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kapuuHoMbel (I'LIK - HCC - hepatocellular carcinoma), koTopas XapakTepuszyercs HHQeKIuei
Bupyca rematmta B (BB - HBV - hepatitis B virus) y mammeHTa, BKIIOYAIONIHE
BBenieHHe dddexTnBHOrO KoMmuecTBa  7-(6-(2-ruapoKcHIIponaH-2-min) I puaAnH-3-1)- 1 -((TpaHc)-4-
METOKCHUIIMKIIOTeKCHI)-3,4-quruaponupasuto|2,3-b[nupasun-2(1H)-ona wam ero ¢apmaneBTHUECKH
MIPUEMIIEMOH COJIM MIIH €TO TayToMepa (B COBOKYITHOCTH HMEHYEMOTI'O B IAaHHOM OIMCAaHHUH "COEANHEHHUE
1") manmenty, nmeromemy I'LIK, koTopas xapakrepusyercst nnpexumeii BI'B.
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OIIMCAHHUE U30BPETEHHUSA
2420-560668EA/045
JEYEHHUE I'ENATOHEUIIOJIAPHON KAPIIMHOMBI, KOTOPAS
XAPAKTEPU3YETCS BUPYCHOU HHOEKITAEN TENATUTA B

[1] /laHHas 3asBKa 3asBJsieT NPEUMYLIECTBO U MPUOPUTET MO MPEIBAPUTENBHON 3asiBKE
CIIA Ne 62/523688, momanHo# 22 uronst 2017 rona, MOJHOE COnEprKaHue KOTOPOH BKIIFOYEHO B
JAHHBIM JOKYMEHT MOCPECTBOM CChUIKH.

1. O6nacte TEXHUKN

[2] B naHHOM NOKyMEHTE MpPEICTABICHBI CIIOCOOBI JIEYeHUS W/WINM TPOGHUIAKTHKH
renatouemosipHoil - kapuumHombel (I'LIK - HCC - hepatocellular carcinoma), xoropas
xapakrepusyercs napexkuuei supyca renatura B (BI'B - HBV - hepatitis B virus) y nanuenra,
BKJIFOHArOIe BBeAeHue 3¢ dekTuBHOro Konmudectsa 7-(6- (2-THAPOKCUIIPOTIAH-2-HJT) TUPUIHH-
3-un)- 1-((TpaHc)-4-MeTOKCULIUKIIOTEKCH )-3,4-nuruaponupasuno [2,3-b] nmupazun-2 (1-H)-ona
Wi ero (apManeBTUYECKH MPHEMJIEMOH CONMM WM ero TtayromMepa (B COBOKYIHOCTH
uMeHyeMoro B nanHom omucaHuu «Coenmnenue 1») maumenty, umeromemy ['LIK, koropas
xapaktepusyercs nHpekuuerd BI'B. /lanee B JaHHOM ONMUCAHUH MPEACTABIIEHBI COSAMHEHHUS IS
UCTIOJIB30BAHUSI B TaKUX Criocobax. B "acTHOCTH, B JaHHOM JOKYMEHTE mpeactaByieH 7-(6-(2-
THIPOKCUIIPOTIAH-2-111) nUpUANH-3-1)- 1 -((TpaHc)-4-MeTOKCUIIMKIIOTeKCHIT)-3,4-
auruaponupasuHo [2,3-b] nupasun-2 (1H)-or nnu ero ¢apmaneBTudecku mnpHemieMas COJb
WM TayTOMEp JUIsl IPUMEHEHUs B TAKUX CIIOCO0ax.

2. VPOBEHb TEXHUKHU

[3] Css3p Mexnay aHomanbHbIM (ochopunrpoBaHueM Oenka W NPUIMHOH HIIH
crnencTareM 3aboneBaHuil n3BecTHa yke oosee 20 yer. COOTBETCTBEHHO, MPOTEHMHKHUHA3BI CTAJIN
O4YeHb BAXXHOUW rpymnmnoi mumneHeil mist nekapcts. Cm. Cohen, Ham. Rev. Drug Disc., 2002, 1:
309-315, Grimmiger et al., Nat. Rev. Drug Disc., 2010, 9 (12): 956-970. Pasnu4nble
UHTUOUTOPBI MPOTEUHKUHA3bI UCIOJIb30BAIUCh KIMHUYECKU TPU JIEYEHUU LIUPOKOrO CIEeKTpa
3a00NIeBaHMI, TAKUX KaK PAK U XPOHUYECKHE BOCTIAJIUTEbHBIE 3a00I€BaHMsI, BKIIIOYast 1uadeT u
uHCcyabT. Cm. KosH, Eur. J. Biochem., 2001, 268: 5001-5010, Protein Kinase Inhibitors for the
Treatment of Disease: The Promise and the Problems, Handbook of Experimental
Pharmacology, Springer Berlin Heidelberg, 2005, 167.

[4] TIporemHKWHa3bl TpPHUHAIIEKAT K OOJBIIOMY U Pa3HOOOPA3HOMY CEMEWCTBY
(bepMEeHTOB, KOTOpBIE KaTATU3UPYIOT PpochoprrpoBaHie OEIKOB H UTPAIOT KPUTUIECKYIO POJIb
B KJIETOYHOW mepenaye CUrHaJoB. [IpOTEMHKHMHA3bl MOTYT OKa3bIBaThb MOJOXKHUTEIbHBIE HIIH
OTPHLIATENbHBIE PETYJISATOPHBIE 3P PEKThl B 3aBUCUMOCTH OT LeseBoro Oenka. IIporenHKknHa3bI
YUaCTBYIOT B CIELU(UUECKUX CHUTHAJIBHBIX MNYTSIX, KOTOPbIE PETYIHPYIOT (PYHKIHH KIETOK,
TaKMe KakK, HO HE OrPaHMYUBAsICh 3THM, METAa0OJIM3M, NMPOTrPECCUPOBAHME KIIETOUHOTO LHKIIA,
anresusi KJIETOK, cocyaucras (YHKOMsA, amnonTo3 M aHruoreHe3. HapyimeHus KieTO4HOM
nepeiav CUrHAJIOB CBSI3aHbI CO MHOTHMH 3a00JIEBaHUSAMH, HanOOJIee OXapaKkTepU30BaHHBIMH U3
KOTOPBIX SBJBIOTCA pak U nuaber. Perymsuus TpaHCIYKIMM CHTHana LUTOKMHAMH H CBS3b

CUTHAJIBHBIX MOJIEKYJ C TMPOTOOHKOT€HAMH M TI€HAMHU-CYyIIPEcCCOpaMu OMyXoJied XOpOoIlo



IOKYMEHTHPOBaHbl. TOYHO Tak ke OblIa IMPOJEMOHCTPUPOBAHA CBSI3b MEXIY AHA0ETOM U
CBSI3aHHBIMHU C HM COCTOSTHUSIMU U HEPETYJIMPYEMbIM YPOBHEM NMPOTeHHKUHA3. CM., Hanpumep,
Sridhar et al., Pharm. Res., 2000, 17 (11): 1345-1353. BupycHble HHpEKIIUN U CBS3aHHBIE C
HUMU COCTOSIHHSI Takke ObUTH CBsI3aHBI ¢ peryssinuei nporenHkuHas. Park et al., Cell, 2000, 101
(7): 777-787.

[5] Benok, Ha3BanHelii MTOR (mammalian target of rapamycin - MHIIEHb pamaMuIMHA
mitekonuTaroummx), Takke HaspiBaeMbli FRAP, RAFTI umu RAPTI, mpencraBnsier coboii
Ser/Thr npoTenHKHHA3y U3 2549 aMUHOKHUCIIOT, KOTOpasi, Kak ObLIO MOKAa3aHO, SIBJISIETCS] OJHUM
u3 Hanbonee BaxHbBIX OenkoB B MTOR/PI3K/AKT myTH, KOTOpBIH peryiupyer pocT H
nposudepanuto kierok. Georgakis and Younes, Expert Rev. Anticancer Ther., 2006, 6 (1): 131-
140. mTOR cymectByer B aByx kommekcax, mMTORCI u mTORC2. Xors mTORCI1
YyBCTBUTEJICH K aHAJIOTAM paraMHULHA (TaKUM KaK TEMCHPOJIUMYC Wil 3Bepoinmyc), mTORC2
B 3HAUUTEJIbHON CTENEHU HEUyBCTBUTENEH K panamMuLuHy. IIpuMmeuaTenbHO, YTO panaMHULIMH He
spisiercst nHruounropom TOR kunasel. Heckonbko mHruOuropoB mTOR Obutn wimm mpoxomst
OLIEHKY B KIMHUYECKUX HCIBITAHUAX JIEUEHUs] paka. TeMcHpomumyc Obul omoOpeH s
UCTIOJIb30BAHUS TIPH ITOYEYHO-KJIETOYHOM pake B 2007 rony, a sseponumyc Obu1 ogodpen B 2009
roy Jjs TMalHUeHTOB C IIOYE€YHO-KJIETOUHBIM pPaKOM, KOTOpble IpPOrpeccUpoBald Ha
uHruouropax penenropa ¢akropa pocra 3HAOTENHs cocynoB. Kpome toro, cupomumyc Obut
omobpeH B 1999 romy nns npOPUIAKTHKH OTTOPIKEHHSI MOYEYHOrO TPAHCIUIAHTATA.
WHTepecHbIl, HO OrpaHUYEHHBIH KIMHUYECKHH YCIeX 3TUX COEIWHEHHWH, WHTHOMPYIOLINX
mTORCI1, nemoncTpupyer nonesnocts uHruouropos mTOR npu neveHnn paka ¥ OTTOPIKEHUS
TPAHCIUIAHTAaTa, a TaKXKe IMOBBIIEHHBIH MOTEHLWAN [UIs COeAMHEHHH, 00Jafaromx
uHrubupyrouen akTuBHOCThIO kKak B otHomeHnu mTORC1, Taxk u mTORC2.

[6] TILIK, Takke H3BECTHas KakK 3JIOKAYECTBEHHAsl TIelaToMa, SIBJISIETCS HauOoJiee
pacrpoCTpaHEeHHON MEPBUYHON 3JI0KAYeCTBEHHOH OMyXojbio MedeHu u coctasisier 80-90%
nepBUYHbIX onyxojeil mneueHu. ['LIK sBisiercs OgHMM U3 CaMBIX pPACIPOCTPAHEHHBIX MU
CepbE3HBIX 3JIOKAYECTBEHHBIX 3a00JIeBAHUN BO BCEM MHpPE, OT KOTOPOTO €XErOoJHO YMHpaeT
bonee 1 mumnona denosek B mupe (Parkin et al, CA Cancer J. Clin. 1999, 49:33-64; Bruix et
al., Cancer Cell, 2004, 5:215-219).

[7] OcHoBHBIMU akTopamu pucka paseutusi LK sBisiroTcss BUpyCHAs WHQEKIHS
renatuta B wim C u ankoronbHoe 3a0oneBanne neueHn (Rustgi, Gastroenterol. Clin. North Am.,
1987, 16:545-551; Bosch et al, Semin. Liver Dis., 1999, 19:271-285; Bosch et al,
Gastroenterology, 2004, 127:S5-S16; Moradpour et al, Eur. J. Gastro & Hepatol, 2005, 17:477-
483; Koike et al, J. Gastroenterol. Hepatol, 2008, 23:S87-S91; de Oliveria Andrade, J. Glob.
Infect. Dis., 2009, 1:33-37). I'LIK yame Bcero BO3HHMKAET B LUPPOTHUECKONU MEYEHU TMOCIIE
uHpuuuposanust BI'B mnu Bupycom renatura C (BI'C - HCV - hepatitis C virus) (Liaw, Semin.
Liver Dis., 2005, 25: 40-47; Koike, Clin. Gastroenterol. Hepatol., 2005, 3: 132-135). TLIK
accouuupyercsi ¢ unpekuner BI'B nmpumepno B 50% cnyuaes (Liaw, Semin. Liver Dis., 2005,
25: 40-47). Undexuus BI'C sBnsercs mpuunnoit 70% cnygaes I'LIK B Anonun (Hasan et al,
Hepatology, 1990, 12:589-591; El-Serag et al, N. Engl. J. Med, 1999, 340:745-750). B



nocienHue roxabl  3abonmeBaemocTh [LIK B 3amagHbBIX CTpaHax YBEIMYUBAETCS H3-3a
pacripoctpanenuss nHpekuuu BI'C (El-Serag, Hepatology, 2002, 36:574-83; Trevisani et al,
Carcinogenesis, 2008, 29: 1299-1305) u Bo3pacraroueil 4acTOTONH HEaJKOrOJIbHOTO CTeaTro3a
(Torres et al, Semin. Liver. Dis., 2012, 32(1):30-38).

[8] TLIK umeer miaoxoil MpOrHo3 ¢ MEAUAHHON BBDKHUBAEMOCTBIO MEHEe 2 JIET C J1aThbl
MpPOrHO3UpoBaHusi. YpoBeHb BbDKuBaeMoctu ITIK Bappupyercs B 3aBUCHMOCTH  OT
uccienoBanusi, Ho oObHO cocraBisier 10-20% B Teuenue 5 ner. BI'C-cesizannas ['TIK umeer
KpaiiHe TJIOXOW MPOTHO3 ¢ MEIMAHHOW BBDKMBAEMOCTBHIO MeHee 16 mecsueB. BpokuBaemocThb
I'IK, ceszannoit ¢ BI'B, BapbupoBana ot 36% no 67% vepes 1 rog u ot 15 1o 26% uepes 5 ner
nocJjie MoCTaHOBKM AuarHosa. (Nguyen # op., J. Viral. Hepat., 2009, 16 (7): 453-463).

[9] XoTs nocTymHBI pa3audHble CXEMbl X MMHOTEPANIUU, TPAIULIUMOHHO XUMHOTEPAIHSI He
cuntaercss d¢dexkruBHbIM BapuantoM Jedenus [1[K. Yactora OTBETOB CHCTEMHOM
XUMHOTepanuu MoxeT cocraBiath 10%, a dacroTa OTBETOB INpPU  HCIHOJB30BAHUU
BHYTpHApTEPHAIBbHON XxUMHoTepanuu coctasisieT 10 20%. BapuaHTe! nedeHus AJisl MalueHToB C
HeonepabenmpHOM ['IIK cTporo orpaHudeHbl, M OCTAaeTCs BBICOKAs HEYIOBJIETBOPEHHASI
MEIUIUHCKAst MOTPEOHOCTh B 3 (PEKTUBHBIX METOMAX JICYEHUS 3TOTrO 3a00JIEBAHMSL.

[10] Lutuposanue wiu unentudukanys 000N ccbuiku B Pasnerne 2 qaHHOMN 3asiBKH He
JOJIKHO paccMaTpuUBaTbCsi KakK IMPU3HAHHE TOTrO, YTO CChUIKA SIBJSETCS MPEALleCTBYIOIINM
YPOBHEM TEXHUKH sl JTAHHOU 3asIBKU.

3. KPATKOE U3JIOXKEHHE CYIIHOCTHU U30OBPETEHMA

[11] B omHOM acmekTe B JAaHHOM JOKYMEHTE MPEACTABJIEH CIIOCOO JICUeHHUS W/MITU
npodunaktuku 'K, xapakrepusyemoit nudexuneit BI'B, y manuenra, BKIIIO4aoUuil BBeIeHUE
s¢¢pextuBHoro konmmuectBa Coenunenus | maumenty, wumeromemy I1IK, xoropas
xapakrepusyercss uHdpexuueir BIB. B nmanHom nokymente npenctaBineHo CoemuHenue 1 anst
NPUMEHEHHs] B TaKOM criocode neuenns w/nnu npodunaktuku 'K, koTopas xapakrepusyercs
uHdpexnuerr BI'B, y maumenta. B onpeneneHHbIX BapuaHTaX OCYINECTBJICHUS B JaHHOM
nokyMeHTe npencrasieH criocod neuenus LK, koropas xapakrepusyercs: undekuueit BI'B, y
NAalMeHTa, BKIIIOYAKIUN BBeaeHue s(dextrnBHOro konmvyectsa CoenuHenuss | maumeHTy,
umeroremy I'TIK, kotopast xapaktepusyercst ungpekuneii BI'B. JlanHOe n300peTeHrne OTHOCUTCS
k Coenunennto 1 ans npuMeHeHHs B TakoM criocobe sewernus LK, koTtopasi xapakTepusyercs
uHpexnuerr BI'B, y nmammenta. B npyrux BapmaHTax OCYIIECTBJICHUS B JAHHOM JIOKYMEHTE
npexncrasieH crnocod mpenorspamenust LK, koropast xapakrepusyercst uHdpexuuein BI'B, y
NanMeHTa, BKIOHarmuil BBeneHue 3(QdexTuBHOro kommuectsa CoenuHeHuss | maumeHty,
umerotemy ['TIK, kotopast xapaktepusyercst undpekuneri BI'B. JlanHoe n300peTeHre OTHOCUTCS
k Coemmnenmto 1 nns mpumeHeHuss B TakoMm cmocobe mnpodunaktuku ['TK, kotopas
xapakrepusyercs nHdpexnueir BI' B, y nanuenra.

[12] B mHexotopeix Bapuantax ocymectsaenuss [TIK, kotopas xapaxkrepusyercs
undpekuueri BI'B, mpencraBisier coboii HeomepabenbHyro I'LIK, koropas XapakTepusyercs
uHpexnuerr BI'B. Takum o0pa3om, B HEKOTOPBIX BapHUaHTAaX OCYIIECTBJIECHUS B IaHHOM
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uHpexnuerr BI'B, y mnanmenrta, Brmouaromuil BBeaeHHe 5S(PQeKTHBHOrO KOIMYECTBa
Coenunenuss 1 mamumenty, umeromemy I1IK, kortopas xapaxrtepusyercs uHpexnuern BI'B.
Hannoe n3o0perenne orHocutcs K CoennHEHUI0 | A MPUMEHEHHs! B TAKOM CIOCO0e JIeUeHHsI
HeonepabenmpHOU ['LIK, kxoTopas xapakrepusyercs uHpeknueir BI'B, y manmenta. B npyrux
BApUAHTAX OCYINECTBJCHUS B JAHHOM JOKYMEHTE IPENCTABICH CHOCO0 MpenoTBpaleHUs
HeonepabenpHOl ['TIK, koTopast xapakrepusyercst undexuueirt BI'B, y nanueHTa, BKIFOYAO LI
BBeneHne d¢p¢exruBHoro kommuecrsa CoenmHenus 1 manuenty, umeromemy LK, kotopas
xapaktepusyercs uHpekueit BI'B. JlanHoe u3zoOperenue otHocutcsi k CoemuHeHuro 1 st
NpUMEHEeHUsT B TakoM crocobe mpenorBpaiieHus HeonepabenbHoit I['TIK, kotopas
xapakrepusyercs uHdpexnueir BI' B, y nanuenra.

[13] B mpyrom acmekte B JaHHOM AOKYMEHTE TPEICTABJIEH CHOCOO JIeYeHUs W/WJIH
npodunaktuku I'LIK, koropast xapakrepusyercs uHdpeximern BI'B, y manueHTa, BKIFOYArOIUIA
CKPUHUHT OHMOJIOTHYECKOTO TECTOBOro oOpasna y manueHTa Ha Hanuuue uHbexuun BI'B u
BBeieHne 3¢ dexruBHoro kommvectsa Coenmuenus 1 maumenty, umeromemy ['LIK, koropas
xapaktepusyercs: uHpekueit BI'B. JlanHoe u3oOperenue ortHocutcss k Coenunenuro 1 st
UCTIONB30BAaHUsT B TakoM cmocoOe sedeHuss w/wnmm  npodumnaktuku LK, kortopas
xapaktepusyercsi uHbeknuweir BI'B, y mamuwenrta, mpu 3TOM crnoco0 BKIFOYAEeT CKPUHHUHT
OMOJIOTHYECKOro TECTOBOro oOpasla y manueHta Ha Hannmuue wHpexuuu BI'B u BBenmenue
s¢pextuBHoro kommuectBa Coenmuenust 1 mamumenty ¢ I'LIK, kortopas xapakrepusyercs
uHdpexnueli BI'B. B HeKOTOpBIX BapuaHTax OCYIIECTBIEHHS B JAHHOM JOKYMEHTE NPEACTaBJIEH
cniocob neuenust ['TIK, xoropast xapakrepusyercs undekuneir BI' B, y manueHTa, BKIIIOUYAIOLIHIA
CKPUHUHI OMOJIOTHYECKOTO TECTOBOro oOpaslia y nanueHTa Ha Hainuuue uHbexuun BI'B u
BBeieHre d¢p¢dexktuBHoro komudectsa Coeaunenus 1 maumenty, umeromemy I'LIK, koropas
xapakrepusyercs uHpekuuelr BI'B. Jlannoe uzobperenue otHocurcss k CoenuHeHuto 1 mmst
UCIIONIB30BaHMsI B TakoM criocobe neuenns I LK, koropas xapakrepusyercst napexuuern BI'B, y
MAlMeHTa, MPU 3TOM CHOCO0 BKIFOYAET CKPUHUHT OHOJIOTMYECKOTO TECTOBOro obpasua y
nanueHTa Ha Hannune uHpexmu BI'B u BBenenue s¢pdexkrunoro konmudecrsa Coenunenus 1
nauueHty, umerommemy 'K, koTopast xapakTepusyercst nnpexuueir BIB. B npyrux Bapuantax
OCYIIECTBIIEHHsI B JAHHOM JIOKYMEHTe MpeacrasiieH crnocod npenorspamenus LK, kotopas
xapakrepusyercss uHpekuneii BI'B, y mammeHTa, BKIIOUAIOIIMA CKPUHUHT OHOJIOTHYECKOTO
TECTOBOro oOpasma y mnanueHTa Ha Hamuune uHdpekinmu BI'B u BBemenue s¢¢exTuBHOrO
kommaectBa Coenuuenns 1 manuenty, umeromemy 'K, koTropast xapakTepusyercs: HHpEKIue
BI'B. Jlannoe u3obperenne orHocutcs k CoenuHeHuro 1 1 MpUMEHEHUsI B TaKOM CIocode
npenotrepamenuss LK, xoropas xapakrtepusyercs nHbekuueir BI'B, y nmanmenra, mpu 3Tom
Croco0 BKJIFOUAET CKPUHUHT OHMOJIOTMYECKOr0 TECTOBOrO o0pasua y MalUeHTa Ha HaJndue
uHpexnnu BI'B u BBenenue s¢dexruBHoro konnyectsa CoenriHeHUs 1 ManueHTy, UMEIEMyY
I'TIK, koTopast xapakTepusyercs undpexupei BI'B.

[14] B mHexotopeix Bapuantax ocymecteiaenuss I['TIK, koropas xapakrepusyercs
undpekuueri BI'B, mpencrasisier coboii HeomepabenbHyto I['LIK, koropasi xapakrepusyercs
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IOKYMEHTE MpeacTaBlieH crocod yedenus HeomepadenpHol LK, koTopas xapakrepusyercs
uHbpekuueln BI'B, y maumeHTa, BKIFOYAOIMNUNA CKPUHIUHT OUOJIOTMYECKOT0 TeCTOBOro odpasua y
nanueHTa Ha Hanuuue uHdpexmu BI'B u BBenenue s¢pdexruHoro konmudectsa Coenunenus 1
nanueHTy, umeromeMy HeomnepaOenbHylo I'LIK, xoropas xapakrepusyercs unbekiuein BI'B.
JanHoe n3obperenue otHocutest Kk CoennHeHNIo | U1t NpUMEHEHHsI B TAKOM CIoco0e JIieYeHust
HeonepabenpHOi LK, koTopast xapakrepusyercs mHpexuuern BI'B, y nmanmenTa, mpu 3TomM
croco® BKIFOUAET CKPUHUHI OMOJIOTMYECKOrO TECTOBOro o0pasia y MalleHTa Ha HaJIu4ue
unpexmn BI'B u BBenmenme mnanuenty sddexruBHoro konmvectBa CoemuHenus 1 ¢
HeonepabenpHON LK, koTopas xapakrepusyercs unpekuueii BI'B. B eme npyrux BapuaHtax
OCYIIECTBIIEHHs B JAHHOM JOKYMEHTE MPEICTaBJIeH Cocod MpeaoTBpalleHus: HeonepadenbHO
'K, koropasi xapaktepusyercss uHpekumeri BI'B, y manmeHTa, BKIIOYArOIIUN CKPUHHHT
OMOJIOTHYeCKOro TeCTOBOro odpasla y manueHta Ha Hajgnuue uH(pexkuuu BI'B u BBeneHwue
s¢pextuBHoro kommuectBa Coenuuenms | manmenty, wumeromemy [LIK, xkoropas
xapaktepusyercs: uHpeknueit BI'B. Jlannoe usobperenue otHocutcs k CoemuHenuro 1 ms
NpUMEHEHUsT B TakoM crmocobe mpenorBpamenus HeonepabenbHoit ['T[K, kotopas
xapaktepusyercsi uHbpeknueir BI'B, y mamuwenta, mpu 3TOM crnoco0 BKIHOYAEeT CKPUHHHT
OMOJIOTHYECKOro TECTOBOro oOpasla y manueHta Ha Hannuue wH(pekuuu BI'B u BBeneHwue
nanuenty, umeromemy [TIK, xortopas xapakrepusyercs uHpexkumern BI'B, sddexTurOrO
kojmuectBa CoennHeHus 1.

[15] B emie onHOM acmekTe B JaHHOM JOKYMEHTE MPEICTaBIeH Crocod BEIOOpA MallMeHTa
¢ I'IK nns neyennst CoequHeHreM |, BKIIFOYAOMIMK a) MOJyuYeHHe OUOJIOrHYECKOTO TeCTOBOTO
oOpa3ua y manuenra; b) ananus obpasua Ha Hanumuue mHpekunu BI'B; c¢) orOop maumenra c
I'IK nns neuenust CoenunenueM 1, ecnu B oOpasie onpeneneHa napexuus BI'B. B HekoTopbix
BapUAHTAX OCYIIECTBJIEHHs CIIOCOO NOMOJIHUTENBHO BKIOYaeT dTan d) BBeneHust 3(PPEeKTUBHOTO
xonmuectsa Coennuenust 1 manmenty, umeromemy LK, kotopast xapakrepusyercst HHpeKIuen
BI'B. Takum o00pa3oMm, B HEKOTOPbIX BapHaHTaX OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE
npencrasiieH crnocod Beidopa manuenta ¢ 'K mns neyenus CoenuHeHreM 1, BKIFOYAIOIIUN a)
NoJydeHHe OHOJIOrMYECKOro TECTOBOro oOpasiia y maiueHTta; b) aHanms oOpas3lia Ha HaJIU4He
uHpexru BI'B; c¢) orbop maumenta ¢ I'IK mns neuennss Coenmnenuem 1, ecnu B oOpasue
onpenenena uHpeknuss BI'B; u d) BBemenue sddextuBHOoro xomudecrsa CoenwHenus |
nanmenty ¢ 'K, koropas xapakrepusyercs uHgpekumeii BIB. Takum oOpa3om, B JaHHOM
IOKyMeHTe Takke mnpenoctaBieHo CoenuHenne 1 Uil MCHOJNB30BaHUS B Criocobe BbIOOpa
nanuenta, uMmeromero LK, nns nedenus CoenunHenueM 1, mpu 3ToM croco0 BKIFOYAET a)
NOJTlydeHHe OMOJIOTMYECKOro TECTOBOro oOpasia y maruenTta; b) anamus oOpa3na Ha Hajan4due
uHpexanu BI'B; c¢) orbop maumenta ¢ I'IK mna neuenmnss Coennnenuem 1, ecnu B oOpasue
onpeneneHa uHpeknuss BI'B; u d) Beemenue sddextuBHOro kommdecrsa CoenmHenus |
nanuenty ¢ I'TIK, kotopast xapakrepusyercs napexuneii BI'B.

[16] B ompenenennsix BapuaHtax ocymectBieHuss ['LIK mnpencrasiser coboit
HeonepabenpHyr0 ['TIK. Takum oOpa3oM, B HEKOTOPBIX BApMAHTAX OCYIIECTBJICHUS B JAHHOM

JOKYMEHTe TpencTaBieH crnocod BblOOpa mauueHTa ¢ HeomepabenbhHoit I'LIK mns nedenws



CoenunenueM 1, BKIIFOYAOIUH a) MMONydeHHE OUOJIOIMYECKOro TECTOBOrO oOpasia y MarfeHTa,
b) ananu3 obpazua Ha Hanmmuue uHpekmu BI'B; ¢) orbop maumenrta ¢ meonepabenbuoit I'TIK
nna nedenns CoenunenueM 1, ecam B oOpasue ompeneneHa unbexkuums BI'B. B mpyrux
BAapPUAHTaX OCYILECTBJICHHUS B JAHHOM JOKYMEHTE IPEACTaBJIeH crnocod BpIOOpa MauueHTa ¢
HeonepabenpHol I['TIK mms  nmedyenuss CoenwHeHueMm |, BKJIIOUYAKOIIMIA a) TOJNyYEHUE
OHMOIOrMYecKOro TeCTOBOro obpasia y maiueHta, b) aHanusz oOpasiia Ha HaJu4due UHQPEKIUH
BI'B; c¢) otbop mammenta ¢ nHeomepabenbhoit ['IK nnst neuenuss Coemunenuem 1, ecnu B
obpasue onpeneneHa undexuus BI'B; u d) BBenenue s pexrusHoro konudecrsa Coenunenus 1
nauueHty ¢ HeomepabenbHoi ['LIK, koropas xapakrepusyercs uHdpekuueir BIB. Takum
o0pa3oM, B JaHHOM JIOKYMEHTe Takke mpenocraBieHo CoenuHeHue 1 aisi UCMONBb30BaHUS B
cniocobe orbopa maumenta ¢ HeonepadenbHoit 'TIK mist nedyenus Coenunenuem 1, mpu 3ToM
croco0 BKIJIOYAET a) MOJydeHue OMOJIOrMYecKoro TeCTOBOro o0pasla y mauueHTa; b) aHamms
obpasua Ha Hajnuue uHpekunn BI'B; ¢) otbop manuenta ¢ HeonepadenpHo ['TIK mist neyenwst
Coenunenuem 1, ecnn B oOpasue onpenenena nadexkius BI'B; u d) BBenenue >¢dexrruBHOrO
kommaectBa CoenuHennst 1 manmenty ¢ HeomepabenpHOH ['LIK, xotopas xapakrepusyercs
uHpexnueir BI'B.

[17] B eme ogHOM acrmiekTe B JAHHOM JAOKYMEHTE MPEIUIOKEH Croco0 MPOrHO3UPOBAHHUS
orBera Ha yedeHue CoenuHenmeM | y mamumenta ¢ I'LIK, Brmouaromuii: a) mHoJydeHUe
OMOJIOTHYECKOro TECTOBOrO o0pasia y maumeHTta, b) aHamm3 obpasna Ha Haiudue WHOEKIUH
BI'B; ¢) nporao3npoBaHe MOBBILIEHHONW BepoATHOCTH OTBeTa Ha jieueHne Coenunenuem 1 'K
nmanMeHTa, eciaum B oOpasue ompeneneHa wuHbpexkiwst BI'B. B HekoTopeIx BapuaHTax
OCYILIECTBJIEHHUsI CIOCOO JIOMOJHUTENbHO BKO4YaeT »Tan d) BBemeHus 3(dexTuBHOrO
xonndectBa Coenunenus 1 nanuenty, umeroiemy 'K, koropas xapakTepusyercs: HHpeKLue
BI'B. Takum o00pa3oM, B HEKOTOPbIX BapHAHTAaX OCYIIECTBJECHUS B JAHHOM JOKYMEHTE
IpesCTaBIeH Coco0 MPOrHO3MpOBaHMs 0TBeTa Ha JeueHne CoennnenueM 1 y manuenta ¢ I'LIK,
BKJIIOYAKOIIUI, a) TOoJydyeHHue OHMOJIOrMYeCKOro TeCTOBOro oOpasia y mMalueHTa, b) aHaium3
oOpasua Ha Hajgnuue uHdpeknuu BI'B; ¢) mporHo3upoBaHie NMOBBIIIEHHONW BEPOSITHOCTH OTBETA
Ha neyenue CoenunennieM | I'LIK nmarmenTa, ecin B oOpasue onpenenena nadexkuus BI'B; u d)
BBeneHne s¢pdexruBHoro kommuecrBa Coenuuenwss 1 maumenty ¢ I['LK, koropas
xapaktepusyercss uHpekuumern BI'B. Takum o0pa3om, B JaHHOM JOKYMEHTE TaKXkKe
npenoctaBieHo CoenuHeHue 1 sl MpUMEHEHHWsI B CHOCOO€ MPOTHO3MPOBAHHUS OTBETA HA
neuenne Coenmaenuem | y mammenta ¢ I'LIK, mpu 3TOM cmoco0 BKIIFOYAET: a) MOJNIyYEHUE
OMOJIOTHYECKOro TECTOBOrO O0pasla y manmeHTta; b) aHanmm3 obpasna Ha Haiudue WHOEKIUH
BI'B; ¢) nporHo3upoBaHue MOBBIIIEHHOW BepOATHOCTH OTBeTa Ha jeuenne Coennaennem 1 'K
nanueHTa, eciu B oOpasne ompeneneHa uHbeknuss BI'B; u d) BBemenume s¢ddextuBHOTO
kommaectBa Coennnenus 1 mauuenty ¢ I'LIK, koropas xapakrepusyercst napexuneii BI'B.

[18] B ompenenennsix BapuaHtax ocymectsieHust [LIK mnpexncrasmser coOoi
HeonepabenpHyr0 ['TIK. Takum 0Opa3oMm, B HEKOTOPBIX BapMAHTAX OCYLIECTBJICHUS B JaHHOM
IOKYMEHTE MpEACTaBIeH CIOCO0 MPOrHO3MpoBaHUs oTBeTa Ha JeueHue CoenuHeHuem 1 vy

nanuenta ¢ HeonepabenbHON ['T[K, BKIFOUarOmuii: a) mnoiydeHne OMOJOTHYECKOrO TECTOBOTO



oOpasua y manuenTa, b) anamu3 oOpasua Ha Hanmmuue nHpexkuuu BI'B; ¢) mporHosmposanue
MOBBILIEHHOH BEpPOSITHOCTH oOTBera Ha JedeHne Coenunenuem 1 HeomepabenpHoi ['LIK
NanueHTa, eciu B oOpasie onpeaenena napekuus BI' B. B npyrux BapuaHTax oCylIeCTBICHHS B
JTAaHHOM JTOKYMEHTE IPECTaBIeH CrIocod NMPOrHO3UPOBaHMs OTBeTa Ha JieueHue CoenuHeHuem 1
y nauuenra ¢ HeonepabenbHol ['TIK, Birowaromuii: a) mony4deHne OHOJIOrHYECKOro TECTOBOTO
oOpasua y mamuenra, b) aHamu3 oOpasua Ha Hajguuue uHpexkuuun BI'B; ¢) mporHosmpoBaHue
NOBBILIEHHOH BepoOATHOCTH oOTBeTa Ha JeueHne CoenuneHneM | Heomnepabenbroit I'TIK
nanuMeHTa, eciau B oOpasue onpenenena wungpexkuus BI'B; u d) BBemenue sddexrrBHOTO
komudectBa Coenuuennst 1 maumenty ¢ HeomepabenpHOil I'LIK, koTopasi xapakrepusyercs
uHdpexnuern BI'B. Takum oOpa3om, B JaHHOM JOKYMEHTE Takke npenoctasieHo CoenuHeHue 1
IUIE UCTIOJIb30BAHUsI B CHOCOOE MPOTHO3UpOBaHHUsS OTBera Ha JsedeHue CoenwHeHuem 1y
nanueHTa ¢ HeornepabenpHoM 'K, mpu 3TOM cioco0 BKIIOYAET: a) NoJdy4eHrne OMOIOTHIeCKOTo
TeCTOBOro obOpasma y manueHTta, b) anamu3 oOpasua Ha Hammume wuHpeknuun BI'B; c)
NPOTHO3MPOBAHNE TIIOBBIMIEHHON BepOsATHOCTH oOTBeta Ha JedeHne CoenuHeHuem |
HeonepabdenpHoM ['TIK manuenta, ecniu B obpasue onpeneneHa uHdekus BI'B; u d) BBenenue
s¢ppextuBHoro kommuectsa Coenmuenust 1 maumenty ¢ HeomepabempHOW ITIK, koropas
xapakrepusyercs nHpexueir BI'B.

[19] B npyrom acrmekTe B JaHHOM JIOKYMEHTE MPEICTaBJICH CIOCO0 MPOrHO3HPOBAHHS
tepaneBTiueckoil 3¢ ¢extuBHocTn Coemmnenuss 1 y maumenra ¢ I'LIK, Bkimrowaromuii: a)
MoJIydeHne OMOJIOTMYECKOro TECTOBOro oOpasia y mamuenTta; b) anamus oOpas3la Ha HaJIUYHE
uHpexmun BI'B; ¢) mnporHo3mpoBaHue NOBBINEHHOH BEPOSTHOCTH TEPAaNeBTUYECKON
s¢p¢pexruBHocTn Coenunenns 1 B I'LIK namnuenTa, ecnu B oOpasie onpeneneHa nundexuus BI'B.
B HexoTOpbIX BapuaHTax OCYIIECTBJIEHHs CIIOCOO MOMOJIHUTENBHO BKIIKOUAET dTan d) BBEAEHUsS
s¢pdextuBHoro kommuecrsa CoenuHenuss 1 manumenty, wumeromemy [LIK, koropas
xapakrepusyercs nHpekuueir BI'B. Takum o0pa3oM, B HEKOTOPBIX BApUAHTaX OCYLIECTBIICHUS B
JAHHOM JOKYMEHTE MPEACTABJICH CIoco0 MPOTrHO3MPOBAHUS TepareBTUYeCKOi 3(h(EeKTUBHOCTH
Coenunenus 1 y manuenta ¢ I'LIK, mpu 3TOM cnoco0 BKIIFOYAET: a) MOJTydYeHHe OHOJIOrHYeCKOro
TECTOBOro o0Opasma y mauueHTta, b) anamu3 oOpasua Ha Hamuume wuHpeknuun BI'B; c)
NPOTHO3UPOBAHKE TIOBBILIEHHOH BEPOATHOCTH TepaneBTHIecKoi 3¢ extuHocTr CoennHenust 1
B I'TIK nammenra, ecnu B oOpasue onpeneneHa uHpexus BI'B; u d) BBenenue 3¢ dextuBHOTO
kommvectBa Coenmuenusi 1 manmenty c¢ I'LIK, kortopas xapakrepusyercs uHbpexuueir BI'B.
Takum oOpa3omM, B HaHHOM JAOKyMeHTe Takxke mnpenocrasieHo CoexamaeHue 1 s
UCTIONIB30BaHUS B CIIOcO0€ MPOrHO3UPOBaHMs TepaneBTuieckoi agdexrusHocTn CoenuHenus 1
y nmanuentra ¢ ['TIK, npu 3ToM crmoco0 BKIHOYAeT: a) MoiydeHHue OHOJOrHYeCcKOro TECTOBOTO
oOpasua y mamnuenTa, b) anamm3 oOpasua Ha Hanmmuue uHpexkuuun BI'B; ¢) mporHosmpoBaHue
NOBBIIIEHHOH BEPOSTHOCTH TepamneBTHueckoi spdexrusHoct Coenunenns 1 B ['LIK nmanuenTa,
ecnmu B oOpasue ompeneneHa uHbpekuuss BI'B; u d) BeemeHme >¢¢ekTHBHOro KomudecTBa
Coenunenus 1 nmarmenty ¢ I'TIK, koropas xapakrepusyercs nndpexiueit BIB.

[20] B ompenenenHsix BapuaHtax ocymectsieHust LK mnpexncrasmser coOoi

HeonepabenpHyt0 ['TIK. Takum oOpa3oM, B HEKOTOPBIX BapUAHTaX OCYILECTBJIEHUS B JAHHOM



IOKYMEHTE TMPEINCTaBlieH Crnoco0 TPOTHO3UPOBAHHUS —TepaneBTHYeCKOW 3((eKTHBHOCTH
Coemnnaennss 1 y maumenta ¢ HeomepaOenbHolt [TIK, BriIrowaromuii: a) TOMy4YeHHE
OMOJIOTNYECKOro TECTOBOro o0pasia y mammeHTta; b) aHanmu3 obpasua Ha Haiudue UHQEKIUH
BI'B; c) nporHo3upoBaHHE TIOBBIIIEHHOH BEPOSTHOCTH TepaneBTHYeckold 3ddexTuBHOCTH
Coenunenus 1 B Heonepabenbhoii [ TIK manuenra, eciu B oOpasue onpeneneHa nadexuus BI'B.
B npyrux BapuaHTaXx OCYIIECTBJIECHUS] B JAHHOM JIOKYMEHTE TIPEICTaBIEeH Crocod
NpOrHO3upoBaHusi TepaneBTHyeckoil 3¢dexkruBnoctn Coenunenns | y manmeHTra ¢
HeonepabenpHOM 'K, BKJIOYANOINMIA: a) MOJy4YeHHe OMOJOrMYECKOro TEeCTOBOro obpasia y
nanueHTa; b) anaau3z obpasua Ha Hanuuue nHpekru BI'B; ¢) nporHo3upoBanue MOBBILIEHHOM
BeposiTHOCTH TepaneBTHyeckor sddextnBHoctn Coenunennss 1 B HeomepabenbHOH ['LIK
nanueHta, eciu B obOpasue onpenensiercs uHpekuus BI'B; u d) BBemenue s¢ddexTuBHOrO
koimuectBa CoenuHenust 1 maumeHTy ¢ HeomepabenbHoil I'IIK, koTopas Xxapaktepusyercs
uHdpexnuerr BI'B. Takum obpa3oM, B JaHHOM AOKYMEHTE Takxke nmpenoctasieHo CoenuHeHue 1
IUT IPUMEHEHHUs B crioco0e MpOrHO3UpOoBaHus TepaneBTHUeckor 3¢ dexrusrocTn CoennHeHNs
1 y mamuenta ¢ HeomepabenbHoit I['TIK, mpu »>ToM cnoco® BKIIOYAeT: a) MONy4YeHHE
OMOJIOTHYECKOro TECTOBOrO o0pasla y marmeHTta; b) aHanmm3 obpasna Ha Haiudue WHOEKIUH
BI'B; ¢) mporHo3mpoBaHHE TIOBBIIIEHHOH BEPOSTHOCTH TepaneBTHUeCKod 3(dexTruBHOCTH
Coenunennst 1 B Heonepabenbhoit ['TIK mamuenrta, ecnu B oOpasie onpenensiercs WHGEKIHs
BI'B; u d) BBenenue sdpdexrusroro xomuuecta CoenuHenus | mauueHty ¢ HeonepabenbHON
I'TIK, koTopast xapakTepusyercs ndpexueii BI'B.

