETOUHbIE ypoBHU FLV3
NPOAOJIKAIHN YBEINUYUBATHCS.

IIpumep 12

AxtuHOocTh CLR 1899 B pakoBbIX KJIeTKax

[000161] CLR 1899 BBomunu B JUHUU KJIeTOK A375 (3710KaueCTBEHHOW MeEJaHOMBI
yenoBeka), A549 (ameHokapuuHoMBI jierkoro desnoBeka), HCT 116 (paka TOACTOro KHIIEYHUKA
yenoBeka) U NHDF (HopmanmbHbix (uOpoOmacToB koXu dYenoBeka). PesymbraThl st
LIUTOTOKCHUYHOCTH i1 Vifro noka3zanbl B TABJIUIIE 6.

TABJIATIA 6.

CLR1899 A375 A549 HCT116 | MCF7 NHDF

KoHu. mpu moj10BHHE MaKCUMATBHOU

0,205 0,656 0,545 1,051 0,186
AKTUBHOCTH (MKM)

MunnmansHeIH % KU3HECTIOCOOHOCTH 0,671 7,101 13,331 30,253 41,728

[000162] [dnst ompenenenust Toro, simsiercs nu CLR 1899 mepeHocumbiM in vivo,
COeIMHEHUE BBOAMJIM BHYTPHBEHHO 3710pOBbIM Mbiiam CS7BL/6 npu ypoBHsX 103kl 0,5 MI/KT,
1,0 mr/kr wim 2,0 mr/kr, u Habmonaau u3MeHeHust macchl Tena (®ur. 12). lns CLR 1899 He
MOKAa3aHO TOKCHYHOCTA WJIM HEOJNarOonmpusiITHBIX COOBITUH BO BpeMsl TOBTOPSIFOIIETOCS
JO3UPOBAHUS, KAK U3MEPEHO MOCPEACTBOM H3MeHeHH Macchl. I dexTuBHoCcTh i1 vivo CLR 1899
uccinenoBain B Monenu KceHorpancrutantata MCF-7 (¢mr. 13, 10 mpinmeid Ha rpymmy
NO3UPOBaHUs). PerucTpupoBaiu yMeHblIeHHe 00beMa OMyXOoJid. B 3THX HCCIenOBaHUSIX, IS
CLR 1899 noka3zaHa akTHBHOCTb, SKBUBaJICHTHAsI aKTUBHOCTH JOI€TaKCcea, A5l OCTAHOBKHU WITH
3aMEIUJICHHs POCTA OMYXOJIH.

3k
[000163] ITpuBeneHHOE BBILIE OMUCAHUE KOHKPETHBIX aCTIEKTOB OyIeT HACTOJBKO MOJTHO

BBIIBJISITH OOIIUIT XapakTep M300pETEHHs], YTO IPYrue CIEeLHANINCThl B TaHHOW O0JaCTH MOTYT,
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NOCPEICTBOM HCIIOJIb30BAHMS 3HAHUH B pPaMKaxX KOMIIETEHLIMHM B JaHHOW 0OJacTH, JIerKo
MoAU(GUIMPOBATh WHIM adanTUPOBATh ISl PA3JIMYHBIX NPUMEHEHWH TaKHe KOHKPETHBIE
acTeKTOB, 0€3 HW3IHUINHEr0 >KCIEePUMEHTHPOBAHUs, 0€3 OTKIOHEHHS OT OO0INed KOHLENIHUU
Hacrosmero n3ooperenus. Takum oOpa3oM, Takue aganTaui 1 MOIU(PUKALIH ITPeIHA3HAUEHBI,
9YTOOBI HAXOIUTHCS B PaMKax 3HAUEHHs M JAMANA30HA SKBUBAJEHTOB PACKPBITHIX ACHEKTOB, HA
OCHOBaHMHU OOBSICHEHWH W PYKOBOZACTBA, MPEACTABIEHHBIX B HAacTOsIEeM JoKyMmeHTe. Crienyer
NOHUMATb, YTO (PPA3EONIOTHS MIIM TEPMUHOJIOTHS B HACTOSIIEM JOKYMEHTE NpeAHa3HaYeHa IS
LIeJTH ONMCAHUs, & He OTPAaHMYEHHs], TaK YTO TEPMUHOJIOTHIO WJIH (PPa3eoNIOTHIO U3 HACTOSINETrO
JOKYMEHTa CHELUAIUCT B JAHHOW 00JaCcTH OJDKEH WHTEPIPETHPOBATH B CBETE OOBACHEHWH U
PYKOBOJICTBA.