[21] /laHHbIE BapHUaHTBI OCYIIECTBICHUS MOTYT OBITh MOHSATHI OOJiee MOJHO CO CChUIKOM
Ha TnoOApPOOHOE ONUCaHWEe W MPUMEPBI, KOTOpPble NPEAHA3HAYEHbl NI WJUIIOCTPALUH
HEOrPaHMYHUBAIOIIHUX BAPUAHTOB OCYILECTBIICHUS.

4. KPATKOE OIIMCAHUE ' PAOUYECKNUX MATEPHUAJIOB

[22] ®ur. 1 wuzobpakaer nAM3aliH WCCIEAOBAHUS JJsi YacTH B KJIMHUYECKOTO
uccinenoBanus mpumepa 6.1.

[23] ®wur. 2. neMoOHCTpPUPYET XapakTepUCTHKHU NarueHToB A yactu B I'TIK xoropTsr.

[24] ®ur. 3A u 3B nemoncTpupyroT nannble papmakoknnetuku (PK) Coenunenus 1
(®wur. 3A) u ero merabonura M1 (®ur. 3B) y 'TIK-BI'B-nonoxurenpabx naueHTos (n=12) u
I'TIK-BI'B-oTpunarenbHbix nanueHToB (m=39).

[25] ®ur. 4 nemoncTpupyer pacnoioxenue [TIK mnonmymsimuu noasepra.uieiics
neuenuto (TITTJT - TP - treated population) o cratycy BI'B.

[26] ®ur. SA u SB npemoncTpupyroT kpuByro Kamnmana-Meiiepa ans  oOumieit
BbokuBaeMocTH (OB - OS - overall survival) nnst koroptel ['TIK. ®ur. SA nemonctpupyer OB
mnsa Beex mauueHToB ¢ I'LHK 6e3 nmuddepenumanmm BI'B-unpunmposanneix u BI'B-
HenH(pUUMpoBaHHBIX narmeHToB. ®ur. SB nemonctpupyer OB mno crarycy BI'B mist koroptsl
I'IK (p=0,19).

[27] ®Dur. 6A u 6B nemoncTpupyroT kpusyro Kannana-Metiepa st BeDkKHBaeMoCTH Oe3
nporpeccupoBanust (BBII - BBII - progression free survival) mms koroptsl I'LIK. ®ur. 6A
nemoHnctpupyer BBII mns  Bcex mnammentoB ¢ LK  0Oes guddepenumanmu BI'B-



uHpuuupoBaHHbeIX U BI'B-HenHpunmposanHeix nauneHToB. ®@ur. 6B nemonctpupyer BBII mo
crarycy BI'B nns xoropter I'TIK.

[28] Pwur. 7 neMOHCTpUPYET HaWIy4llee MPOLEHTHOE U3MEHEHHNE OT Ha4aIbHOTO YPOBHS
oOmel JUIMHBI IeNeBBIX MOpPAXEHUH y oueHuBaeMbix 10 dbdektuBHoctn BI'B-
uHQUUMpoBaHHBIX U BI'B-HenHpuumupoBaHHbIX nanueHTos, noiyydaroumx Coenqunenue 1.

[29] Pwur. 8 cymmupyer naHHblE O BbDKMBAEMOCTH U OTBETHBIX peakuusx jst BI'B-
nHpumpoBaHHbX 1 Bl B-HenHpUIMPOBaHHBIX MAlMEHTOB, nojydaroiux Coenunenue 1.

[30] ®ur. 9 npoaeMOHCTPUPOBAH TUIHMYHBIA pPEHTreHOrpaU4YecKHii OTBET OT IBYX
nanuenToB ¢ ['TIK, koropeie unpuumposansr BI'B, nony4yasmux Coenunenue 1. ITamuent A
JIEMOHCTPUPYET perpecc BHYTPUTPYIHBIX METACTa30B IpPH NEPBOM IMEpecMOTpe Ha (oHe
JIeUYeHUs1 1O CPaBHEHUIO C HUCXOAHbIM ypoBHeM. [laumeHT B nemoHcTpupyer perpeccuro
OIyXOJIM MEUYEeHHU BO BpeMsl MEepPBOro MOBTOPHOIO Kypca JIeYeHUsl IO CPaBHEHMIO C MCXOIHBIM
YPOBHEM.

[31] ®ur. 10 gemoHCTpUpPYET MpUMEPHBII OTBeT anbda-peronporenHa (ADII - AFP -
alpha-fetoprotein) y nyx mauuentos ¢ ' TIK ¢ sactuunbim orBerom (HO - PR - partial response),
nonyvaromux yedeHne Coenunennem 1. O0a manmeHTa AEMOHCTPHPYIOT paHHEEe KIMHUYECKH
3HaunMoe, BblpakeHHoe cHivkeHne A®II Ha ¢(oHe JeueHHs Mo CPaBHEHUIO C HCXOIHBIM
MOBBILIEHHBIM YPOBHEM.

5. ITOAPOBHOE OIIMCAHME CYIIHOCTHU U30BPETEHMA

5.1 OIIPEJAEJIEHMA

[32] HUcnonb3oBaHKe €IUHCTBEHHOIO YKCIa B COUETAHUM C TEPMUHOM «COJEP>KALIUI» B
dbopMmyie n300peTeHNs W/ OMIUCAHUN MOKET O3HAYaTh «OOUHY», HO 3TO TaKXKe COTJIaCyeTcs CO
3HAYEHUEM «OJVH WJIU HECKOJIBKOY, «TI0 MEHBIIEI Mepe OANHY 1 «OAUH WK Ooyiee YeM OIHUHY.

[33] Hcnonb3yemble B JAHHOM JOKYMEHTE TEPMUHBI «COMEPKALUIN U «BKIIOYAOIIINIY
MOTYT HCHOJB30BaTbCsl B3auMoO3aMeHsieMO. TepMuHBl «ComepXkKalluil» U «BKJIOYAIOLIUN
CJIelyeT TOJKOBATh KaK YKa3bIBAIOIINE HAJINYNE YKA3aHHBIX MMPU3HAKOB I KOMIIOHEHTOB, KaK
YKa3aHO, HO HE MCKITFOYAKOIINE HAINYHE WM JOOaBJIEHHE OJHOTO MJIM HECKOJIbKUX MPHU3HAKOB,
WM KOMIIOHEHTOB, WM UX rpymi. Kpome TOro, TepMuHBI «coaep Kallui» U «BKIIOYAOLIUI
IpeqHa3Ha4yeHbl [JIs1 BKJIIOUEHUS IPUMEPOB, OXBAThIBAEMBIX TEPMHHOM «COCTOSIIIUN H3.
CnenoBaTenbHO, TEPMUH «COCTOSIIIUNM H3» MOXET MCIONb30BaTbCsl BMECTO TEPMHHOB
«ComepKallMi» W «BKIIOYAOMUID, 4YToObl obecreunTh Oojiee KOHKPETHbIE BapUAHTHI
OCYIECTBIIEHHS N300pETEHUSI.

[34] TepMuH «cOCTOSIIMM M3» O3HA4YAET, UYTO MpeAMET MMeeT Mo MeHblueil Mepe 90%,
95%, 97%, 98% unu 99% 3asBICHHBIX MMPU3HAKOB WJIM KOMIIOHEHTOB, U3 KOTOPBIX OH COCTOMT.
B npyrom BapmaHTe OCYIIECTBICHHS TEPMHH «COCTOSIIMHA M3» HCKIIOYAaeT U3 odbema JIrOoro
NOCJIEAYIOLIET0 NEePEeUNCIeHNs JII00bIe IPyrue MPU3HAKUA MM KOMIIOHEHTHI, 32 MCKIFOYEHUEM
TeX, KOTOPbIE HE SIBIIIOTCS CYINECTBEHHBIMH ISl TOCTHKEHHS TEXHUIECKOTOo 3 dekTa.

[35] Hcnonb3yeMblil B 1TaHHOM JOKYMEHTE TEPMHUH «HJIN» CJeAyeT UHTEepIpPEeTHPOBATh
KaKk BKIIOYAIOIIEe «WIN», O3HaJamoliee JOOyH0 OaHy wuWiu o0yl  KOMOWHAIHIO.

CrnenoBarenbho, «A, B umn C» o3nadaer moboe u3 caenyroero: «A; B; C; AuB; AuC; Bu
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C; A, B u C ». HckmoueHne u3 3TOro ornpenesneHus: OyaeT IMeTbh MECTO TOJIBKO B TOM CIIyvae,
€CclIi KOMOMHALUS 3JIEMEHTOB, (PYHKLMH, STAOB WM NEHCTBUN SBIAETCS B HEKOTOPOM poOJe
B3aUMHO MCKJIFOYAOLIEH.

[36] Hcnonp3yemblii B AaHHOM AOKYMEHTE TEPMHUH «(papMaLeBTHUECKU MpUemiieMast
COJb(M)» OTHOCUTCS K COJIH, MOJY4YEHHOM W3 (papMaleBTUYECKH MPUEMJIEMOM HETOKCHYHOM
KHUCJIOTBI MJIM OCHOBAHUS, BKJIKOYas HEOPraHWYECKYH KHCJIOTY M OCHOBAaHME M OPraHUYECKYIO
KUCJOTY W ocHoBaHue. Ilomxopsmue (apManeBTHUECKH NpUEMIIEMble COJIM MPUCOEAMHEHUS
ocHoBanusi CoemuHeHuss | BKIIOYAOT, HO HE OrPAHUYHMBAIOTCS WMH, COJH METaJUIOB,
NOJIyYeHHbIE W3 QJIIOMUHUS, KaJbLMs, JIUTUS, MArHUs, Kajius, HATPUs M LUHKA, WJIH
OpPTaHUYECKUE COJIH, MOJy4YeHHble u3 Ju3uHa, N, N'-a1nOeH3nIBTHIeHANAMIHA, XJIOPIPOKANHA,
XOJIMHA, MUITAHOJAMHHA, JSTHJIEHIWAMHHA, MermoMuHa (N-METHINIIOKaMHUHA) U TMPOKaWHA.
[Monxoxnsmue HETOKCHYHBIE KUCJIOTHI BKJIFOYAIOT, HO HE OIPAaHUYHBAIOTCS UMH, HEOPTraHUYECKHE
U OpraHMYeCKHe KHCJIOTBI, TakHe KakK YKCyCHas, aJbI'MHOBAs, AaHTPAHHJIOBAS,
OenzoncynbpoHOBas, OeH3oiHas, kaMpopcynbpoHOBas, JUMOHHAs, 3TEHCYJIb(HOHOBAS,
MypaBbHHAs, (ymapoBas, (QypoeBas, TajJaKTypOHOBas, TJIIOKOHOBAs, TJIFOKYPOHOBAs,
IJIyTAMHHOBAs, TJIMKOJIEBas, OpPOMHCTOBOJOPOIHAS, COJIIHAs, W3ETHOHHAs, MOJOYHAs,
MaJIeMHOBAsl, SI0JIOYHAs, MHUHIAJIbHAS, METAHCYJb(OKHCIOTA, CIU3UCTAs, Aa30THAs, IaMOBasi,
NAHTOTEHOBAast, (QeHMIyKcycHasA, ¢ochopHasi, NPOMUOHOBAS, CAIULIMIOBAS, CTEAPHUHOBAS,
SHTapHasi, CyJab(paHWIIOBas, CEpHAas, BHMHHAs KHCJIOTA W II-TOJYOJICYJb(OHOBAsT KHUCIOTA.
KoHkpeTHbIe HETOKCHYHBIE KHCJIOTHI BKIFOYAIOT COJISTHYIO, OpOMUCTOBOAOPONIHYIO, (hochopHyro,
CEpHYI0O U METAaHCYJb(OHOBYIO KHCIOTHL IIpuMepbl KOHKpPETHBIX COJIeH, TakuM 00paszom,
BKJIFOYAIOT THAPOXJIOPUIHBIE W Me3WJaTHbIE CONMU. JIpyrue Xopolmo H3BECTHbI B JaHHOH
obnactu, cm., Harpumep, Remington 's Pharmaceutical Sciences, 18th eds., Mack Publishing,
Easton PA (1990) or Remington: The Science and Practice of Pharmacy, 19th eds., Mack
Publishing, Easton PA (1995).

[37] «TayTomep» OTHOCUTCS K U30MEPHBIM (pOpMaM COETUHEHHsI, KOTOPbIE HAXOAATCS B
paBHOBecHH Apyr ¢ apyroMm. KoHueHrpauuu uzoMmepHbIX (GopM OyayT 3aBHCETh OT CPEAbl, B
KOTOPOH HaXOAWUTCSl COCNUHEHHE, U MOTYT OBITh Pa3IMYHBIMH B 3aBHCUMOCTH, HampUMep, OT
TOTO, SIBIISIETCS JIM COEAMHEHHE TBEPAbIM WM HAXOOUTCS B OPraHMYECKOM WJIH BOIHOM
pactBope. Hanpumep, B BOIHOM pacTBOpe MUPA30JIbl MOTYT MPOSIBISITH CIAENYIOINE H30MEPHBIE

(bOpMBI, KOTOPBIE HA3BIBAIOT TAYyTOMEPAMH IPYT APYTa:

H
N N
s -
HN N, |
—

[38] Kak nerko mMOHATH CHEWaNiCTy B JaHHOW 0OJacTH, IIHPOKHH CIIEKTP
(PYHKLIHOHAIBHBIX TPYII U APYTUX CTPYKTYP MOKET MPOSIBJISITh TAYTOMEPH3M, H BCE TAyTOMEPHI
Coenunenus 1 HaxonATCs B rpenenax o0beMa JaHHOTO U300pETeHNsI.

[39] Tepmun «ieueHuey», UCTIOIB3YEMbIH B TAHHOM JOKYMEHTE, O3Ha4daeT ocliabyieHue,
NOJTHOCTBIO MJIM YaCTUYHO, CHMIITOMOB, CBSI3aHHBIX C pacCTpOHCTBOM min 3a00JeBaHUEM

(nanpumep, TLK, xoropas xapaxkrtepusyercs wuHpexkuueii BI'B), unm 3amennenue wnu
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IpeKpalleHe JalbHEeNIIero NporpecCUPOBaHUs UM YXYALIEHHUs ’TUX CUMITOMOB.

[40] «IIpenoTrBpaiieHue», Kak UCIHOJb3Ye€TCS B JaHHOM JOKYMEHTE, O3Haydaer
NpeNOTBpallleHle BOSHUKHOBEHUs], PELIMINBA UM PACIPOCTPAHEHUS, TOJHOCTBIO WJIM YaCTUYHO,
3a0oneBanust uim paccrpoiictsa (nanpumep, I'TIK, xoropas xapaxrepusyercs napexuueii BI'B),
WM €r0 CUMIITOMA.

[41] Hcnonb3yemblii B JaHHOM JOKYMEHTE TEPMHMH «BBEICHUE» WM «BBOAUTHY
OTHOCHUTCSI K (pU3MYECKOMY HOCTABIIEHUIO BELIECTBA, KOTZAa OHO CYINECTBYET BHE OPraHU3MA,
NALWEHTy, HampuMmep, IyTeM MEpPOpPabHOMN, CIM3UCTON, BHYTPUKOKHOMN, BHYTPUBEHHOM,
BHYTPUMBIIIEUYHOW JOCTaBKU W/WIM JIIOOBIM JPYrMM CIOCOOOM  (PH3UUYECKOW JOCTABKH
ONMUCAaHHBIM B JAHHOM JIOKYMEHTE WJIM W3BECTHbIM B pAaHHOW oOmactu. Korma neuar
3a0oneBaHNe, PACCTPOICTBO MJIM COCTOSTHHE WJIM €r0 CHMIITOM, BBEIEHHE BEIIeCTBA OOBIMHO
NPOMCXOINUT IMOCEe Havyayia, PEeLUNBa WIH PacpoCTpaHeHHus 3a00NeBaHMs, PacCTPOCTBA WU
cocTosiHusl Wi cuMmntoMoB. Kornma 3aboneBaHue, pacCTpOHCTBO WJIM COCTOSIHUE HIIM €rO
CHMIITOMBI NPEIOTBPAIIAOTCS, BBEACHNUE BEIIECTBA OOBIMHO MPOUCXOAUT IO Havasa, peluanBa
WM PaCIpOCTPaHEHUs 3a00JI€BaHMs, PACCTPOICTBA MIIN COCTOSIHUS HJTH CUMIITOMOB.

[42] Tepmun «3ddexTnBHOE KomuuecTBO» B cBs3U ¢ CoenuHenmeM 1 oO3Hauaer
KOJINYECTBO OTAENbHO WM B KOMOMHALNM, CIIOCOOHOE OCIaOWTh, MONHOCTBIO HJIM YAaCTHYHO,
cumnToMm, cBsizaHHbIM ¢ ['TIK, win 3amMeanuTe Wi OCTAHOBUTH JajibHENIIee TPOrPECCUPOBAHUE
WIN YXYALIEHWE S3TUX CHMIITOMOB, WM JieuuTh uiu mnpenorspamars LK y cyObekra,
umeromnero win noasepxkeHHoro pucky ['LIK. DddexkrusHoe kommuectBo Coenuuenus 1,
Harmpumep, B (papmManeBTUYECKOH KOMITO3MLIMM, MOXET ObITh Ha YpPOBHE, KOTOpbIM Oyner
OKa3bIBaTh JkenaeMblil 3pdexT, Hanpumep, or okosno 0,005 Mmr/kr maccel Tena cyObekra 10
okoJio 10 MI/Kr Maccel Tena MalMeHTa B CTAHJAPTHOM 103€ Kak Ui MepopajbHOrO, TaK U JJIs
MapEeHTEPATbHOIO BBEACHUS.

[43] Ucnonbp3yemsblii B JaHHOM JOKYMEHTE TEPMUH «KOMOWHALMs» WU BBEIEHHE B
KOMOMHAIIMY BKJIFOYAET BBEACHUE B BUAE CMECH, OHOBPEMEHHOE BBEIACHHE C UCIIOIb30BAHUEM
OTAENIbHBIX COCTABOB M MOCJIEOBATENILHOE BBECHHE B JIIOOOM MOPSIIKE.

[44] «IlocnemoBaTenbHBIN» O3HAYAET, YTO MEXKAY BBEICHHEM aKTHBHBIX AareHTOB
MpOLLIO ornpeneneHHoe Bpemsi. Harpumep, «mocnenoBaTenbHbIi» MOKET 03HA4aTh, YTO MPOLILIO
Oonee 10 MHUHYT MEXIy BBEICHHEM OTHENIbHBIX AKTUBHBIX areHTOB. Ileproa BpeMEHH MOXKET
cocraisTh Oojiee 10 munyT, 6onee 30 munyT, Oonee 1 Haca, 6onee 3 wacos, Ooyiee 6 YaCOB WM
6onee 12 yacos.

[45] MHcnonp3yemblii B HaHHOM JOKYMEHTE€ TEPMHH «WUHTUOMTOP WMMMYHHOM
KOHTPOJIBHOH TOUKWY» UM «AHTUOUTOP KOHTPOJIBHOM TOYKMY» OTHOCHUTCS K MOJIEKYJIaM, KOTOpbIE
MOJTHOCTBIO MJIM YACTHYHO YMEHBINAKT, MHTHOUPYIOT, MEIIAIT W MOAYJIHPYIOT OOUH HIIN
HECKOJIbKO OEJTKOB KOHTPOJIbHON ToukH. He orpaHn4mBasch Kakoi-mnd0 KOHKPETHOH TeOpHeH,
KOHTPOJIbHBIE O€NKHM peryaupyroT aktuBauuio win ¢QyHkuuio T-knerok. Heorpanmumsaromue
pUMepbl HHTUOUTOPOB KOHTPOJIbHBIX ToUek BKirouaroT CTLA-4, CD80, CD86, PD-1, PD-L1 u
PD-L2 (Pardoll, Nature Rev. Cancer, 2012, 12: 252-264).

[46] TepMuHBI «MALMEHT» U «CYOBEKT», HCHOJb3yeMble B JAHHOM JOKYMEHTE,



12

BKJIFOYAIOT JKUBOTHOE, BKJIOYasi, HO HE OIrPAHUYMBASCH OTHUM, >KHUBOTHOE, TAKOE KaK KOpOBA,
o0e3bsiHa, JIOWIA/b, OBLA, CBUHBS, KypHLA, UHIIOK, MEperel, KOmKa, co0aka, MbIlb, KpbICa,
KPOJIMK WM MOpPCKasi CBUHKA, B OJHOM BapUaHTE OCYLIECTBJIEHUS MIIEKOIUTAIOLIEE, B APYTOM
BAapUAHTE OCYLIECTBJICHUS YEJIOBEK.

[47] Hcnonb3yemplii B AaHHOM JOKYMEHTE TEPMMH «IOMYJISIIUs TOABEPrLIasiCs
nedenuro» wiau «III1JI» OTHOCUTCA KO BCEM 3aperucCTPHPOBAHHBIM CYyOBEKTaM, KOTOpBIE
npuHsnu 1o MesHblied Mepe 1 nosy Coenunenus 1. BosnelicTBue JiekapCTB M BCE aHAIU3BI
0e30MacHOCTH OCHOBAHbI HA TPYIIIE JICUSHHS.

[48] Mcnonb3yeMblil B JaHHOM JOKYMEHTE TEPMHH «IIOMYJISALNS PUTOAHAS JJI OLIEHKH
s¢ppextuBHOocTHY Wim «monyssiuus [102» (EE population - efficacy evaluable population)
OTHOCHUTCSI KO BCeM CyOBEKTaM, KOTOpbIE COOTBETCTBOBAIHM KPHUTEPHSIM MPUEMIIEMOCTH,
3aBepIIWIN, MO MeHbiuneld Mmepe, 1 mukn nedenus: CoenuHenneMm 1, u mMenu 0a3oByHO H, IO
MeHbLIelH Mepe, 1 oneHKy 3QQEeKTHBHOCTH MOCIe HaYaIbHOTO ypoBHs. OLeHKa 3¢ eKTHBHOCTH
O3HA4YaeT PaJUOJIOTUYECKYIO WJIN KJIMHUYECKYH) OLEHKY OMyXOJIM JAHHOIO TUIA UM OLICHKY
OIyXOJIM APYTHUMH TOAXOMSIIUMH CIIOCOOaMHU, ONMHUCAHHBIMH COOTBETCTBYIOIIMMHU KPUTEPUSIMU
oTBeTa OMyXoJiH. B wactHOCTH, OieHKa 3(h(HEKTUBHOCTH MOKET BKIJIFOYATh JOCTOBEPHYIO OLIEHKY
panuonoruueckoit omyxonu ast cyowrekTos ¢ [TIK. Kpome Toro, cyOBeKThI TOMKHBI TPHHUMATD,
no MeHbled mepe, 70% HasHaueHHbIXx nHeW CoennHeHue | B TeyeHue LMKIa | WU UMEThH
3amMuCy AO3UPOBAHUS IMKJIA 2, KOTOpBIE IOJKHBI OBbITH OIpEneNieHbl KaK 3aBepLICHHE, IO
MEHbLIEH Mepe, | UKIIa JeUeHus.

[49] Hcrionp3yeMblil B JAHHOM TOKYMEHTE TEPMUH «OMOJIOrHYeCKU TECTOBBIN 00pazer
OTHOCUTCSI K 00pasiy, B3sITOMY M3 ChIBOPOTKH, IUIa3Mbl, KPOBH, CYXUX ISATEH KPOBU/TIIIA3MBI,
rernaToLuTOB, MEePBUYHON OMyXonu uiu MecT Meractasuposanus ['TIK, Bkmodas, HO He
OrPaHMYMBASCH 3TUM, JIETKHE, TUM(OY3JIbl, HAATIOYEYHUKH, KOCTH, OPIOIINHY, BOPOTHYIO BEHY,
MO3T, CJIFOHY, OKOJIOYIIHYIO TKaHb U JAp.

[50] Tepmun «BI B-nonoskurtenbHbiiny win «BI'B-uHGUIMPOBAHHBINY, UCMIOIB3yEeMbIii B
JAHHOM JIOKYMEHTE B3auMoO3aMeHsieMo, oTHocuTces kK BI'B-cratycy nauuenTtos ¢ I'LIK, kotoperii
OTIpeneNsieTcsl C MOMOLIBI0 anroput™Ma ajsi uaeHTudukauuu cyobekroB ¢ I'LIK, cuntarommxcs
uHpuumpoBanHeiMu BI'B. TlepemenHble, UCTONb3yeMble AJIsl aJrOPUTMA, BKIIFOYAIOT, HO HE
OTrPaHUYMBAIOTCS  CIEAYIOIIMMHU: ucropusi Oonesam BI'B, wucropuss wMMyHHM3auuy,
MpeAlIecTByolee Unu Tekyluee jgedenue BI'B, nmppos, cesazanneli ¢ BI'B, ceponoruueckoe
TECTHPOBAaHWE Ha aHTUreHbl W/wim aHturena BI'B, marpyska BI'B u nammume JIHK BI'B.
HeorpannuuparomumMy npuMepamMu TakuX MEPEMEHHbBIX SIBJISIOTCS HaJIU4YUe MOBEPXHOCTHOIO
anturena BI'B (I'BmAr - HbsAg - HBV surface antigen), mpucyTcTBHE aHTUTENA K
noeepxHOcTHOMY aHTUreHy BI'B (antu-I'BnAr), mpucyrcTBue antureHa cepauesuasl BI'B
(I'BcAr - HbcAg - HBV core antigen), mpuCyTCTBUE aHTUTENA K aHTUreHy cepauneBnHbl BI'B
(anTu-I'BcAr), nanmuune anturena 6enka obonoukn BI'B (I'BoAr - HBeAg - HBV envelope
protein antigen), HaJqM4Yhe aHTUTeNa K aHTUreHy Oenka obonoukn BI'B (antu-I'BoAr),
npucytcTBue anturena Oenka x BI'B (I'BxAr), Hanuume antutena k aHtureHy Oenka x BI'B

(I'BxAr - HBxAg - HBV x-protein antigen), Hajnu4le aHTUI'€HA, CBS3aHHOTO C CEPALIEBUHOMN
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BI'B (I'BccAr - HBcrAg - HBV core-related antigen), Hanumuue aHTUTENa K aHTUIEHY,
cBsizaHHOTO ¢ cepauesuHoil BI'B (antu-I'BecAr), BupycHas narpyska BI'B, npumenenne antu-
BI'B nekapcts, naymmune BI'B JIHK, wamumumne MPHK BI'B u npucyrcreue Oenka BI'B.
AmnanornunbiM obOpa3om, TepmuH «BI'B-orpunarensubiit» mnu «BI'B-HenHpuIMpoBaHHBINY,
UCIOJIB3YEeMBIl B JaHHOM AOKYMEHTE B3alMO3aMeHs1eMO, OTHOcuTCs kK BI B-craTycy nanueHTos
¢ I'lIK, xoTopsle, kKak cuuTaercs, He UMeroT Hu BI'B-undexiym, Hu ee uctopuu.

[51] Hcnonb3yemelii B JAHHOM JOKYMEHTE TEPMHH «TeNaTOLEJUIFOJISIpHAs KapLMHOMA
(T'LIK), xotopast xapakrepusyercsi unpekuueii Bupycom remnatura B (BI'B)» onpenensieTcss kak
B3anmMo3ameHsieMbiii ¢ TepmuHamu «I'TIK, accoummpoBannas ¢ uHpekuueii BI'B», «I'LIK,
cesizanHast ¢ uHpeknueir BBy, «'LIK ¢ ucropueit B B-undexuumn», «BI'B-nonoxurenbHas
I'TIK», «BI'B-accounupoBannas I'LIK», «BI'B-cBsazannas I'LIK» wnn «BI' B-undunupoBannas
T'HK».

[52] TepMuH «BEpOSTHOCTB» OOBIYHO OTHOCUTCS K YBEIHUEHHIO BEPOSITHOCTH COOBITHSI.
TepMHUH «BEPOSTHOCTBH» INMPH HCIOIB30BAHUU B OTHOLIEHUU 3(P(EKTUBHOCTH OTBETa OOJBHOTO
pPaKoM OOBIMHO TMPEATIONAraeT MOBBIIIEHHYIO BEPOSTHOCTb TOTO, YTO PAKOBBIN MJIH OIyXOJIEBBIN
CHHJPOM HJIH €0 CUMIITOM OyIyT YMEHbBIIEHBI FITH CHUKEHBI.

[53] TepmuH «mpenckasatb» OOBIMHO O3HAYaeT, ONPEAENUTh WM CKa3aTh 3apaHee.
Hanpuwmep, xorna oH HUCHONB3yeTCs Al IIPOrHO3UPOBaHUs» 3()(PEKTHBHOCTH JIEUEHUS paka,
TEPMHUH «IIPOTHO3UPOBATL» MOXKET O3Ha4aTb, YTO BEPOSTHOCTb HCXOAA JIEUYECHHUs MOKHO
ONpEeNeauTh C CaMOro Hayaja, [0 Hadaja Je4eHUs WU 10 TOro, Kak IEepUOA JICUYEHHUs
CYLIECTBEHHO MPOBUHYJICS.

[54] HUcnonb3yemple B NaHHOM AOKYMEHTE€ TEPMHUHBI «ONPEAENECHUE», «U3MEPEHUE»,
«OLIGHKA Ka4yecTBA», «OLEHKa» M «aHAJIM3», KaK MpPaBWIO, OTHOCATCS K J0Oo# (opme
U3MEpPEeHNUs] U BKJIIOYAIOT B ce0sl OnpeneseHue, NPUCYTCTBYET JM SJEMEHT WIH HeT. OJTH
TEPMUHBI BKIIFOUAIOT KaK KOJIMUECTBEHHbIE, TAK W/IJIN KAYeCTBEHHBIE ONPEAEIICHHSL.

[55] B konrekcre I'IK wuHrunOupoBaHHE MOMKET OLEHHBATHCS IO HMHTHOHUPOBAHHIO
NPOrpecCUpoBaHMsl 3a00JeBaHMsI, THTHOUMPOBAHUIO POCTA OMYXOJIH, YMEHBIICHHIO MEPBHYHON
OIMyXOJIK, OCJA0JIEHUIO CHUMIITOMOB, CBSI3aHHBIX C OIYXOJIbIO, WHTHOMPOBAHUIO (DAKTOPOB,
CEeKPETUPYEMbIX OMNyXOJIbI0 (Takux Kak, Hampumep, A®II), OTCPOYEHHOMY TOSBICHHIO
NEePBUYHBIX WJIM BTOPUYHBIX OIMYXOJIEH, 3aMEIJIEHHOE PAa3BUTHE NEPBUYHBIX WM BTOPUYHBIX
OMyXOJIEH, CHIKEHHE 4YacCTOThl BO3HUKHOBEHHUS I[IE€PBUYHBIX WM BTOPUYHBIX OIyXOJEH,
3aMeUIeHUe MM YMEHbIIEHHE BBIPAKEHHOCTH BTOPHUHBIX 3((ekToB 3a001eBaHus, OCTAHOBKA
pPOCTa OMyXOJIM U perpeccusi ONMyxoJiel, yBeInmueHne BpeMeHn a0 nporpeccuposanus (B/II -
TTP - time to progression), yBennueHHe BbDKUBaeMoCcTH Oe3 mporpeccuposanust (BBIT - PES -
Progression Free Survival), ysenmuenue obmieit BepkuBaemoct (OB), cpenu npyrux. OB, kak
UCTIONB3YEeTCS B JAHHOM JOKYMEHTE, O3HadaeT BPeMs OT PaHAOMHU3aLUWU (HAMPUMEp, OAThI
NepBOI 03bI) 10 CMEPTU OT JOOOH NMPUYMHBI U HU3MEPSIETCS B MOMYJSILUH C HaMEpEeHUEM
neunts. Tepmun B/II1 B maHHOM ornucaHuy 03Ha4aeT BpeMsi OT PaHAOMHU3ALUH (HApUMep, JaThl
NepBO 103bI) 10 0OBEKTHBHOTO mporpeccuposanus onyxonu;, BT He BkrOYaeT cMepTeNbHbIE

cnydau. B nanHom onucannu BBII o3HavaeT BpeMs oT paHaoMu3aluy (HampuMmep, 1aThl EPBOi



14

703bl) 10 OOBEKTHBHOTO IPOTPECCHPOBAHUS OIYXOJH WM cMepTd. B onmHOM BapmuanTe
ocymectsieHus: koddduumenter BBII Bhrmcnstores ¢ ucmoiap3oBaHHEeM OleHOK KaraHa-
Meiiepa. B oqHOM BapuaHTe OCyLIeCTBIEHUsS KO3()(PHULUHMEHT BBIKUBAEMOCTH ONPENENIOT Kak
OLICHOYHYIO JIOJII0 CYOBEKTOB, BbDKUBAKOIINX depe3 6, 9, 12 mecsues, no ouenkam Karmnana-
Meiiepa. Mcnonp3yemblii B JAHHOM HOKYMEHTE TEPMHUH «IOKa3aTellb KOHTPOJsS 3a00JIeBaHUS»
(IIK3 - DCR - Disease control rate) o3Hauaer mpoueHT cyObekToB ¢ moiHbiM (IIO - CR -
complete response) wiu yactuyabiM oTBeToM (HO - PR - partial response) wiu cTaOuIbHBIM
3abosneBanreM (C3 - SD - stable disease). Kak ucmonb3yercsi B JaHHOM JOKYMEHTE, BpPeMsl JI0
oreeta (BJIO - TTR - Time To Response) o3HauaeT BpeMsi OT paHAOMHU3ALUH (HAIPUMED, IaThl
MEPBOU JIO3bI) IO MEPBOro JOKyMeHTHpoBaHUs orBera YO wnm jaydine. Mcmonb3yemblii B
JaHHOM JOKYMEHTEe TepMHH nponospkuteabHocTh otBera (ITPO - DOR - Duration of response)
O3HayaeT BpeMs C MOMEHTa, KOrja KpUTepuu BrepBble BcTpewaroTes must 110/HO (B
3aBHCUMOCTH OT TOro, 4YTO 3aUKCHPOBAHO BIEPBbIE), IO TMEPBOW HaThl, KoOrma
peLUUANBHUPYIOLIEe WK MTporpeccupyrolnee 3aboneBanne 0ObeKTUBHO 33J0KyMEHTHPOBAHO.

[56] B Hekoropeix BapuwaHTax ocyuiecTBieHusi jeueHue LK moker omeHuBaThCS €
NOMOIIbI0 KpuTepues oneHkn oreeTa B TBepAbIx onyxomsax (RECIST 1.1) (em. Thereasse et al.,
J. National Cancer Institute, 2000, 92:205-216 and Eisenhauer et al, European J. Cancer, 2009,
45:228-247). OOmue OTBETHI AN BCEX BO3MOXHBIX KOMOMHALMN OMYyXOJIEBBIX PEAKIHil B

LHEJICBbIX W HCHUCJICBbIX IMOPAXKCHUAX C HIIN 0e3 IOABJIEHUST HOBBIX HOpa)KeHI/II‘/'I SBJIAKOTCA

CIIeYIOIIUMU:
Ienesbie Heuenesbie
Hosrblie nopakenus OO0wmmuii oTBeT

NOPAKEeHUSI NMOpPA’KeHHUsI
110 1o HET 110
110 Henomnsiit otBet/C3 HET 4o
4o He IT3 HET 4o
C3 He IT3 HET C3
113 0 0oit Ja unu HeT 113
JIroboti 113 Ja unmu Het 113
JIroboii JIroboti Ha 113

[IO=nonueiii otBer; YUO=uwactuunbiii otrBer, (C3=crabunapbHoe 3aboyeBaHHE, U
I13=nporpeccupyroiee 3a00neBaHme.

[57] Uro xacaercss OLEHKM ILeNneBbIX mnopaxeHud, mnonsbii orser (II0) - sTo
HCUE3HOBEHHE BCEX IEeNIeBbIX MNOopakeHHH, 4dactu4yHbli orBeT (YO) - 3TO Kak MHUHUMyM
yMmeHblleHne Ha 30% cyMMbl camMoro JJIMHHOTO AMaMeTpa LeJEBbIX MOpPaXXeHUH, MpUHUMAasl 3a
HAYaJIbHBI YPOBEHb CYMMApHBIA CaMbli JJIMHHBIA TUAMETp, Mporpeccupyroiee 3adboaeBaHmue
(IT3) - sTO yBENMUEHHE CYMMBI CAMOTO JUIMHHOTO TUAMETpPa LIeJIEBbIX NOPAKEHHH, 110 MEHbLIEH
Mmepe, Ha 20%, npuHuUMas B KauecTBE OPUEHTHUPAa HAUMEHbIIUNH CyMMAapHbIN CaMbIil AJMHHBIN

AUaMETP, SapeFHCTpHpOBaHHbIﬁ C Ha4daJja JICUCHUA, WUJIN MOABJICHUE OOAHOTO HMJIM HCCKOJIbBKUX
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HOBBIX TMOpakeHuH, u crabminpHoe 3aboneBanne (C3) He sBHsETCs HU JOCTATOYHBIM
YMEHBLIEHNEM, YTOOBI COOTBETCTBOBATh YaCTUYHOMY OTBETY, HU JOCTATOYHBIM YBEIHUYEHHEM,
9TOOBI COOTBETCTBOBATH IPOrPECCHUPYIOIIEMY 3a00JIeBAaHUIO, NMPUHHUMAsl B Ka4deCTBE 3TaJIOHA
HAaVMEHBIINUN CyMMapHbIA CaMblii JJIMHHBIA AUAMETP C Ha4Yaa JICYCHUsI.

[58] Uro kacaercs OLeHKHM HeLeneBbix mnopaxenui, I[1O mnpencraBnser coboit
HCUE3HOBEHHE BCEX HELEJIEBbIX MOPAKEHUNH M HOPMAJIM3ALMI0 YPOBHS OIyXOJIEBOTO MapKepa,
HeronHblil otBeT (HO)/C3 mpencraBiser coOOH MEPCHUCTEHIMIO OIHOTO WIJIM HECKOJBKUX
HelleJIeBbIX MOPAKSHUN W/WIIK TOAAEepIKaHUE YPOBHS OMyXOJIEBOTO MapKepa BbILIe HOPMAJIbHBIX
npenesos, u 13 (nmporpeccupyroinee 3aboneBanue - PD - Progressing Disease) npencrasisieT
co0Ol MOSIBJIEHUE OIHOTO WJIM HECKOJIbKUX HOBBIX MOPAKEHHH /MM OJHO3HAYHOE Pa3BUTHE
CYLIECTBYIOIIUX MMOPAKEHUH, HE SBJISIOLIMXCS] MULIICHSIMH.

[59] B HekoTopsix BapuanTax ocymectsieHus jgeuerne [ LK MoxeT Takke OleHUBaThCS
N0 W3MEHEHHBIM KpUTEpUsIM OLeHKH oTeera B TBepabix onyxomsix (mMRECIST (modified
Response Evaluation Criteria in Solid Tumors) nnst I'LIK) (cam. Lencioni et al. Semin Liver Dis.
2010 Feb; 30 (1): 52-60.

5.2 COEJMHEHME 1

[60] B naHHOM NOKyMEHTE MPENOCTaBJEHbl MPUMEHEHUS ISl COSOUHEHUs], UMEIOLIEro

CTPYKTYPY:
Ox’

OH
| :
N AN N._0
N™ N
H

1

U HUMeLero HasBaHue 7-(6-(2-ruapOKCHNIPONaH-2-uia) NUpUuH-3-mi)-1-((TpaHc)-4-
METOKCHIIMKJIOTeKCHI)-3,4-quruaponupasudo  [2,3-b] mnwmpasuna-2 (1H)-oH, BkIrOYas ero
(dbapMaleBTHYECKU TpHUEMJIEMbIe COJM WM TayTOMEPhl (COBMECTHO HMMEHyeMble B JAHHOM
nokymente «Coenunenue 1»).

[61] Coenunenue 1 MoxeT OBITh MOJYYEHO C UCIMOJIb30BAHUEM PEAreHTOB M CIIOCOOOB,
U3BECTHBIX B JAHHOW 0O0JjacTH, BKJFOYasl CrOCOObI, mpexacraBieHHbie B mareHTe CIIIA N
8110578, BeimanHom 7 despanst 2012 r.; marente CIITA No 8569494, BeimanHOM 29 OKTSAOpSI
2013 r.; u marente CIIIA Ne 9359364, BeimanHom 7 utons 2016 ropma, mojHOE COAEp KaHHE
Ka)KJIOTO U3 KOTOPBIX BKJIFOUEHO B JAHHBIM TOKYMEHT MOCPEICTBOM CCHUIKH.

[62] HMcnonb3yemblii B NaHHOM AOKYMEHTE TepMUH «Meraboiaut MI1» oOTHOcHTCS K

COEIMHEHHIO, UMEIOLEMY CTPYKTYPY
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OH

NIﬁTD
NE TN
H

U uMeroieMy HaspaHue |-((TpaHc)-4-ruapOKCHLMKIOTeKCH)-7-(6-(2-TuAPOKCHUIIPOTIaH-
2-ui1) mUpuaAnH-3-un)-3,4-nuruaponupasuto [2,3-b]-nupasun-2(1H)-oH win ero Tayromepam.

[63] Cnemyer OTMETHTB, YTO €CIM €CTb HECOOTBETCTBHE MEXIy H300paKEeHHOM
CTPYKTYpOH M HMEHEM, NaHHBIM 3TOH CTPYKTYpOH, M300pa’keHHOH CTPYKType AOJUKEH OBITh
npunad Oonpumii Bec. Kpome Toro, ecim cCTepeoxXuMusi CTPYKTYPbI HJIM YacTH CTPYKTYPBI HE
o0O3HaueHa, HampuMep, SKUPHBIMH WIM MyHKTHPHBIMH JIMHUSMH, CTPYKTYpy WJIH YacTh
CTPYKTYPBI CJIEAYET HHTEPIIPETUPOBATh KaK OXBATBHIBAIOLIYIO BCE €€ CTEPEOU30MEPHIL.

5.3 CITIOCOBbI UCITIOJIb3OBAHMA U COEJUHEHME 1 U1 UCITOJIb3OBAHUA
B TAKUX METOIAX

[64] Coenunenue 1, mpeacTaBiIeHHOE B JAHHOM JOKYMEHTE, MOXKHO HCIIOJb30BATH BO
BCEX Croco0ax, MpeACTABICHHbIX B JAHHOM JJOKYMeHTe. B OTHOM acriekTe B JTaHHOM JIOKYMEHTE
npeacrasieH cnoco0 JsedeHus w/wim npodunaktukn ['TIK, koropas xapakrepusyercs
uHpexnuerr BI'B, y mnanmenrta, Brimovaromuii BBeaeHHe 3(PQPEKTHBHOTO KOJUYECTBA
Coenunenuss 1 manumenty, umeromemy ILIK, koropas xapakrepusyercs uHpeknuein BI'B.
Hannoe n3o0perenne orHocutes K CoeanMHEHUI0 | A MPUMEHEHHs B TAKOM CIOCO0e JIeUeHHsI
w/wmn npodunaktuku I'TIK, xoropas xapaxrepusyercs uHpexuuerr BI'B, y naumenra. B
OIpeAENICHHBIX BAPHAHTAX OCYIIECTBJICHUS B JAHHOM JOKYMEHTE MPEACTABJICH CIOCO0 JieueHHs
I'lIK, xotopas xapakrepusyercst uHbekiueidd BI'B, y naumenra, BKIIOYAIOLIMN BBEICHUE
s¢pextuBHoro konmuuectBa Coenuuenus | maumenty, wumeromemy [LIK, koropas
xapaktepusyercs: uHpekueir BI'B. JlanHoe u3oOperenue orHocutcs k CoemnuHenwto 1 st
npuMeHeHust B TakoMm criocode nedenust ['TIK, koropas xapakrepusyercst nndpekuueir BI'B, y
nanueHTa. B apyrux BapuaHTax OCYINECTBJICHUS B JaHHOM JOKYMEHTE IMPEACTABIEH CIOCO0
npenorspatnenus [ 1IK, koropas xapakrepusyercs nndekiueii BI'B, y manneHTa, BKIFOYArOIIHIA
BBeieHne >¢p¢dexkruBHoro konmyecrsa CoemmHenuss 1 manmenty, mmeromemy [LIK, koropas
xapaktepusyercs: uHpekueir BI'B. JlanHoe u3obperenune orHocutcs k CoemnuHenmo 1 s
npuMeHeHuss B TakoMm crocobe mpodunakruku ['TIK, xoTopas xapaktepusyercss wH(peKIuei
BI'B, y mnaumenta, BkmouaromeM BeeneHue spdextuBHoro kommdectsa Coenunenust 1
nanueHty, umeromemy I1IK, koropas xapaxrtepusyercs undpekuueii BI'B. B HekoTopsix
Bapuantax ocymecteineHust ['LIK, koropas xapakrepusyercs nHpekuneii BI'B, mpencrasusier
coboii HeonepabenpHyro I'LIK, koTopas xapakrepusyercs napexkuneii BI'B. Takum obpazom, B
HEKOTOPBIX BapHAHTAaX OCYINECTBJIEHUS B JAHHOM JOKYMEHTE IPEICTAaBJIEH CHOCOO JIeUeHHs
HeomnepabenpHoM 'K, koTopas xapakrepusyercst nnpeknueirt BI' B, y manuenTa, BKIIIOYArO M
BBeieHNe 3 dexTuBHOro Konndyectsa CoenuHeHns 1 manueHTy, UMEIEMy HeonepadenbHy0

I'TIK, xortopas xapakrepusyercs wuHpexnueli BI'B. JlanHoe wu3oOpereHue OTHOCHTCS K
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Coenunennto 1 ans mpuUMeHEHHUs] B TakOM criocobe neueHust HeomnepabenpHON ['LIK, xoTopas
xapakrepusyercs uHpexkuuedn BI'B, y mamumenra. B npyrux BapmaHTax OCYINECTBJICHUS B
JAHHOM JOKYMEHTE MpeACTaBlieH croco0 mpenorepamnenuss HeonepadenbHoit ['TIK, xoropas
xapaktepusyercss uHpekuueit BI'B, y mnanuenra, Brmouarouuii BBeneHue 3(P@exTHBHOrO
konmndyectBa CoenuHenuss 1 manueHty, wumewomemy HeomnepabenpHyto [I'LIK, koropas
xapakrepusyercss uHpekuuerr BI'B. Jlannoe uzobOperenue otHocurcs k CoenuueHuro 1 ms
NpUMEHeHHsT B TakoM crocobe mpenorBpamieHus Heonepabensuoit I'LIK, kotopas
xapakrepusyercs uHdexuueit BI' B, y nmanuenra.

[65] B HexkOoTOphIX BapMaHTAaX OCYLIECTBJEHUS B JAHHOM JOKYMEHTE MPEeICTaBIeH
crnoco0 neyenus w/wnm npodunaktuku 'K, acconunpoBannoii ¢ nndekueit BI'B y nanuenra,
BKJIFOUArOIMii BBeneHUe 3(ddexruBHoro xomumuectBa CoenuHeHuss | MAMEHTy, HUMEKOLIEMY
I'TIK, accouuupoBannyw ¢ uadpekuueii BI'B. Jlannoe m3obperenue orHocutcst k Coenuuenuto 1
IUI IPUMEHEHHsI B TaKOM criocobe sieuenust n/uian npodunaxruku 'K, acconnnpoBaHHOH ¢
uHpexnuerir BI'B y mnaumeHTa. B ompeneneHHbIX BapHaHTaX OCYLIECTBICHHUS B JaHHOM
nokymeHnrte mnpencrasineH cnocod nedeHus I'LIK, accoummpoBanHoro ¢ mHpekumein BI'B vy
NalMeHTa, BKIOHamuil BBeneHue 3(QdextuBHOro kommuectsa CoenuHeHuss | maunmeHty,
umeromemy 'K, acconmmpoBanHyio ¢ uHbpekuuei BI'B. J[anHoe n300peTeHne OTHOCHTCS K
Coemnnaennio 1 s mpuMeHeHuss B TakoMm crnocode nedenus 1K, acconumpoBaHHOW C
uHpexnuerd BI'B y mammenra. B apyrux BapuaHTax OCYIIECTBIEHHS B JTAHHOM JIOKYMEHTE
npexncrasieH crocod npenorepamenus [ LK, accormuposannoii ¢ nndekuueii BI'B y nanuenTa,
BKJIFOUAOLN BBeneHue 3(dexruBHoro xommuectBa CoenuHeHus |1 NalMEHTy, HUMENOLIEMY
I'TIK, accouuunpoBannyto ¢ nadpekuueit BI'B. Jlannoe m3obperenue ornocurcs k CoennneHuto 1
IJIsl IPUMEHEHHsI B TakoM crniocobe npodunaktuku 'K, acconmupoBannoii ¢ nndeximeii BI'B
y mauueHta. B ogqHom Bapuante ocymectsienus: 'K, accoumnupoBanHbiii ¢ undpexuueit BI'B,
npezacrasisier coboii HeonepabenpHyro 'K, cBsizanHyto ¢ unpekuueit BIB.

[66] B HexkOTOphIX BapMaHTAaX OCYUIECTBJEHUS B JAHHOM JOKYMEHTE MPEeICTaBIeH
crocod neuenus: w/unu npenorspamenus ['TIK, ceszanHoi ¢ mH(pekuueir BI'B y nanuenTa,
BKJIFOUArOInii BBeneHue 3(ddexruBroro xomuuectBa CoenuHeHuss | MAMEHTy, UMEKOLIEMY
I'TK, ceszannyio ¢ uHdpeknueit BI'B. Jlannoe nzobperenne orHocutcs k Coenunennto 1 st
NPUMEHEHHUs1 B TakoM criocode neueHust w/uinn npodunaktuku LK, cBsazanHol ¢ nHDeKunei
BI' B y mauuenta. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHUS B JAHHOM JOKYMEHTE MPENCTaBIEH
criocob neuenusi 'K, csizanHol ¢ mH(peknueir BI'B y manuenTta, BKIFOYAOIINUN BBEICHHE
s¢pextuBHOoro kommuectBa CoenmueHuss 1 mnaumenty, umeromemy ILIK, cBssanHyo c
undpekuuern BI'B. JlanHoe nzobperenue orHocutcst k CoenrHeHNIO 1 Ui MPUMEHEHHs] B TAKOM
cnocobe neuenus: I'LIK, cBszanHol ¢ mH(pekumeii BI'B y maumenta. B apyrux BapmanTax
OCYIECTBIIEHHsI B TAaHHOM JTOKYMEHTE IpeacTanieH crocod npenorspamenus ['TIK, cBsazanHON
¢ wuHbpexumeidr BI'B y maumenra, ximouaromuil BeeneHHe 5(()EKTHBHOTO KOIUYECTBA
Coemnnennss 1 maumenty, umeromemy [LIK, cBssannyio ¢ wuHbpekumerr BIB. Jlannoe
n3o0perenne orHocutcs Kk CoenuHeHMo 1 Ui MPUMEHEHUs] B TAaKOM Criocode mpoduiakThku

'K, ceszannolt ¢ uHpeknueit BI'B y nmanuenra. B ogHom Bapmanrte ocyuiectsienus LK,
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cBsizaHHyr0 ¢ uHpekumeii BI'B, mpencrasnser coboii Heomepabenbnyro I'LIK, cBszanHyoo ¢
uHpexnuer BI'B.

[67] B HexOoTOpBIX BapuUaHTaxX OCYIIECTBJIEHUS B JAHHOM JOKYMEHTE IpeNCTaBJIeH
cnoco0 neuenuss w/mmu npodunaktuku I'LIK ¢ wucropueit mndpeximm BI'B y mnamuenra,
BKJIFOUAIOLINH BBeneHHe 3 dexTuBHOro konnuecrsa Coenunenus 1 nmanuenty, umeromemy I'TIK
¢ wucropuedi uHdpekuun BI'B. JlanHoe wusoOpereHue otHocurcs k CoenuneHuto 1 s
NPUMEHEHHs] B TaKOM criocode siedenns n/unu npodunaktuku ['TIK ¢ ucropueii nndpexunn BI'B
y nauueHrta. B onmpeneneHHbIX BapHaHTaxX OCYIIECTBJICHMS B JaHHOM JIOKYMEHTE MPENCTaBIEH
criocod seuenusi ['TIK ¢ ucropueii unpeknuun BI'B y mamueHnTta, BKJIIOYAMOIINUNA BBEICHHE
s¢pexruBHOro konmuecta Coenunenus 1 manuenty, umeromemy LK ¢ uctopueit nnpexuum
BI'B. Jlannoe u3obperenne orHocutcss k CoemuHeHuro 1 Ay MpUMEHEHUsI B TaKOM CIocode
neuenns ['TIK ¢ ucropueii undexuun BI'B y nanmenta. B apyrux Bapuantax OCyIIeCTBICHUS B
JaHHOM JOKYMeHTe mperncrasiieH criocod mpodmnaktuku ['TIK ¢ ucropueii nnpexkunn BI'B y
NalMeHTa, BKIOHarmuil BBeneHue 3QdextuBHOro kommuectsa CoenuHeHuss | maunmeHry,
umeroremy ['TIK ¢ ucropueii unpexunu BI'B. JlanHoe nzobperenue otHocuTcst kK CoenMHEHUIO
1 nna mpumeHenuss B TakoM crnocobe mpodunakruku I'LIK ¢ ucropueit magexkunu BIB vy
nauueHTta. B onnom Bapuante ocymectsienus ['1IK ¢ ucropueit nadpexunn BI'B npencrasnser
coboit mHeonepabenbuyro 'K ¢ ucropueit nadexuu BI'B.

[68] B HexkOTOpBIX BapHaHTAax OCYLIECTBJEHUS B JAHHOM JOKYMEHTE MPEICTaBIeH
cniocod nedenust w/mimn npodunaktuku BI'B-nonoxkurensuoit 'K y namnuenTta, BKIIOYArOITUH
BBeneHne s¢¢dexkruBHoro komudyectBa CoeamHeHuss 1 mauwmenry, umeromemy BI'B-
nonoxkurenbHyo LK. Jlannoe m3oOperenne otHocutcst k CoenuHeHnio 1 st mpuMeHeHUs B
TakoM crocobe jneuenus: w/unu npodunaktuk BI'B-nmonoxkurensHot I'IIK y manuenrta. B
OIPEAENICHHBIX BAPHAHTAX OCYILIECTBJICHHS B JAHHOM JOKYMEHTE MPEACTaBJIeH CIoco0 JIeUeHns
BI'B-nosnoxwurenshoit I'TIK y manuenrta, BKIOYAOIMUN BBeneHHEe 3((EKTUBHOTO KOJIUYECTBA
Coenunennss 1 mauuenty, umeromeMy BIB-monoxkwurensnyto I'LIK. JlanHOe u3zoOpereHue
otHocuTcs kK CoenuHeHuro 1 i mpuMeHeHHs B TakoM criocode yedennsi BI' B-nonoxkuTenbHOMN
I'IK y maumenta. B npyrux BapuaHTax OCYLIECTBJEHHUS B JAHHOM JOKYMEHTE INPENCTaBJIEH
cnocod mpenotrspamenuss BI'B-monoxkurensHott ['TIK y maruenTta, BKIIOYArOLIUI BBEICHHE
s¢exruBHOro Komuuectsa Coenuuenus 1 maumenty, umeromemy Bl B-nonoxurensnyro 'K
Hannoe wuzoOperenne ortHocutTcst k CoenuHeHuio 1 11sl mpUMEHEHHMsT B TaKOM  CHOcoOe
npodunaktuku BI'B-nonoxkurtenpHot I'LIK y mauueHTa. B omHOM BapuaHTe OCYIIECTBIIECHHS
BI'B-nonoxwurensHas 'K npencrasisier coboii HeonepadenpHyo BI'B-nonoxurensuyro I'TK.

[69] B HekOoTOpBIX BapMaHTAaxX OCYLIECTBJEHUS B JAHHOM JOKYMEHTE MPEICTaBIEH
cocod nedenuss w/umm npenotrspamenHuss BI'B-accoummposannoit ['TIK y mnanuenTa,
BKJIFOUAIOLNI BBeneHUe 3(pdexrnBHOro xomuuectsa CoenuHeHHs | NAalMEHTy, HUMEKOIIEMY
BI'B-acconmmpoBannyro ['TIK. [lanHoe wusobperenne otHocutcs k Coemuuenuro 1 ms
NPUMEHEHHUs] B TAaKOM criocode neueHus: w/mnn npodunaktuku BI' B-acconmmposannoii I'TIK y
nauueHta. B ompeneneHHbIX BapHaHTaX OCYLUECTBJICHHs B NAHHOM AOKYMEHTE IPEACTaBIICH

cnocod gneuenusi BI'B-accommuposannoit I['TIK y mnamweHTta, BKJIFOYAIOIINUN BBEICHHE
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s¢¢pextuBHOoro kommuectsa CoeamneHus 1 manuenty, umeromemy BI'B-acconmmpoBaHHYIO
I'IK. JlanHoe usoOperenue otHocutcsi Kk CoenuHeHuto 1 st MIPUMEHEHUST B TAKOM CIocobe
neuenust BI'B-accounnposannoi I'LIK y manmenra. B apyrux BapuaHTax OCYLIECTBJICHHS B
JAHHOM JOKYMEHTE TMpexacTaBiieH crocod mpenorspamenuss BI'B-accommmposannoi 'K y
nalnueHTa, BKJOYaromuil BBeneHue sddextuBHOoro xommuectsa CoenuHeHus | maumeHty,
umeromemy BI'B-accormuposannyio I'TIK. JlanHoe u3obperenune otHocurcs k Coenunenuto 1
AU IPUMEHeHHs1 B TakoM criocobe npodunakruku BI'B-accormuposannoii I'TIK y manuenTta. B
onHoMm BapuaHTe ocymectsieHuss ['TIK, accomuupoBannyto ¢ BI'B, mpencrasisier coOoi
HeonepabenpHyro ['TIK, accormuposannyto ¢ BI'B.

[70] B HexoTOpBIX BapuaHTaX OCYIIECTBJIEHHS B JaHHOM JOKYMEHTE IMpeCTaBJIeH
criocod nevyenuss w/vnu npodunaktuku ['TIK, cBszannoii ¢ BI'B, y manmeHTa, BKITFOYAROLIHI
BBeieHue 3 dexrrBHOrO KommuecTra Coennuaenus 1 mauuenty, nmeromemy LK, cBsizaHHyIO C
BI'B. Jlannoe u3obperenne orHocuTcss k CoenuHeHuro | JUisi MpUMEHEHUsI B TaKOM CIocode
neuenns w/win npodunaktuku 'K, cBszanHoi ¢ BI'B, y nmanuenra. B HeKoTOpBIX BapuaHTax
OCYIIECTBJICHUS] B JAHHOM JIOKyMeHTe npeactasiieH criocod nedenus LK, cesizannoii ¢ BI'B, y
NalMeHTa, BKIOHamuil BBeneHue 3(QdextuBHOro kommuectsa CoenuHeHuss | maunmeHty,
umeromemy ['TIK, ceszannyro ¢ BI'B. Jlannoe m3obperenne otHocutcst k Coenuuenunro 1 st
npuMeHeHus: B TakoMm criocobe neuenmnss ['LIK, cessannoit ¢ BI'B, y manmenra. B apyrux
BapUAHTaX OCYLIECTBIEHHS B JAHHOM JOKYMEHTE mpezacraBieH criocod mpodumaktuku ['TIK,
ceszanHol ¢ BI'B, y mamuenra, Bkimouaromuii BBeneHHe 3(PQPEKTUBHOTO KOJMYECTBA
Coemnnennss 1 mnanumenty, umeromemy [TIK, cssannyio ¢ BI'B. JlanHoe wusobperenue
otHocutcsi k CoenuHenmto 1 ansd npuMeHeHHst B TakoM crocobe npodunaktuku ['TIK,
cBsa3anHo ¢ BI'B, y nanuenra. B onnom Bapuante ocymectsienus I'TIK, cessannas ¢ BI'B,
npezacrasisietr coboii HeonepabdenpHyro 'K, csizannyro ¢ BI'B.

[71] B HexOTOpBIX BapHaHTAaX OCYLIECTBJEHUS B JAHHOM JOKYMEHTE IPEACTaBIEH
cnoco0 nevyenus w/wnu npodunaktuku BI'B-unpunuposannoit ['TIK y nanmenTa, BKIIIOYaO AN
BBeneHue d¢dexktuBHoro kommvyectBa CoenamHenuss 1 manmenty, wumewnomemy BI'B-
unpunmposannyo ['TIK. Jlannoe nzobperenue orHocutcst kK CoenuueHuro 1 st npUMeHEHUs B
TakoM criocobe yieuenus: w/wim npodpuiaktukun BI'B-undunmposannoit I'TIK y mauuenta. B
OTPENEIeHHBIX BAPUAHTAX OCYLIECTBICHHUS B JAHHOM JJOKYMEHTE MPEICTAaBJIEH CIIOCO0 JICUeHUS
BI'B-uaduuuposannoii ['LIK y mauueHTa, BKIOUaroUwii BBeaeHne 3pekTHBHOrO KoaudecTna
Coenunennss 1 maumenty, umeromemy BI'B-unpuuuposannyro I'LIK. B manHOM nokymeHte
npenocrabnieHo Coenmnenune 1 1 TpUMEHEHUs B TakoM crocodOe JedeHus BIB-
uHpumuposanHor ['TIK y mnammenta. B npyrux BapwaHTax OCYIIECTBIEHHS B JaHHOM
OOKYMEHTe Tpemjaraercsi crnocod npenorspamenus BI'B-unguuuposannoit I'TIK y nanuenra,
BKJIFOUAIOLNI BBeneHUe 3(pdexrnBHOro xomuuectsa CoenuHeHHs | NAalMEHTy, HUMEKOIIEMY
BI'B-uaduuuposannyro I'LIK. [lannoe wu3oOperenne otHocurcs Kk Coemunennto 1 mns
npuMeHeHHus1 B TakoM criocobe npodunaktuku BI'B-unduuuposannoii I'TIK y manmuenra. B
onHOM BapuaHTe ocymecteiaeHusi Bl B-undummposannas I'LIK mnpexacrasnser co0oi
HeonepabenpHy0 BI B-unduimposannyro I'TIK.
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[72] B nopyrom acmekTe B AaHHOM AOKYMEHTE NPEACTaBJIEH CIOCOO JIeUeHHUs W/WUIH
npodunaktuku I'IIK, koropast xapakrepusyercs uHdpexknueri BI'B, y manueHTa, BKIFOYAOLIHNI
CKPUHUHT OMOJIOTHYECKOTO TECTOBOro oOpasla y manueHTa Ha Hainuuue uHbpexuuun BI'B u
BBeieHne 3¢ ¢dexkruBHoro komndectsa Coenunenus 1 maumenty, umeromemy I'LIK, koropas
xapaktepusyercs: uHpekueit BI'B. Jlannoe nzobperenue ornocutcs k CoemuHenuro 1 st
NPUMEHEHHUsT B TaKOM criocode siedenus: w/mnu npodunaktuku LK, kotopast xapakrepusyercs
unpexuueir BI'B, y mamuenTta, mpu 5TOM CHOCOO BKIIOYAET CKPHHUHI OHOJOTHYECKOrO
TECTOBOr0 oOpasua y mnanueHta Ha Hamuyne uHbpekuun BIB u BBemenue 3¢ ¢dexkTuBHOrO
xomuuectBa Coenunenust 1 marmenty ¢ I'LIK, koropast xapakrepusyercsi nnpekuueiit BI'B. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJIIEHUS B JAHHOM JOKYMEHTE MPENCTaBJIEH CIOCOO JIeUeHHs
I'TIK, koropasi xapaktepusyercss uHpekumeii BI'B, y maumeHTa, BKIIOYAIOIIUN CKPUHUHT
OMOJIOTHYeCKOro TeCTOBOro odpasla y manueHta Ha Hajgnuue uH(pexkuuu BI'B u BBeneHwue
s¢pextuBHoro kommuectBa Coenuuenms | manmenty, wumeromemy [LIK, xkoropas
xapaktepusyercs: uHpekueir BI'B. JlanHoe u3obperenue orHocutcs k CoemnuHenmo 1 st
UCTIONB30BaHUs B TakoM criocobe edenus ['1IK, koropas xapakrepusyercs napexkuueii BI'B, y
NAalMeHTa, MPU 3TOM CMOCO0 BKIFOYAET CKPUHUHI OHOJIOTHYECKOrO TECTOBOro oOpasma y
nanueHTa Ha Hannune nHpexmu BI'B u BBenenue s¢pdexruHoro konmmdectsa CoenuHenns 1
nanueHty, umeromemy LK, kotopas xapakrepusyercst nadpexuueit BI'B. B npyrux Bapuantax
OCYIIECTBIIEHHsI B JTAHHOM JIOKYMEHTe MpeacrasiieH crnocod npenorspamenus 'K, koropas
xapakrepuszyercs uHoekuneii BI'B, y mnammeHTa, BKIIOUAOIIMNA CKPUHUHT OHOJIOTMYECKOTO
TECTOBOro oOpasma y mnanueHTa Ha Hanmuune uHbekuun BI'B u BBeneHue s¢¢exTuBHOro
xonnuectBa Coenuuenns 1 nanuenty, umeroiemy 'K, koropas xapakTepusyercs: HHpeKIue
BI'B. lannoe nzobperenue otHocutcs Kk CoenmHeHHIO 1 Ui IPUMEHEHHS B TaKOM CIoco0e
npenorspamenust 1K, xoropas xapaxktepusyercs mHdpexkuueit BI'B, y manuenTa, mpu 3Tom
croco0 BKIFOUAEeT CKPUHUHI OMOJIOTMYECKOrO TECTOBOro o0pasia y MalHeHTa Ha HaJIu4ue
undpexru BI'B u BBenenue s¢dexrunoro konuvyectsa CoenriHeHUs1 1 MalueHTy, UMEIOIIEMY
I'TIK, koTopast xapakTepusyercs uHdpexpeii BI'B.

[73] B mHexotopeix Bapumantax ocymectBieHuss ['1[K, kortopas xapakrepusyercs
undpekuueri BI'B, mpencrasisier coboii HeomepabenbHyro I['TIK, koTopasi Xxapakrepusyercs
uHpexnuerd BI'B. Takum o0pa3oMm, B HEKOTOPBIX BapUaHTAaX OCYIUIECTBJICHUS B IaHHOM
IOKYMEHTE MpencTaByieH crocod yedeHus: HeorepabenpHOU ['LIK, koTOpas XapakTepusyercs
uHpekuueln BI'B, y manueHnTa, BKIFOYAOINUNA CKPUHIUHT OUOJIOTHYECKOT0 TeCTOBOro odpasia y
nanueHTa Ha Hanmnune nHpexmmu BI'B u BBenenue s¢pdexruHoro konmndectsa CoenuHenns 1
NanueHTy, uMeromemy HeomnepadenpHylo LK, xoropas xapakrepusyercs uHbpekiueii BI'B.
HanHoe m3o0perenne otHocuTcs K CoenrHEHUIO | Al MPUMEHEHHs! B TAKOM CIOCO0€ JIeUeHHsI
HeonepabenmpHON ['LIK, koTOopas xapakrepmsyercs mHpexumerdr BI'B, y mamumenra, mpu 3Tom
Croco0 BKJIFOUAET CKPUHUHT OHMOJIOTMYECKOr0 TECTOBOrO o0pasua y MalUeHTa Ha HaJndue
uHpexnmn BI'B u BBenenme mnanuenty s¢ddexruBHoro xommuectBa CoemuHenus 1 ¢
HeomnepabenpHOU ['TIK, xoTopast xapaktepusyercs: nuadpekuueii BI'B. B eme npyrux Bapmantax

OCYHIECTBJICHUA B JAHHOM JOKYMCHTC MPCACTABJICH crioco0 npeaoTBpallCHUs Heonepa6eanof/'I
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I'IK, koropasi xapaktepusyercsi uHpekuweri BI'B, y manueHTta, BKIIOYAOMIMA CKPUHHHT
OMOJIOrNYeCKOro TECTOBOro odpasla y mamueHta Ha Hannmuue uH(pexkuuu BI'B u BBenenwue
s¢¢pextuBHoro konuvectsa CoenunHenuss 1 maumenty ¢ HeomepabenmpHOW ITIK, koropas
xapakrepusyercs: uHpekueit BI'B. JlanHoe uzobperenune otHocutcss k CoenuHeHuro 1 st
NpUMEHEHHsT B TakoM crocobe mnpenorBpamieHus Heonepabenpnoit I'LIK, kotopas
xapakrepusyercss uHpekuuedi BI'B, y mnamuenra, mpu 3TOM crnoco0 BKIOYAET CKPUHUHT
OMONIOrMYecKoro TecToBOro odpasua y manmeHTa Ha Hamuuue uHpexkunn BI'B u BBeneHue
nanueHty 3¢dexruBHoro komudectBa Coemunenusi 1 ¢ HeomepabenpHOU I'TIK, kotopas
xapakrepusyercs uHdpexueir BI'B.

[74] B mHexotopeix Bapuantax ocymectsiennss 1K, kotopass xapakTepusyercs
undpexnuerr BI'B, npexncrasisier coboii panee He moaseprasinyrocs JyedeHuro ['LIK, koropas
xapakrepusyercs nHdpeknueit BIB. Takum 00pa3oM, B HEKOTOPBHIX BApHAHTAX OCYIIECTBJICHUS B
JAHHOM JIOKYMEHTE NPEACTaBJEeH Croco0 JieueHusl paHee He noaseprasiueiics jedernto [TIK,
KoTopasi xapakrtepusyercss wuHpekuueli BI'B, y mnamueHra, BKIOYAIOMMWA CKPUHUHT
OMOJIOTHYECKOro TeCTOBOro olpaslia y manueHta Ha Hajguuue uHbpekunu BI'B u BBeneHue
s¢pextuBHOro konmyecrsa CoenuHeHHMs | TaLMEHTy, y KOTOPOTO NPHUCYTCTBYET paHee He
nonseprapmasicss Jsedennto [LIK, koropas xapakrtepusyercs wuHpeknuein BI'B. JlanHoe
n3o0perenune orHocutcs kK CoennHeHM0 1 11 NpUMEHEHHs B TAKOM CIIOCO0€ JISUeHHsI paHee He
nonseprasiueiics nedennto I'TIK, koropas xapakrepusyercs nnpexkuneii BI'B, y nmanuenra, npu
5TOM CIOCOO BKJIFOYAET CKPUHUHT OMOJIOTHYECKOr0 TECTOBOrO 00paslia y MalieHTa Ha HaJudne
unpexnu BI'B u BBenenune s¢dexruBHoro xonmmuecrsa CoenuHenus | mauueHTy ¢ paHee He
neuenHbiM [1IK, kotopas xapakrepusyercs unbpekuueii BI'B. B nppyrux BapuanTax
ocymecteinenust I'LIK, xoropas xapaxtepusyercs wunHpeximeii BI'B, sBnserca panee
noaseprasiueiics neuennto ['TIK, xoropast xapakrepusyercs ungexpern BIB. Takum o6pazom,
B HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHUS B JAHHOM JOKYMEHTE INPEUIOKEH CHOCO0 JIeYeHus
panee mnonseprasiueiicss jedenuto [1IK, koropas xapakrepusyercss uHpekuueir BIB, vy
MAIMEHTa, BKJIIOYAKOLINA CKPUHUHT OHOJIOTHYECKOrO TECTOBOro oOpa3la y MaluueHTa Ha
Hannune uHpekuun BI'B u BBenenue sddexruBnoro xommuectsa CoenuHenuss | maumeHry,
uMeremMy panee mnoaseprasuryrocs seueHnto ['LIK, koropas xapakrepusyercss MHGpEKUUei
BI'B. Jlannoe u3obperenne orHocutcss k CoemuHeHuro 1 Jyisi MpUMEHEHUsI B TaKOM CIocode
JeueHus paHee noaseprasuieiics nedenuro I LK, koropas xapakrepusyercs nngpekuueit BI'B, y
NAalMeHTa, MPU 3TOM CMOCO0 BKIFOYAET CKPUHUHT OHOJIOTHYECKOTO TECTOBOro obpasma y
nanueHTa Ha Hanmnune nHpexmmu BI'B u BBenenue s¢pdexruHoro konmndectsa CoenuHenns 1
NalMeHTy, paHee mnozaseprasmemycs seudenmto [1IK, koTtopas xapakrepusyercss HH(peknmen
BI'B. B Hekoropbix Bapuantax ocyuiectsieHus [ LIK, kotopas xapakrepusyercs: nHGpeKuueh
BI'B, npensapurenbHO nonaBeprajach JIEUYEHHUIO IO MEHbUIEH Mepe OAHOM Tepanueil. B
HEKOTOpBIX Takux BapuaHTax ocymectsienus ['LIK, xoropas xapakrepusyercss uHpeKnen
BI'B, npenBapuTenpHO mMoABEprajach JIEYEHUIO, MO MEHblIeH Mepe, copadeHundoMm w/mmm
xumuorepanued. B ogHom BapuanTe ocywmectBiaeHus I[TIK, xoropas xapakrepusyercs

uHpexnuelr BI'B, mpenBapurenbHO mnozaBepranach JIieUeHUIO OAHON Tepanueil. B apyrom
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Bapuante ocymectieHus ['LIK, koropas xapakrepusyercss undpexuuein BI' B, npensapurenbHo
MOABEprajach JEYEHUIO ABYMsl BUIaMu Tepanuu. B eme oqHoM Bapuante ocywectsienus ['LK,
KoTOpasi xapakrepusyercss unpekuueir BI'B, npenpapurenpHO monBeprajach JICUCHHIO TPeMsi
BUIaMu Tepanud. B napyrux Bapuanrax ocyuwectsieHust I'TIK, xoropas Xxapakrtepusyercs
unpexnuelr BI'B, mnpenBapurenbHO mnoaBeprajach JIEUEHUIO UeTBIpbMs TepanusiMu. B
HEKOTOpBIX Takux BapuaHTax ocyuectsienus ['TIK, xoropas xapakrepusyercss MH(QEKLHUEH
BI'B, mpencraBnser coboil mpeaBapuTesbHO mnoaseprabinyrocs sedeHuto LK, mpu sTom
NPEABIAYINNUN KypC JICYSHHs BKIIOYaeT copageHnd W/ Min XUMHOTEPAui0. B HEKOTOPBIX TaKuX
Bapuantax ocymecteieHust ['LIK, koropas xapakrepusyercs nHpekuueii BI'B, mpencrasisier
coboli mpeaBapuTenpbHO noaseprasmyrocs sedeHnto ['TIK, mpu 3TOoM mpenbinymiasi jedeHue
BKJIIOYAET, MO MeHbIIeld wMepe, copadeHud W/WIKM XUMHUOTEpPAnui0. B HEKOTOPBIX TaKUX
Bapuantax ocymecteineHust ['LIK, koropas xapakrepusyercs mHpekuueii BI'B, mpencrasusier
coboil mpenBapuTeNbHO moABepraBiyiocs jedenuto LK, mpu sToM mpenbimymmii Kype
JeueHns BKIro4YaeT copadennd. B HEKOTOpbIX Apyrux Takux BapuaHtax ocymectBieHust ['TIK,
KOTOpast xapaktepmsyercst uHbpekuuern BI'B, mnpeacrasisier cobolf mpenBapUTENbHO
noaseprasiyrocs gedeHuro 'K, npu 3ToM npeamecTByrolee JeueHrue BKIYAET, 10 MEHbLIEH
Mepe, XUMHOTEPaIuIoO.

[75] B emie onHOM acmekTe B JAHHOM JOKYMEHTE MPEICTaBIIeH CIOcod BHIOOpA MalMeHTa
¢ I'IK nns neyennst CoequHeHreM |, BKITFOYAOMIMK a) MOJydYeHHEe OUOJIOrHYECKOTO TeCTOBOTO
oOpa3ua y manuenra; b) ananus obpasua Ha Hajgmuue wH(pexkuuu BI'B; ¢) orbop maumenra c
I'IIK s neuenust CoenunenueM 1, eciiu B oOpasie onpexneneHa nadekuus BI'B. B HekoTopsix
BapUAHTaX OCYLIECTBIEHHs CIIOCOO AOMONHUTENBHO BKIFOUaeT otan d) BBeneHus 3ppexTuBHOrO
xonndectBa Coenunenus 1 nanuenty, umeroiemy 'K, koropas xapakTepusyercs: HHpeKLue
BI'B. Takum o00pa3oM, B HEKOTOPbIX BapHAHTAaX OCYINECTBJIEHHS B ITAHHOM JIOKYMEHTE
npencTasieH crnocod Bbidopa manuenta ¢ I'LIK s neuenns CoenuHeHueM 1, BKITIOYAIOLIHIA )
NoJydeHHe OHOJIOTMYECKOro TECTOBOro oOpasiia y maiueHTta; b) aHamu3 oOpa3lia Ha HaJIU4He
undpexru BI'B; c¢) orbop nmaumenta ¢ 'K nmist neuenust Coequnenuem 1, ecnu B oOpasue
onpeneneHa uHpekus BI'B; u d) BBemenue sddexktuBHOro kxomudecrsa CoenvHenus |
naiuenty ¢ ['TIK, koropas xapakrepusyercs uHpeknueir BI'B. Takum o0pa3oM, B JaHHOM
IoKyMeHTe nanee npencraBieHo CoenmHeHue 1 1 MCHOIB30OBAaHUS B TAaKOM criocobe otOopa
nanuenta, uMmeromero 'K, nns nedenus CoenunHenueM 1, mpu 3ToM croco0 BKIFOYAET a)
NoJIydyeHne OMOJIOTMYECKOro TECTOBOrO oOpasia y marueHTta; b) aHamus oOpas3la Ha HaJIU4He
uHpexnnu BI'B; c¢) orbop maumenta ¢ I'IK mns neuennss Coenunenuem 1, ecnu B oOpasue
onpeneneHa uHpeknuss BI'B; u d) Beemenue sddextuBHOoro kommyecrsa CoenwHenus |
nanuenty ¢ I'TIK, koTopas xapakrepusyercs napexuneii BI'B.

[76] B ompenenennsix BapuaHtax ocymectsieHust [LIK mnpexncrasmser coOoi
HeorepabenmpHyt0 LK. B HeKoTOpbIX BapuaHTaX OCYMIECTBICHUS B JaHHOM JIOKYMEHTE
npeacTaBiieH crnocod BeiOOpa manueHTa ¢ Heonepadbenbuoi ['TIK nnst nedenust Coenunenuem 1,
BKJIFOYAIOLINI a) MOJy4eHHe OMOJIOrMYecKOro TeCTOBOro obpasua y manueHTta; b) aHamus

oOpa3ua Ha Hajnuue nHpekunu BI'B; ¢) otbop nmanuenTa ¢ HeonepadenpHoi ['TIK mist nevenns
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Coenunenvem 1, ecnim B oOpasue ompeneneHa uH(pexknus BI'B. B ppyrux BapumanTtax
OCYLIECTBJIEHUs B [JAaHHOM JOKyYMEHTe IpPeACTaBlIeH Crnocod BeIOOpa MAaIHEeHTa C

HeonepabenmpHOM ['LIK nnst nmedwenmss CoepmHenwem 1, BKIIIOUAIOUIMN a) TIOJIy4YeHHE

>
OMOJIOrNYeCKOro TeCTOBOrO o0pasma y mamueHTa, b) aHanm3 oOpasma Ha Haiudue UHOEKIH
BI'B; c¢) otbop mammenta ¢ nHeomepabenbhoit ['IK nnst nevenuss CoemuHenuem 1, ecnu B
obpasue onpenenena undexuus BI'B; u d) BBenenue s¢ppexrusHoro konudectsa Coenunenus 1
nauuenty ¢ HeonepaOempHOH I'LIK, kortopas xapakrepmsyercs uHpekumeirn BI'B. Taxum
o0pas3oM, B JaHHOM JOKyMeHTe aajee npezacraBieHo CoenuHenue 1 ajisi MPUMEHEHUsS] B TAKOM
criocobe orbopa maumenrta ¢ HeonepadenbHoM ['IIK st nedenuss CoenuHeHuem 1, mpu 3ToM
CHoco0 BKJIOYAET a) MOJy4eHHe OMOJIOrMYecKOro TeCTOBOrO oOpaslia y MalMeHTa; b) aHamu3
obpasua Ha Hajnuue unpekunu BI'B; ¢) otbop manuenta ¢ HeonepadenpHo ['TIK mist neyenwst
Coenunenuem 1, ecnu B oOpasue onpenenena undexuuss BI'B; u d) Beenenune sdpdexruBaoro
kommaectBa CoenuHennst 1 manmenty ¢ HeomepabenmpHOR ['LIK, xotopas xapakrepusyercs
uHpexnueir BI'B.