[000164] [TTupoTy 1 06beM HACTOSIIIETO H300PETEHNUS HE CIIEyEeT OrPaHMYNBATH HUKAKIM
U3 BBIIIECONUCAHHBIX WJUIIOCTPATUBHBIX AaCIIEKTOB, HO CJIEAYeT OIpeaessaTb TOJbKO B
COOTBETCTBHH CO CIEIYIOIUMHU IMyHKTaMH (HopMyIibl HU300pEeTeHHsI H X SKBHUBAJICHTAMU.

[000165] ITonHOe comepskaHHe BCeX MyONMKAIMi, NATEHTOB, MATEHTHBIX 3asBOK W/WIIH
APYrUX NOKYMEHTOB, MPOLUTHUPOBAHHBIX B HACTOSIIEM JOKYMEHTE, BKIIIOUEHO IOCPEACTBOM
CCBUIKH I BCEX LIeJIeH, 10 TAaKOH JKe CTeNeHH, KaK ecIi Obl ObLIO MHANBUYAJIBHO YKA3aHO, UYTO
cozieprKaHNe KaXKI0W MHANBUAYAIbHON MyOIMKALNH, TATEHTA, TATEHTHON 3asBKU H/UJIH IPYTOro
JOKYMEHTA, BKJIIOYEHO MOCPEACTBOM CCBUIKH JJIs1 BCEX LIEJIEH.

[000166] /lnst wenu TOMHOTHI, pa3IMYHBbIE AaCMEKThl W300pEeTEeHHs] MPHUBEICHBI B
CJIEYIOLUX TPOHYMEPOBAHHBIX BAPUAHTAX OCYIIECTBJICHMUS:

[000167] BapuanT 1. Coenunenue ¢popmysl (I) win ero ¢papManeBTHUECKH TpUeMIIeMast

COJIb
M g) ;%
*Bg u g
© | s o H
H
# &\)L&/\ﬂﬁ\/& z
o o0

@,

rae Z npencrasisieT coOoi aHajor (aBarivHa.
[000168] Bapuant 2. CoenMHEHHE COMJIACHO BapwaHTy 1, BBIOpaHHOE W3 TPYIMIIbL,

COCTOSIIEN U3



51

=
Q o Q‘zﬂf?{j
& L z i
MegN wf"‘“(b’i‘"%@“z}r@ A {EL § \)'L A~ W f M/M o
AN &

; N 2
’ ! N ‘ H Z Olle
@ I‘w 2~ 7 H HO

WM ero (hapMaLeBTHYECKU IpuemMiieMasi CoJlb.

[000169] Bapuantr 3. dapmarneBTuUYeCKass KOMIIO3MIIMS, COAEpKallas COEOUHEHUE
COrjacHo JoOOMy W3 BapHaHTOB 1-2 mnM ero (apMaleBTUYECKH MPUEMIIEMYIO COJb H
(apmareBTHYECKH TIPUEMIIEMBIH HOCUTEb.

[000170] Bapuant 4. Cnoco0 jeueHuss paka y HYKAAIOIIErocss B 3TOM CyOBbeKTa,
NpenyCMaTPUBAIOLINN BBeileHHE CyObekTy 3(PQeKTHUBHOrO KOJNYECTBA COEIUHEHUS COTJIACHO
Mo0OMy U3 BapraHTOB 1-2 miu ero gpapMareBTH4eCKH MPHEMIIEMOH COJIH.

[000171] Bapuant 5. Cnoco0 HalenuBaHUs JIEKAPCTBEHHOTO CPEICTBA HA KJETKY
OIyXOJIU UJTH paka y cyObeKkTa, MpeayCMaTPUBAIOLINN BBEICHUE CYOBEKTY COSTUHEHUSI COTJIACHO
ar000My 13 BapuaHTOB 1-2 wiu ero papmManeBTHUECKU MPUEMIIEMON COJTH.