[77] B eme ogHOM acrmekTe B JAHHOM JAOKYMEHTE MPEIUIOKEH Croco0 MPOrHO3UPOBAHHUS
orBeta Ha sedueHue CoemuHenneM | y mammenta ¢ 'K, Bxmowaromuit: a) mosnydyeHHe
OMOJIOTHYECKOro TECTOBOrO o0pasla y mammeHTta, b) aHamm3 obpasma Ha Haiudue WHOEKIIH
BI'B; ¢) nporao3npoBaH¥e MOBBIMIEHHOW BEPOSTHOCTH OTBeTa Ha JieueHne Coenunenuem 1 I'TIK
nmanMeHTa, eciaum B oOpasue ompeneneHa wuHdpexkumss BI'B. B HekoTopeIx BapmaHTax
OCYIIECTBIIEHHUsI CIOCOO IOMONHUTENbHO BKiMO4YaeT sTan d) BBexeHus 3(dexTuBHOrO
komuectBa Coenunenns 1 maruenty, umerouiemy 'K, koropas xapakrepusyercs nHpekuen
BI'B. Takum o00pa3oMmM, B HEKOTOPbIX BapHaHTax OCYLIECTBJIEHUS B JaHHOM JOKYMEHTE
npeACTaBjIeH Crocod MporHo3upoBaHus oreera Ha jeueHue Coenunenuem 1 y mamuenta ¢ I'TIK,
BKJIFOUAIOLIMI a) TMoJiyuyeHHe OHOJOrMYecKOro TeCTOBOro obpasua y mauueHTa, b) aHamu3
obpasua Ha Hanmuuue uHdpexknu BI'B; ¢) mporHosupoBaHue NOBBILIEHHONW BEPOSTHOCTH OTBETA
Ha neyenue CoenunenneM | I'LIK nmaumenra, ecnu B oOpasue onpenenena unpekuus BI'B; u d)
BBeneHue sS¢pdexkruBHoro kommuecrBa Coenuuenwss 1 maumenty ¢ I['LK, xkoropas
xapakrepusyercs nndpexuueit BI'B. Takum oOpa3om, B TaHHOM JOKYMEHTE Jlajiee MpeacTaBIeHO
Coenunenue 1 1 UCNIOIB30BAHUS B TAKOM CIOCOOE AJIst MPOrHO3UPOBAHMS OTBETA HA JICUEHUE
Coenunenvem 1 y mammenta ¢ I'LIK, mpu sToM cnoco0 BKIOYAET: a) MOJNy4YEHUE
OMOJIOTHYECKOro TECTOBOro o0pasla y marueHTta; b) aHanmm3 oOpasia Ha Haiudue UHOEKIUH
BI'B; ¢) nporHo3npoBaHe MOBBIIEHHONW BepOATHOCTH OTBeTa Ha jieueHue Coenunenuem 1 'K
nanueHTa, eciu B oOpasne omnpeneneHa uHbeknus BI'B; u d) BBemenume s¢ddextuBHOrO
kommaectBa Coennnaenus 1 mauuenty ¢ I'LIK, koTopast xapakrepusyercs nndexnueir BI'B.

[78] B ompenenennsix BapuaHtax ocymectsieHust LK mnpexncrasmser coOoi
HeonepabenmpHyto LK. B HekoTOpbIX BapuaHTax OCYIIECTBJICHHS B JaHHOM JOKYMEHTE
NPEACTaBIEH CIOCO0 MPOrHO3MpPOBaHUsS OTBeTa Ha JedeHne CoenuHeHneMm | y mamueHTta c
HeomnepabenmpHOM 'K, BKIFOYAOIIMIA: a) MOJy4YeHHUE OHOJOTHYEeCKOro TeCTOBOrO oOpasua y
nanueHTa; b) ananus obpasna Ha Hanuuue nHpexu BI'B; ¢) npornosupoBaHne MoBBIIEHHOM

BEpOsTHOCTU OTBeTa Ha JeyeHue CoenunHenueM | HeomepaOenpHol I'LIK marmumenra, ecnu B
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oOpasue ompeneneHa uHpekuus BI'B. B npyrux BapmaHTax OCYINECTBJICHHS B JaHHOM
JIOKYMEHTE MpEACTaBIeH CIOCOO MPOrHO3MpoBaHUs OTBeTa Ha JieueHue CoenuHeHuem 1 y
nanuenta ¢ HeonepadenpHol ['1IK, BKIFOUarOmuii: a) moiydeHne OMOJOTHYECKOrO TECTOBOTO
oOpasua y manuenTa, b) amamu3 oOpasua Ha Hanuuue uHbexkuun BI'B; ¢) mporrHozmposanue
NOBBILICHHON BEpOATHOCTH oOTBeTa Ha JedeHne CoenuneHneM 1 HeomepaOenpHON ['LIK
nauueHrta, ecinu B oOpasue ompeneneHa uHpekuuss BI'B; u d) BBemenue s¢dexTuBHOrO
xonmmuectBa Coenunenust 1 mammenty ¢ HeomepabenbHoll I'LIK, kortopas xapaktepusyercs
undexuern B'B. Takum oOpa3om, B 1aHHOM JOKyMeHTe nanee npexacrasieHo CoenuHenue 1
IUTSL KICTIONIb30BAHMSI B TAKOM CIIOCOO€ /ISl MPOrHO3UPOBAHUS OTBeTa Ha JieueHre CoequHEeHneM
1 y mnamuenta ¢ HeomepabenbHoit I'TIK, mpu 3ToM crocod BKIIOYAET: a) MONy4YeHHe
OMOJIOTHYECKOro TECTOBOro o0pasia y manueHTta; b) aHanmus oOpasna Ha Hanudve WHOEKIUH
BI'B; ¢) mporHo3upoBaHHE MOBBIIIEHHOH BEPOATHOCTH OTBeTa Ha JieueHue CoenuHeHneM 1
HeonepabenpHOM ['TIK manuenta, ecniu B obpasue onpeneneHa uHpeknus BI'B; u d) BBenenue
s¢pextuBHoro kommuectsa Coenmuaenuss 1 maumenty ¢ nHeomepaOenbHoil I'LIK, kotopas
xapakrepusyercs uHdpexueir B B.

[79] B npyrom acmekTe B JaHHOM JIOKYMEHTE MPEICTaBJIEH CIOCOO MPOrHO3HPOBAHMS
TepaneBTiueckoil 3¢ ¢exktuBHocTn Coemmnenuss 1 y maumenra ¢ I'LIK, Bkmrowaromuii: a)
NoJIyuyeHne OMOJIOTMYECKOro TECTOBOro oOpasma y mamueHTta; b) aHamms oOpas3la Ha HaJIA4IHe
uHpexnmun  BI'B; ¢) mnporHo3mpoBaHue TIOBBIIIEHHOH BEPOATHOCTH TEPANEBTHYECKOM
s¢p¢pexruBHocTn Coenunenns 1 B I'LIK nmamuenTa, ecnu B oOpasie onpeneneHa nundexnus BI'B.
B HekoTOpbIX BapuaHTaxX OCYIIECTBJIEHHs CIIOCOO AOMOJIHMUTENBHO BKIIOUAeT 3Tamn d) BBeNeHUs
s¢¢pextuBHoro kommuectBa Coenunenus | maumenty, wumeromemy I1IK, xoropas
xapakrepusyercst nHpekueir BI'B. Takum o0pa3oM, B HEKOTOPBIX BapUAHTaX OCYLIECTBICHUS B
JaHHOM JTOKYMEHTE MpPEACTaBIIEH COCO0 MPOrHO3UPOBAHMS TePaNeBTHYeCKOH 3 dekTuBHOCTH
Coenunenus 1 y mauumenra ¢ I'LIK, npu 3ToM croco0 BKIIOYAET: a) MOMy4eHHe OHOIOrHYeCcKOro
TECTOBOro o0Opasma y mauueHTta, b) anamu3 oOpasua Ha Hamuume wuHeknuun BI'B; c)
NPOTHO3UPOBAHKE TIOBBILIEHHOH BEPOSTHOCTH TepaneBTHUecKoi s¢pextuHocTr CoennHenus 1
B I'LIK manmenTa, ecnu B oOpasue onpeneneHa nHpekuus BI'B; u d) BBenenue sddexruBHOTO
kommaectBa Coenmuenus 1 mammenty ¢ I'LIK, kortopas xapakrepusyercs uHpexnueir BI'B.
Taxkum oOpazom, B JaHHOM JIOKyMeHTe nanee npencrasieHo CoennHeHue | Ui mpUMEHEHUs B
TAKOM Crocobe TMPOrHO3MpOBaHUs TepaneBTHieckol sddextuHocTn CoenuuaeHuss 1y
nanmenta ¢ ['TIK, mpu 3ToM cmoco0 BKIIOYAET: a) MONy4YeHHe OUOJIOTHYECKOrO TECTOBOTO
oOpasua y manuenTa, b) anamm3 oOpasua Ha Hanmuue uHexuuun BI'B; ¢) mporHosmpoBaHue
NOBBIIIEHHOH BEPOSTHOCTH TeparneBTiueckoi s¢dexruBnoctn Coenunenns 1 B I'LIK mauuenra,
ecnmu B oOpasue ompeneneHa uHbekuus BI'B; u d) BBemeHne 3¢¢ekTHBHOro KOIM4ecTBa
Coenunenus 1 manmenty ¢ I'TIK, koropast xapakrepusyercs undpexueir BI'B.

[80] B ompenenennbix Bapuantax ocyuiectBienus [ LK mnpencrasisier coOoit
HeonepabenmpHyt0o LK. B HekoTOpbIX BapuaHTax OCYIIECTBJICHHS B JAaHHOM JOKYMEHTE
NPEACTaBIEH CIocoO MpOrHo3upoBaHus TepaneBTudeckoil s¢pdexkrnBHocTn Coenmuuenust 1 y

nanuenta ¢ HeonepabenbHON ['T[K, BKIFOUarOmuii: a) mnoiydeHne OMOJOTHYECKOrO TECTOBOTO
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oOpasua y mamuenTa, b) anamu3 oOpasua Ha Hammuue uHpekunun BI'B; ¢) mporHosupoBanue
NOBBIIIEHHONH  BEPOSTHOCTH  TepameBTuueckol  sddexruBnoctn  Coenunenmss 1 B
HeonepabenpHON ['LIK mammenra, ecim B oOpasue onpeneneHa uHdpekuus BI'B. B npyrux
BAPUAHTAX OCYLIECTBJIEHHs] B JAHHOM JOKYMEHTE MpPEACTaBJIEH CIOCO0 NPOTHO3MPOBAHUS
TepaneBTiueckoir sddextuBHocT Coenuuenus | y manuenta ¢ HeomepabempHOU [TIK,
BKJIFOUAIOLIHMI a) MOJiyuyeHHe OHOJOrMYecKOro TeCTOBOro olpasilia y MalueHTa;, b) aHaiu3
obpasua Ha Hamuune uHpexkumn BI'B; ¢) mporHosmpoBaHHe NOBBILIEHHOW BEPOSTHOCTH
tepaneBTiueckoit 3¢dexruBHocTrn Coenunenus 1 B HeonepabenpHol 'LIK mauwmenra, ecnu B
obpasue onpenensiercs undexuus BI'B; u d) BBenenue s¢dexTrBHOro komuuectsa CoenrHEHMsI
1 maumenty c¢ HeomepabenpHOU ['LIK, koropas xapaxrepusyercs uHpekuueir BI'B. Taxum
o0pa3oM, B JAHHOM JOKyMeHTe aajee npencraBieHo CoenuHenue 1 aiisi MPUMEHEHUs] B TAKOM
crioco0e J1si MPOTHO3MPOBaHUS TepaneBTudeckoi ¢ dexruHocTr CoennHenus 1 y manueHTa ¢
HeomnepabenpHOM 'K, mpu 3ToM ciocod BKITIOYAET: a) Moy4eHne OHOIOrHYeCKOro TECTOBOTO
oOpasua y manuenra, b) anamu3 oOpasua Ha Hanmuue mHpekunu BI'B; ¢) mporHosmpoBaHue
NOBBIIIEHHOH  BEPOSTHOCTH  TepameBTuueckol  s¢ddexrmBroctn  Coenmuenmss 1 B
HeomnepabenpHOM ['T[K manuenTa, ecinu B oOpasue onpenensiercs nHpekuus BI'B; u d) BBenenue
s¢ppextuBHoro kommuectsa Coenmuaenuss 1 manmeHTy c Heomepabenbnoi I'LIK, kotopas
xapakrepusyercs nHpexueir BI'B.

[81] B pasnmuuHbIX MeTOAAX, MPENCTABIEHHBIX B JaHHOM AOKyMeHTe, nHpekuus BI'B
OTIpeneNseTcsl 0 MeHbIIEH Mepe OAHOH M3 MEePEeMEHHbIX, BBIOPAHHBIX M3 TPYIIIBI, COCTOSLIEH
u3: ucropuu Oonesnu BI'B y nammeHra, mpenmecTByrollero Wi Tekyiiero jedeHus BI'B,
uppo3a, cesazanHoro ¢ BI'B, npucyrcrBust 6enkoB mnu antureHoB BI'B, Hamuuue aHTuTen k
Oenkam wnu antureHam BI'B, Bupycnas Harpyska BI'B u nammume JIHK BI'B. B omnom
BapuaHTe ocyuectsieHus uHdpexiust BI'B onpenensiercs ucropueit BI'B 6onesnu nauuenta. B
APYroM BapuaHTe ocyiiectBieHus nHbpexus BI'B onpenensiercss npeAecTByOINM JIe4eHHEM
BI'B. B eme oagHom Bapuante ocymectBieHus uHpekuus BI'B onpepensiercs Texymum
neuenueM BI'B. B eme omHom Bapuwante ocyiuectBieHusi umHbpekuuws BI'B omnpenensercs
nuppo3omM, cBszanHbiM ¢ BI'B. B gapyrom Bapmante ocyuiectBienus uHbpekuuss BI'B
OTpeneNsieTcs: MPUCYTCTBHEM OeNkoB miu antureHoB BI'B. B npyrom BapuaHTte oCyIecTBIEHHS
uHdpexnus BI'B onpenensiercs HanmmuueM anTuten k Oenkam nin antureHam BI'B. B eme onnom
BapuaHTe ocymectsieHus uHdpekuuss BI'B onpenensiercss BupycHoii Harpy3koii BI'B. B eme
onHOM BapuaHTte ocymectienus nHpekuus BI'B onmpenensiercss mpucyrcreuem JJHK BI'B. B
HEKOTOpBIX BapHaHTax ocymecTsieHuss uHpekuns BIB ompenensercs nByms, Tpewms,
YETbIPbMs, TISITHIO, IIECTBIO, CEMBIO WM BCEMH MEPEMEHHBIMH, BBIOPAHHBIMH W3 TPYIIIHI,
cocrosime u3: wcropun OonesHn BI'B y mammenra, mpemmectsyromero jederus BI'B,
tekymero Jyiedenns BI'B, mupposa, cesizannoro ¢ BI'B, namuumne Oenmxos BI'B, mpucyTtcrBue
antureHoB BI'B, mpucyrcrBue anturen x Oenkam BI'B, mpucyrcrBue aHTUTEN K aHTUT€HAM
BI B, BupycHas narpyska BI'B u npucyrcteue JJIHK BI'B.

[82] B nmpyrom BapumaHTe OCYIIECTBJICHHS B PA3JIMYHBIX CIIOCOOAX, MPEACTABIIEHHBIX B

JTaHHOM NokyMeHTe, nHpekuus BI'B onpenensiercsa no MeHblueil Mepe OHON U3 NMEPEMEHHBIX,
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BBIOPaHHBIX M3 TIpymmbl, cocrosimed u3: mnpucyrcreus [ BmAr, mnpucyrcrBust I'BCAr,
npucytcteusi I’ BoAr, npucyrcreus I'BxAr, npucyrcersust I' BecAr, npucyrcrsus antu-I' BnAr,
npucytcTBus aHTU-I BCAT, npucyrcrus antu-I BoAr, npucyrcrsust antu-I BXAr, npucyrcraus
antu-I' BecAr, BupycHoil Harpysku BI'B, mpumenenus nexapcts ot BI'B, mpucyrcreus JIHK
BI'B, nammuust MPHK BI'B u mpucyrcrBust Oenka BI'B. B onqHOM BapuaHTe OCyLIeCTBIIECHHS
unpexuust BI'B onpenensiercss mpucyrcreueM I'BnAr. B apyrom BapuaHTe OCYINECTBIECHUS
undexuuss BI'B onpenensercs npucyrctsuem ['BcAr. B apyrom BapuaHTe OCyLIeCTBIECHUS
undexuss BI'B onpenensiercs mpucyrctsuem [ BoAr. B npyrom BapuaHTe OCYLIECTBIICHHS
undpexuss BI'B onpenensiercs mpucyrctiem [ BxAr. B npyrom BapuaHTe OCYLIECTBICHHS
undpexus BI'B onpenensiercst npucyrcrsuem [ BccAr. B emme onHOM BapraHTe OCYLIECTBISHHS
unpeximst BI'B onpepensiercs npucyrcrBuem antu-I BnAr. B eme omHOoM Bapuante
ocymectenennst nHpekuus BI'B ompenensiercss mpucyrctsuem antu-I'BcAr. B eme omgaOom
BapuaHTe ocyuectsieHust nHpekuuss BI'B onpenensiercs npucyrcreueM antu-I' BoAr. B eme
OIHOM BapuaHTe ocyiiecTsieHus nHdpekus BI'B onpenensiercs Hanmnunem antu-I BXAr. B eme
OIHOM BapuaHTe ocyuiecTBieHus uHdpekus BI'B onpenensiercs npucyrcrsuem antu-I'BecAr.
B eme omHoMm BapuanTe ocymecteienns nH(pexkuus BI'B ompenensercss BupycHOH Harpyskoi
BI'B. B ogHoM BapuaHTe ocymectBieHus: uHpexnuss BI'B onpenensiercss ¢ MCIONb30BaHHEM
nekapcte or BI'B. B opmHOM Bapuante ocymectsieHusi uHbekunuss BI'B  ompenensercs
npucytcreueMm JIHK BI'B. B npyrom Bapmuante ocymectsienus nadexnus BI'B onpenensercs
npucyrcteieM MPHK BI'B. B eme onHom Bapuante ocymectieHns uHpeknus BI'B
omnpenensercs npucyrcrsueM Oenka BI'B. B npyrom Bapuante ocymecrsinenust nadpexuus BI'B
CBSI3aHA C OTCYTCTBHEM HMMMYHM3aLMU. B HEKOTOPBIX BapHaHTaxX OCYINECTBJIECHUS HWHQEKIHS
BI'B omnpenensiercss nBymsi, TpeMs, Y€TBIPbMS, MATHIO, IIECTHIO, CEMbIO, BOCEMbIO, AEBSTHIO,
AECATHIO I BCEMH IEPEMEHHbIMH, BBIOPAHHBIMH U3 TPYIIIBL, COCTOSAIIEH H3. MPUCYTCTBUS
I'BnAr, mpucyrctBust I'BcAr, npucyrcrBus I'BoAr, mpucyrctBust I'BXAr, mnpucyrcTBus
I'BecAr, mpucyrctBusi antu-I BnAr, npucyrctBusi antu-I'BcAr, mpucyrcrBusi antu-I'BoAr,
npucytctBusi  aHTU-I BXAr, mnpucyrcruss antu-I' BeccAr, BI'B  BupycHoii  Harpysku,
ucrionb3oBanue Jjekapcts or BIB, namuuua JHK BI'B, npucyrctsus MPHK BIB u
npucytcreus 6enka BI'B.

[83] OOnapyxennas JHK BI'B moxer Obith noOBIM ¢pparmenToM reHoma BI'B,
HE3aBUCHMO OT TOro, Kogupyet ju oH Oenok BI'B mnn Her. OOHapyskenHas MPHK BI'B mosket
ObITh MHOOBIM pparmenTom nysta MPHK BI'B. OOHapyskeHHbIi Oenok BI'B moxer mpencraBisTsh
coboti mmoboii 6enok BI'B mu ero ¢pparMeHTsL

[84] B Hekotopsix BapuanTax ocymectsieHus JJHK BI'B mpencrasnsier coboii JIHK,
koxgupyromy I'BXAr umu ero ¢pparmentsl. B HekoTopbix Bapuantax ocymectieHus MPHK
BI'B mpencrasnsier coboit MPHK I'BXAr wmmm ero ¢parmentoB. B papyrux BapuaHTax
ocymectenenus oenok BI'B mpencrasisier co6oii  BXAT nnm ero pparmMeHTsI.

[85] B mekotopeix BapuanTtax ocymectsieHusi JJHK BI'B mpencrasmsier coboit JTHK,
koaupyromyo 'BonAr win ero ¢gparmentsl. B HekoTopbIx BapuanTax ocymectsiienuss MPHK

BI'B mpencrasnsier coboit MPHK I'BnAr wmm ero ¢parmenroB. B npyrux BapuaHTax
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ocymectenenus oenok BI'B nmpencrasisier co6oii ' BAT uim ero ¢pparMeHTsI.

[86] B Hekotopeix BapuanTtax ocymecteienusi JJHK BI'B mpencrasnsier coboit [THK,
koaupyromyo I'BCAr unm ero ¢parmentsl. B HekoTophix BapuaHTax ocymectsieHuss MPHK
BI'B mpencrasnsier coboii MPHK I'BcAr mnm ero ¢parmentoB. B papyrux BapuaHTax
ocymectsieHus 6eiok BI'B npencrasisier codoit ' BCAr wnn ero gpparmMeHTsL

[87] B Hekotopbix BapuaHtax ocyiiectsienusi JJHK BI'B mpencrasmsier coboit JTHK,
xomupyromyo I'BoAr winm ero ¢parmentsl. B Hekoropeix Bapmanrtax ocymectsiennss MPHK
BI'B mpencraBnsier coboit MPHK I'BoAr wmnm ero ¢parmentoB. B npyrux BapuaHTax
ocywmectsnenus 6enok BI'B mpencrasinsier coboit [ BoAT mim ero ¢pparmeHTsI.

[88] B Hekxotopsix BapuanTax ocyiuectsienus JJHK BI'B mpencrasnsier coboii JIHK,
konupyromy I'BeccAr wmu ero ¢parmeHTsl. B HEeKOTOpBIX BapuaHTax ocymectBierus MPHK
BI'B mnpencraBmsier coboii MPHK I'BccAr mnm ero ¢parmentoB. B npyrux BapuanTtax
ocywmecteneHust oenok BI'B mpencrasisier co6oii ' BecAr nim ero ¢pparmMeHTsI.

[89] B pasnmuHbIX criocobax, MPeACTaBICHHBIX B JaHHOM AOKyMeHTe, nHpeknus BI'B
MOKeT ObITh OOHapykeHa B OuoyormueckoM obpasle y manueHta. B HEKOTOpBIX BapHaHTax
OCYIIEeCTBJICHUs OMOJIorHuecKkuii obpasen npencrasisier codoi odpasel U3 CbIBOPOTKH, IJIA3MBbI,
KPOBH, CYXHMX TIISITEH KPOBW/IUIA3MblL, TEMATOLUTOB, TMEPBUYHOH ONYyXOJIH WJIH MECT
meractazupoBanus [ LK, BKItO4ast, HO He OrPaHUYUBASCH HTHM, JIETKHE, TUM(ATHIECKHUE Y3IIbI,
HAJITOYEYHUKH, KOCTH OpIOLINHA, BOPOTHAs BEHA, MO3T, CIIOHA, OKOJIOYINHAS TKaHb U T. A. B
HEKOTOpBIX BapuaHTax ocyiuectBieHuss nHpekuus BI'B oOHapyxuBaeTcss cepoJOrHuecKUMHU
meromamMu. B gpyrux Bapumantax ocymiectsieHuss wuHpexkuus BI'B  oOnapyskuaercs
MOJIEKYJISIpHBIMU MeTonaMu. Ceposiornyeckie MeTOAbI BKIIIOYAOT, HO HE OTPAHUYUBAIOTCS MU,
ummyHopepmenTHbIl  aHanmu3 (MPA), uMMyHOpEpMEHTHBII XEMWIIOMMHECLEHTHBIA WM
XxeMuoMuHeceHTHbI nMMyHoaHanu3 (CLEIA - chemiluminescent enzyme immunoassay wiu

CLIA - chemiluminescent immunoassay), GpJayopoMMMyHOaHAJIU3 ¢ BPEMEHHBIM pa3peLieHueM

(TRFIA - time resolved fluroimmunoassay), HMMyHOAHAJIN3 XEMUJIIOMHHECIIEHTHBIX
MHUKPOYACTHI] (CMIA - chemiluminescent microparticle immunoassay),
3JIeKTpOXeMIIIIOMUHECHeHTHbIH ~ uMMyHoaHain3  (ECLIA - electro-chemiluminescent
immunoassay) u 3010TOH umMMyHOXxpomarorpaduueckuri aHamu3z (GICA - golden

immunochromatographic assay). MoiekyisipHble METOIbI BKJIFOYAIOT, HO HE OrPAaHUYHUBAIOTCS
UMH, THOPUIN3ALINIO HYKJIEWHOBBIX KUCJIOT, aMIUTM(UKALIUIO HYKJIEHWHOBBIX KUCIOT (Hanpumep,
[P, TIIIP B peambHOM Bpemenu, myibTuruiekcHyro [P u anamu3 passerBiennoi JIHK),
CHKBEHHPOBaHHE M  (EPMEHTATUBHOE  pacIleruieHHe  HYKJIEHMHOBbIX  KHcioT. Kak
CEpOJIOTMUYECKHE, TaK U MOJIEKYJIspHble METOAbl MOTYT MPOBOAUTHCS B aBTOMAaTHU3UPOBAHHBIX
cucremax (takmx kak Abbott AxSYM, Roche Elecsys, Abbott Architect, Bepcusi 2.0
CobasAmpliPrep/CobasTagMan (CAP/CTM)).

[90] B HexkoTOpbIX BapUaHTaX OCYIUECTBJEHHUS PpA3JINYHbIE aHAIM3bl BBIIBISAIOT, IO
MeHbIIel Mepe, onuH Ouomapkep BI'B, BeiOpanHbIN U3 rpymnnsl, cocrosmei nu3 [ BoAr, antu-
I'BunAr, I'BcAr, antu-I'BcAr, I'BoAr, antu-I'BoAr, I'BxAr, antu-I'BxAr, I'BccAr u anTu-

I'BccAr. B omHOoM BapuaHTe ocyuiecTBieHuss OnomapkepoMm sBisercss 'BnAr. B nmpyrom
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BapHaHTe OCYLICCTBJICHUSI OHOMapkepoM siBiisieTcsi aHTH-I BmAr. B emme ogHOM BapuaHTe
ocymiecTBiieHus: Ouomapkepom sipiisiercsi [ BcCAr. B emne ogHOM BapuaHTe OCYIIECTBIICHHS
OnomapkepoMm sBisiercst aHTU-IBCAr. B omHOM BapumaHTe OCyLIeCTBIEHHS OHOMapKepoM
asnsiercss [ BoAr. B npyrom BapuanTe ocyuiectBieHus: Onomapkepom sipisiercss antu-I BoAr. B
OJTHOM BapuaHTe OCYLIECTBJIEHHUs OuoMapkepom siBisercsi [ BXAr. B eme omHOM BapuaHTe
OCYLIEeCTBJICHHUsI OMOMapKepoM siBiisieTcst aHTU-I BXAT. B eme oqHOM BapuaHTe OCYIIECTBICHHS
6uomapkepom siBisiercst [ BccAr. B npyrom BapuaHTe OCyIIeCTBIEHUs] OMOMapKepOM SIBIISIETCS
antu-I' BccAr. B eme oqHOM BapuaHTe OCYINECTBJIEHHs pa3jMYHbIE aHAJIH3bl OOHAPYKUBAIOT
IBa, TPH, YETHIPE, MSITh, IIECTh, CEMb, BOCEMb, NEBSITh UK Bce Ouomapkepsl BI'B, BriOpaHHbIE
u3 rpymnmnsl, cocrosimen u3 [ BnAr, antu-I BunAr, I'BcAr, antu-I'BcAr, 'BoAr, aatu -I'BoAr,
I'BxAr, antu-I' BXAr, I'BccAr u antu-I'BecAr.

[91] B paznauunbix criocobax, MpeACTaBlEeHHBIX B NaHHOM nokymeHte, CoennnHenue 1
BBOAST B COUETAaHUU CO BTOPBIM TepameBTHUeckuM areHToM mnauueHty c I'LIK, kotopas
xapaktepusyercss uHpeknuein BI'B. B ogHom BapuwaHTe OCYIIECTBJEHHsS BTOpPOH
TeparneBTHYECKUN areHT mpeacTapisieT cobolt copadennd. B npyrom BapraHTe OCYIIECTBICHUS
BTOPOIH TEepameBTUYECKUN areHT mpencTaBisier coboit 3- (5-amuHO-2-MeTmin-4-okco-4H-
XUHA30JMH-3-mn) nunepuanH-2,6-nnoH  (Coenmaenune 2). B eme onHOM  BapuaHTte
OCYILECTBIIEHHsI BTOPOH TEPANeBTHUECKUI areHT NMPEACTaBIsieT COOOH MHrMOMTOP MMMYHHOM
KOHTpOJbHOH TOukH (Hampumep, uHruourop CTLA-4, uaruburop PD-1, unruburop PD-LI1,
uaruoutop PD-L2, waruburop LAG-3, uaruburop TIM3, unruburop IDO, Aronuct OX40,
aronuct GITR, aromuctr CDI137, aronucr CD40, pekOMOWHAHTHBIA YeJIOBEUECKHIA
uHTepieikuH-15). B eme ogHoMm BapuanTe ocymectsienus CoequHeHne 1 BBOIAT B COUETAHUH
CO BTOPBIM M TpPeTbUM TepameBTHUeCKMMM areHTamu nauuenty c¢ ITIK, xortopas
xapakrepuszyercs: nHpekuueit BIB. B HekoTOpbIX BapuaHTax OCYLIECTBJICHUsS] BTOPOH M TPETHUil
TepaneBTUUECKHE areHThl BBIOpaHbl U3 IPymIbl, cocrosmeld n3 copadennda, Coenunenus 2 u
UHTUOUTOpa KOHTPOJIBHOW TOYKM UMMyHHTeTa (Hanmpumep, wunruobutop PD-1). B omnom
BapHUaHTE OCYLIECTBJICHHsS BTOPOI W TPETHIl TEParneBTUYECKHUE areHThl MPENCTABIISIOT COOOI
copapern® u Coenunenme 2. B npyrom BapuaHTe OCYLIECTBJCHHS BTOPOH W TpPETHid
TEpareBTHYECKNE areHThl MPEACTABISIIOT co00i copadeHnd M MHrHOUTOP KOHTPOJIBHOW TOYKH
ummyHHTteta (Hanpumep, naruobutop PD-1). B emme ogHOM BapraHTe OCYIIECTBIICHUSI BTOPOH U
TPETHl TepaneBTHYECKIe areHThl MpencTaBisitoT codoit CoenuHenne 2 U HHTHOUTOP UMMYHHOM
KOHTPOJBHOH Touku (Hampumep, nHruoutop PD-1). B eme onHOM BapwaHTe OCYIIECTBIICHHUS
BTOPOW W TPETHUH TEPareBTUYECKHUE areHThl NMPENCTABISAIOT COOOH NBa pasHbIX HMHTHOUTOpA
UMMYHHOH KOHTPOJBbHOU TOUKH (Hanpumep, nuaruourop PD-1 u uarndurop CTLA-4).

[92] B onHOM BapuaHTe OCYLIECTBICHHUS MHTMOUTOP KOHTPOJIbHOW TOYKH MPENCTABISIET
cobori wunruburop CTLA-4. B onmHom Bapuanre ocymectBieHust unruoutop CTLA-4
npencrasisier coboit antureno mnpotuB CTLA-4. Ilpumepst antuten nporus CTLA-4
BKJIFOYAIOT, HO HE OrpPaHUYMBAKOTCA WMMH, aHTUTena, onucaHHble B mnareHTax CIIIA NeNe
5811097; 5811097, 5855887, 6051227; 6207157, 6682736; 6984720, nu 7605238, xaxnabli u3

KOTOPBIX TIOJIHOCTHIO BKJIFOYUCH B I[aHHbeI AOKYMCHT. B OOHOM BapHUAHTE OCYLICCTBJICHUS
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aatureno npotuB CTLA-4 mnpencraBisier coOoii TpemenumyMad (Takke H3BECTHBIM Kak
tuiiumyMad i CP-675206). B npyrom BapuanTte ocyiuectsieHus: aHTuteno npotus CTLA-
4 mpencrasnser cobol unmmumymad (taxke uszBecTHel kak MDX-010 mmm MDX-101).
HUnunumymab sBISIETCS MTOJHOCTBIO YEIOBEUECKUM MOHOKJIOHAJBHBIM aHTHTENOoM IgG, KoTopoe
ces3pBaercsi ¢ CTLA-4. Ununnmymab npopaercst oA TOProBbIM Ha3BaHUEM Y ervoy™.

[93] B omHOM BapuaHTe OCYIIECTBJIEHHS HHTHONTOP KOHTPOJIBHOW TOYKHU MPEACTABISAET
coboit maruburop PD-1/PD-L1. Ilpumepst unrudburopos PD-1/PD-L1 BkmoudaroT, HO He
OTPAaHUYHMBAIOTCS UMH, Te, uTo onucaHbl B maTteHTax CIIIA NoNo 7488802; 7943743; 8008449;
8168757, 8217149 u nybnukaumsix nareHTHbIX 3as80Kk PCT W(02003042402, W02008156712,
W02010089411, W02010036959, WO02011066342, WO2011159877, WO02011082400 wu
WO02011161699, koTopele Bce BKIIIOUEHBI B JaHHBIN JOKYMEHT BO BCEIl CBOEH MOJHOTE.

[94] B onHOM BapuaHTe OCYLIECTBICHHS MHTMOUTOP KOHTPOJIBHOM TOYKH MPEACTABIISET
coboii marundutop PD-1. B onHom BapmanTe ocymectBieHust nHruourop PD-1 mpencrasnsier
coboii antureno nporuB PD-1. B omHOM BapuaHTe OCYIIECTBICHHS aHTHTENO NpoTusB PD-1
npexacrasisier codoit BGB-A317, HuBonymab (taxske n3BecTHbIH kak ONO-4538, BMS-936558
wim MDX1106) nnu nemOponu3ymad (taxxke u3BecTHblli kak MK-3475, SCH 900475 wmu
nambponuszymad). B omHOM BapuwaHTe OCYLIECTBJICHUs aHTUTENO npoTuB PD-1 mpexncrasnser
coboii HuBomyMab. HuBomymal sBisieTcsl 4eJoBEYECKMM MOHOKJIOHAJBbHbIM aHTuTenoMm IgG4
nporuB PD-1 u mpomaercs mox ToproBeiM Ha3BanueM Opdivo™. B KOHKpETHOM BapHaHTe
ocymecteineHnst Coennnenne | BBOAAT B KOMOMHAIIMN ¢ HUBOJyMaOOM MaLMEHTy, UMEIOIEMY
I'TIK, xoropas xapaxrtepusyercss uHpexumerdr BI'B. Takum obpaszom, mpemocramieH cnocod
neuenns I'LIK, xoropas xapakrepusyercs uHpexuueir BI'B, mpu stom cnoco0 BkrodaeT
BBeneHHe 3 dexTuBHOro konmuectsa CoeqnHeHus 1 B cOYeTaHUN ¢ HUBOIYMaOOM YKa3aHHOMY
nauuenty. /lanHoe m3oOperenune otHOocuTcst kK CoenuHeHMIO 1 U1 NpUMEHEHUs B criocode
nedenust I'LIK, xoropast xapakrepusyercst mHpekmmedn BI'B, mpu stom cmoco® BkiIrodaer
BBeieHue 3 dexTuBHOro konnvyectsa CoenuHeHns 1 B COUETAHUN C HUBOJYMaOOM yKa3aHHOMY
nanueHTy. B koHkpeTHOM BapuaHTe ocyuecTBieHus CoeanHeHue 1 BBOAAT B COYETAHUU C
HuBOJMyMadoMm marmenty, umeromemy ['LIK, kotopas xapakrepusyercss napexkuueii BI'B, npu
sroMm I'TIK mpenBapuTenbHO JIEUUTCS MO MEHbIIEH Mepe OmHOHN Tepamuel. Takum oOpazom,
npenocraeiieH crocod sedenus LK, koropas xapakrtepusyercss uHbpekumerr BI'B, panee
JEYEHHON IO MeHbIIeH Mepe OIHOW Tepamuel, NpPU 3TOM CIOCOO BKIIOYAET BBEICHUE
s¢pextuBHOro kommuectsa CoenunHeHuss 1 B KOMOMHAIMM C HHUBOJYMaOOM YKa3aHHOMY
nauueHty. B OfAHOM TakoM BapHaHTe OCYIIECTBIEHMs] NpeAblaylas Tepanusl BKIHOYaeT
copapeHn® wnam XUMHOTEpanuio. B OJHOM TakOM BapHaHTE OCYINECTBJICHUS MPEIbIIyLIast
Tepanusi BKIO4YaeT copapern® u xumuorepanuro. JlaHHOe wu300peTeHHe OTHOCHTCS K
Coenunennto 1 mis mpumenenust B criocode neuenust LK, xapakrepusyromemcs: nHpEKIue
BI'B, nmpenBaputensHO 00pabOTaHHOH MO MEHbIIEH Mepe OAHON Tepamuel, MpH 3TOM CHocod
BKJIFOUaeT BBeneHHe 3¢ dextuBHoro xomuuecrsa CoenuHeHus 1 B COYETAaHHHM C HUBOJIyMaOOM
YKa3aHHOMY MalUeHTy. B KOHkpeTHOM BapuaHTe ocyuiecTBieHus CoeauHeHue 1 BBOAAT B

coYeTaHuH ¢ HUBOJNyMaOoM naruenty, nMmeroemy ['TIK, koropas xapakrepusyercs nHdpekuuei
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BI'B, mpu stom I'TIK npensaputensho sneumnu copadernoom. Takum oOpa3oMm, mpenocTaBiieH
cnoco0 neuenns I[LIK, xoropas xapaxrtepusyercss un¢ekuueii BI'B, panee nedeHHOI
copadpeHnOOM, TpU 3TOM CIOCO0 BKIIFOUAaeT BBeneHue 3¢ ekTuBHOro konmmdecrsa CoeqrmHeHHs
1 B couerannu ¢ HUBOJAyMAOOM ykKa3zaHHOMY nauueHTy. JlaHHOe M300peTeHHe OTHOCUTCS K
Coenunennto 1 nnst mpumenenusi B criocode nedenus: 'K, xapakrepusyromemcs: nHpeKIuen
BI'B, nmpensapurenbHo oOpaboTaHHOW copadeHHOOM, MPH 3TOM CrIOco0 BKIIFOYAET BBEICHUE
s¢dexruBHOro Koanyectsa CoequHeHus | B COYETAaHUU C HUBOJIYMaOOM YKa3aHHOMY MAlUEHTYy.
B koHkpeTHOM BapuanTe ocyiiectsieHuss CoequHenre 1 BBOAAT B KOMOWHALIMU C HUBOJyMaOOM
nanuenty, umeromemy [1IK, koropas xapakrepusyercs unbpekuueii BI'B, mpu stom I'LIK
NPEABAPUTENLHO JISUINIM XUMHUOTepanueil. Takum o0pa3oM, NpemoCcTaBlieH CIoOco0 JeueHHs
I'TIK, xotopas xapakrepusyercst uHpexueir BI'B, paHee jedeHHON XUMUOTEpanuei, mpu 3ToOM
crocod BrirOUaeT BBenmeHue 3(dextuBHoro konmdecrsa CoemuHeHuwss 1 B CoueTaHUHM C
HUBOJYMaOOM yKa3aHHOMY narmeHTy. JlaHHoe nzobperenne otHocutcs kK CoenuHennoo 1 s
npuMeHeHus1 B crniocobe neuenust ['1IK, koropas xapakrepmsyercs uHpekuuein BI'B, panee
MPOJICUEHHOW XUMHOTEpanuel, Tpu 3TOM Crocod BriIo4aeT BBeneHue 3(dexkTuBHOTO
konnaectBa CoeqnHeHUs 1 B COUETAaHUM C HUBOJIyMaOOM YKa3aHHOMY MaLUEHTY.

[95] B npyrom BapuaHTe ocyinecTBieHust antutesno npotus PD-1 npencrasnser codoii
nembOponuzymab. [lemOponn3ymad mpencrapisier coboil T'yMaHHU3UPOBAHHOE MOHOKJIOHAJIBHOE
anatureno 1gG4 u nmponaercs mox ToproeiM Ha3zBaHueMm Keytruda™. B eme oxnHOM BapuaHTte
ocymecteieHust aHtureno npotuB PD-1 mpencrasisier coboit CT-011, rymanusupoBaHHOE
aHTuTeNo. B emme onHOM BapHaHTe OCyIecTBiIeHUs anTuTeNno npotuB PD-1 npexncrasmisier coboit
AMP-224, cnutsiii Oenok. B apyrom Bapuante ocymectsienust antuteno PD-1 npexncrasuser
coboii BGB-A317. BGB-A317 npencrasnser coO0l MOHOKJIOHAJIBHOE AHTHUTEJNO, B KOTOPOM
cnemuduyeckn paspaboTaHa CHocoOHOCTb CBsA3bIBaTH Fc-ramma-peuentop I, m  koropoe
o0nasaer yHUKAJIbHOW XapaKTEPUCTUKOH cBsA3biBaHUs ¢ PD-1 ¢ BbicOKOH adPUHHOCTBIO M
NPEBOCXOTHON CIIEHU(PUIHOCTHIO K MUILIEHH.

[96] B onHOM BapuaHTe OCYLIECTBICHHS MHTMOUTOP KOHTPOJIBHOM TOYKH MPENCTABIISIET
coboii uarudburop PD-L1. B oqHoM BapuanTe ocyuiectinenust naruoutop PD-L1 npencrasnsier
coboti antuteno npotuB PD-L1. B onHoMm BapuaHTe ocyuiecTBieHus aHTHTENO npotus PD-L1
npencrasisier codoit MEDI4736 (nypsanyma®). B npyrom BapuaHTe OCYIIECTBJICHHS aHTUTENO
nporus PD-L1 mpencrasnsier coboii BMS-936559 (takxke ussectHbiii kak MDX-1105-01). B
elle OJHOM BapuaHTe ocyiuecTBieHus: naruourop PD-L1 npencrasisier coboil aTte3onuzymad
(Taxxe nzBectHbIl kKak MPDL3280A u Tecentriq®).

[97] B onHOM BapuaHTe OCYLIECTBICHHUS MHTMOUTOP KOHTPOJbHOW TOYKH MPEICTABISIET
coboii narudburop PD-L2. B ogHoM BapmanTe ocyuectsinenns nHruoutop PD-L2 npencrasnser
coboii antuteno npotus PD-L2. B onHOM BapmaHTe OCyLIECTBICHHUs aHTHTENO NpoTus PD-L.2
npexncrasisier coboit rHIgM12B7A.

[98] B onHOM BapuaHTe OCYLIECTBICHUS UHIMOUTOP KOHTPOJbHOM TOYKH MPEIACTABISET
coboii uarndurop rexa akrusanun 3 mumdoruros (LAG-3). B oqHOM BapuaHTe OCYIIECTBICHUS

unruourop LAG-3 npencrasnser codoit IMP321, pactBopumelii cnutslii Oenok Ig (Brignone #
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op., J. Immunol., 2007, 179, 4202-4211). B npyrom BapuanTe ocyuiectienus naruonrop LAG-
3 npencrasisier coboit BMS-986016.

[99] B onHOM BapuaHTe OCYLIECTBIEHUS MHTMOUTOP KOHTPOJIbHOM TOYKH IPEICTABISIET
coboii narudurop B7. B ogHOM BapuanTe ocymectsieHust nHruourop B7 npeacrasisier coboit
unruourop B7-H3 wnu uaruburop B7-H4. B ogHoM BapuanTe ocyiuecTieHust HHTHOHTOp B7-
H3 npencrasnsier coboit MGA271, antuteno nporus B7-H3 (Loo et al., Clin. Cancer Res.,
2012, 3834).

[100] B omHOM BapHaHTe OCYIIECTBICHHUS HHTUOUTOP KOHTPOJIBHOM TOUKH MPECTABIISIET
coboii uarndurop TIM3 (T-kyieToOYHBINT IMMYHOTJIOOYIMHOBBINA JOMEH M MYLIUHOBBIH JJOMEH 3 -
T-cell immunoglobulin domain and mucin domain 3) (Fourcade # op., J. Exp. Med., 2010, 207,
2175-86 ; Sakuishi # dp., J. Exp. Med., 2010, 207, 2187-94).

[101] B omHOM BapHuaHTe OCYIIECTBICHHUS HHTUOUTOP KOHTPOJIBHON TOUKH MPEICTABIISIET
coboii aronuct OX40 (CD134). B onHOM BapuaHTe OCYIIECTBJIEHUS] HHTHOUTOP KOHTPOJIBHOM
TOUKU TpencraBisieT coboit antuteno nporuB OX40. B ogHOM BapmaHTe OCYIIECTBJICHUS
antuteno npotuB OX40 mpencrasisier coboii antuteno nporus OX-40. B npyrom BapuaHTe
ocyuiecTsiieHus: antuteso nmpotus OX40 npencrassier codoit MEDI6469.

[102] B omHOM BapuaHTe OCYIIECTBICHHUSI HHTUONTOP KOHTPOJIBHON TOUKH MPENCTABIISIET
coboii aronuct GITR. B onHOM BapuaHTe OCYINECTBIEHHS] WHTMOMTOP KOHTPOJIBHOM TOYKH
npexncrasisier codoi antureno npotuB GITR. B ogHOM BapuaHTe OCYLIECTBIEHHS aHTHTEIO
nporus GITR npencrasnser codoit TRXS518.

[103] B onHOM BapuaHTe OCYIIECTBIEHNUS HHIUONTOP KOHTPOJIBHON TOUKH MPECTABIISET
coboii aronuct CD137. B ogHOM BapuaHTe OCYLIECTBIIEHHS WHIMOUTOP KOHTPOJIBHON TOUYKH
npencTasisier coboit antuteno nporus CD137. B ogHOM BapuaHTe OCYIUECTBICHUS aHTUTEINO
npotuB CD137 npencrasnsier coboii ypenymad. B npyrom BapuaHTe OCyLIECTBIECHHS aHTUTEIIO
npotus CD137 mpencrasinsier codoii PF-05082566.

[104] B omHOM BapHaHTe OCYIIECTBICHHUS HHTUOUTOP KOHTPOJIBHOM TOUKH MPEACTABIISIET
coboii aronuct CD40. B ogHOM BapwaHTe OCYINECTBJIEHUS] MHTMOUTOpP KOHTPOJIBHOM TOYKH
npezacrasisier cobol antuteno npotuB CD40. B omHOM BapwaHTe OCYLIECTBJICHUS aHTUTENO
npotus CD40 npexncrasnsier coboii CF-870893.

[105] B omHOM BapHaHTe OCYIIECTBICHNS HHTUOUTOP KOHTPOJIBHOH TOUKH MPEICTABIISIET
co0oli peKOMOWHAHTHBIN YeJoBeYeCKi nHTepieikuH-15 (puldJI-15 - rhIL-15).

[106] B omHOM BapHaHTe OCYIIECTBICHNS HHTUOUTOP KOHTPOJIBHON TOUKH MPEICTABIISIET
coboii marudburop IDO. B oxgHOM BapmanTte ocymectsieHus naruourop IDO mpencrasnser
coboit INCB024360. B npyrom BapuanTe ocymectsieHus: uHruoutop IDO npencrasmisier coboi
WUHAOKCHMO.

[107] Ilpumepsl TakuX AOTOJHUTENBHBIX Ar€éHTOB BKJIOYAIOT, HO HE OTPaHHYUBAIOTCS
umMu: Abraxane® (4acTULBl TAKJIUTAKCENa, CBA3AHHOTO C OEJKOM, IUIsI WHBEKIIMOHHOM
cycrieH3un (CBSI3aHHOTO C albOyuHOM));, ace-11; auuBMUMH, akIapyOWLIMH, aKONA30J]
THIPOXJIOPH, aKPOHMH, af03eJIe3UH, aj/ecielikuH, aJbTepTaMUH, aMOOMUIMH, aMETaHTPOH

aneTar, aMpy6mmH; AMCAaKpHUH, aHACTPO30JI, aHTpaMHWIHWH, acCllaparuHai3a, acCICpJINH,
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A3aLUTUANMH, a3eTena, a30TOMUIMH, Oatumacrar;, OeH3onena, Owukamyramun, OWCaHTpeH
runpoxyiopun, OucHadun numeswnat, Ousene3uH, OseoMHIMH CyibdaT, OpeKWHAp HATPUS
OpornupumuH, OycynbdaH, KaKTHHOMHUIIMH, KaJyCTE€POH, Kapauemuna, KapOeTumep,
KapOOIIaTUH, KapMyCTHH, TUAPOXJIOPUA KapyOWLIMHA, Kap3ene3uH, HeAepUHTON, LEeIeKOKCHO
(uaruburop COX-2); xnopamOyLWI, LUPOJEMHULMH, LHUCIUIATHH, KIaApUOMHOM; Me3HJar
KpucHaToda, wukiodochamun, umtapabuH, nakapOa3uH, MAKTUHOMHIUH, JIayHOPYOWIHH
THIPOXJIOPHI, NEUUTA0NH, NEKCOPMAILJIATUH, Ae3aryaHWH, ME3UJaT Ae3aryaHuHa, TUa3UKBOH;
JOLETaKCeN, JOKCOPYOWIMH,  JOKCOPYOMLMH  THUAPOXJOPHI, ApPOJOKcH(eH,  uuTpar
aposiokcuena; APOMOCTAHOJNOH MPOMHOHAT, JYa3OMHLMH, OJJAaTpekcaT, 3(aopHUTHHA
THOPOXJIOPHI,  SJCAMUTPYLMH, OSHJOIUIATMH, SHIPOMAT, STHIPONUAWH, SNUPYOULIUH
THIOPOXJIOPHI, 3pOyJIO30J;, THAPOXJIOPHI 3COPYOUIIMHA;, SCTPAMYCTHH, 3CTpaMyCcTHH Qocdar
HATPUs, STAHUIA30J, 3TONO3WM; stono3un ¢ocdar;, stonpuH;, (GaAPO30JT TUAPOXIIOPUL,
dazapabun; dhenpernnnn; uokcypunus, uynapadbun docdar, ¢ropypair, GaypounTabuH;
dbockBUIOH, (OCTPUEIMH HATPHS, TEeMIUTAOWH, THUAPOXJIOPUA TeMUUTaOWHA, TepLENTHH;
THIPOKCUMOYEBUHA, WAapyOunuH runpoxiopun; wudochamun, wuibMoGOCHH; HIIPOIUIATHH;
UPUHOTEKaH, UPUHOTEKAH THAPOXJIOPUI, aleTaT JAHPEOTHa, JANaTHHHO, JIETPO30Ja; alerar
JEUNpoIHNaa;, JHApO30J THAPOXJIOPHI, JIOMETPEKCOJN HATPHs, JIOMYCTHH, JIOCOKCAHTPOH
THIAPOXJIOPHI, MAaCOIMPOKOJ, MAaNTaHCHH, THAPOXJIOPHUI MEXJIOP3TAMHHA, MEreCTPOJ aleTarT;
MEJIEHTeCTPOJT aleTar; MeidanaH, MEHOrapuia, MEpPKaNnTONYPHH, METOTPEKCaT, METOTPEKCaT
HATPUS, METONPHUH, MeTypelerna, MHTHHIOMHJI, MHUTOKAPLUH, MUTOKPOMHH, MUTOTUJINH,
MHUTOMAJILIUH, MUTOMHLIMH, MHTOCTIED; MUTOTaH, MUTOKCAHTPOH THAPOXJIOPUI;, MUKO(PEHOJIOBAs
KHCJIOTA; HOKOZA30JI;, HOTAJaMHULIMH, OpPMAaIUIaTHH, OKCUCYpPaH; MAaKJIUTAKCeN, Ieracrapras;
IUIEOMULIMH, TIEHTAaMyCTHH, MEIUIOMULIMH Cybdat; neppochaMun; nunoOpoMaH; MUNOCYIb(aH;
MUPOKCAHTPOH TUAPOXJIOPUI;, TUTMKAMHLIMH, MOJMECTaH; nopdumMep HaTpusi; MOPPUPOMHUIIUH;
NPEeAHUMYCTHH, TNPOKapOasMH TUAPOXJIOPUA;, NYPOMHUIMH, TMYPOMHUIHMH THUAPOXJIOPUL;
nupa3oypuH; puUOONPHUH, POMHUAECTHH, CaQUHrON, TUAPOXJIOPUA CaQUHroNa; CEMyCTHH;
cuMTpaseH; crnapdocar HaTpus, CHAPCOMUIIMH, CITUPOTEPMAHUSI TUAPOXJIOPUA;, CIIUPOMYCTHH;
CIUPOIUIATUH, TEpanui0 CTBOJOBBIMU KieTkamM, Takylo kak PDA-001; crpenTtoHUrpHH;
CTPENTO30IMH; CyJo(deHyp, TaIMCOMHULMH, TEKOTajJaH HATpHs, Takcorep, Teradyp;
TEJIOKCAHTPOH THIAPOXJIOPHI; TEMITIO(POPHH; TEHUITO3U;, TEPOKCUPOH; TECTOJIAKTOH, THAMUIIPHUH,
TUOTYaHUH, THOTEI, THa30(ypHH, THpAla3aMuH, LUTPaT TopeMu(eHa, aleraT TPeCTOJIOHA,
TpuuupuOuH (Qocdar; TpUMETpeKcaT, TPUMETPEKCAT IIIOKYPOHAT, TPHIITOPENHH, TyOyJo30I
THIAPOXJIOPH;, YPALMIIOBas TOPUHLIA, YPenena, BalnpeoTHa; BepTenopduH; BHHONACTHH CyIbdar;
BUHKPUCTHH CyJb(aT, BUHIE3WH, BHHIE3UH CyNb(aT, BUHENMUAWH CyJIb(aT, BUHTIUIMHAT
cynbdar; BUHIEHPOCHH Cynb(}aT, BUHOPENOUH TapTpaT, BUHPOCUAWH CyJib(daT, BHH3OJIHIUH
cyab(]at; BOPO30JI;, 3eHUIIJIATHH;, 3UHOCTATHH;, U 30pyOUIINH THAPOXIOPHUI.

[108] dpyrue mnpumepbl BKJIOYAKOT, HO HE OrpaHuyuBaroTcs umu: 20-3mm-1,25
auruapokcuButamMue  D3;  S-atunumnypaiwn;,  abupartepoH; akjmapyOuImH; aumi(ysibBeH,
aIeLUIUHOI, afo3esie3uH; ajinecieikuH, antaroHuctel ALL-TK; antperamun, ambamycTHH;

AMUIOKC, aMI/I(l)OCTI/IH; AMHUHOJICBYJIMHOBAsi KHUCJIOTA, aMPY6I/II_II/IH, aMCAaKpHUH, aHarpeinm,
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aHacTpo3oJs; aHaporpadoNua; HHTHOUTOPBl AHTHOreHe3a;, aHTaroHucT D; aHtaronucr G
AHTAPENNKC, AaHTUAOPCATM3UPYIOUINH MopdoreHeTnyeckuii Oenok-1, aHTHAHOPOTeH, pak
NpeACTaTeNIbHON JKEJIe3Bl, AHTUICTPOTEH; AHTHHEOIIJIACTOH, AHTHUCMBICIIOBBIE
OJIUTOHYKJIEOTH/bl, aQUANKOIMH TJIMLUHAT, TeHHbIE MOAYJATOPBI aIloNTo3a, pPEeryJsTOPSHI
amonros3a, amypuHoBas kucnora, apa-CDP-DL-PTBA; aprunuH-neamMuHasa;, acyJakpuH,
aTaMeCTaH, aTPUMYCTHUH, AKCHUHACTAaTHH 1, AaKCHMHACTATUH 2, aKCUHACTaTHH 3, a3acTepOH,
a3aTOKCUH, a3aTUPO3UH, mnpou3BoaHble OakkartuHa III; Oamanon, GaTMMacTar; aHTArOHHCTBI
BCR/ABL; OeH30ox/opuHbl, O€H30MJICTaypOCTIOPUH, TPOM3BOAHbIE OeTa-lakrama, Oera-
anbreuH; OerakjmamuiH B; OerynmuHoBas kwucnora, wuHruburop bFGF; Oukanyramun;
OusaHTpeH; OucazapumuHuicnepmuH, OucHadunm, OuctpareH A; Owusenesun;, Opedinar;
OpormupumuH, OynorurtaH, OyTHOHMHCYJIb(OKCHUMUH, KajbuunoTpuon, KaibpoctuH C;
NIPOM3BOJIHBIC KaMITOTEINHA, KarnenuTadnH; KapOOKCaMUI-aMUHO-TPUA3OJT;
kapOokcmamupotpuason; CaRest M3; CARN 700; nony4eHHbIH M3 Xpsllla HHTHOUTOD;
Kap3ene3nH, nHruouTope! kazennkuHasbl (ICOS); kacraHociepMuH; 1iekponuH B; nerpopenukc;
XJIOPUHBIL, XJIOPOXHHOKCATUHCYIb()OHAMU, LHUKAIIPOCT, LUC-NOPPHUPHUH; KIaAPHOWH, aHAJIOTH
KJIoMu(EeHa, KIOTPUMA30J, KOJUIM3MLMH A; KoumsuiuH B; xomOperactatna A4; anHajor
KOMOpeTacTaTHHa, KOHareHnH; kpambecuunud 816; kpucHaTON, KpunTopuuH 8; MPOU3BOAHbIE
kpunropuuuHa A; KypauuH A, [OHUKJIOMEHTAHTPAXWHOHBIL, IMKJIOIJIATAM, LHIIEMULHH,
nuTapabud okdocdar, TUTONUTUYECKUH (DaKTOp; LUTOCTATUH, MAKJIUKCHMAO, AEHHUTa0HH;
OeTUApOauAeMHUH B, nmecnopenuH; aexkcamerasoH; aekcudochamun, IEKCPa3OKCaH,
JecBepariaMii, UA3UKBOH, JWAEMHUH B, AWIOKC, AWITUIHOPCIEPMUH, AMTHUAPO-S-
A3aUUTUANH,  9-TUTHAPOTAKCON,  AMOKCAMHMIMH,  JAUPEHWICIHPOMYCTHUH,  JOLETAKCeN;
JIOKOCAHOJ, JOJNACeTPOH;, OOKCU(IYPHIWH, IOKCOPYOMLMH, IpPOJNOKCU(EH; ApOHAOUHO;
ayokapMuiiiH SA; s0ceneH; skomycTHH, 3xaendocuH; snpekosoMad; 3(QIOPHUTHH, 3JIEMEH,
smutedyp; OSNUPYOHMLMH, OSIPUCTEPUA, AHAJIOT 3CTPAMYCTHHA, AarOHUCTbl 3CTPOIEHA;
AHTArOHUCTBI CTPOTeHA; dTAHMAA30J, dTono3ux QocdaT, sk3emectan; Gaapos3on; dazapaduH,
benpernnun, ¢Quirpactum; Qunacrepun;, ¢uaBornupunon, ¢iuesenactuH; (QuyacTepoH;
baynapabun, ¢TopomayHOpyHULIMH Tuapoxiopun, Gopdenumekc, dopmectaH; (GpOCTEPUIINH,
doreMycTHHA;, TaJOJUHUN TeKcaUpPHUH, HUTpPAT TaUUsS, TaJOUUTA0MH, TaHUPEIHUKC,
UHTUOUTOPBI JKETATUHA3BL, TeMIUTA0NH, WHrHOUTOPBI TJYTaTUOHA, TENCyib(am; XeperyiuH;
reKkcaMeTIIeHOncaeTaMul; THIEePUIUH, HOAHAPOHOBAsl KUCIIOTA, WAAPYLUHOWH, UIOKCU(EH;
UIPAaMaHTOH; WIMOGU3WH, wiomoctar; uMaTHHuO (Hampumep, GLEEVEC®), umuksumon;
UMMYHOCTHUMYJIUPYIOLINE TENTHIbL, HHCHOUTOp peLenTopa WHCYJIMHOMOAOOHOro (akropa
pocta-1;  aroHuctsl  umHTepdepoHa,  HHTEp(EpPOHBI,  UHTEPJEHKUHBL,  HOOEHIYaH,
UJIOIOKCOPYOHUIIMH; 4-UIIOMEaHOJT;, UPOIUIAKT; UPCOTNIAANH; H300€Hra30J1, H30rOMOTATMKOHAPHUH

B

JeWHAMULIMH, JIEHOTPAaCTUM; JIEHTMHAH Cyjib(ar;, JeNnTOJCTaTHH, JETPo30od, ¢dakrop,

; UWTACTepOH; JpKacIUlakuHomun, kaxananua F, namennapun-N-Tpuauerar; JIaHpPEOTHN,

UHTUOUPYIO LI JefKeMuIo; JeKOLMTapHbIN anb(a-uHTEpHEpOH;
JEUNPOIUAF3CTPOreHTIPOreCTEPOH, JEUIIPOPENIUH, JIEBAMU30J, JTUAPO30J, JIMHEWHBIN aHAJIOr

INoJInaMHuHa, J'IHl'lO(bPIJ'[beIﬁ ):[HcaxapI/II[HbeI NCNTUA, J'II/IHO(I)I/IJ'IIJHBIG COCAUHECHUA IIJIaTUHDBI,
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JMCCOKIMHAMHUN 7, 100aruiaTuH, JOMOPHULIMH, JIOMETPUKCOJ, JIOHWAAMHUH, JIO30KCAHTPOH,
JOKCOPUOWH, JIypTOTEKaH, JIOTeNMH TekcadupuH, JU30(QWINH, JUTHYECKHE NENTUbI,
MaNTaHCUH, MAaHHOCTATUH A; MapuUMacTaT, MaCKOIPOKOJ, MAaCIHH, HHT'HOUTOPBI MATPHIIN3NHA;
UHTUOUTOPBI  MATPUYHOH  METANJIONPOTEMHA3bl, MEHOrapmia, MepOapoH, METEpeluH;
METHOHHMHA3a, MeTokonpamun; uarudurop MIF; mudenpucron; Munbredo3uH; MUPUMOCTHM,
MHTOTYa30H; MUTOJIAKTOJ, aHAJIOTH MUTOMHIMHA; MUTOHA(UI, MUTOTOKCHHOBBIH (hakTop pocTa
¢ubpobractoB - camopuH, MHUTOKCAHTPOH, MO(papOTeH, MOJIIPaMOCTUM, 3POUTYKC,
XOPUOHUYECKUH TOHANOTPONHH 4YesoBeka, MoHOopochopuunua A+KIeTouHasi CTeHKa
mMuoOakTepun cK (sk); MONMMAAMOJN; TOPYMUHBIA MPOTHBOPAKOBBIN areHT;, MHKanepokcun B;
JKCTPAKT MHUKOOAKTEpUATBHONW KJIETOYHOW CTEHKH, MHPAnopoH; N-aueTWIIUHAINH, N-
3aMelleHHble OeH3aMuzabl, HadapeauH, HArpecTPUIl, HAJOKCOHTTICHTA30IMH, HAllaBUH,
HaTepNHH, HAPTOrPACTHM; HENAIUIATHH, HEMOPYOHULIMH, HEPUIPOHOBAS KHUCJIOTA, HUJFOTAMHUI,
HUCAMUILIMH, MOAYJISATOPbl OKCHZAA a30Ta, HUTPOKCHUAHBIA AHTHOKCHUAAHT, HUTPYJIHH,
o6numepcer (GENASENSE®); O°-GeHsuIryaHnH; OKTPEOTHN, OKHLEHOH, OIHUTOHYKJICOTH/IbL
OHAINPHUCTOH, OHJAHCETPOH, OHIAHCETPOH, OpalMH, OPAJbHbIH HHAYKTOP LUTOKHUHOB;
OpMaIlUIaTHH, OCATEPOH; OKCAIHNIUIATHHA, OKCAYHOMHLIUH, TTAKJINTAKCEIl; aHAJIOTH TAKJINUTAKCENa;
NPOM3BOMHBIE TAKJIUTAKCENA, IajayaMHH; MaJbMUTOWJIPU3OKCHH, MaMHIPOHOBAs KHCIIOTA,
MAHAKCUTPOJ, TaHOMHU(]pEH, NapabdakTHH, NA3eJUNTHH, Ieracrnapras; NeJAe3UH, NEeHTO3aH
nojucynbhaT HATPHsl, MEHTOCTAaTHH, MEHTPo30J, nephayooH, nepdochamun;, nmepuILTHIOBBINA
cnupT, (eHa3MHOMHLMH, (eHunanerat, UHruouTopsel (ocdarassl, MUIMOAHWI, MHUIOKAPIIUH
TUAPOXJIOPH, MUPAPYOULIMH, MTUPUTPEKCHUM, TUTALIETHH A; MJIaueTuH B, nHruburop akrusaropa
IUIA3MUHOT€HA, TIUIATHMHOBBI KOMIUIEKC, COEAMHEHHUs IUIATUHBL, IUIATUHO-TPHUAMUHHBIN
KOMIUIEKC, mnopdumep Harpus; NOPGUPOMHLNH, NPETHU30JOH, NPOMHI-OUC-aKPUAOH;
npocTarnaHauH J2; MHrUOMTOpPBI NPOTEACOM;, MMMYHOMOYJATOP HAa OCHOBEe Oenka A,
WUHTHOUTOP NpoTenHKNHA3bl C; HHTHOUTOPBI MPOTEeMHKNHA3BI C, MUKPOBOAOPOCIIN; HHTHOUTOPBI
npoTeuHTHPO3UH(POChaTasbl, HHTHOUTOPBI MYPHUHOBOM HyKJIeo3uapocHOpHIasel, MypIypHHBL,
NUPA30JIOAKPUANH, KOHBIOTaT MUPUAOKCUIMPOBAHHOIO TeMOTJIOOMHA M TMOJIMOKCHITHIICHA,
AHTArOHUCTHI raf, panTUTpeKcen; paMOCETPOH; MHIHOUTOPBI (hapHE3HI-TIPOTEUH-TPaHChEpasbl,
UHTUOUTOpBI ras, mHruOutop ras-GAP; perequmnTuH neMeTWIMpoBaHHBINA, peHuit Re 186
STUNIPOHAT, pPHU3OKCUH, pubo3umbl; RII peTmHAMUA;, POXUTYKHH;, POMYPTHUZ, POXHHHUMEKC,
pyourunon B1; pybokcwr;, cadunron, cauntonun, SarCNU; capkoduron A; caprpaMOCTHM;
mumMeTukd Sdi 1; ceMyCTWH, TpOW3BOAHBIA OT crapeHusi mHruourop 1 (senescence derived
inhibitor 1); cMBICIOBBIE OJWIOHYKJICOTHUIBI, WHTUOWTOPbI CUTHAJBHON TPaHCAYKLUH,
cuzodupan;, coby3okcaH, OopokanmrTar Harpus, (EHHJALETaT HATPHS, COJBEPON, OEJIOK,
CBSI3BIBAIOINMII COMAaTOMEIWH, COHEPMHH; CHappOCHHOBasi KHCIOTAa, CIOUKaMUOUH D;

CIIUPOMYCTUH, CIUICHONCNTHH, CIIOHTUCTAaTUH 1;

2

CKBAJIAMHUH, CTHIIAMHI, WHTHOUTOPHI
CTPOMENM3NHA, CyJb(QUHO3UH, CYIEPAKTUBHBI Ba30AKTHBHBIA KHIIEYHBIA MENTHIHbIA
AHTArOHWCT, CYpPaAMCTa, CYpPaMHH, CBAaHCOHHMH, TAJIUMyCTHH, METHOOUA TaMOKcH(eHa;
TaypOMYCTHH, Ta30pPOTEH; TEKOrajaH Hartpus, TeraQyp;, TeNypanupuwinyM, HHTHOUTOPBI

TeJoMepas3bl, TeMNO(OPHH, TEHUIO3UA, TETPAXJIOPOACKAOKCH], TEeTPa3aMUH, TaJIMOIaCTHH,



35

TUOKOPAJINH, TPOMOOIIO3TUH, MHMETHK TPOMOOIO3THHA, THUMaj(ashH, aroHUCT peLenTopa
TUMOMNO3TUHA,  TUMOTPUHAH, TOPMOH,  CTUMYJHUPYIOLIMI  IIUTOBUIHYIO  JKEJe3y,
STWIATHOMYPIYPUH OJIOBA, TUPANAa3aMUH, TUTAHOLEH OWXJIOPUA, TOICEHTHH, TOpeMuQeH,
UHTUOUTOPBl TPAHCISIIMM, TPETUHOWH, TPUALETWIYPUAUH, TPULHUPHUOUH, TPUMETPEKCAT;
TPUNTOPENNH, TPOMUCETPOH, TYpPOCTEPUA;, HHTUOUTOPBl THPOZUHKUHA3BL, TUP(OCTHHBL,
unruburopel UBC; yOenumekc; (akTop, HMHTHOUPYIOIIUH POCT ypPOTEHUTAIBHOTO CHHYCA,
AHTarOHMCTBl YPOKHMHA3HBIX PELENTOPOB; BaNpEOTH[, BapUOIMH B; Benapeson, BepamuH;
BEPAUHBI, BepTEeNOppUH, BHUHOPEIONH, BUHKCAJITHH, BUTAKCHH, BOPO30J;, 3aHOTEPOH;
3€HUILIATHH;, 3WJIACKOPO; U 3UHOCTATHH CTUMAJIaMep.

[109] B omHOM BapuaHTe OCYIIECTBJICHMs MALUEHT IMOJYYHJ 110 MEHbIIeH Mepe OIHY
npeaumecTyomyw Tepanuio no nosoay I'LIK. B npyrom BapuaHTe OCYLIECTBIICHHUS MALUEHT
MOJy4aJl OHY MpeAlleCTBYOMY0 Tepanuio 1o nosoay I'LIK. B eme ogHOM BapuaHTe MaueHT
MOJNy4WJ1 JBa MpeamecTByrmux crnocoda Jedenus [LIK. B eme onmHOM BapuaHTe
OCYIIECTBIIEHHs MALMEHT MOJYYHJI TPH NpeamecTByromux crnocoda nedenus: ['TIK. B apyrom
BApHUAHTE OCYLIECTBJICHHs MALMEHT paHee He nmojyvan tepanuro no nosoay I'TIK. B HekoTopbix
BAPUAHTAX OCYINECTBJICHUS NPEAIIECTBYIOIIAs Tepamus MPENCTaBlsieT COOOH CHCTEMHYIO
Tepanuio (Hanpumep, MENUKAMEHTO3HOE JIeYeHue). B npyrux BapHaHTax OCYIIECTBICHHUS
NPEAIIECTBYIOINAs TEPANusl MPEACTABISIET COOOM MECTHO-PETHOHAPHYIO Tepanuio (nHanpumep,
JYYEBYIO TEPATTHIO).

[110] B onHOM BapmaHTe OCYIIECTBJICHUS B TAHHOM JOKYMEHTE MPEACTABIIEHBI CIIOCOOBI
npenotrepamenus win 3aaepxxkun RECIST (manpumep, RECIST 1.1) I3 y nmanmenta ¢ I'LIK,
KoTopasi xapakrtepusyercss wuHpexnueit BI'B, Bxmouaromme BaeneHue 3S(QexTHBHOTO
xonmudectBa Coenunenust 1 maumenty c¢ I'LIK, xoropas xapakrepusyercs undekuueii BI'B.
JlanHoe wm3o0perenHne orHocurcs K CoenuHeHMo | Ui NMpUMEHEHHWs B TakKHX crocodax
npenorspauenust wi orcpouku RECIST (wmampumep, RECIST 1.1) I13 y naumenra ¢ I'LIK,
KoTopasi xapaktepusyercss uHpexuueit BI'B. B ogHOM BapuaHTe OCYIIECTBIIEHHS B JaHHOM
JOKYMEHTE TMpeacTaBjieHbl crocoObl npenorspamenus uiu 3aaep:kku mRECIST mns 'K 13 y
nanuenta, umetomero ['IIK, koropas xapakrepusyercs wunHpekuueii BI'B, Bkirovarorme
BBeneHue d(pdexTuBHoro komuvectsa Coemubenust | maumenty, umeromemy ['1IK, koropas
xapaktepusyercs: uHpekueir BI'B. JlanHoe u3obperenue orHocutcs k CoenuHenuro 1 s
NpUMEHEeHUs1 B Takux crocodax mpenorsparneHus wim orcpoukn MRECIST mma I'IK BIT y
naimenta ¢ ['TIK, kortopas xapakrepusyercs wuH(pekimeir BI'B. B omHOM BapuanTte
OCYIIeCTBJIEHUs] TpeNoTBpalleHre Miau 3aaepkka [I3 xapakrepusyercss WM JOCTUrAETCs
U3MEHEeHHeM OoO0IIero pasMepa LENEBBIX MOpakeHUH, Hampumep, Mexay -30% wu -20% mo
CPaBHEHHIO C MPEIBAPUTENbHON 00padoTKOH. B npyrom BapmaHTe OCYIIECTBIEHHS H3MEHEHUE
pa3Mepa IeNieBbIX MOPaKEHUH MpencTaBisier co0Oi yMeHbIIeHHe o0mero pasmepa Oosee yem
Ha 30%, HampuMmep, yMeHbIIEHHE pa3Mepa MopakeHus-MumeHn Oomnee yem Ha 50% mo
CPaBHEHHIO C IpeIBapUTENbHON 00paboTkoil. B apyrom, mpodunakTiuka xapakrepusyercs Win
JOCTUraeTCs YMEHBLIEHHWEM pa3Mepa WM 3aJepKKOH IMPOrpecCUpOBaHMUsl  HELEJEeBBIX

HOpa)KeHI/Iﬁ IO CpaBHCHUIO C MPEABAPUTCIIBHBIM JICHCHUEM. B OOHOM BapHUaHTEC OCYILICCTBIICHUS
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npoHIaKTHKA AOCTHTaeTCs WM XapaKTepU3yeTcs YMEHbIIEHHEM KOJHYECTBAa LEJIEBBIX
NOPaKEHUH 1O CPaBHEHHUIO C MPENBAPHUTEIBbHBIM JiedeHneM. B npyrom ciydae nmpodunakTuka
NOCTUTaeTCs WU XapaKTepU3yeTCs CHUKEHHEM KOJUYeCTBA WJIM KadeCTBa HELEJIEBbIX
NOpPaXEHUH IO CPaBHEHMIO C IIpeaBapuTenpHOi oOpabotkoil. B onmHoM BapuaHTe
OCYLIECTBJIEHUs] MNPOPUIAKTUKA JOCTUraeTcs WM XapaKTepu3yeTcss OTCYTCTBHEM WU
HCUE3HOBEHUEM IIEJIeBbIX IMOPAKEHUI MO CPaBHEHUIO C MpeaBapuTeNbHON oOpaboTkoii. B
APYrOM, TpEeAOTBpAIleHHE  JOCTUraeTcsi WM  XapaKTepU3yeTcs  OTCYTCTBUEM WM
HCYE3HOBEHUEM HELEJIEBbIX MOPAXKEHUN IO CPABHEHUIO C MPEABAPUTENIbHBIM JieueHHeM. B
APYrOM BapHaHTe OCYLIECTBICHHS NPOPUIAKTUKA JOCTHTaeTCs WM XapaKTepH3yeTCs
NpOQHIAKTUKON HOBBIX TMOPAXXEHUH IO CPABHEHUIO C NPEABAPUTEIbHBIM JieueHHeM. B ere
OJHOM BapUAHTE OCYLIECTBICHUS NPOPHIAKTHKA IOCTUTAETCA WM XapaKTepPHU3YeTCs
NPEAOTBPALICHUEM KIMHUYECKUX MPU3HAKOB WUJIM CUMIITOMOB MPOTPECCUPOBAHUs 3a00seBaHMS
N0 CPAaBHEHHWIO C TPENBAPUTENIbHBIM JIEUEHHUEM, TaKUM KaK KaXeKCHUs WINM yCWJIeHHe 0oy,
cesizannbie ¢ [ TIK.

[111] B onpeneneHHbIX BapHaHTax OCYIIECTBJIEHUS B JAHHOM JIOKyMEHTE MpEeAaratoTcs
croco0OBl YMEHBIICHUST pa3Mepa MOpaKeHUs-MULIeHH y manuenTta, uMeromero I'TIK, koropas
xapaktepusyercsi uHbpeknwedr BI'B, mo cpaBHeHHIO C TIpeIBAPUTENBHBIM JICYCHHEM,
BKJIFOUAKOLMe BBeneHue >¢dexTuBHOro koimuecrsa CoeanHeHUs | MAaMEHTy, HUMEKIIEMY
I'TIK, xortopas xapakrepusyercs wuHpexnueri BI'B. JlanHoe wu3oOpereHne OTHOCHTCS K
Coenunenuro 1 ans mpUMEHEHUsI B TAKUX CIIOCO0AaX YMEHBIIEHHUS pa3Mepa MOpakeHUs-MUIIEHN
y mnammenta ¢ I'LIK, xoropas xapakrepmsyercs wunpexuueli BI'B, no cpaBHeHmo c¢
IIPENBAPUTEIILHBIM JICUEHHUEM.

[112] B HeKkOTOpBIX BapuaHTaxX OCYLIECTBJICHHUs B AAHHOM JOKYMEHTE MPEAJIAararoTCs
CrocoOBl YMEHBLICHHUST pa3Mepa HelleJeBOoro nopakeHus y namuenra, umeromero I'LIK, koropas
xapakrepusyercss uHbpekuumeii BI'B, mo cpaBHeHMIO ¢ TpeIBapUTENIbHBIM JICUCHHEM,
BKJIFOHAIOLIMe BBeneHue 3>¢dekTuBHOro kojmuectsa CoeanHeHUs: | MAMEHTy, UMEKIIEMY
I'IK, xotopast xapakrtepusyercs wuHpexnueri BI'B. JlanHoe wu3oOpereHHe OTHOCHTCS K
Coenunennto 1 pansi NpUMEHEHWs] B TaKWX CHMOCOOaX YMEHBIICHUS pa3Mepa HELEIeBOro
nopakenust y nauuenta ¢ I'LIK, koTopas xapakrepusyercs undexuueir BI'B, nmo cpaBHeHHIO €
IIPEABAPUTENIbHBIM JICUEHHUEM.

[113] B onpeneneHHBIX BapUaHTaX OCYLIECTBJIEHUS B JAHHOM JOKYMEHTE MPEIJIaratoTcs
CHIOCOOBI AOCTIIKEHHsI YMEHBLICHHST KOJIMYECTBA LIEJIEBBIX MOPAKEHUH Y MAaLUEHTa, UMEIOLIEeTo
I'TIK, xoropasi xapakrepusyercs wuH(pekiueii BI'B, mo cpaBHEHWIO ¢ mNpeaBapUTEIbHBIM
JeYeHneM, BKJIOUarolne BBeneHHe s¢dekTuBHOro konmdectsa CoenuHeHns | maunmeHTy,
umeroremy I'TIK, kotopast xapaktepusyercst undpekmnueit BIB. JlanHoe n3o0peTeHne OTHOCUTCS
k CoenuHennio 1 1yl MCHONB30BaHUS B TAKUX CHOCO0AaX MJIsl JOCTH)KEHUS YMEHbBLICHHUS
KOJIMYeCTBa LieeBbIX nopakeHni y marnuenta ¢ I'LIK, xoropas xapakrepusyercs: nHGpeKuuei
BI' B, no cpaBHEHHIO C IPEABAPUTEIbHBIM JICHEHUEM.

[114] B onpeneneHHbIX BapMaHTaX OCYILIECTBIEHHs B JAHHOM JAOKYMEHTE MPEACTABIIEHBI

CIIOCOOBI AOCTHIKCHUSA CHUMIXKCHHA KOJIMYCCTBA HEILCJIICBBIX nopanceHHﬁ Yy nanueHTa, UMEHOLIECTro
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I'TIK, xoropasi xapakrepusyercs wuH(pekuueii BI'B, mo cpaBHEHWIO ¢ mNpeaBapUTEIbHBIM
JeUeHneM, BKJIOUarolne BBeneHHe 3¢¢exkTuBHoro kojmuecrsa CoenuHeHus 1 marueHry,
umerotemy 'K, koropast xapakrepusyercst unpexkuneii BI'B. JlanHoe n3obpereHne OTHOCUTCS
k CoenuHenuto 1 ans MpUMEHEHHs B TAKUX CIOCO0ax AJIsl JOCTM)KEHUS CHUKEHUS KOJMYECTBA
HeleneBbIx nopaxeHuil y mauuenta ¢ I'LIK, koropas xapakrepusyercs undexuuein BI'B, no
CPaBHEHHUIO C MIPEIBAPUTENbHBIM JICUEHUEM.

[115] B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHUS B JAHHOM JAOKYMEHTE MpPeJIaratoTcs
CHOCOOBI TOCTHIXKEHUsI OTCYTCTBHSI BCEX ILieNIeBbIX nopaxkeHuil y manuenta ¢ ['LIK, koropas
xapakrepuzyercss uHpekuueir BI'B, Brmouaromme BBeneHue 5(PQeKTHBHOrO KOJHUYECTBA
Coenunennss 1 mammenty c¢ I'LIK, kortopas xapakrepusyercs uHpekuueir BI'B. JlannHoe
u3obperenune otHocurcs: K CoenrHEHUIO 1 Uil MPUMEHEHHsI B TAKUX CIOCO0ax IUisl JOCTHIKEHHSI
OTCYTCTBUsI BCeX MLeneBbix nopaxkeHuit y mnaumeHta ¢ ['LK, xoropas xapaktepusyercs
uHpexnueir BI'B.