[000172] Bapuant 6. Criocob coracHo JiroOOMy M3 BapUAHTOB 4-5, rIe COeAMHEHHE HITH
ero (papMareBTHYECKH MpUeMIeMasi COJb JIOKAJIM3YETCsl B WIM MHUTPUPYET K LUTOILIA3ME MU
Oprasesuie KJI€TKH OMyXOJIU UIIH paka.

[000173] Bapuant 7. Ciocob cornacHo JiroOoMy M3 BapUAHTOB 4-6, TIe COSAMHEHHE HITH
ero (papMaleBTHUECKH MPHUEMIIEMasi COJIb SIBJISTFOTCSl M30MPATENbHBIMU IS PAKOBBIX KIIETOK Y
CyOBeKTa.

[000174] Bapuant 8. Criocob cornacHo JroOoMy U3 BapUAHTOB 4-7, rIe COSAMHEHHE KT
ero (hapMaLeBTUYECKN TpHUEMIIEMAasi COJIb BKIIFOYAETCS [0 MEHbIIEeH Mepe MPUOIM3UTEBHO B 2
paza OoJbIne B KJIETKH OMYXOJIH HJIH PaKa, YeM B 3JOPOBBIE KIJIETKH.

[000175] BapuanT 9. Cioco® cornacHo r000My U3 BapHaHTOB 4-8, i€ pak MpeacTaBiisieT
cobol MeaHOMY, paK MO3ra, PaK JIETKOTO, paK HAMOYEUHHKA, PaK MEeUYEeHH, PEHAIbHBIN paK Win
pak MOYKH, paK MOJPKENyJOUHON >KeJe3bl, pak MUIeBOJa, raCTPabHbIN pak, pak JKenlyJka, pak
TOJICTOTO KUIIEYHHUKA, KOJOPEKTalIbHbIN paK, aHaJbHBIN pak, pak MpeaCcTaTeNlbHOMN XKeNe3bl, pak

SIMYHUKA, pPaK MOJIOYHOW JKeNie3bl, paK IMIeHKH MaTKh, JuUMpOMYy, JIEHKO3, MHUEIOMY,
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reMaTOJIOTMYECKHI pak, rernaTOKapIHHOMY, PETHHOONIACTOMY, TJIMOMY, CapKomy, Ojactomy,
TUIOCKOKJIETOYHYIO KapIUHOMY, aIEHOKAPLIMHOMY WJIH HX KOMOWHAIIUIO.

[000176] Bapuant 10. Cmnocob coriacHo ar00oMy u3 BapwaHTtoB 4-9, rae pak
IpeACTaBysieT cOOON MEeTaHOMY, Pak JIETKOT0, KOJIOPEKTAIbHBIA PaK, PaK MOJIOYHOMN KeJe3bl WIN
UX KOMOWHAIHIO.

[000177] Bapuant 11. Crioco6 cornacHo qrobomy u3 BapuaHToB 4-10, roe

pax JIErKOro BKJIOUAET MEJIKOKJIETOUHBIN Pak JIETKOro, HEMEJIKOKJIETOUHBIN pak JIETKOro
WJIH UX KOMOMHAIIHUIO,

MEJIAHOMA BKJIIOUAET MOBEPXHOCTHO PAaCHpPOCTPAHSIOIIYIOCS MEJIaHOMY, HOIYJISIPHYHO
MEJIAaHOMY, MEJIAHOMY THIIA 3JI0KAY€CTBEHHOTO JIEHTUTO, AKPAJIbHYIO JICHTUTHHO3HYIO MEJTAHOMY,
aMEJaHOTUYECKYI0  MEJAaHOMY, HEBOMJHYK  MEJIaHOMy,  LIMULOUAHYIO  MEJIaHOMY,
JIECMOTIACTUYECKYIO MEIAHOMY MJIH UX KOMOMHALHUIO,