[116] B onpeneneHHBIX BapHaHTaX OCYLIECTBJICHUs B JAHHOM JOKYMEHTE MPECTaBIIEHbI
CHIOCOOBI AOCTHIKEHHSI OTCYTCTBHUSI BCEX HELEJIEBbIX MOpakeHUi y mauueHta, uMmeromero I'TIK,
KoTopasi xapaktepusyercss wuH(pexmueirn BI'B, Bkmrouaromue BeeneHue 3¢G(eKTUBHOTO
kommaectBa Coenuuenns 1 manuenty, umeromemy 'K, koropast xapakTepusyercs: HHpeKIue
BI'B. lanHoe m3o0pererne otHOcuTcs k CoenuHeHnto 1 Uit MPUMEHEHUs] B TAKUX CIIOCO0ax
ISl NOCTMDKEHUsI OTCYTCTBUSI BCEX MOPaKEHUH, HE SBJAIOLIMUXCS MULICHSAMH, y MALUEHTa,
umeromero ['TIK, koropast xapakrepusyercs nadpexuuei BI'B.

[117] B onpeneneHHBIX BApMAaHTaX OCYLIECTBICHUs B JAHHOM JAOKYMEHTE MPEACTABIIEHBI
cnocoOpl neuenuss I'LIK, koropas xapakrepmsyercsa un¢exuueii BI'B, mpudem cnocoOsl
BKJIFOUAOT BBeneHHe d¢ddextuBHoro xommuectsa Coenuuenus 1 mauwmenty ¢ I'LIK, xoropas
xapakrepusyercs: undpexkuueii BI'B, npu stom nedenne npusomur x I10, YO nmm C3, kak
onpeneneno RECIST (manpumep, RECIST 1.1 wiu mRECIST ansa I'LIK). /lanHoe uzobperenue
orHocutcsi k Coenunenwto 1 pans npuMeHeHus B Takux crnocobax Jjedenus 1K,
xapakTepusyromuxcs unpeknueir BI'B, mpu 3ToM ¢rnocoObl BKITIOUYAKOT BBeneHUE 3P PEeKTUBHOTO
xommaectBa Coenunenust | manmenty ¢ I'LIK, koropas xapakrepusyercs napekuueii BI'B, npu
stom siederne npusoaut K [10, HO unu C3 B coorBerctBuu ¢ RECIST (manpumep, RECIST 1.1
wit mRECIST nns T'HK).

[118] B HekoTOphIX BapuaHTaxX OCYLIECTBJEHUS B JAHHOM JOKYMEHTE MPEACTaBJICHBI
crocobsl neuenusi ['TIK, xapakrepusyemoii mHpekmnueit BI'B, mpuyem crnocoObl BKIIIOYAKOT
BBeneHne s¢pdexruBHoro kommuecrBa Coenmuenns 1 maumenty ¢ I'LK, xkoropas
xapakrepusyercss uHbpekuueii BI'B, mpu sTOM JneueHHe NPUBOOUT K CHIDKEHHIO pasMepa
LIEJIEBOTO TIOPAKEHUs], YMEHBLIEHHIO NIPU pa3Mepe MOpa’keHUsl He-MUILLIEHH YMEHbIIEHHEe Yucia
LIEJIEBbIX TMOPAKEHUH, YMEHBIICHHE YHCla MOpPaKeHUH-He-MHUIIEHeH W/WIM OTCYTCTBHE BCEX
LIEJIEBbIX TIOPAKEHWH W/WIM HEIEJNeBbIX 110 CPAaBHEHHMIO C TIPEABAPUTEIBHONH OOpabOTKOM.
HanHoe n3obperenne orHocutcst K CoenuHeHNto 1 st NpUMEHEHUs B TAKUX CIIOCO0ax JIeueHUs
I'IK, xapakrepusyromuxcsi uHpexkuueii BI'B, mpu sToM crmocoObl BKIIOHYAIOT BBEAECHUE

s¢p¢pextuBHoro kommuectBa Coenmuenust 1 mnammenty c¢ I'LIK, kortopas xapakrepusyercs
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uHpexnuern BI'B, nmpu 5ToM NieueHre NpUBOIUT K YMEHBLIECHUIO pa3Mepa LEJIeBOro MOPaKEeHUs,
YMEHBIIEHHUE pa3Mepa HELEeNeBOr0 IMOBPEXIEHUS, YMEHBIIEHHE KOJIUYEeCTBA LIEJIEBOro
NOBPEXICHUS, YMEHbIIEHHE KOJIMYECTBA HELEJEBOrO MOBPEKACHUS W/ OTCYTCTBHE BCEX
LIeJIEBBIX W/WUJIH HELEJIEBBIX TOBPEXIEHUH 110 CPABHEHUIO C NPEIBAPUTENIBHON 00pabOTKOM.

[119] B HekoTOpBIX BapuMaHTaX OCYLIECTBJIEHUS B JAHHOM IOKYMEHTE IPEACTABJIEHBI
ciocobbr neuennss I'LIK, xapakrepusyemoii mH(pekuueir BI'B, mpudyem crocoObl BKIIOYAIOT
BBeneHne oS¢ ¢dextuBHoro kommuecrsa Coemmuenus | maumenty ¢ I'LIK, xoropas
xapakrepusyercss uHpekuueir BI'B, npu 3ToM JeyeHHe NPUBOIUT K MPEOYNPEKACHUIO WU
3aMeNICHUI0 KJIMHUYECKOro mporpeccupoBanusi, Takoro kak ['TIK-cBs3aHHBIe Kaxekcus WU
ycunenue 6omu. JlanHoe u3obperenue otHocutcss K CoenuHeHuio 1 1isi MpUMEHEHUsT B TaAKUX
cnocobax neuenus 'K, xapakrepusyromuxcs nHpekueit BI'B, mpu 3ToM crnocoObl BKITFOYAKOT
BBeneHne s¢pdexruBHoro kommuecrBa Coenmuenns 1 maumenty ¢ I'LK, xkoropas
xapakrepusyercs uH(peknueir BI'B, mpu 3TOM JedeHHe NPUBOIUT K MPEOYNPEKACHUIO HWIN
3aMeNJIEHUI0 KJIMHUYeCKOro mnporpeccuposanus, Takoro kak I'LIK-cBs3anHass kaxekcus wiu
ycuneHue 6omu.

[120] B opHOM BapuaHTe OCYIIECTBJEHUS B JaHHOM JIOKYMEHTE IIPEeIOCTaBJIEHBI
croco0bl  yiydmeHuss cratyca 3((EeKTHBHOCTH BOCTOYHO-KOONEPATHBHON OHKOJOIMYECKOH
rpynnel (ECOG - Eastern Cooperative Oncology Group Performance Status) manumenra,
umerommero [TIK, xapaktepusyrommecs:t wuHbeknueir BI'B, Brirodaromue BBEACHHE
s¢pextuBHoro kommuectBa Coenunenus | manmenty, wumeromemy I1IK, xoropas
xapaktepusyercst uHpeknueit BI'B. Jlannoe usobperenne ornocutcsi k Coegunenuto 1 ms
NPUMEHEHUs] B TAaKHUX CIOCcO0ax YIydlIeHHs CTaTyca IOKa3aTess BOCTOYHOH KOOMEepaTHBHOM
onkonoruyeckoit rpynmnel (ECOQG) y manmenra ¢ I'LIK, xoropas xapakrepusyercss uH@pekuuei
BI'B.

[121] B ppyrom BapuaHTe OCYLIECTBJEHHMsS B AAHHOM JIOKYMEHTE IPeIOCTABJIEHBI
CHOCOOBI MHAYKLIUU TEPAEBTUUYECKOTO OTBETA, OLIEHUBAEMbIE C TIOMOLIBIO UCXOJa TTO3UTPOHHO-
smuccuonHoi Tomorpaduu (PET - Positron Emission Tomography) manuenta ¢ I'LIK, koTopas
xapaktepusyercs uHpekuuedi BI'B, Bkmovaromme BBeneHue 3(P(HEKTHBHOIO KOJHMUYECTBA
Coenunenus 1 manuenty ¢ I'LIK, xapakrepusyrotuecs undekuueii BI'B. JlanHoe nzobpereHue
otHocuTcst K CoenuHeHnio 1 UIsi MpUMEHEHHsT B TAKUX CIOCO0aX MHAYKLHHU TEPANEBTHYECKOTO
OTBETa, OLIEHWBAEMOIO C MOMOIIBI0 HCXOAA MO3UTPOHHO-3MHUcCHOHHON Tomorpaduu (PET) y
nanuenta, umeromero ['TIK, koropas xapakrepusyercs uHpekuueir BIB. B omnpeneneHHbIX
BApPHUAHTAaX OCYLIECTBJICHHS B JAHHOM JOKYMEHTE IpencTasiieHbl crocodbl nedeHus: ['LIK,
KoTOpasi xapakrepmsyercs wuHpekumeri BI'B, mpuuem cnocoObl BKIIOYAIOT BBEICHHE
s¢pextuBHoro kommuectBa Coenmuenust 1 mammenty ¢ I'LIK, kortopas xapakrepusyercs
uHpexnuerr BI'B, npu 3TOM 5edeHne NPUBOAUT, HANPHUMEP, K CHIDKEHHIO META0OJIHMUECKON
AKTUBHOCTH OIYXOJIH, U3MepeHHOH ¢ momombio Busyanuzanuu PET ¢ ¢ropnesokcurimokosoit
(FDG-PET). Jannoe uszoOperenue otHocutrcs k CoenuHeHuto | 1Uisi MpUMEHEHUS B TaKUX
cniocobax neuenus I LK, xapakrepusyromuxcs napeknueit BI'B, npu 3ToM crocoOs! BKITIOYAIOT

BBeneHne s¢pdexruBHoro kommuecrBa Coenunenus 1 maumenty ¢ I'LIK, xoropas
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xapakrepusyercs nadpexnueir BI' B, mpu 3Tom neueHne npuBOAUT K CHIDKEHHIO METa00INYeCKON
AKTUBHOCTH OITyXOJIM. Hampumep, kak usMepeHo ¢ nomounsio PET ¢ ¢ropaesokcurmokosoit
(FDG-PET). Taxxxe paccMaTpuBarOTCs APYrUe areHTbl MOJeKyJsipHON Busyanusanuu s PET,
takue kak xonuH, propxonmus (FCH) unu ¢proprunxonun (FEC).

[122] B eme ogHOM BapuaHTe OCYIIECTBJIEHUS B IAHHOM AOKYMEHTE IpeJIararoTcs
crocoObl MHAYKLUHU TEPaleBTUUECKOrO OTBETA, OLEHMBAEMOIO IO pe3ysbTaTtaM aHruorpaduu
naumenta ¢ LK, kortopas xapakrepmsyercs uH(pekumeid BI'B, Bximowaromme BBeneHHE
s¢pextuBHoro komuuectBa Coenuuenus | maumenty, wumeromemy [LK, koropas
xapaktepusyercs: uHpekueit BI'B. JlanHoe u3zoOperenue orHocutcs k CoemuHeHuro 1 st
UCTIOJIB30BAHUSI B TAaKHX CIOCO0AaX MHAYKLUH TEPANEeBTUYECKOTO OTBETA, OLEHHBAEMOTO IIO
pesynbTatam anruorpaduu mnanuenrta, umeromero ['T[K, xapakrepusyroiuerocs uH(peKIue
BI'B. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS B JAHHOM JOKYMEHTE MPEICTABIIEHbI CIIOCOOBI
neuennss ['LIK, xapakrtepusyemoil mHdpekuueii BI'B, nmpuueM crnocoObl BKIFOYAIOT BBEACHUE
s¢pextuBHoro kommuectBa Coenunenns | manmenty, wumeromemy [LIK, xkoropas
xapakrepusyercs nHpeknuelr BI'B, nmpu 3ToM jedeHne NpUBOANT K YMEHBIIEHHIO OIMYXOJEBBIX
COCYZIOB, YTO OIIEHHMBAETCsl C TMOMOLIb0 aHruorpaduu. JlanHoe H300peTeHHe OTHOCHUTCS K
Coenunenno 1 ans mpuMeHeHHs B Takux crocodax jederns 11K, xapakTepH3yrOmUXCs
uHpexnuerr BI'B, mpu >TOM cmocoObl BKIOYAOT BBeneHHE 3(PQEeKTHBHOrO KOIMYecTBa
Coenunennss 1 maumenty ¢ I'LIK, koropas xapakrtepusyercss mHpexkumedr BI'B, mpu stom
JIeYeHNEe MPUBOIUT K YMEHBIIEHHIO OMyXOJIEBbIX COCYJIOB B BUZE OLICHUBAETCS 110 AHTHOTpadHH.

[123] B eme ogHOM BapuaHTE OCYIUECTBJICHMs B JAHHOM JOKYMEHTE IPENJIOKEHBI
Croco0BI MHAYKLIMU TEPANEBTHYECKOIO OTBETA, OLEHUBAEMOTO 110 pe3yibratam Y3U naruenra,
umeromero I'TIK, xoropas xapakrepusyercs wuHpexuueii BI'B, Bximrowaroumue BBeneHHE
s¢pdextuBHoro kommuectBa Coenmuenuss 1 maumenty, wumeromemy I[1IK, xoropas
xapakrepusyercss uHpekuuern BI'B. Jlannoe uzobperenue otHocutrcsi k CoenuHenuro 1 s
NPUMEHEHUs] B TaKUX Crnocodax HWHAYKIMH TEParneBTUUYECKOr0 OTBETAa, OLIEHHUBAEMOrO IO
pe3yJbTraram yJIBTPa3ByKOBOT'O HCCJIEIOBAHMS MALMEHTa, HUMEIOIIEro I'HK,
xapaktepusyronierocs: uHdpekuueii BI'B. B HekoTOpbIX BapuaHTaX OCYIIECTBJIEHUS B JaHHOM
IOKyMeHTe npencraBienbl criocoOsl geuenns [ 1K, xapakrepusyemoii nngexuueit BI'B, npuuem
crocoObl BKITHOYArOT BBeneHue 3(dexruBHoro kommuectBa Coenunenus 1 manmenty ¢ I'LIK,
KOoTOpas xapakrepusyercs: uapekueit BI'B, npu 3ToM JiedeHre NpUBOAUT K CHHYKEHUIO MaCChI
OITyXOJIH, YTO OLIEHUBAETCS C IMOMOIIBIO yibTpacoHorpaduu. JlaHHoe n3odpeTeHne OTHOCUTCS K
Coenunennro 1 s npuMeHeHHst B Takux criocodax jeuenns LK, koTopas xapakTepusyrercs
uHpexnuerr BI'B, mnpuuem crmocoObl BKIIOYAOT BBeAeHHE 3(PQEKTHBHOrO KOIUYECTBA
Coenunennss 1 maumenty ¢ I'LIK, koropas xapakrtepusyercs unHpexkumedr BI'B, mpu stom
JieueHne NPUBOANT K YMEHBIIEHUIO MACChl OMyXOJH MO olleHkaMm Y 3.

[124] B npyrom BapuaHTe OCYLIECTBJIEHUS B JAHHOM JIOKYMEHTE IPEIOCTaBJICHbI
CrOoCO0OBI MHAYKLUHU TEPAreBTUYECKOrO OTBETA, OLIEHWBAEMOIO C MOMOIIBI TU(QPY3HOHHO-
B3BewIeHHOro pesyinprata MPT y nanumenrta, umeromero I'TIK, xoropas xapakrepusyercs

undekuueli BI'B, Bxmouaromue BBeaenne >¢pdexrunoro konudecrsa CoennHenus: | manueHTy
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¢ I'TK, xoropas xapakrtepusyercsi uHbpekumeii BI'B. JlanHoe wu300peTeHHE OTHOCUTCS K
Coenunennto 1 ans MCMONB30BaHMSA B TAKHX CIIOCOOAX MHAYKLWH TEPANEBTUYECKOTO OTBETA,
OLICHMBaeMOro 1o pesynbrataM AuQ¢y3noHHo-B3BemeHHo MPT-onenkun y manueHTa,
umeromero I'TIK, koropas xapaxrtepusyercs unHpexuueii BI'B. B HexoropbIx BapuaHTax
OCYILIECTBJIEHHs] B JAHHOM JOKYMEHTEe InpezacTaBieHbl crnocoOb sedenus LK, xoropas
xapakrepusyercs uHpexkuuern BI'B, mpuuem cnocoObl BKIHOYAIOT BBeneHHE 3(PPEKTUBHOTO
xonnuectsa Coennuenust 1 nauuenty, nmeromemy I'1IK, xoropast xapaktepusyercs HHpeEKIen
BI'B, npu 5TOM JiedueHHe NPUBOAUT K YMEHBILIEHUIO OMYXOJEBbIX OYaroB, YTO OLIEHUBAETCS IO
nud¢ysuu B MPT. Jlannoe u3obperenne otHOcUTCs K CoequHeHHMIO 1 1J1sl MPUMEHEHUS B TAaKUX
cnocobax neuenus 'K, xapakrepusyromuxcs nHpekueit BI'B, mpu 3ToM crocoOs! BKITIOYAKOT
BBeneHne s¢dexruBHoro kommuecrBa Coenuuennss 1 maumenty ¢ I'LK, xkoropas
xapakrepusyercs napeknuern BI'B, npu 5ToM JedeHne NPUBOIUT K YMEHBIIEHHIO OMYXOJIEBbIX
04aroB Kak OLeHHBaeTcst MeTonoM auddysnonno-s3semenHoin MPT.

[125] B eme ogHOM BapuaHTE OCYIIECTBJIEHMs] B JAaHHOM JOKYMEHTE IPENJIOKEHBI
Croco0Bl MHAYKLWU TEPANEeBTHYECKOrO OTBETA, OLEHMBAEMOrO ITOCPEACTBOM BH3yaTH3aLU
umnysbca cuibl akyctudeckoro msnydenus (ARFI - acoustic radiation force impulse) mcxona
nanmedta ¢ I'LIK, kotopas xapakrtepusyercs wun(pexkumein BI'B, Bkiodaromue BBeneHHE
s¢pextuBHOoro kommyectsa CoemuHenus | manumenty wumeromemy [TIK, koropas
xapaktepusyercs uHpekueit BI'B. Jlannoe mszobperenue ortHocutrcs k CoenuHenuro 1 mist
NPUMEHEHHST B TaKHX CIOCO0ax WHAYKIUH TEParneBTUYEeCKOr0 OTBETa, OLEHMBAEMOIO C
MOMOIIBIO BU3YAJIN3ALIUH UMITYJIbCAa CHJIBI akycTudeckoro usnydenus (ARFI), ncxona maunenra
¢ THK, xoropas xapakrepusyercs uHpexumeit BI'B. B ompeneneHHpIx BapuaHTax
OCYILIECTBJIEHHs] B JAHHOM JOKYMEHTEe npeacTaBieHbl crocoOb sedeHus I1IK, koropas
xapakrepusyercs uHpexkuuern BI'B, mpuuem cnocoObl BKJIHOYAIOT BBeneHHE 3PPEKTUBHOTO
xonnuectsa Coenunaenust 1 nmanuenty, nmeromemy I'LIK, koropast xapakrepusyercst nH}pexuuei
BI'B, npu 5TOM seueHne NpUBOINUT K CHHUIKEHUIO JKECTKOCTH ONyxouH, kak oueHusaercss ARFIL
uszobpaxkenus. JlanHoe u3zoOperenue otHocutcs k CoemuHeHuto 1 Al MPUMEHEHHsI B TaKUX
cnocobax neuenus 'K, xapakrepusytromuxcs nHpekueit BI'B, npu 3ToM crocoOb! BKITIOYAKOT
BBeneHne s¢pdexruBHoro kommuecrBa Coenuuenwss 1 maumenty ¢ I['LK, koropas
xapaktepusyercss uHpekueii BI'B, npu 3ToM jedeHHe TPUBOAMT K CHIDKEHUIO JKECTKOCTH
omyxoJiu kak mo ouenke ARFIL.

[126] B onpeneneHHBIX BapHaHTaX OCYLIECTBJICHUs B JAHHOM JAOKYMEHTE MPECTaBIIEHbI
cnocoOpr neuennss ['LIK, koropas xapakrepmsyercs wun¢ekuueii BI'B, mpudem cnocoOsr
BKJIFOUAIOT BBeneHHe 3(dexruBroro konmvectsa Coenunenns 1 manuenty, umeromemy ['TIK,
KOTOpas Xxapakrepusyercs uHdpekueii BI'B, mpu 3ToM jieueHne MpUBOIUT K CHIKEHUIO YPOBHS
A®II. JlanHoe m3o0perenue orHocutcs: kK CoenuHeHuo 1 IJIsi MPUMEHEHHsT B TAKUX CIOCO0ax
neuenns ['TIK, xapakrepusyromuxcst nHpekuneii BI'B, nmpudem crocoObl BKIIOYAIOT BBEIECHUE
s¢¢pextuBHoro kommuectBa Coenmuenust 1 mamumenty c¢ I'LIK, kortopas xapakrepusyercs
uHpexnuelr BI'B, npu 3ToM jneueHne mpuBOIUT K CHIDKEHHIO ypoBHA A®DIL B HexoTophix

BapuaHTax OCYLICCTBJICHUS B JAHHOM NOKYMCHTC MPCAJIararoTCs CIIOCOOBI CHUIKEHUSI YPOBH:
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A®II y manmmenra, umeromnero 'K, kotopast xapakrepusyercs: nnpeknueit BI' B, Bkimouarorme
BBeneHue d¢pdextuBHoro komudectBa CoemmHenuss 1 mammenty, wumeromemy 1K,
xapakrepusyromemcs napekaueir BI'B. Jlannoe m3oOpererue otHocurcs k Coenunenuro 1 st
NPUMEHEHHUs B TaKuXx criocodax cHukeHus yposHs A®II y nauuenta, umeromero 'K, kotopas
xapakrepusyercs nHpexkunelr BI'B. B HEKOTOpBIX TakMx BapHaHTaX OCYLIECTBJIEHHs YPOBEHb
A®II onenuBaroT B OHONOrnueckoM oOpaslie MamueHTa, TAKOM Kak LUPKYJIMPYIOIINE KIETKH
KPOBHU W/miin Ouorcust onyxoju. B Takux BapuaHTax ocyiectieHusi yposeHb A®II oneHnBaroT
nyteM cpaBHeHus: ypoBHsI ADII no u nocne BBenenus Coenunenus 1. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHHSI B JAHHOM JOKYMEHTE MPENCTaBJIEHbI CITOCOOBI U3MEPEHHUS] CHU)KEHUSI YPOBHS
A®II y nanmenra, umeroinero 'K, kotopas xapakrepusyercs unpeknueit BI'B, Bkitouaromime
BBeneHue d(pdextuBHoro komudectsa Coenunennsi | maumenty, umeromemy ['1IK, koropas
xapakrepusyercs napekuuern BI'B, nsmepenne yposusi A®DI] y nanuenta u CpaBHEHHE YPOBHS
A®II nocne n no seenenus: Coenunenus 1. JlanHoe m3o0perenne otHocuTes K CoenrHEHUIO 1
IUTSL UCTIONIb30BAHMUS B TAKHMX CIIOCO0ax M3MepeHus cHkeHus: yposHsa APII y manmenta ¢ I'TIK,
KoTopasi xapaktepusyercss wuH(ekumeri BI'B, Brmouatomem Beenenne 3(dexTuBHOTO
kommaectBa Coenmuenust 1 mammenty c¢ I'LIK, koropas xapakrepusyercs uHbpexiuein BI'B,
n3Mepenue yposHs A®II B kpoBu nmauueHTa u cpaBHeHue ypoBHA A®DII nocne u 10 BBEAECHUS
Coenunenus 1. B HEKOTOpBIX BapHaHTax OCYILECTBJIEHUs CHUXKeHue ypoBHs A®II onieHnBaroT B
LUPKYJIHUPYIOLIUX KJIETKaX KPOBU. B HEKOTOPBIX BapuaHTaX OCYLUECTBJICHUs CHUKEHHE YPOBHs
A®II oueHuBarOT nmpu OMONCHUHU OMyXOJIU. B HEKOTOPBIX BapHaHTax OCYIIECTBJIECHUS YPOBEHb
A®II mpencrasnser coboit ypoBeHp MPHK A®II. B apyrux BapmaHTax OCYIIECTBIICHUS
yposerb A®II npencrasnser codoit yposenb Oenka ADIT.

[127] B ogHOM BapHaHTe OCYLIECTBJICHUS B TAHHOM JOKYMEHTE MPEACTaBJIEHbI CIIOCOObI
uHrnouposanus pocopunuposanus SORP, 4E-BP1 w/mnmu AKT y nanmenta, nmeromero 'K,
KoTOpass xapakrepusyercss wuHpexkumern BI'B, Bxmouaromue BBeneHue 3PQPeKTHBHOIO
konmuuectBa Coenuuennst 1 nmanuenty, umerouiemy 'K, koTopasi xapakTepusyercs: HHEKLIue
BI'B. anHoe m3o0perenune otHocutcs k CoenuHeHnto 1 Uisi MPUMEHEHUs] B TaKUX CIIOCO0ax
uHruduposanus pochopunmuposanusi SORP, 4E-BP1 w/unu AKT y nammenta ¢ I'TIK, xoropas
xapakrepusyercss uHpeknmerr BI'B. B HEKOTOpbIX TakMX BapHaHTaxX OCYIIECTBJICHUS
uHruouposanue GochoprUITMPOBAHUS OLIEHHBAIOT B OMOJIOTHYECKOM OOpaslie MalHueHTa, TAKOM
KaK LUPKYJUPYIOIIHE KJIETKH KPOBU W/WIM Ouomncust onyxonu. B Takux BapuaHTax
OCYIIECTBIIEHHs CTENeHb MHTHOWpOBaHUSA (HOCHOPUIMPOBAHUS OLICHUBAIOT IMYTEM CPABHEHHS
kommuectBa (pocho-SO6RP, 4E-BP1 w/umum AKT no u mocne BBemenust CoenwnHenust 1. B
OTPENEeNeHHBIX BAPHAHTAX OCYINECTBJICHUS B JAHHOM JOKYMEHTE TPEICTaBJICHBI CIOCOOBI
u3Mepenust uHruoupoBanust (GocopmmupoBanus SO6RP, 4E-BP1 wmmm AKT y mnamnuenra,
umeromero I'TIK, koropas xapakrepusyercs wuHpexnueir BI'B, Bkimrowaromue BBeIeHHE
s¢pextuBHoro kommuectBa Coenunenms | manmenty, wumeromemy [1IK, xkoropas
xapakrepusyercs ungexuueii BI'B, nsmepenue konmmuectso pochopunuposanHoro SO6RP, 4E-
BP1 w/umun AKT y maumenta u cpaBHeHHMe konudectsa (ocdopunupoBannoro S6RP, 4E-BP1

w/um AKT mnocne u no BBemenuss Coengmnenust 1. [laHHOe u300peTeHHE OTHOCHUTCS K
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Coenunennto 1 i HCMIONB30BaHUS B TAaKUX Crocodax M3MEpeHHsT HHTHOWPOBAHUS
dochopunmmpoarmst S6RP, 4E-BP1 wmu AKT y mnamuenta, umeromero ['LK, xotopas
xapakrepusyercst uHpexknueir BI'B, mpu sTom crocob Bkiouaer BBeneHue 3(QPeKTUBHOTO
konmnuectBa Coenunenust 1 mammenty ¢ I'LIK, kortopas xapaxrepusyercs uHpexueid BI'B,
usMmepenne kojuuectsa ¢ocdopmmuposannoro SORP, 4E-BP1 w/mwmm AKT y maumenra u
cpaBHeHust koruecTBo GochopunupoanHoro SORP, 4E-BP1 w/unu AKT nocne u 1o BBeneHusI
Coenunenus 1. B HEKOTOpPBIX BapuaHTaxX OCYIUECTBIICHUs MHruOMpoBaHue (ochopunmupoBanus
S6RP, 4E-BP1 w/umun AKT oneHMBAIOT B LHMPKYJUPYIOIIUX KJIETKaX KPOBH. B HEKOTOPBIX
BapHUAHTaX OCYINECTBJIEHUs1 MHruouposanue Qocopunuposanusi SORP, 4E-BP1 w/umn AKT
OLIEHUBAIOT MPH OHOTICHH OIyXOJIH.

[128] B onpeneneHHbIX BapHaHTax OCYIIECTBJIEHUS B JAHHOM JIOKyMEHTE MPEeAIaratoTcs
criocobsl mHruOupoBanusi pochopunuposanuss SORP, 4E-BP1 w/unu AKT B Ouonorudeckom
obOpasue manmenrta, wumeromero ILIK, koropas xapakrtepusyercss wuHpekuuerr BI'B,
BKJIFOUAKOIMe BBeneHue >¢dexTuBHOro koimuecrsa CoeamHeHUs | MAMEHTy, HUMEKIIEMY
I'IK, «otopas  xapaktepusyercs uHpekumedr BI'B, u cpaBHeHHe  KonudecTBa
dbochopunupoBarroro SO6RP, 4E-BP1 w/unm AKT B OwuosjorudeckoM oOpasie MalueHTa,
NOJIy4eHHOM a0 u mocie BBereHus CoemuHeHuss 1, NP 3TOM MEHbLIEE KOJUYECTBO
dbochopunmuposarnroro S6RP, 4E-BP1 w/mnmu AKT B Ouonorndeckom obOpasme MOJydeHHOM
nocie BeeneHus Coenunenust 1 orHocutenbHO KonuuecTBa ¢ochopunuposannoro S6RP, 4E-
BP1 w/unu AKT B OGuonorudeckom obpaslie, moaydeHHOM nepen BBeneHneMm CoenuHenus 1,
yKa3biBaeT Ha uHruOmposanue. JlanHoe unzobperenue otHocurcs k Coemunenuto 1 ans
NPUMEHEHUs1 B TakHX crocobax uHruOuposanus (ocopunuposanus SORP, 4E-BP1 w/mnu
AKT B 6uonorunueckom odpasue nauuenra ¢ ['TIK, koropas xapakrepusyercst nungexiueii BI'B,
Ipu 3TOM croco0 Bkirouaer BBeneHHe 3(dextuBHOro konmuecrsa CoennHeHus 1 manueHTy,
umeromemy I'IIK, xoropass xapakrtepusyercs uHpexkumeii BI'B, m cpaBHeHHMe KonmuecTBa
dbochopunupoBarnroro S6RP, 4E-BP1 w/umun AKT B OwuojorudeckoMm oOpasiie MalueHTa,
NOJIy4eHHOM 110 U mociie BBeaeHus: Coenmuenus 1, mpu 3ToM MeHbine GocdopriupoBaHHOTO
S6RP, 4E-BP1 wumu AKT B OuonormueckoMm oOpasie, TOJYYEeHHOM TIOCJIE BBEIEHHS
Coenunenus 1, oTHocuTeNnbHO KosmuecTBa pocopunmposanHoro S6RP, 4E-BP1 u/umn AKT B

OuoyorndeckoM o0pasie, monydeHHOM 10 BBedeHuss CoenuHeHuss 1, yka3blBaeT Ha

UHTUOMPOBAHUE. B HEKOTOPBIX BapHaHTax OCYILIECTBIICHHS UHTHOUPOBaHUE
dochopumposanust SORP, 4E-BP1 n/unu AKT oneHnBaroT B HUPKYIMPYIOIUX KIETKaX KPOBH.
B HekoTOpBIX BapHaHTax OCyIIeCTBIEeHHUs HHruoOuposanue ¢pocopunuposanus SORP, 4E-BP1
w/mwm AKT onenuBaroT npu Omoncum onyxonu. Marubuposanue ¢ocdopunuposanust SORP
(Ser235/236 w/umm Ser240/244), 4E-BP1 (Thr37/46) w/umu AKT (Ser473) moker ObITh
U3MEPEHO C MOMOINBI0 PA3JIMYHOM METOAOJOTHH, BKJOYAs MPOTOUHYIO LuToMeTpuro, MDA,
ummyHorucroxumuro  (MI'X),  ummynodayopecuenmmo  (MP) ¢ ucnoip3oBaHHEM
cneunpudeckux st GocHOpUIMPOBAHNS AHTUTEIT.

[129] B HekoTOpBIX BapuUaHTax OCYLIECTBJEHUS B JAHHOM JOKYMEHTE IMpPEACTaBJICHbI

cnocobsl neuenust 'K, xapakrepusyromuecs: napekueit BI'B, npudyem crnocoObl BKIIIOYAIOT
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BBeneHne s¢pdexruBHoro kommuecrBa Coenmnenns 1 maumenty ¢ I'LIK, xkoropas
xapakrepusyercs nHpekuueii BI'B, npu 3ToM neueHne NpUBOAUT K OAHOMY WM Oojiee U3,
UHTUOUPOBAHUIO  IPOTPECCUPOBaHMsA  3a00NIeBaHMs, WMHIHOMPOBAHHIO pPOCTAa  OIYXOJIH,
YMEHBLICHHUIO TEePBUYHOM OMyXOoJH, OCNabJeHHI0O CHUMIITOMOB, CBS3aHHBIX C OIyXOJIBIO,
UHrUOUPOBaHUIO (PAKTOPOB, CEKPETUPYEMbIX Omyxosbio (Hanpumep, ADII), 3amenieHHOMY
NOSIBJICHUIO MEPBUYHBIX WJIM BTOPUYHBIX OMYXOJ€H, 3aMEeNJIEHHOMY Pa3BUTHE NEPBUYHBIX WU
BTOPUYHBIX OIyXOJIEH, YMEHBLUIEHUIO BO3HUKHOBEHHUS! NMEPBUYHBIX ONYXOJE€W MU BTOPUYHBIX
OMyXOJieH, 3aMeIJIeHHe WIM YMEHbLICHHE TSKECTH BTOPUYHBIX 3(¢eKToB 3a00neBaHus,
OCTAHOBKY pOCTa OMyXOJU W perpecc omyxouel, yBenuuenue B/, ysenwuenue BBIT w/wu
ysennuenne OB, cpemu npyrux. [lanHoe wmzobperenue otHocutrcs k CoemuHenuto 1 s
npuMeHeHus1 B Takux crocodax sedenus 'K, xapakrepusyroummxcs nHdpekuuein BI'B, mpu
5TOM CIOCOOBI BKIFOUAKOT BBeneHHe 3¢ dexktuBHOro xommuecrsa CoenuHeHus | mammeHTy c
I'lIK, xotopas xapakrepusyercs nHpekuueii BI'B, npu 3ToM jedeHne MpUBOANT K OJHOMY HITH
Oonee U3, MHTUOMPOBAHUIO TIPOrpeccHpoBaHue 3a00eBaHNsI, HHTHOUPOBAHHUIO POCTAa OMYXOJIH,
YMEHBUICHUIO TEPBUYHON OMyXOJM, OCNAbJeHHI0O CHUMIITOMOB, CBS3aHHBIX C OITyXOJIBIO,
UHTUOMPOBAaHUIO (PAKTOPOB, CEKPETUPYEMBIX OIyxodbto (nanpumep, A®Il), 3amepike
MOSIBJIGHUS] NMEPBUYHBIX WM BTOPUYHBIX OMYyXOJieH, 3aMeNJIeHUIO Pa3BUTHs MEPBUYHBIX WU
BTOPUYHBIX OMNYXOJIEH, YMEHBIIECHUIO MOSIBJICHUsS MEPBUYHBbIX MJIM BTOPUYHBIX OMYXOJeEil,
3aMEIUICHUIO WIM YMEHBIIEHHIO TSKECTH BTOPUYHBIX 3((eKkToB 3a00I€BaHNs, OCTAHOBKE pPOCTa
omyxonu u perpeccy omnyxoeli, nossiteane BT, yeenuuenne BBIT w/nwnu ysennmuenue OB,
Cpenu Ipyrux.

[130] Kpome Toro, B TaHHOM JOKYMEHTE MpPEICTaBJICHBI CIIOCOOBI JICUSHUS MAIEeHTOB,
KoTopele panee neumnuch ot I'LIK, a Takke Tex, KTo paHee He jeumics. JlaHHOe nzoOpereHue
otHocuTcs K CoenuHeHno 1 Uil MpUMEHEeHHs B TAKMX CIOCo0ax JeYEeHHs! MalueHTOB, KOTOPbIe
panee neunnuch oT I'TIK, a Taxke Tex, KTO paHee He jedwics. [lanee B JaHHOM IOKyMEHTe
NPEACTABJICHbl  CIIOCOOBI  JIEYEHUS] TAIMEHTOB, KOTOpPbIE MEPEHECTH XUPYPTHUECKOe
BMeIIaTeabCcTBO B mombiTke JiedeHus [1IK, a Takke Tex, KTo 3TOoro He caenan. JlanHoe
u3zobperenne orHocurcss Kk CoenuHeHuro 1 1l TMPUMEHEHHST B TaKUX CIOCO0aX JICUEHHsI
MAlMEHTOB, MEePEeHECIIUX XUPYypPruueckoe BMeIlaTeabcTBO B momnbiTke jedeHus 1K, a taxoke
TexX, KTo 3Toro He caenai. Ilockonpky manueHTsl ¢ I'LIK umeroT rereporeHHble KIMHUYECKUE
NPOSIBJIEHUS] U pa3fUyuHble KIMHUYECKHUE pPe3ysIbTaThl, JIedeHHe, MPEeAOoCTaBsieMOe MalUeHTYy,
MOJKET BapbUpPOBAThCS B 3aBUCHMOCTU OT €ro MporHo3a. OMBITHBIN KIMHULKMCT CMOXET JIETKO
ONpenenuTh Oe3 JINIIHUX SKCIEPUMEHTOB KOHKPETHbIE BTOPHYHBIE areHThl (CM., HampuMmep,
npensapurenbHble 3asiBku CIITA NeNe 61/980124 u 61/980125 u narentabie nyonukarmu CIITA
NeNe 2015/0297590 u 2015/0297605, xaxkmasi w3 KOTOPBIX BKIIOYEHA B JaHHBIA JOKYMEHT B
Ka4eCTBE CCBUIKH B UX COBOKYIHOCTH), THUIIbI ONEpalUii U BUIBI CTAHJAPTHOHN JIEKapCTBEHHON
TepaIuy, He OCHOBAHHOM Ha JIEKAPCTBAX, KOTOPbIE MOTYT OBITh 3()(PEKTHBHO MCIIONB30BAHBI JIS
JiedueHus otaenbHoro nauuenta ¢ 'K,

[131] Coenunenue 1 MOXHO coueTaTh C JIy4eBOW Tepamued, XMMHUOIMOOIM3aluei,

pPaguoYacTOTHOM almsAuuel, TePMUUECKUMH MeTonaMu (Hanpumep, MHUKPOBOJIHOBAs aOJsaIys,
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7ma3epHas aOmAnust W KpuoaOJsiuMs), HETEIJIOBBIMU MeronaMu (nanpumep, 0OpaTUMON
3JeKTporopanyel, HeoOpaTUMOH 3JIEKTPONOpaLueil U CBETO-aKTHMBHPYEMOW JIEKapCTBEHHOU
Teparnueil) Wiu XUpypruueckuM BMELIaTeIbCTBOM. B onpeneneHHbIX BapuaHTax OCYIIeCTBICHUS
Coenunenue 1 BBOAAT NALIMEHTy, KOTOPBII MOABEPraeTCs JIyueBOH Tepanuu, paHee MOABeprajics
Jy4eBOW Tepanuu Wi OyZeT MOABEpraTtbCsl Jy4yeBOH Tepamuu. B HEKOTOpBIX BapHaHTax
ocymectsieHns CoenuHeHne 1 BBOIAT MALMEHTY, KOTOPBIH MOABEPraeTcsi XMMHUOIMOOIH3ALIHH,
paHee MoOABEprajcs XUMHOIMOOJIM3ALMKM WIM NOABEpraercss xumuosMbomusanuu. B mpyrux
BapuaHTtax ocyuiectieHus CoenuHeHne 1 BBOIAT TMALMEHTY, KOTOPBIH IOABEPraeTcs
pamuoYacTOTHOW aOnsALMu, paHee TOABEPralcs pPaAUOYacTOTHOH abmsuuu wiu  Oyner
NOJBEPraThCsl PAJMOYaCTOTHOH abmauuu. B eme Apyrux BapuaHTax —OCYIIECTBIICHHS
Coenunenne 1 BBOIAT MALMEHTY, KOTOPBIM TOABEPraeTCsl MHKPOBOJHOBOW aOJSsIMM, paHee
NOZIBEPTaJICsl MUKPOBOJHOBOW a0 WM OyJeT MOABEPTaThCsl MUKPOBOJIHOBOW abmsiun. B
eme JApyrux BapuaHTax ocymiectBieHus CoenuHeHne | BBOOAT TMALMEHTY, KOTOPBIH
MOJBEpPraeTcsi Jla3epHOU aOnsuuu, paHee TOABEprajcs Ja3epHoW abmsmuu wim  Oyaer
NOJBEPraThes JazepHoi abmsiiuu. B onpeneneHHbIx BapuaHTax ocyuiectsienus CoenuHenue 1
BBOJIAT MALIMEHTY, KOTOPBIHA IMOABEPTaeTCsl KPUOAOISALINH, paHee MOABEPraycs KpHoaOsALnuu W
Oynmer moasepratbecsi Kpuoalisinuu. B HekoTophIx BapmaHTax ocymectsieHust Coennnenue |
BBOJIAT MAIMEHTYy, KOTOPBIA MOABEpraercss oOpaTHUMOH 3JIEKTPOIOPALH, paHee IMOABEPrajcs
00paTUMOH 3JIEKTPOTIOPALIH WIIM OyJeT MOABEpraThcsl 0OpaTUMOIl snekTpornopanu. B npyrux
BapuaHtax ocyuectsieHns CoenuHeHne 1 BBOIAT TNALMEHTY, KOTOPBIH IOABEPraercs
HEOOpaTHMOH 3JIEKTPOIIOPAINH, paHee MOABEPrajcs HeoOPaTUMOM 3JIeKTPOoropauuy wid Oyaer
NOABEPraThCsl HEOOpAaTUMOHN »yeKTponmopauud. B eme apyrux BapuaHTax OCYLIECTBIIEHHS
Coenunenue | BBOIAT MAaILMEHTy, KOTOPBIN MMOABEPTaeTCsl CBETO-aKTHBUPYEMOHN JIEKapCTBEHHOMN
Tepanuy, paHee IOIBEPrajcs CBETO-aKTHMBUPYEMOW JIeKapCTBEHHOH Tepanuu win Oyner
MOJIBEPIaTbCsl CBETO-aKTUBUPYEMOW JIEKapCTBEHHOW Tepanmuu. B eme apyrux BapuaHTax
ocywmectBinenust CoenuHeHne 1 BBOOIT MALMEHTY, KOTOPBIA TMOABEPraeTcsl OMepaluy I0
YIAJICHUIO OMYXOJIH, paHee MepeHeC OMEePaLHIo M0 YAAJSHHUIO ONMyXOJIH WK OyIeT MOABepraThes
OTEpALIMH 110 YAAJICHUIO OIYXOJIH.

[132] Kpome Toro, B TaHHOM JOKYMEHTE MPEACTABJIEHbI CIIOCOObI CHUKEHHUSI, JICYCHHUSI
W/ TIPEeNOTBPALIEHHsT HEOJArONMPUATHBIX WM HEXKENATeNbHbIX 3(PQEKTOB, CBA3AHHBIX C
TPaOULMIOHHON Tepamueil, BKIIOYas, HO HE OrPaHWYUBASICh 3THM, XHUPYPIUYECKOe
BMEIIATENIbCTBO,  XUMHOTEPANHIO,  JIY4EBYD  TEpamvio, TOPMOHAJBHYI)  TEpaIuio,
OHMOIOTNYECKYI0 Tepanuio U UMMyHoTepanuio. JlanHoe nzodperenue otHocuTcesl K COSIMHEHUIO
1 nns TmpUMEHEHHsT B TAaKUX Crnoco0ax YMEHbBIISHHs, JICUSHHs W/WIH TPEeNOTBPAILEHHS
HeONaronpusITHBIX MJIM HEKENaTeNbHBIX 3(PQEKTOB, CBSI3aHHBIX C TPATULIMOHHON Tepamue,
BKJIFOYAs, HO HE OrPAHWYHMBASCH 3TUM, XHUPYPrHUECKOE BMEIIATEIbCTBO, XHUMHOTEPAITHIO,
JYYEBYIO TEPAINHI0, TOPMOHAIBHYIO TEPANHI0, OMOJOTHYECKYI TEPANUI0 U UMMYHOTEPAITHIO.
Coenunenve 1 u 1pyrue akTUBHbIE UHIPEJUEHTHI MOYKHO BBOAUTH MALIUEHTY 110, BO BPEMs WUJIH
1I0CJIe BOSHUKHOBEHUS HeOnaronpusTHOro s(pdexra, cBsi3aHHOrO ¢ OOBIMHON Teparnuen.

[133] B Hexoropeix Bapuantax ocymectBieHuss [LIK mnpencraBnser coboit
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HeoriepabenmpHyto I'LIK. B onpenenenHeix Bapuantax ocymectBienns [LK sBisiercs
YCTOMYMBBIM II0 MEHBIIEH Mepe K OJHOM NPOTMBOPAKOBOM Tepanmuu. B apyrux BapuaHTax
ocymectenenust [LIK penunuBupyer wnum pedpakTepeH no MeHbLIeH Mepe K OHOH
NIPOTUBOPAKOBOM Tepamuu. B eme napyrux Bapuanrax ocymectsienuss I'TIK sBisercs
METaCTaTUYECKUM.

[134] B xaxnoM U3 IPEACTaBJICHHBIX B JAHHOM JOKYMEHTE BApUAHTOB OCYLIECTBICHUS
tepmuH «I'LIK, koTopas xapakrepusyercss undexuueri BBy sBnsercs B3anMo3aMeHsIeMbIM C
tepmuHamu «I'LIK, accommmpoBanHasi ¢ uHdpekumern BI'B», «I'LIK, cBs3anHas ¢ uHpeknmen
BIB», «'LIK c¢ wucropueit wunpexkuuu BI'B», «BI'B mnonoxwurensHas I'LIK», «BI'B-
accouuunposanHas [ TIK», «BI'B-cesizannas I'TIK» win «BI' B-unduuposannas I'TIK».

5.4 dpapmaneBTHYECKHE KOMIIO3HLIUU 1 ITyTH BBEACHUS

[135] Komno3uuuu, npeacTaBieHHble B JaHHOM JOKYMEHTE, MOTYT HCIOJIb30BaThCs BO
BCEX CIoco0ax, MpenyCMOTPEHHBIX B JAHHOM JJOKYMEHTE.

[136] B naHHOM IOKYMEHTE MpEeAOCTaBJIeHbl KOMIO3HLNY, conep:kamue 3hdexTuBHOe

kommuectBo CoenuHeHust 1, W KOMIO3WLMH, conepkamue 3(PGEeKTHUBHOE KOJIMYECTBO

>
Coenunennss 1 u (apmaueBTHUECKH MpHEMIIEMble HOCHTENIH WM CPEACTBa IOCTaBKU. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIEHHs (hapMaleBTHUECKAsT KOMITO3UIMS, ONMUCAHHAS B JAHHOM
TOKYMEHTE, MOAXOAMT JJIsl NMEPOPATBHOr0, MapeHTEPANbHOTO, CIU3UCTOTO, TPAHCAEPMAIBHOTO
WJIA MECTHOTO BBEIICHMUS.

[137] Komnoszuumu CoenuHenuss 1 BrIOYaOT (papManeBTHUYeCKHe KOMIIO3ULINH,
npencrasieHHble B nateHTe CIITA Ne 9403829, BeimanHoM 2 aBrycrta 2016 r.; u nmatente CIITA
Ne 9604939, Brimannom 28 mapra 2017 ronma, moJHOE COAEpP:KAHME KAXKIAOIO U3 KOTOPBIX
BKJIFOYEHO B JJAHHBIM JOKYMEHT IIOCPEACTBOM CCHUIKH.

[138] Coenunenue 1 MOXHO BBOAUTH MALMEHTY NEPOPATIBbHO WM IMAPEHTEPAIbHO B
OOBIMHBIX (hOPMaxX NPEnapaToB, TAKUX KaK KaICysbl, MHKPOKAICYyJbl, TAaOJETKH, T'PaHYJIBI,
MOPOLIOK, TPOLIE, MHJIFOJH, CYNIMO3UTOPHH, MHBEKLUH, CYCNeH3uH W cuponbl. [loaxonsiue
COCTaBbl MOTYT OBITH TMOJYYEHBbI CrOCOOaMH, OOBIYHO HCIIOJNB3YEMBIMH C HCIOJIb30BAHUEM
OOBIYHBIX, OPrAHUYECKUX WJIM HEOPTAaHUYECKUX NOOABOK, TAKHX KaK HAIMOIHUTENb (Hanpumep,
caxaposa, Kpaxmali, MAHHUT, COPOUT, JIAKTO3a, TJIFOKO3a, IeJUTI0NI03a, TajdbK, Gocdar KambIus
WM KapOOHAT KalbLWsl), CBS3YIOLIEE BEINECTBO (HANPUMED, Yeanion03d, METWILEIUTI0N03,
THIPOKCUMETUIILIEIUTIONI032,  TOJIUIPONIIMTHPPOIUIOH, TOJMBHHUIITUPPOIUIOH, JKEJAaTHH,
I'YMMHApaOUK, TOJUSTWICHTIIUKONb, Caxapo3a WM Kpaxmall), NOe3UHTErpaTop (Hampumep,
KpaxMay, KapOOKCHMETWILEIUIF0I03a, THAPOKCUNPOIMI  Kpaxmaja, HHU3KO3aMeIleHHas
THIPOKCUIIPONIMIILIENION03a, OukapOoHaT Hartpus, ¢ochaT KanbUusg WM LUTPAT KaJbIMs),
CMa3bIBaIOLIEE BEIIECTBO (HANpumep, CTeapaT MarHus, Jierkas Oe3BOHAs KPEMHHEBAasl KUCIIOTA,
TaNbK WM JIAypUICYJIb(daT HATPHsi), apOMATHU3ATOP (Hanpumep, NUMOHHAS KHCIOTAa, MEHTOJ,
TJIMLMH WIN aneJbCUHOBBIN MOPOINOK), KOHCEPBAHT (Hanpumep, OeH30aT HaTpusi, OMCyIbhUT
HaTpusA, MeTwinapadeH win nponwinapadbeH), cTabuu3aTop (Hanpumep, NTAMOHHAs KUCJIOTA,
LUTpaT HATPUs WJIM aunerar ¢ KHCJIOTOW), CYCIEHAMPYIOLIUH areHT (Hampumep,

METHJILIEIUII0JI03a, TIOJMBUHWIIITUPPOIUKIIOH WIIN CTeapaT alfOMUHUSA), AUCTIEPTHPYIOLIUI areHT
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(nanpumep,  TUAPOKCHIIPONWIMETHIILIEIUION03a),  pa3daBuTens  (Hampumep, BOma) W
pacIpOCTPaHEHHbIH BOCK (Hanpumep, Macio Kakao, OeNblii Ba3eNWH WA NOJHSTHUIICHTIINKOIID).
O¢pdexrunoe xommuectBo Coenunenus 1 B papmaneBTHIECKON KOMITO3UIIMM MOKET OBbITh Ha
YPOBHE, KOTOPBIH OyZeT OKa3bIBaTh keJaeMblil 2 dexT, Hanpumep, oT okoiio 0,005 Mr/kr Macchl
Tena mauueHta a0 okojo 10 MI/Kr Maccel Teja NalMeHTa B CTAaHAAPTHOM J03€ Kak JJIsd
NEepOpaibHOrO, Tak U JJis MapeHTepalbHOrO BBeAeHUs. B omnpeneneHHBIX BapHaHTax
ocyuecTBieHus (papmareBTudeckass kKommosunus Bkmodaer CoenuHeHne | u mopxopsiine
nobaBku. B mpyrux BapuaHTax OCYLIECTBJICHUS (apMaLeBTHYECKAas KOMITO3ULHSI CONEPIKUT
tonbko Coenuuenne 1. B eme apyrux BapuaHTax OCYINECTBJIEHHUS (hapMaLeBTHUECKas
xkommosuiusi copepxkut Coemunenue 1 u momxopsiue no0aBKM B Kamcyjax. B eme apyrux
BapHUAHTAX OCYLIECTBICHHs (papManeBTHUeCcKast KOMIO3uLus coaepxut CoenuHenne 1 TOIbKO B
KarmcyJjax.

[139] Ho3a Coenuaenus 1, koTopast [OJbKHA ObITh BBEACHA ALIMEHTY, TOBOJIBHO IIHPOKO
BapbUPYETCS M MOXET 3aBHUCETh y MalleHTa OT pelieHus Bpada. B obmewm, CoenuHenue 1
MO>KHO BBOJIUTB OT OJHOT'O JIO YETHIPEX pa3 B A€Hb B A03¢ oT mpumMepHo 0,005 mr/kr macchl Tena
nanueHTa A0 npuMepHo 10 MI/Kr Macchl Tejla MAalMeHTa y MalWeHTa, HO yKa3aHHAas BBILIE
JO3MPOBKA MOJKET OBbITh COOTBETCTBYIOLIUM O0pa30OM HM3MEHEHa B 3aBUCHMOCTH OT BO3pacTa,
MacChbl Tela W COCTOSIHHMs 340pOBbsl NAaLMEHTa W THUNA BBEIECHHUA. B OJHOM BapuaHTe
OCYIIECTBJICHUs 103 COCTaBIIsIeT OT npuMepHo 0,01 MI/Kr Macchl Teja maryueHTa 10 MPUMEPHO
5 Mr/kr mMacchel Tena manueHTa, ot npuMepHo 0,05 MI/Kr Macchl Tena MmanueHTa 10 npuMepHo 1
MI/KI MaccChl Teja MamueHTta, oT okojo 0,1 Mr/kr Macchel Tena mamueHta a0 okojiao 0,75 mr/kr
Macchl TeJla malueHTa uiad oT okojio 0,25 Mr/kr macchl Teja mammeHTa a0 okojio 0,5 mr/kr
Macchl Teja nanueHTta. B OnHOM BapuaHTe OCYILECTBIEHMs] OJHA 103a BBOAUTCS B JIeHb. B
APYrOM BapHaHTE OCYINECTBJIEHUS JABE I03bl BBOAAT B JE€Hb. B JIOOOM KOHKPETHOM Clydae
xonmuecTBo BBopuMoro CoennHenus 1 Oyner 3aBUCeTh OT TakuX (PaKTOPOB, KaK paCTBOPUMOCTD
AKTUBHOTO KOMIIOHEHTA, MCIIOJIb3YEeMbIil COCTaB M Croco0 BBeneHHs. B HEKOTOPBIX BapHaHTaxX
ocywectBneHus 3¢pdextuBroe konuuecTBo CoenuHenuss 1 B papmManeBTH4ECKONH KOMIO3ULIUH
cocrasysier mpumepno 0,01, 0,25, 0,05, 0,75, 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7, 0.8, 0,9, 1,0, 2.0,
3,0, 4,0. 50 mr/kr macchl Tejla TAllMeHTa B CTAaHAAPTHOW MO3MPOBKE MJISI TMEPOPATBHOTO
npuMeHeHus. B onHOM BapuanTe ocyuectBieHus 3¢ dexrruBHoe xommuecTBo Coenunenus 1 B
(apManeBTHUECKOH KOMIIO3MLIUU COCTaBJIsieT mpuMepHO 0,21 MI/Kr Macchl Tejla MalMeHTa B
CTaHAAPTHOM 103€ AJs1 NEepOpaJbHOrO BBeAEHUsA. B 1pyroM BapuaHTe OCYLIECTBIICHHUS
s dexTuBHOE KoMUuecTBO CoenuueHus 1 B papMalleBTHUECKON KOMITO3UIIUU COCTABIISIET OKOJIO
0,43 Mr/kr maccel Tejla TAllUEHTa B CTAHAAPTHOW J03€ IJIsl TepOpajbHOTO BBeneHus. B erme
ONHOM  BapuaHTe ocymecTBieHus 3(dexruBHoe kommuectBo Coemunennss 1 B
(apMalleBTHUECKON KOMIIO3UIIMU cocTaBiisier okoysio 0,64 MI/Kr Macchl Tejla TalleHTa B
CTaHAAPTHOM A03€ IJI NEPOPATIbHOIO BBEICHU.

[140] B npyrom BapuaHTe OCYLIECTBIEHHUS B [aHHOM JOKYMEHTE IIpejararoTcs
crnocoOpr  neuenust win  npodunaktuku  [TIK, xapaxrepusyroumecs wuHpexkuueii BI'B,

BKJIFOUAIOIIHE BBeAeHHE OT 0K0j0 0,375 mMr/neHb 1o okoso 750 Mr/neHb, ot okoso 0,75 mr/aeHb
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10 OKO0JIO 375 Mr/meHb, OT 0K0JIO 3,75 Mr/meHb 10 0OKOJI0 75 Mr/aeHb, OT OKOJIO 7,5 10 OKOJIo 55
Mr/neHb uiu ot okojio 18 mo okono 37 mr/menp CoenuHeHus: | mamueHTty, HYXXIAOIMEMYCS B
stoM. JlanHOe n3obperenue orHocutrcss k CoennHeHuro 1 s mpUMEHEHUs B TaKUX CIOco0ax
neuenns wim npodunaktuku 'K, xapakrepusyronmxcs napekuueit BI'B, B kotopbix criocod
BKJIFOUAeT BBeneHue ot 0koJjio 0,375 mr/aensb no okojao 750 mr/aens, ot okosio 0,75 mr/neHs no
0K0J1I0 375 Mr/meHb, OT OKOJIO 3,75 Mr/meHp 10 OKOJO 75 Mr/meHb, OT OKOJO 7,5 Mr/meHb 1o
OKOJIO 55 Mr/meHp uiau ot okojo 18 mr/meHp no okono 37 mr/nens CoenuHeHus | manueHry,
HY’KIAIOIIEMyCsl B 3TOM. B KOHKPETHOM BapHaHTE OCYLIECTBJIEHUs CIOCOOBI, PACKPBITHIE B
JAHHOM JTIOKyMEHTe, BKJIFOYAIOT BBeneHue 15 mr/menb, 30 Mr/nenb, 45 mr/nenp win 60 Mr/neHb
CoenvHenuss | manueHTy, HY)XIAKOIEMYCsl B 3TOM. B JpyroM BapuaHTe OCYINECTBJICHHS
crocoObl, pacKphITbIE B JAHHOM JOKYMEHTE, BKIIOUAlOT BBeneHue 0,5 mr/menb, 1 mr/menn, 2
Mr/neHsb, 4 Mr/neHb, 8 Mr/neHn, 16 mr/nens, 20 mr/nens, 25 mr/nenb. 30 Mr/neHs uau 40 mMr/neHb
Coenunenns 1 manueHTy, HY>KOAIOMIEMyCs B 5TOM. B KOHKPETHOM BapUaHTE OCYILIECTBIICHUS
crocoObl, PaCKPBIThIE B JAHHOM JIOKYMEHTe, BKIIOYarOT BBeneHne CoenuHeHust 1 B KOIUYeCTBeE
15 mr/nenp, 20 mr/menp win 30 MI/OeHb MALUEHTY, HYXKOAOLMEMYCS B 3TOM. B HEKOTOpBIX
TaKUX BapHaHTaX OCYIIECTBJCHHUs CIIOCOOBI IOMOJHHUTENIHbHO BKIIOYAIOT BBeneHue 240 mr
HUBOJNlyMaOa Kakable 2 Hemenu. B HEKOTOPBhIX TaKUX BapHUAHTaX OCYIIECTBJIICHHUS CIIOCOOBI
JOTIOJTHUTEIBHO BKJIIOUAIOT BBeneHue 480 Mr HUBOyMala Kakable 4 Hemenu.

[141] B ppyrom BapuaHTe OCYIIECTBJICHHS B JAaHHOM JOKYMEHTE IMPEACTaBJICHbI
cnocoOpr  neueHust win  npodmraktukn ['TIK, xapaxrepusyroummecs wuHpekuueit BI'B,
BKJTIOYarOIIHe BBeAeHHe oT okojio 0,1 mr/menp 1o okono 1200 mr/mens, oT okono 1 Mr/mneHs 10
okojsio 100 mr/nens, okono 10 mr/nens. aenb no 1200 mr/mens, ot npumepHo 10 mr/meHs 1o
npumepHo 100 mr/nens, or npumepno 100 mr/aens no npumepro 1200 Mr/neHs, OT IpUMEPHO
400 mr/nenp no npumepHo 1200 mr/aens, ot npumepHO 600 Mr/aeHs 10 ot okono 1200 mr/nens,
ot okoJio 400 mr/aenpb 10 okosio 800 Mr/neHp miu ot okosio 600 mr/aenb 10 okosio 800 Mr/neHb
Coenvrenuss 1 1isi Hy»KIAKOIIErocss B 3TOM maiueHTa. JlaHHOe n300peTeHHe OTHOCUTCS K
Coenunennto 1 [uIsi mMpUMEHEHWs B Takux crocobax yedenus wim npodumaktuku [TK,
xapaktepusyrouxcs nHpekuueii BB, B KOTOpbIX crocod BKIIOUAeT BBemeHue oT okojio 0,1
Mr/aeHb 10 okojo 1200 mr/meHn, ot okojo 1 mr/meHp o okojo 100 Mr/meHs, ot okoyo 10
Mr/aeHb 10 okoyio 1200 mr/menHs, ot okosio 10 mr/menp no okojo 100 mr/meHs, ot okoyno 100
Mr/aeHsb 10 okojio 1200 mr/mens, ot okono 400 mr/aens 1o okojo 1200 mr/aeHs, oT okojo 600
Mr/aeHsb 10 okojo 1200 mr/mens, ot okojo 400 Mr/aeHsb 10 okojio 800 Mr/meHb MM OT OKOJIO
600 mr/menp no okojo 800 mr/menp CoenmHenusi 1 maUeHTy, HY>KOAKOIMIEMycss B 3TOM. B
KOHKPETHOM BAapUAHTE OCYILIECTBIIEHUS CIIOCOOBI, PACKPBITHIE B JAHHOM JOKYMEHTE, BKITFOUAIOT
BBenenue 0,1 mr/nenn, 0,5 mr/nens, 1 mr/aens, 10 mr/aens, 15 mr/nens, 20 mr/nenb, 30 Mr/neHs,
40 mr/nenb, 45 mr/nenb, S0 mr/nenb, 60 mr/nenb, 75 mr/aenn, 100 mr/nensp, 125 mr/nens, 150
mr/aenn, 200 mr/nens, 250 mr/nennb, 300 mr/nenb, 400 mr/nenp, 600 mr/nens unu 800 Mr/meHb
Coenunenns 1 manueHTty, HY>KOAIOMIEMyCsl B 5TOM. B KOHKPETHOM BapHUaHTE OCYILIECTBIICHUS
crocoObl, PacKPBIThIE B TAHHOM JOKyMeHTe, BKIo4atoT BBeneHue 0,1 mr/menp Coenunenwus 1
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PaCKpBIThIE B TaHHOM JOKyMeHTe, BKIo4aoT BBeaeHne 0,5 mr/nenp CoenuHenus 1 manueHty,
HY>KIAIOLIEMyCsl B 3TOM. B KOHKpPETHOM BapHUaHTe OCYIIECTBIIEHUS CIIOCOOBI, PAaCKPBITHIE B
TaHHOM JTOKYMEHTe, BKJIIO4aloT BBeeHue 1 mMr/neHp CoenuHeHus 1 manueHTy, Hy KAArIeMycs
B 3TOM. B KOHKpETHOM BapuaHTe OCYLIECTBJIEHHs CIOCOOBI, PACKPBIThIE B JAHHOM JIOKYMEHTE,
BKirovaroT BeereHue 10 mr/mens CoeauneHust | maumeHty, Hyjaromemycs B 3ToM. B
KOHKPETHOM BapHaHTE OCYIIECTBJIICHHUS CIIOCOOBI, PACKPBITHIE B TAHHOM JOKYMEHTE, BKJIIOYAIOT
BeneHue 15 mr/menp CoennHeHusi 1 manMeHTy, HY)KAAOIEMYCS B 3TOM. B KOHKpPETHOM
BapHUaHTE OCYLIECTBJICHUSI CIIOCOOBI, PACKPBIThIE B JAHHOM JOKYMEHTE, BKJIIOYAIOT BBeneHue 20
mr/nenp CoenuHeHuss | TNaIMEHTy, HYXKIOAIOIIEMYCs B 3TOM. B KOHKDETHOM BapHaHTe
OCYIIECTBJIEHHsS] B JaHHOM JOKYMEHTE MpPEIJIararoTcst CIIOCOOBI JICYSHUs WM MPOQHUIaKTHKH
I'TIK, xapakrepmyroumecs napekuneii BI' B, Brmouaromue seenenue 30 mr/nenb CoequHeHUs
1 maumenty, Hyxnaromemycs B 3ToM. JlaHHoe nzobperenne orHocutcs: k CoenuHeHmoo 1 st
NpUMEHEeHUs1 B Takux crocodax neueHuss wiu npodunaktuku ['TIK, xapakrepusyrommxcs
uHpekuueir BI'B, B koTopsix cniocod BkirouaeT Beenenue 30 mr/nenb Coenuuenus | manueHTy,
HY>KIAIOIIEMyCsl B 3TOM. B KOHKPETHOM BapHaHTe OCYIIECTBIIEHHs CIOCOOBI, PaCKPBITHIE B
JaHHOM JOKyMeHTe, BKiro4aoT BeeneHne 40 wmr/aenp CoemguHeHust 1  manmeHry,
HY>KJAOIIEMyCsl B 3TOM. B 1Opyrom KOHKPETHOM BAapHaHTE OCYILUECTBIEHUS B JAHHOM
IOKYMEHTE TpeayiararoTcsi crnocodsl nedenus: win npodunaktuku 'K, xapakrepusyrommuecs
unpekuueri BI'B, Brxmovaromme BeeneHue 45 wr/aenp CoemuHeHuss 1 mamnueHty,
Hy Knaromemycst B 3ToM. JlanHoe n3o0pererne otHocutcs K CoennHeHMo 1 11t pUMEHEHHUs B
Takux crnocobax jeuenus uian npopunaktuxku ['TIK, xapakrepusyromuxcs undpexueir BI'B, B
KOTOPBIX CIOCO0 BKJIFOYaeT BBeneHHe 45 mr/menb CoennHeHus | maiueHrty, HyKIArOLEeMyCs B
5TOM. B KOHKpPETHOM BapHaHTE OCYLIECTBJIEHUs CIOCOOBI, PACKPBIThIE B JAHHOM JOKYMEHTE,
BKIIOyaroT BBeneHue S50 mr/menp CoenuHenust 1 naumeHTty, HyXXJaroliemycst B 3ToM. B
KOHKPETHOM BapHaHTE OCYIIECTBIECHHUS CIIOCOOBI, PACKPBITHIE B JTAHHOM JIOKYMEHTE, BKJIIOYAIOT
BBeneHne 60 mr/menp CoenuHeHus: | MAlMEHTy, HY)KAAOIEMYCs B 3TOM. B KOHKpPETHOM
BapHUAHTE OCYLIECTBJICHUSI CIIOCOOBI, PACKPBITHIE B JTAHHOM JOKYMEHTE, BKJIFOYAIOT BBEAEHHE 75
mr/nenp CoenuHeHuss |1 mNanMEeHTy, HYXTAIOIIEMyCs B 3TOM. B KOHKPETHOM BapHaHTe
OCYIIECTBJICHUS CITOCOOBI, PACKPHIThIE B JAHHOM JOKYMEHTe, BKIIFOYArOT BBeneHue 100 Mr/neHb
Coenunenus 1 manueHTty, Hy>KOaroLleMycsi B 5TOM. B KOHKpETHOM BapuUaHTE€ OCYIIECTBJICHUS
crocoObl, paCKPBIThIE B TAHHOM JIOKyMEHTe, BKIIIOHaoT BBenenue 125 mr/nens Coennnenus 1
NAlMEHTy, HYXKAAIEMYCs B 3TOM. B KOHKPETHOM BapHaHTE OCYIIECTBJICHHUS CIIOCOOBI,
PacKpBIThIE B TAaHHOM JAOKYMEHTe, BKIItoUaroT BBeAeHue 150 mr/nenp CoennHenus 1 mamueHTy,
HY>KIAIOLIEMyCsl B 3TOM. B KOHKPETHOM BapHaHTE OCYINECTBIIEHHs CIOCOOBI, PACKPBITHIE B
JAHHOM JIOKyMeHTe, BKJO4YaroT BBenenue 200 wr/aenr CoeguHenus 1 mamnueHty,
HY>KIAIOIIEMyCsl B 3TOM. B KOHKPETHOM BapHaHTE OCYIIECTBIEHHs CHOCOOBI, PACKpPBHITHIE B
JAHHOM JIOKyMeHTe, BKJOYalOT BBenenue 250 wr/aenpr CoeguHenus 1 mamnueHry,
HY>KIAIOLIEMyCsl B 3TOM. B KOHKpPETHOM BapuaHTe OCYLIECTBIIEHHs CIOCOOBI, PacCKPBIThIE B
JAaHHOM JIOKyMeHTe, BKouaroT BeereHue 300 wmr/menp CoemuHenus 1 manmeHty,
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JaHHOM JIOKyMeHTe, BkMouaroT BeeaeHue 400 wmr/nesp CoenuHenus 1 manmeHty,
HY’>KIAIOIIEeMyCsl B 9TOM. B KOHKPETHOM BapHaHTe OCYLIECTBJIICHUS CIOCOOBI, PACKPBITHIE B
JAaHHOM JIOKyMeHTe, BKMouaroT BBereHue 600 wmr/nenp CoemuHenus 1 manmeHty,
HY’>KIAIOIIEMyCsl B 3TOM. B KOHKPETHOM BapuaHTE OCYLIECTBJICHUS CIOCOOBI, PACKPBITHIE B
JaHHOM JOKyMeHTe, BKJrO4aroT BBeneHue 800 wmr/aenr CoeguHenuss 1 mamnueHry,
HY>KIAIOLIEMyCsi B O3TOM. B HEKOTOpBIX TaKMX BapHaHTaX OCYLIECTBJCHUS CIOCOOBI
AOMOJHUTENIBHO BKIIIOYAIOT BBeneHue 240 Mr HuBoymada Kaxeple 2 Hemenu. B HeKoTopbIx
TaKUX BapHaHTaX OCYIIECTBJEHUs CIIOCOOBI IOMOJHHUTENBbHO BKIOYaOT BBemeHue 480 mr
HUBOJIyMaOa Kakaple 4 Heleu.

[142] B ppyrom BapuaHTe€ OCYIIECTBICHHS B JAaHHOM JOKYMEHTE IMPEACTABIICHBI
CTaHIAPTHBIE JIEKAPCTBEHHBIE (HOPMBI, KOTOpbIe comep:kat oT okoio 0,1 mo okoso 2000 mr, ot
okoyo 1 go 200 mr, ot okoiio 35 mo okosno 1400 mr, oT okoso 125 mo okono 1000 Mr, OT OKOJIO
250 mo oxoso 1000 mr. mr umu okono 500 mr u okono 1000 mr Coemunenust 1. B ogHOM
BAPUAHTE OCYLUECTBJICHUS B JAHHOM JOKYMEHTE MPEACTAaBJEHbI CTAHAAPTHBIE JIEKAPCTBEHHBIE
dbopmbl, koTopbie comepxkar oT okojo 0,1 mr mo okono 2000 mr Coenunenusi 1. B ogHOM
BAPUAHTE OCYLUECTBJICHUS B JAHHOM JOKYMEHTE MPEACTABJIEHbI CTAHAAPTHBIE JIEKAPCTBEHHBIE
¢dbopmbl, koTopbie comep:kaT oT okojo 1 mo 200 mr CoemmnHenuwst 1. B omHOoM BapuaHTe
OCYIIECTBJICHUS] B JAHHOM JIOKYMEHTE MpPEICTaBJICHBI CTaHOAPTHBIC JICKAPCTBEHHBIE (HOPMBI,
KOTOpble coaepkaT oT okoyio 35 go okono 1400 mr Coegunenus 1. B omHOoM Bapuante
OCYIIECTBJICHUS] B JAHHOM JOKYMEHTE MpPEICTaBJICHbl CTAHIAPTHBIC JIEKAPCTBEHHBbIE (HOPMBI,
KOTOpBbIE comepkar oT okoso 125 mr go okosno 1000 mr Coenunenus 1. B ogHom Bapuante
OCYIIECTBJICHUS] B JAHHOM JIOKYMEHTE MpPEICTaBJICHbl CTAHIAPTHBIE JIEKapCTBEHHbIE (HOPMBI,
KOTOpble comepkar oT okosno 250 mr o okono 1000 mr Coenunenus 1. B ogHom Bapuanrte
OCYIIECTBJICHHsS] B JAHHOM JOKYMEHTE TMPENCTAaBJIE€Hbl CTAHIAPTHBIE JIEKAPCTBEHHBbIE (OPMBI,
KOTOpbIe conepkat ot okojio 500 mr a0 okono 1000 mr Coenunenust 1.

[143] B kOHKpeTHOM BapHWaHTE OCYILIECTBJEHHUS B JAHHOM IOKYMEHTE MPEACTaBJICHBI
CTaHIAPTHBIE JieKapCcTBeHHbIE (HOpMBbI, BKItouaroiue okoyio 0,1 mr, 0,25 wmr, 0,5 mr, 1 mr, 5 mr,
10 mr, 15 mr, 20 mr, 30 mr, 45 mr, 50 mr, 60 mr, 75 mr, 100 mr, 125 mr, 150 mr, 200 mr, 250 mr,
300 mr, 400 mr, 600 mr uau 800 mr CoennHeHus 1.

[144] B ppyrom BapuaHTe OCYIIECTBJICHHS B JAaHHOM JOKYMEHTE IMPEACTABIICHBI
CTaHIAPTHBIE JIeKapCTBEeHHBbIE (GopMbI, KoTopbie BKo4YaroT 0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 wmr,
S wr, 10 mr, 15 mr, 20 mr, 30 mr, 35 mr, 50 mr, 70 mr. 100 mr, 125 mr, 140 mr, 175 wmr, 200 wmr,
250 wmr, 280 wmr, 350 mr, 500 mr, 560 mr, 700 mr, 750 mr, 1000 mr wim 1400 mr Coenunenus 1.
B KOHKpETHOM BapuaHTe OCYLIECTBJICHUS B AAHHOM JIOKYMEHTE IMPEACTABIICHbl CTaHAAPTHBIE
JIeKapCTBeHHBbIE (DOPMBI, KOTOPBIE COAEPKAT OKOJIO 5 Mr, okojio 15 mr, okoso 20 mr, okojo 30
Mr, okoso 45 mr u okoso 50 mr Coenunenus 1. B oqHOM BapuaHTe OCyIIECTBIEHHUS B JAHHOM
OOKYMEHTE TpPEeINCTaBJICHbl CTAaHAApPTHBIC JIeKapcTBEeHHBbIe (opMbl, KOoTOpble comepxkar 0,1 mr
Coenunenuss 1. B omHOM BapuaHTe OCYINECTBJICHUS B JaHHOM JOKYMEHTE IPEICTaBIEHBI
CTaHIAPTHBIE JieKapcTBeHHbIe (popmbl, kKotopeie comepkar 0,25 mr Coenmnaenus 1. B ogHOM
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dopwmnl, kotopeie comepxkat 0,5 mr Coemunenust 1. B omHOM BapuaHTe OCYLIECTBJICHHS B
TAHHOM JIOKYMEHTE NPEACTABIIEHbI CTAHAAPTHBIE JIEKAPCTBEHHbIE (POPMBI, KOTOpPbIE copepkar |
mr Coeaunenusi 1. B oqHOM BapuaHTe OCYLIECTBJIEHMsS B JAHHOM AOKYMEHTE MPEACTaBJICHBI
CTaHIApTHBIE JIEKapCTBEHHBbIE (OpMBl, KoTOpble copepxkar 2,5 mr Coenunenus 1. B mpyrom
BapUaHTE OCYLIECTBJICHUS] B NaHHOM AOKYMEHTE INPEACTAaBJICHbl CTAaHAAPTHBIC JIEKAPCTBEHHBIE
¢dopmbl, koTopsie comepkat 5 mr Coenunenust 1. B eme onHOM BapuaHTe OCYINECTBIICHHS B
JIaHHOM JIOKYMEHTE IPEJCTABJICHbI CTAHIAPTHBIE JEKAPCTBEHHBIE (POPMBI, KOTOPBIE COAEPIKaT
10 mr Coenunenus 1. B ogHOM BapuaHTe OCYIIECTBJICHUS B JAHHOM JTOKYMEHTE MPEICTaBIIEHbI
CTaHIAPTHBIE JIEKapCTBEHHbIE (hOpMBI, KOoTOphIe comepkaT 15 mr Coenunenus 1. B eme onHom
BApUAHTE OCYLIECTBJICHUS B JaHHOM JOKYMEHTE INPEACTAaBJICHBbl CTAaHAAPTHBIE JEKAPCTBEHHbIE
dbopwmpl, kotopbie conepxkat 20 mr Coenuuenus 1. B omHOM BapuaHTe OCYIIECTBJICHHS B TAHHOM
JIOKYMEHTE TPENCTaBJIEHbl CTAHAAPTHBIE JIEKAPCTBEHHBbIE (POPMBI, KOTOpbIe comepxatr 30 Mmr
Coenunenus 1. B onHOM BapuaHTe OCYIIECTBJIEHHS B JJaHHOM JOKYMEHTE IpPEACTaBIIE€HbI
CTaHIApTHBIE JIEKAPCTBEHHbIE (Popmbl, KoTopbie coxmepkar 35 mr Coemunenus 1. B ngpyrom
BApUAHTE OCYLIECTBJIICHUS] B JAaHHOM JOKYMEHTE NPEACTAaBICHbl CTAaHAAPTHBIE JIEKAPCTBEHHBIE
¢dbopwmpl, koTopele conepxat 45 mr Coenunenus 1. B omHOM BapuaHTe OCYIIECTBIICHHS B TAHHOM
IOKYMEHTE TIPE/ICTAaBJIEHbl CTAHAAPTHBIE JEKAPCTBEHHBbIE (POPMBI, KOTOpbIE comepxar SO0 mr
Coenunenus 1. B onHOM BapuaHTe OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE MPEACTaBIIEHBI
CTaHIAPTHBIE JIeKapCTBeHHBbIE (OpMbI, KoTopbie comepxkar 60 mr Coenunenust 1. B omHOM
BApUAHTE OCYLIECTBJICHUs] B JaHHOM JOKYMEHTE NPEACTAaBJIEHbl CTAaHAAPTHBIEC JIEKAPCTBEHHBIC
¢dopwmpl, kotopele conepxkat 70 mr Coenunenus 1. B omHOM BapuaHTe OCYIIECTBICHHS B TAHHOM
JIOKYMEHTE TPE/CTaBJICHbl CTaHIAPTHBIE JIEKAPCTBEHHBbIE (pOpMBbI, KOTOphle comepxkar 100 mr
Coenunenuss 1. B onHOM BapuaHTe OCYIIECTBJIEHUS B JAHHOM JOKYMEHTE IMPEACTABJICHBI
CTaHIApTHBIE JieKapcTBeHHbIe (opMmbl, koTopbie comepxar 125 mr Coenunenusi 1. B omHom
BapUaHTE OCYLIECTBJICHHUS] B JaHHOM JOKYMEHTE IPEACTAaBJICHbl CTAaHAAPTHBIE JIEKAPCTBEHHBIE
dbopmpbl, kotopeie comepxkar 140 mr Coemunenusi 1. B omHOM BapuaHTE OCYIIECTBJCHHS B
JAHHOM JOKYMEHTE MPEICTAaBJICHbI CTAHAAPTHBIE JIEKAPCTBEHHbIE (POPMBI, KOTOPBIE COAEPKAT
175 mr Coenunenus 1. B oqHOM BapuaHTe OCYLIECTBJICHUS B JAHHOM JOKYMEHTE MPEACTaBIEHbI
CTaHIAPTHBIE JieKapCTBeHHbIE (opMbl, kKoTOpbie comep:kar 200 mr Coenunenus 1. B ogHOM
BApUAHTE OCYLIECTBJICHUS] B JaHHOM JOKYMEHTE NpPEACTaBJI€Hbl CTAaHAAPTHBIE JIEKAPCTBEHHBIE
dopmpbl, kotopbie comepxkar 250 mr Coenunenuss 1. B omHOM BapuaHTe OCYIIECTBJICHUS B
JAaHHOM JOKYMEHTE TPENICTAaBJIEHbl CTAHAAPTHBIE JIEKAPCTBEHHbIE (POPMBI, KOTOPBIE CONEPIKAT
280 mr Coenunenus 1. B oqHOM BapuaHTe OCYILIECTBJIEHUs B JAHHOM JJOKYMEHTE MPECTaBIIEHbI
CTaHIAPTHBIE JIeKapCTBeHHBbIE (OpMbI, KOTOpble comep:kar 350 mr CoemuHenust 1. B omHOM
BApUAHTE OCYLIECTBJICHUS] B JaHHOM AOKYMEHTE NPEACTAaBJICHbl CTAaHAAPTHBIE JIEKAPCTBEHHBIE
dopwmnbl, kotopeie comepxkar 500 mr Coenmnenus 1. B omHOM BapwaHTe OCYIIECTBJICHHS B
JAaHHOM IOKYMEHTE IPENCTaBJIEHbl CTAHAAPTHBIE JIEKAPCTBEHHbIE (POPMBI, KOTOPBIE COAEPIKAT
560 mr Coenunenus 1. B onHOM BapuaHTe OCYIIECTBJIEHUS B JAHHOM JAOKYMEHTE NPEICTABIEHbI
CTaHIAPTHBIE JieKapCcTBeHHbIE (opMbl, kotopbie conep:kar 700 mr Coemunenust 1. B omHOM
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¢dopmel, kotopeie comepxkat 750 mr Coenmnenust 1. B omHOM BapuaHTe OCYINECTBIIEHHS B
JAaHHOM JOKYMEHTE IPENCTaBJIEHbl CTAHAAPTHBIE JIEKAPCTBEHHbIE (POPMBI, KOTOPbIE COAEPIKAT
1000 wmr Coenunenuss 1. B ogHOM BapuaHTe OCYIIECTBJICHHS B JaHHOM JOKYMEHTE
NPEACTABJIEHbI CTAHAAPTHBIE JIEKapCTBeHHBIE (POpMbI, koTophle conepskatr 1400 mr CoennneHus
1.