KOJIOPEKTAJIbHBIN PAaK BKJIIOYAET al€HOKAPLIUHOMY, WU

paxK MOJIOYHOM KeJie3bl BKIIKOYAET MHBA3UBHYIO KAPLIMHOMY MPOTOKOB MOJIOUHOM JKeJe3 b,
METACTa3UPYIOLIUN paKk MOJOYHON jKeJle3bl, BOCMAIUTENbHBIM PaK MOJIOYHOH JKeJe3bl, TPUKbI
OTPHLIATENIbHBIN paK MOJIOYHOH JKeJIe3bl, KAPLUHOMY TIPOTOKOB 71 Siftt U UX KOMOUHALIHIO.

[000178] BapuanT 12. Cniocob coriacHo qr000My u3 MyHKTOB 4-11, rie pak BKJIIOYaeT
PaKoBbI€ CTBOJIOBBIE KJIETKHU.

[000179] Bapuant 13. Criocob cornacHo qr00oMy 13 BapuaHTOB 4-12, rae pak BKIIKOYAET
METACTa3UPYIOLINE PAKOBBIE KIETKH

[000180] Bapuant 14. Crioco6 cornacHo qr00oMy 13 BapuaHTOB 4-13, rae pak BKIKOYAET
LUPKYJIUPYIOLINE KJIETKH ONyXOJIeH.

[000181] Bapuaut 15. Criocob cornacHo mobOomy u3 BapuaHTOB 4-14, roe cyObekT

NpeACTaBIsIeT COOOH UenoBeKa.



53

DPOPMVYJIA U3OBPETEHUA

1. Coenunenne ¢popmysl (1) wim ero papManeBTUIECKH IpUEMIIEMasi COJIb,
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2. Coenunenue 1o 1.1, BHIOpaHHOE U3 TPYMIILL, COCTOSIIIEH U3

Q

i)

N b
Mﬂj&m W“”""“Q}" é“{}(ﬁ}ﬂg}‘ 2
o]

WK ero (hapMaLeBTHYECKU puemMiieMasi CoJib.

3. @apmarieBTHUYECKast KOMITIO3ULIUS, COAEpKaIIasi COSAMHEHUE N0 JIFoOoMy 13 . 1-2 miu
ero (hapmaneBTHYECKH PUEMIIEMYIO COJIb B (PapMaLeBTUYECKH MPUEMIIEMbIH HOCUTEITb.

4. Cnioco0 JeuyeHHs paka y HYXAAOLIETOCS B 3TOM CYOBEKTa, MpenyCMaTpUBAIOLIHHA
BBeZIeHHE CyOBbekTy 3()(PeKTUBHOTO KOJUYECTBA COSMUHEHUs MO JoOoMy U3 mm. 1-2 wiu ero
(hapMaLieBTHYECKU TPUEMJIEMOU COJIH.

5. Cnoco® HauenuBaHHs JIEKAPCTBEHHOIO CPENCTBA HAa KIIETKY OIYXOJU WM paka y
CyOBeKTa, MpeayCMaTPUBAIOLINI BBeIeHHUE CyOBEKTY COeNMHEHHUS 10 JT000oMy 13 mi. 1-2 wiu ero
(hapMaLieBTHYECKU TPUEMJIEMOU COJIH.

6. Crocob mo mobomy u3 mm. 4-5, B KOTOPOM COENUHEHHE WK ero (apMaleBTHIECKH
npuemMsieMasi COJb JIOKJINU3YETCS B WJIM MUTPHPYET K LUTOIUIA3ME HJIM OpraHeiyie KJIETKH
OIyXOJIH WJIM paKa.

7. Cnocob mo mobomy u3 nm. 4-6, B KOTOPOM COENUHEHHE WM ero (apMaLeBTHUECKH

npuemiieMas COJib, ABJIAKOTCA I/136I/IpaTeJ'IbeIMI/I AJIs1 PAKOBBIX KIIETOK Yy CY6’beKTa.
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8. Criocob mo mobomMy u3 mm. 4-7, B KOTOPOM COEIUHEHHE WIH ero (apMaleBTHIECKU
npuemJieMasi COJIb BKJTFOUAETCs 10 MEHbIIeH Mepe MPHOIH3UTENIbHO B 2 pa3a Oobile B KISTKH
OIYXOJIM WM PaKa, YeM B 3I0POBBIE KJIETKH.

9. Cnocob no mrodomMy u3 mir. 4-8, B KOTOPOM pak MPECTaBisieT OO0 MeJlaHOMY, pak
MO3Ta, pakK JIETKOTO, paK HAANOYEYHUKA, PaK TMEUeHU, PEHAJIbHBbIM PaK WM PakK IMOYKH, PaK
MOKETYIOUHOM JKeNe3bl, pak IMHUINEBONA, TacTPaNbHBIA pakK, pak >KeIyAKa, PaK TOJICTOrO
KULICYHHUKA, KOJIOPEKTABHBIA PaK, aHAJIBHBIN pPaK, paK MPeACTATeIbHON JKeJIe3bl, paK STUYHHKA,
paK MOJIOYHOM JKeJIe3bl, paK MISHKN MaTKH, JTUM(POMY, JTEHKO03, MUEJIOMY, T€MaTOJIOTHUECKUHN PaK,
renaTokapiyHOMy, PpPeTHHOONACTOMY, TIJIMOMY, CapKkoMy, OJacToMy, IUIOCKOKJIETOYHYIO
KapIHOMY, aJI€HOKaPLIUHOMY WJIM UX KOMOWHAIHIO.

10. Cnioco6 o mobomy u3 . 4-9, B KOTOPOM pak MpencTaBiisieT co00i MeJaHOMY, pak
JIETKOTO, KOJIOPEKTAIbHBIN PaK, PAK MOJIOUHOM KeJIe3bl WIIM UX KOMOUHALIMIO.

11. Crioco6 o nobomy u3 mm. 4-10, B KOTOpOM

paK JIErKOro BKJII0YAET MEJIKOKJIETOUHBINA PaK JIETKOTO, HEMEJKOKJIETOYHBIA paK JIEFKOTO
WJIM UX KOMOMHAIIMIO,

MeJlaHOMa BKJIOYAeT IOBEPXHOCTHO PAaCIpPOCTPAHSIOLIYIOCS MEJNAHOMY, HOAYJSPHYIO
MEeJIAaHOMY, MEJIAHOMY THIIa 3JI0Ka4€CTBEHHOTO JICHTUTO, aKPAJIbHYIO JIEHTUTMHO3HYIO0 MEJIAHOMY,
AMEJIAHOTHYECKYI0  MEJaHOMY, HEBOMIHYK)  MEJNaHOMY,  INMULOUIAHYI)  MEJaHOMY,
JIECMOIIJIACTHYECKYIO MEJIAHOMY WJIH UX KOMOWHAIUIO,

KOJIOPEKTAJIbHBIN paK BKJIFOYAET aIEHOKAPLITHOMY ; UJIH

paK MOJIOYHOM JKeJie3bl BKJIFOUAET MHBA3WBHYIO KAPLIMHOMY MPOTOKOB MOJIOUHOM KeNe3bl,
METaCTa3UPYIOIUI paK MOJIOYHOM KeJe3bl, BOCIAJIUTENbHBIN PaK MOJOYHOM JKEJIE3bl, TPUKIBI
OTPHIATENIbHBIN PaK MOJIOUHOM JKEJe3bl, KAPIIUHOMY MPOTOKOB 712 Situ W UX KOMOWHAIUIO.

12. Cnocob no mobomy u3 mm. 4-11, B KOTOPOM pak BKJIFOYAET PAKOBBIE CTBOJIOBBIE
KJIETKH.

13. Cnocob mo mrobomy w3 mm. 4-12, B KOTOPOM pak BKJIFOYAET METACTA3UPYIOIIHE
PaKOBBIE KJIETKH

14. Cnoco® o mobomy u3 mm. 4-13, B KOTOPOM pak BKJIIOYAET MUPKYJIUPYIOIINE KIETKH
OMnyXOJen.

15. Cnocob o mrodomy u3 mi. 4-14, B KOTOPOM CYOBEKT IpeacTaBiisieT coO0il ueaoBeka.
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