[145] Coenunenne 1 MOXHO BBOAWTH OnMH pa3 B neHb (QD) wmm paspensats Ha
HECKOJIbKO €KE€IHEBHBIX 103, TAKUX Kak /Ba pasa B neHb (BID), Tpu pasa B nens (TID) u uetsipe
pa3a B neub (QID). B konkpernom Bapuante Coenunennto 1 BBoast QD. B npyrom Bapuante
Coenunenuto 1 Beomsat BID. B eme oqnom Bapuante Coenunenuto 1 Bomst TID. B eme onHOM
Bapuante Coenunenue 1 Beomst QID. Kpome Toro, BBeeHHE MOXKET ObITh HENPEPHIBHBIM (T.€.
€KEIHEBHO B TEUCHUE MOCIIEIOBATEIbHBIX THEH WM KK JI€Hb), IPEPBIBUCTBIM, HAIPUMED,
IUKIMYHBIM  (T. €. BKJIIOYas [JHU, HeNeJIW WIM Mecsubl OTAapixa 0Oe3 Jnekapcts). B
MPEANOYTUTENBHOM BapUaHTE OCYILUECTBJIEHUS BBEIEHUE SIBJISIETCS] HENPEPBIBHBIM. B apyrom
NPEANOUTUTENBHOM BapuaHTe ocyiuecTsieHus: CoequHenue | BBOAST B 28-1HEBHbIX LuKiIax. B
NPEANOUTUTENBHOM BapuaHTe ocyliecTieHuss CoennHeHre 1 BBOAST HENMpPEpPBHIBHO B CYTOYHOMN
no3e B 28-aHeBHble LUKIBL B mpeanmoututensHOM BapuaHTe ocyliectsieHus CoeauneHue 1
BBOISAT HENPEPHIBHO B CYTOYHOH m03e¢ B 28-mHeBHble LUKIBl B 1o3e 30 wmr/nens. B
NIPEAINOUTUTENBHOM BapuaHTe ocyliecTieHus CoennHeHne 1 BBOAST HENMpPEPHIBHO B CYTOYHOMN
no3e B 28-qHeBHbIC LIUKIIBI B 03¢ 45 Mr/nenb. B mpenmnodrurenbHOM BapUaHTE OCYINECTBICHUS
Coenunenue 1 BBOAST HEMPEPHIBHO B €KEHEBHON TO3UPOBKE B 28-THEBHBIX LIUKJIAX B 103€ 30
MI/neHp 0e3 mepuoza OTAbIXa MEXAY KaXIbIM 28-IHEBHBIM LIUKIOM. B mpenmnouturenpHOM
BapuaHTe ocyiecTsiaeHus: CoequHenne 1 BBOAAT HEMPEPBIBHO B €KEAHEBHOM NO3UPOBKE B 28-
JHEBHBIX [IUKJIaX B 103€ 45 Mr/neHp 0e3 mepruoaa OTAbIXa MEXAY KaKABIM 28-THEBHBIM LIUKJIOM.

[146] CoenuHenue 1 MOXKHO BBOAWTH MEpOpaibHO sl ynodctsa. B omHOM BapuaHTe
OCYILECTBJIEHHsI, KOTAa BBOAAT mnepopaiibHo, CoennHenne 1 BBOAAT ¢ enoit u Bogoi. B npyrom
BapuaHte ocyuiectBieHus CoenuHeHHe 1 TUCHEPrUPyIOT B BOAE WM COKe (Hampumep ,
sIOJIOYHBIA COK WJIM aIeNIbCHHOBBIA COK) U BBOIST MEPOPATbHO B BUIE CyCleH3uu. B nmpyrom
BapHaHTe OCYLIECTBJIIEHUs, KOraa BBOIAT mepopanbHo, CoennHeHue | BBOAST B TOJOJHOM
cocrossanu.  [IpemmoururensHo  CoenmHenne 1 BBOmsAT  mepopaibHO. B ogHOM
MPEAINOUTUTENLHOM BapuaHTe ocyinecTsieHus CoenuHenue 1 BBOAST mepopaibHO B Aose 30
MI/neHp. B apyrom mnpeamodtuTensHOM BapuaHTe ocyinecTBieHusi CoenwHeHune 1 BBOIST
nepopaibHO B 103€ 45 Mr/neHb. B npennouturebHOM BapuanTte ocyiuectsieHus Coennnenue 1
BBOJSIT HENPEPBIBHO B €KEJHEBHON MEPOPAIBHON NO3UPOBKE B 28-IHEBHBbIE LUKIBI B 103€ 30
Mr/neHp. B apyrom mnpeamodtuTensHOM BapuaHTe ocyiuecTBieHusi CoenwHeHue 1 BBOIAT
HETIPEPHIBHO B €XKEIHEBHON MEPOPATBbHON TO3UPOBKE B 28-THEBHBIX LIUKJIAX B 103€ 45 MI/neHs.
B npennoututenbHoM BapuaHTe ocyuiecTBieHuss CoenuHeHue | BBOIAT HENPEPHIBHO B
€XKEIHEBHOI MepopasbHON NO3MPOBKe B 28-IHEBHBIX LMKJIaX B go3e 30 mr/meHp 6e3 mepuona
OTIAbIXa MEXAy KaXKAbIM 28-IHEBHbIM LUKIOM. B ApyroM mNpeanodYTUTENBbHOM BapHaHTE
ocymectsieHus: CoequHeHne 1 BBOAAT HEMPEPBHIBHO B €XKEJHEBHON MEPOPAIBHON JO3UPOBKE B

28-nHeBHBIX IMKJIAX B 103€ 45 mr/meHp Oe3 mepuopa OTHbIXa MEXKAY KaXAbIM 28-THEBHBIM
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IIUKJIOM.

[147] Coenunenne 1 Taxke MOXHO BBOAWTb BHYTPUKOXHO, BHYTPUMBILIEUHO,
BHYTPUOPIOLINHHO, YPECKOKHO, BHYTPUBEHHO, IOJKOXHO, WHTPAHA3aJIbHO, JMUAYPAIBHO,
NOABA3BIYHO, MHTpaLEepeOpaIbHO, MHTPABATMHAIBHO, TPAHCAEPMANIBHO, PEKTAJbHO, CIU3UCTO,
MyTeM HHTaJSIUN WX MECTHO B YIIM, HOC, rjlaza wiu Koxy. Croco0 BBeIeHUsS OCTaeTcCsl Ha
YCMOTpEHHE MPAKTUKYIOIIEro Bpaya U MOXKET YaCTUYHO 3aBHCETh OT MeCTa IaTOJIOTMYeCKOro
COCTOSIHUSI.

[148] B ogHOM BapuaHTe OCYIIECTBIIEHHUS B JAHHOM JOKYMEHTE MPEACTABIIEHBI KAICYJIbI,
cogepxaurne CoennHenue 1 0e3 IOMOSHUTETBHOIO HOCUTENS, HAMOJHUTENS WIA CPEICTBa
TOCTaBKH.

[149] B npyrom BapuaHTe OCYILIECTBJEHUS B JNaHHOM JIOKYMEHTE MPEIOCTaBJICHBI
KOMIO3HUIHH, conepskamue 3¢dexkrnBHoe konmdectBo Coenuuenuss 1 u (dapmaneBTHUeCKH
MPUEMJIEMbI HOCUTENIb HJIU CPENCTBO JOCTaBKH, MPU 3TOM (hpapMaleBTHUECKU MPUEMIIEMBbIi
HOCHUTEIb WJIN CPEACTBO JOCTABKH MOXKET COAEPIKaTh HAIMOIHHUTENb, Pa30aBUTENb WIIH UX CMECH.
B omHOM BapuaHTe OCYINECTBJICHHS KOMIIO3MLIUS MPEACTaBIsieT coO0i (papmManeBTHYECKYIO
KOMITO3HULIHIO.

[150] Kommosuiinu moryT ObITh B (hopMe TaOJETOK, JKEBATEIbHBIX TAOJIETOK, KATCyl,
pPacTBOPOB, MApPEHTEPATBbHBIX PACTBOPOB, TAOJETOK, CYNIIO3UTOPUEB W CYCHEH3UH H TOMY
nonodHoro. KoMno3uiwu MoryT ObITh COCTaBJICHBI TaK, YTOOBI OHH COIEPIKATH CYTOUYHYIO 03y
WIN TIOOXOMSIIYIO JIOJK CYTOYHOW O3Bl B €AMHMYHON 103€, KOTOpas MOKET NPEACTaBIATH
coOol OnHy TaONeTKy WJIM Karcyily WiIM yAOoOHbI oObeM >xunkocTH. B omHOM BapuanTe
OCYILIECTBIIEHHS PACTBOPHI MOJIyHaOT U3 BOAOPACTBOPUMBIX COJIEH, TAKUX KaK T'MIPOXJIOPHIHAS
conb. Kak mpaBuiio, Bce KOMIO3UIMU MOJIYYAIOT B COOTBETCTBUU C M3BECTHBIMH CIOCOOaMHU B
dapmaneBTryeckor Xxumuu. Kamncynbl MOryT ObITh TPUTOTOBJIEHBI MyT€M CMEIIHBAHHUS
Coenunenuss 1 ¢ MOOXOASIIMM HOCHTENEM WM pa3OaBUTENIEM U 3arOJHEHHs] HY)KHOTO
KOJNM4ecTBa cMecH B Karmcynax. OObIYHBIE HOCHUTENHM M pa30aBUTENHM BKIIOYAKOT, HO HE
OTPAaHUYHUBAKOTCS MMHU, WHEPTHBIE MOPOIIKOOOpPA3HBIE BEINECTBA, TaKWE KAaK Kpaxmall MHOTHX
Pa3JIMYHBIX BHUAOB, TMOPOLIKOOOPA3HYI0 MEJUTIOJIO3y, OCOOEHHO KPUCTAJUIMYECKYH) W
MUKPOKPHCTAUTMUECKYIO LEJUII0JIO3y, caxapa, Takhe Kak (pPyKTo3a, MaHHHT H Caxaposa,
3epHOBAsi MyKa U aHAJIOTMYHBIE MUIIEBbIE TTOPOIIKH.

[151] Tabnerkm MOryT OBITb NPUTOTOBJIEHBI MPSIMBIM MPECCOBAHUEM, BJIAKHBIM
TPAaHYJUPOBAHUEM WM CYXUM TpaHyjupoBaHHeM. MX cocTaBbl OOBIYHO BKJIFOYAIOT
pa3baBuTeNH, CBI3YIOIIHE, CMa3bIBAIOIINE BEIIECTBA M AC3MHTEIPATOPHI, a TAKXKE YKAa3aHHOE
coenuHeHne. Tunu4Hble pa3OaBUTETM BKJIOYAIOT, HAMPUMEP, pPa3JIMYHbIE THUIBI Kpaxmala,
JIAKTO3bI, MAHHUTA, KaosinHa, (ocdara wiu cynbdara Kaiablus, HEOPTAHUIECKUE COJIH, TaKhe
KaK XJIOPHJI HaTpus W caxapHas mynpa. [lopomkooOpasHble MPOU3BOIHBIE LEJUTIOJIO3bI TAKKE
noJjie3Hbl. B oHOM BapuaHTe OCyIIeCTBIIEHUS (hapMaleBTUYECKAsT KOMITO3UIUSI HE COHEPIKHUT
JaKTO3bl. THUMMYHBIMU CBSBYIOLUIUMH JUIsI TAOJIETOK SIBJISIFOTCS TaKWE BEINECTBA, KaK Kpaxmall,
JKEeNATHH U caxapa, TaKHe Kak JIAKTo3a, PPyKTo3a, II0Ko3a U ToMy nopodbHoe. HarypanbHeie u

CHHTCTHYCCKUE CMOJIbI TaKXE YI[O6HI:>I, BKIIIOHAA aKalUur, ajJbrUHATBI, MCETHUIILCIIIHOJIOZY,
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NOJUBUHUIITUPPOIUANH U TOMY MNoA00HOe. [IoMM3TUICHINTUKONb, STHILEIUTI0NI03a U BOCKHU
TAK>K€ MOTYT CITy>KUTb CBSI3YIOLIMH.

[152] CwmasbiBaroiriee BEIIECTBO MOKET OBITb HEOOXOAHMMO B COCTaBe TaOJETKH s
NPEAOTBPALICHNS NPUIMIIAHUS TabNeTKH B MaTpuue npeca. CMasbIBarollee BEI[ECTBO MOXKET
OBITb BBIOPAHO M3 TAKUX CKOJB3KUX TBEPIBIX BEINECTB, KAK TAJbK, CTEAPAT MAarHHUs U KaJbLUs,
CTEapUHOBasl KHUCJIOTa U THIPOr€HU3UPOBAHHbIE pACTUTENbHblE Macnia. Jle3uMHTerpaTtopsl
TabJETOK TNPENCTABISIOT COOON BEINeCTBA, KOTOpbIe HAOYXalOT MNpPU YBIAKHEHUH, YTOOBI
pa3pywuTh TaONeTKy W BbICBOOOAMTH coenauHeHne. OHHM BKIIIOYAIOT KPaxMalibl, TJIMHBIL
LEJUTIOJIO3bI, AJBbIHHCBI W KaMelW. B 9acTHOCTH, MOTyT OBITh HCIOJIb30BaHBI, HANpUMEp,
KpaxMayibl W3 KyKypy3bl W KapTodens, MeTHILEUII0N03a, arap, OCHTOHWT, ApeBECHas
LIEJUTIOJI03a, MOPOIIKOOOpa3Hasi HaTypasibHas TryOka, KaTHOHOOOMEHHBIE CMOJbI, aJbIMHOBAs
KHCJIOTA, T'yapoBasi CMOJIA, LIUTPYCOBAas LEJUIOJI03a M KapOOKCHMETHIILEIUIF0I03a, a TaKXkKe
naypuicynbgat HaTpust. TabaeTku MOTYT OBITh IOKPBITHI CAXapOM B Ka4€CTBE apOMaTH3aTOpa U
repMeTHKa WIN TUIEHKOOOPA3yOIUMH 3aIUTHBIMH ar€HTaMH JUIsi U3MEHEHUs CBOMCTB TabJIeTKH
npu pactBopeHHH. KoMmosummu Takke MOTyT OBITh COCTaBJIEHBl B BHJE JKEBATEJIbHBIX
TabJIETOK, HAPUMeEP, € MUCIIOJIb30BAHMNEM TAKUX BEIIECTB, KAK MAHHHUT B KOMITO3ULUH.

[153] Kornma xenarensHo BBoauTb CoeauHeHue | B BUAE CYINIO3UTOPHS, MOKHO
UCTIONBb30BAaTh THUMNHYHBIE OCHOBBL Macio Kakao - 3TO TPaaWLMOHHAs OCHOBAa MJIS
CYIIMIO3UTOPUEB, KOTOPYED MOXKHO MOIU(UIMPOBATH IyTeM [0OABJIEHUS BOCKOB, YTOOBI
HEMHOTO TIIOBBICUTH TeMIeparypy IasieHus. CwemmBarouiiecs € BOJAOH OCHOBBI IS
CYIIIO3UTOPHUEB, BKIIIOYAIOIINE, B YACTHOCTH, MOJMITHIICHTIIMKOIN PA3JINIHON MOJIEKYJISIPHOM
MAacChl, HAXOMAT IIUPOKOE MPUMEHEHHE.

[154] DOddexr Coenmuenuss 1 MoxxeT ObITH OTCPOUEH WJINM MPOAJIEH C IOMOLIBIO
npaBWIBHOTO coctaBa. Hanmpumep, memyieHHO pacTBopuMsblil ocanok Coenuaenust 1 MoxeT ObITh
IPUTOTOBJIEH M BKJIFOUEH B TAOJIETKY HJIM KaICyJly MJIM B BHJI€ UMIUIAHTHPYEMOT'O YCTPOICTBA €
MEIJICHHbIM BBICBOOOXKIEHHEM. MeTonuKka TakKe BKIIHOYAeT M3TOTOBJIGHHE TPaHyl C
HECKOJIbKUMH PA3JIMYHbIMU CKOPOCTSIMH PAaCTBOPEHHSI U 3AIOJHEHUE KAaICyJ CMECHIO TPaHY.JL.
TabneTku WM KancyJibl MOTYT OBITh MOKPBITHI TUNIEHKOH, KOTOPasi IPOTHUBOCTOUT PACTBOPEHHIO B
TEYEeHHE MPEeNCKa3yeMoro neproaa BpeMmeHHu. Jlaske mapeHTepasbHble MpernapaTbl MOTYT OBITh
NIOJIY4€HBI JUTUTEIBHOTO ACHCTBUS MyTEM PacTBOPEHUs Win cycrieHauposanusi CoennHenns 1 B
MACIITHBIX ~WJIM OMYJBTHPOBAHHBIX HOCHTENAX, KOTOPBIE TIO3BOJIIOT €My MEIJICHHO
IUCTIEPTUPOBATHCS B CHIBOPOTKE.

5.5 HABOPHI

[155] B onpeneneHHbIX BapUaHTax OCYIIECTBJICHHS B JAHHOM JOKYMEHTE MPEACTaBICHBI
Habopwl, conepkamue CoenuHenne |. B KOHKpETHBIX BapHaHTaX OCYIIECTBICHUS B JaHHOM
TOKYMEHTE TIPEACTaBICHbl HAOOpBL, CoOAeprKal(ue CTaHNAPTHYIO JIEKApCTBEHHYIO (opMmy,
cogepxamyro CoenuHenne 1 B TepMETHUYHOM KOHTEHHEpe, NpU 5TOM CTaHIApTHas
nekapcTBeHHass popma conepykut ot npumepHo 1 mr mo npumepno 100 mr Coenmnenus 1. B
KOHKPETHBIX BapHaHTax OCYLIECTBJIEHHs B MaHHOM JOKYMEHTE IPEACTaBICHbI HaOOPBI,

colep Kalliie CTaHJApTHYI JieKapCcTBeHHYI ¢opMmy, coxepxamyo CoenuneHue 1 B
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repMETUYHOM KOHTEHHepe, MPHU 3TOM CTAHAAPTHAS JeKapCTBeHHas (opMa COINEPXKHUT OKOJIO 5,
oxono 20 unu okono 50 mr Coenunenus 1.

[156] B ppyrux BapuaHTax OCYIIECTBJIEHUS B JAHHOM JIOKYMEHTE NpEIJararoTcs
HaOopsl, comepkamue CoenuHeHue | u cpeacTBa Al MOHMTOPUHIA PEAKIUH MMAlMEeHTa Ha
BeefeHue CoenuHeHus 1. B onpeneneHHbIX BapuaHTax ocyliecTsieHus nauueHT umeer ['TIK,
KoTopasi xapakrtepmsyercs uHpexkuneii BI'B. B KOHKpeTHBIX BapHaHTaX OCYINECTBICHUS
peakuusi TAalMeHTa, MOJJAIOINASACS W3MEPEeHHIO, TIPENCTaBsieT CcoOOW MHIHOMpPOBaHHE
NpOrpeccupoBaHus 3a00JieBaHMs, WHIMOMPOBAHUE POCTA OIMYXOJH, YMEHbLICHHE MEPBUYHOM
W/WIM BTOPUYHOH OMyXoJu (OMyXoJjei), ociaadieHue CBSA3aHHBIX C OMYXOJIbKD CHMITTOMOB,
yIy4YlIeHHe Ka4decTBa KU3HHM, WHIHOUpOBaHHE (DAKTOPOB, CEKPETHPYEMBIX OIYXOJIbEO
(nanpumep, A®II), 3agepkka MOSIBIECHUS] EPBUYHON W/WJIM BTOPUYHOH OMyXOoJH (OMyXoJei),
3aMeUIEHHOE Pa3BUTHE MEPBUYHON W/WJIM BTOPUYHOM OMyXOJH (OMyXOJieil), CHIDKEHHE YacTOThI
BO3SHUKHOBEHUS] TEPBUYHONH W/WIM BTOPHUYHOW OMyXoju (OMyXxoJyei), 3aMelieHHe WIH
YMEHBLICHNE TSKECTH BTOPUYHBIX MOCIEACTBHH 3a001€BaHuUs, OCTAHOBJIEHHOTO POCTa OMYXOJIH
W/WTH pEerpeccuu OIMyXOJIeH.

[157] B ppyrux BapuaHTax OCYIIECTBJIEHUS B JAHHOM JOKYMEHTE NPEIJIararoTCs
HaOophl, comepkamue CoenmHeHue | W cpencTBa AJsi MOHUTOPHHIA PEAKIUH MAalMeHTa Ha
BBeneHue CoenuHenus 1, mpu 3ToM yka3aHHbIH oTBeT npeacrasisier codoit RECIST (manpumep,
RECIST 1.1 wnin mRECIST mnsa I'IK) umn ECOG.

[158] B nppyrux BapuaHTax OCYUIECTBJEHUS B JaHHOM JOKYMEHTE IPEACTaBJICHbI
HaOopsl, comepxkamue CoennHeHue | U CPEACTBO ISl U3MEPEHUS BETUYMHBI MHTHOWPOBAHUS
dbocpopunmmnposanusi SORP, 4E-BP1 w/mmm AKT y mnanuwenta. B HekoTOphIX BapHaHTax
OCYLIECTBJIEHHsT ~ HAa0Opbl ~ COAep)KaT  CpencTsa Il  U3MEpPeHUus]  MHIUOMpOBaHMS
dochopunmposanus SO6RP, 4E-BP1 w/mnmu AKT B LUpPKYJHPYIOIIMX KIETKaX KPOBU W/WIN
Ouonrarax ONyXOJM NALMEHTa. B omnpeneneHHbIX BapUaHTaxX OCYILIECTBJIEHHS B JaHHOM
IOKYMEHTEe TpeACTaBiIeHbl Habopbl, comepkamue CoenuHenwe | U cpencTBa il U3MEPEHUs
CTEeNeHU WHrUOUpOBaHUs (POCHOPUIUPOBAHUS, OLEHMBAEMOW IMyTEM CpPABHEHHs] KOJUYECTBA
dbocdo-S6RP, 4E-BP1 w/unu AKT no, Bo Bpemsi w/mnu nocne BBenenuss Coenunenusi 1. B
OTpEeNeNeHHbIX BapHaHTax ocyulecTBieHuss nmanueHT umeer LK, xoropas xapakrepusyercs
uHpexnuern BI'B.

[159] Harunduposanne ¢ocdopumuposanusi SORP, 4E-BP1 w/unmu AKT moxer ObITh
U3MEPEHO B KPOBH, KOXE, OMyXOJH W/WIM LUPKYJIUPYRIUX omyxoseBblx kierkax (CTC -
circulating tumor cells) B KpOBH C MOMOIIBIO PA3IUYHBIX METOJOJOTHMH, BKJIKOYAs MPOTOYHYIO
muromerpuro, MUPA, UI'X ¢ wucnonb3oBanueM crenuduueckux i (GochopuinpoBaHus
aHTHTEI,

[160] B onpeneneHHbIX BapHaHTax OCYLIECTBJICHHS, TMpeAJiaraéMble B JTAHHOM
IOKyMeHTe Habopsl cozmepkar koimuyectBo CoenamueHust 1, s3¢dgexTuBHOE U JIEUEHUS WU
npodunaktuku 'K, koTropas xapakrepusyercs nndpexuueir BI'B.

[161] B HEKOTOpBIX BapuUaHTAaX OCYIIECTBJIEHHs HAOOpBI, MPENCTABJIECHHbIE B TaHHOM

AOKYMEHTEC, AOMOJIHUTCJIbHO COACPKAT HMHCTPYKHHUU TI0 MPUMCHCHHUIO, TAKHUE€ KaK BBCIACHUC
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Coenunenus | w/mnm MOHUTOPHHT peakIMy NMaunueHTa Ha BBeneHne CoennHeHus 1.

6. [IPUMEPBI

6.1 KIMHUYECKOE UCCJIEAOBAHHE 1

[162] da3a 1/2, MHOTOLIEHTPOBOE OTKPBITOE UcciaenoBanue (open label) u onpenenenuem
A03bI, 4TOOBI OLIEHUTh 0€30MacHOCTb, epeHocuMocTb, @K u npeasapurenbhyio 3dhdekTHBHOCTD
Coenunenusi 1, BBOmUMOro CyObeKTaM mepopasibHO.

[163] HccnenoBanue Oblio paspaboTaHo Kak uccnemoBanue ¢assl 1/2, cocrosimee u3
OByX dacreil: moBbimeHue no3bl (dose escalation) (wactb A) u pacumpenue n03b1 (dose
expansion) (4actb B).

[164] YacTp A mpencrasiisiia cOOOH OTKPBITOE MCCIIEIOBAHUE TAIIHEHTOB C PA3IMUHBIMU
reMaTOJOrMYECKIMHU HJTH COJTMIHBIMU 3JI0KaY€CTBEHHBIMH HOBOOOPA30BAHUSIMU C YBEIHUEHHEM
no03bl. OCHOBHBIMH 33/1a4aMy OBLTH OMpeAesieHHe MaKCUMAJIbHOW mepeHocuMon 1036l (MTD -
maximum tolerated dose) u npensapurensHoit @K Coenunenus 1. MTD Coenunenust 1 Obuio
omnpeneneHo kak 45 wmr/menb, a He mepenocumas no3a (NTD - nontolerated dose) Obuia
ompeneneHa kak 60 mr/nens. [Janasie @K u @J] momaepxuBasu OJHOKPATHOE €XKEIHEBHOE
nosuposanue CoeqnHeHus 1.

[165] Yacte B, mpenBapurenbhas ¢asza moucka >PQPeKTUBHOCTH, ObLIa OTKPBITHIM
UCCJICIOBAHHEM PACIIUPEHHUSI JO3bI, B KOTOPOM ydacTBoBaH CyOnekThl ¢ [ TIK.

[166] OcHoBHbIMH nensMu s yactu B Obu (a) onpemenuth O€30MacHOCTh |
nepeHocumoctb Coemamunenust 1 mpu  mepopanbHoM Beenennun u  (b)  ompenenuts
npensapurenpHoe 3HaueHne @®K Coenunenust 1 mociae OAHOKPATHOIO U MHOTOKPATHOTO
nepopaibHOro BenaeHus Coenqunenus 1.

[167] Bropuunble umenu vactu B 3akmouanuch B cienymoomeM: (a) MNpeaoCTaBUTh
uHopmauuio o npensapurenbHoit d¢dexkruBHoctu Coenunenus 1; (b) oxapakrepuzosats PK
M1 (merabomuta Coemunenust 1) mocne nepopanbHoro BeeneHus Coemunenus 1; (c)
oxapakrepuzoBath @K Coemunenuss 1 u M1 y cybwvektoB ¢ I'LIK; u (d) oueHuth creneHb
unruouposanusi pochopunuposanuss SORP w/mmm 4E-BP1 nns akruBHoctn mTORC1 u AKT
W/WIM JAPYrHX COOTBETCTBYROIMUX OuomapkepoB miasi aktuBHOCTH MTORC2 B obOpasuax
nepudeprudeckoii KpOBH U OHOICUSIX OMyxoJiu nocje odpadotku CoenuHeHueM 1.

[168] CyOBexTsI mosyyanu HENpepbIBHYIO exXeqHeBHY0 no3upoBky Coenunenus 1 B 28-
nHeBHbIX Lukiax (®wur.l). Tepamus Oblla TnpekpameHa, eCid HMEINCh TNPU3HAKU
nporpeccupoBaHust 3a00neBaHus], HO CyOBeKThl mpojoiukain nonydate CoenuHenue 1, moka
UCCIIEIOBAaTEb CYHTAN, YTO CYOBEKTHI MOJy4YaId TOJNb3Y OT JiedeHus. Tepamusi Oblia
NpeKpalleHa, eciii UMeNach HempuemiieMass TOKCHYHOCTb MIIM €CJIA CYOBEKT PeIln BBINTH U3
uccnenoBannsa. C CyOBbeKTaMH CBA3BIBAIMCH dYepe3 28 pHEH mocne TOCIeqHEH J03bI
UCCIIENyeMOro Tperapara, 4ToObl OLEHHUTh COCTOsIHHE MmoOouHbIX 3(pdexkroB (AE - adverse
events) M ONpeaeNuTh, POU3OLLIHN JIU KaKie-I100 HOBbIe COOBITHS MU CMePTh. B nonmonHerne
K TeM CyObekTaMm, KOTOpPbIE€ YMEpJU B XOI€ HCCIENOBAHMs, NMPUMEPHO 28 Y4aCTHUKOB JAaJH
coryjacue Ha mocienyrolnee HaOmoaeHne Kaxable 2 mecsua (= 1 Hemens) mocie 3aBepLIeHHs

(1)&3]31 JICUCHUA, YTOOBI ONpeacinTb Aaty WX CMEPTU U BBIINOJHUTH O6H.IPII>1 aHaJIu3
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BbDKHBAEMOCTH.

[169] Kpurepuu BxiodeHus Asi oTOOpa HCCiIenyeMoil momynsiuu BrirodaroT: (1)
NIOHUMaHWE U JOOPOBOJBHOE NOANUCAHHE NOKyMeHTa 00 MH(OPMHUPOBAHHOM COTJIACHH [0
NpOBEeNeHUs] JIIOOBIX CBSI3aHHBIX C HCCIENOBAaHHEM OLEHOK/mpoueayp; (2) MyX4YuHBl H
KEHIIMHBI > 18 Jer, ¢ THUCTONOrMYeCKH WM IUTOJOTWYECKU MOATBEP KIECHHOMN
nporpeccupyomei HeonepabensHoi ['TIK, Bitouas cyObeKkTOB, KOTOPbIE MPOrPECCHPOBAIN HA
(WM He MOIJIM NEepPEeHOCUTH) CTAHAAPTHOW NPOTHBOPAKOBOH TEpaNmMM WM A KOTOPBIX HE
CYLIECTBYET CTaHIApTHOM MpoTuBopakoBoi Tepanui; (3) craryc cocrostauss ECOG 0 wu 1; (4)
CyOBEKTbl JOJDKHBI MMETh CIENYIOLIUe JaOOpaTOpHbIE 3HAYEHHUS: aOCOJIOTHOE KOJUYECTBO
Helitpopmno > 1,5x109/n, remornodbun > 9 r/mn, TpomOoumthl > 100x109/;m, kanmii B
HOPMAaJTbHBIX npeaenax 10051 KOPPEKTHPYEMBIH c MIOMOIIBIO no0aBkw,
acmapraramuHoTpancdepasa (AST) u amanuHamuuotpanchepasa (ALT) < 2,5 x BepxHHii
npenen Hopmbl (BITH - ULN - upper limit of normal) mmu < 5,0 x BIIH, chiBOpoTOYHBII
Oommupy6un < 1,5 x BITH mmm < 2 x BITH kpearnnun < 1,5 x BIIH wnu 24-4acoBoii kiupeHe >
50 mu/MUH, OTpULIATETBHBIN TECT HA OEPEMEHHOCTh B CHIBOPOTKE MIJIM MOYe B TeueHHe 48 qacoB
70 Havajla MCCIEeNyEeMOro JISYEHHUS Y JKEHIIMH C JETOPOAHBIM MOTeHUUANOM; (5) B COCTOSIHUU
NpUAEPKUBATHCS rpaduKa BHU3UTOB U MCCIENOBAHMUA U APYrux TpeboBaHuMil mpoTokona; (6)
coxpaHeHrne (GUKCUPOBAHHON (HOPMATMHOM, 3aJIUTON MapaUHOM apXUBHOU OMyXOJIEBOH TKaHH,
a0 B OMyXOJEBBIX OJIOKax, JHOO B pa3pe3aHHBIX/CMOHTHUPOBAHHBIX OOpasLlax AJsl aHaJH3a
TeHHOW MyTanuu w/uian aHanusa onomapkepa MI'X. CrioHCOp npenocTaBuil HCKITFOUEHUE TOJIBKO
B UCKJIFOUUTENBHBIX OOCTOSATENbCTBAX. (7) YAOBIETBOPUTENbHAS CKPUHUHIOBAas OMONCHS IS
aHamM3a TeHHOM MyTaumu u/mim aHaimmza Ouomapkepa MI'X nns moctymHbIX omyxodnei; (8)
rucrojoruuecku noarsepskaeHHbi I'IIK ¢ u3mepumbiM 3a0oneBanneM. Crenyrooiue KpUTepun
JOTIONIHSIIOT WJIM 3aMEHSIIOT BBIIIENIPUBEACHHbIE KPUTEPUH, TA€ 3TO NMPUMEHUMO: KOJIMYECTBO
TpomOouuToB > 60x109/51, ecau MpHUCYTCTBOBAJA MOPTAJNbHAs THIIEPTEH3Hs, Oajul Mo LIKase
Yaitnga-ITeto <7 (T.e., QyHKIMS NEYeHU KjIacca A WU BBIIIE), 10 MEHbILIEH Mepe, 4 Helelu OT
nocienHe n03bl o-uHTepdepoHa w/wuau pudaBUpPUHA, MO MEHbIIEH Mepe, 4 Hemenu Ot
MPEIIIeCTBYIOIIEH  YPEeCKOKHOM  MHBEKUMM  3TaHOJA,  PaJMOYacCTOTHOH  abusmuw,
TpaHCapTEPHUATBHON SMOOIH3aLMU WM KPUOTEPATIHH C JOKYMEHTAMH O POTPECCUPYIOIIEM HITH
PeLUIUBHUPYIOIIEM 3a00JIEBAHUU.

[170] Kpurepun uckimodeHHs Ayt OTOOpa HCCiaenyeMoil monyssinuu BKIo4aroT: (1)
CHMIITOMAaTHYECKHE METAacTa3bl B LICHTPAIbHON HepBHOU cucteme. CyObekTaMm ¢ MeTacTa3aMu B
MO3T, KOTOpBIE paHee JIEUMINCh U ObUTH CTAOUJIbHBIMH B T€UeHHE 6 Helesb, ObUIH AOMYIIEHBI.
(2) u3BECTHBIN OCTPBII MM XPOHHUUECKUI MaHKpeaTuT,; (3) CyOBeKTHI ¢ F000I nepudepuaeckoit
HEBpPOMATHEH > 2-1 CTEeNeH! MO 00IIeMy TEPMHUHOJOTHYECKOMY KPUTEPHIO MOOOUYHBIX 3((eKToB
Hammmonansnoro Muctutyra Paka (NCI CTCAE - National Cancer Institute Common
Terminology Criteria for Adverse Events); (4) cyOBeKkTbl C IOCTOSHHOH nuapeedl wiIu
mManbabcopbuueii > 2 cTeneHy, HECMOTPSI HaA MEAMLIMHCKOE JiedeHue; (5) HapymeHne QyHKIUU
CepALa WM KIMHUYECKH 3HAaYUMble 3a00JIeBaHIsI CepALla, B TOM YHCIe JT000€ U3 CIEAYIOLIEro:

¢pakuus BeiOpoca nesoro skenynouka (LVEF - left ventricular ejection fraction) <45%, uto
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OTNpENEeNeHO C TOMOINBI CKAaHMPOBAHUS C MHOXKECTBEHHbIM crpoOupoBanueM (MUGA -
multiple gated acquisition) WM 3>XOKAPAHOTPAMMBI, TIOJHOW BETBU JIEBOTO IydYKa WJIH
Oudacuukymsipuoro  Onoka, BPOXKIAEHHBIM  CHHApPOM  yiunHeHuss  uHTepBama  QT,
NEPCUCTUPYIOIINE WM KJIMHUYECKU 3HAUYMUMBIE SKETyJOYKOBbIE apUTMHHM WM MeplaTeibHas
aputmust, uHtepBan QT c¢ xoppexkumeit ®@punepuuma (QtcF - QT interval with Fridericia
correction)> 460 mcek npu ckpununre DKI' (cpenHee KOIMUECTBO U3 TPUILUIMKATHBIX 3aIUCEH),
HecTaOWIIbHAsE CTEHOKapAus Wi HMHOApKT MHOKapaa < 3 MecsueB A0 Hadaja BBEICHUS
Coenunenusi 1, npyrue KJIMHUYECKM 3HAYMMble 3a00JI€BaHUS CEplLla, TAKUE KaK 3acTOHHAs
cepieyHasl HEIOCTATOYHOCTb, TPeOyrommas JIeYeHUs WIM HEKOHTPOJUpyeMas THUIEePTeH3Hs
(apTepuanbHOe naBneHue > 160/95 mm pt. cT.); (6) cyOBEKTHI ¢ TMAOETOM Ha AKTHBHOM JICYEHUH
Wi CyObEKThI C OTHUM U3 CJIENYIOIIEro. yPOBEHb MIFOKO3bI B KPOBHU HaTommak > 126 mr/m (7,0
MMOJIB/JI) WM TIUKo3mwIupoBaHHOro remornodmHa (HbAlc) > 6,5%; (7) npyrue
COMYTCTBYIOLME TsDKENbE W/HWIM  HEKOHTPOJIUpPYEMblE CONYTCTBYIOLIHE 3a00JeBaHUS
(Hanpumep, aKTUBHAsT WM HEKOHTpONUpyeMas WH(QEKIUs), KOTOPbleé MOIJH BbI3BAaTh
HeTpueMJIeMble PUCKH Uil 0€30MaCHOCTH MJIH MOCTABUTh IMOJ YIPO3y COONIIOAEHHE MPOTOKOA;
(8) mpemmecTByrolee CUCTEMHOE JIEUEHHE paka WJIM METOIbl HCCIENOBaHHS < 5 MEepHonIOB
NOJIYBBbIBEIEHUs] WJIM 4 Helenb, B 3aBHCUMOCTH OT TOro, 4To OBLIO KOpoue, OO Havaga
UCCIIEIOBAHMS JIEKAPCTBEHHOIO Tpernapara MM T€ KTO HE BOCCTAHOBHIICS IOCHE MOOOYHBIX
s¢pdexroB Takoit Tepanuu. CyOBEKTbI HOJKBI OBITH MOCJIE BOCCTAHOBJCHHS] OT JIFOOBIX
NOCJIEICTBUM HENaBHEH JIy4eBOH Tepamuy, KOTOpPble MOINIM Obl MOCTaBHTH IIOJ COMHEHUE
OLIEHKY 0€30MacHOCTH HecienyeMoro npernapara. (9) cyObeKThl, KOTOpPbIE MEPEHECTH CEPbEe3HYI0
orepauuio < 2 Helenb 10 Havaja HCCIEeNOBAHUS Npernapara WiIM KOTOpble HE ONPABHIINCH OT
no0ouHbIX 3¢ dexToB Takoil Tepanuu; (10) KeHIMHBIL, KOTOpbIE ObUIN OEPEMEHHBI UM KOPMUJIH
IpyAbl0. B3pocibie ¢ penpoayKTUBHBIM MOTEHLMAIOM, HE MCHONb3yIoImue 2 (GopMbl KOHTPOIIS
HaJ POXKIAEMOCTBIO: (@) KEHIIMHBI C AETOPOAHBIM ITOTEHINAJIOM JOJDKHBI OBLUIM COTJIACUTHCS
UCTIONB30BaTh 2 aJEeKBATHBIX METOAA KOHTPALENLUU OJHOBPEMEHHO (OOUH IOJKEH OBITh
HErOPMOHAJIBHBIM) C MOMEHTA MpPENOCTaBIeHUs] HHYOPMUPOBAHHOTO COTJIACHS BIUIOTH A0 28
nHeit mnocne mocnenHei 1no3bl Coenubenuss 1. CyObekTbl JAETOPOAHOrO IMOTEHIIHANA,
ornpenensieMble KaK CEKCYalIbHO 3pPeyble JKEHIIUHBI, KOTOPbIE HE MOABEPTaINCh THCTEPIKTOMUN
WM IBYCTOPOHHEH OBapUIKTOMUH, UJIH KOTOPbIE HE OBLIM €CTECTBEHHBIM 00Pa30M B COCTOSIHUH
NIOCTMEHOMAY3HI (T.€., Y KOTOPBhIX BOOOIIE He OBUIO MEHCTPYyaLnii) B TEUEHHE 110 MEHbBLIEH Mepe
24 mecsie nonpsia. (b) cyOBeKThI My3KCKOTO MOJjIa C MapTHEPAMH, KOTOpPbIe ObLIH KEHIIUHAMU
C IETOPOIHBIM TMOTEHLHAIOM, JOJDKHBI ObUTH COTJIACUTBCS C TeM, YTO OHU WM HX MapTHEPHI
OyAyT HCIONB30BaTh MO KpahHedl mepe 2 >(pQPeKTHBHBIX METOAa KOHTpauenuuu (BKIrodas 1
OapbepHBIN METOJ) NMPU YUACTHH B PENPONYKTHBHOHN CEKCYaIbHON aKTHBHOCTH HA MPOTSHKEHUN
BCEr0 HCCIIEIOBaHUsI W u30erarb 3adatve B TedyeHHe 28 pHEH mocie TOCIenHed 103bl
Coenunenns 1. (11) cyOBeKTBI ¢ U3BECTHOH BHPYCHON MH(pEKIMeH NMMyHOEe(PHUIINTA YETIOBEKA,
(12) moboe 3HAUUTENBPHOE MENULUHCKOE COCTOsIHUE, J1abOpaTOpHOE OTKJIOHEHHUE WM
NICUXUYECKOe 3a0oneBaHHe, KOTOPble HE TO3BOJIMJIM Obl YYaCTHHKY Y4YacTBOBAaTh B

uccnenosannn; (13) mroOoe cocTosiHMe, BKIIIOUAs HaIudue JabOpaTOPHBIX OTKJIOHEHHH,
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KOTOpble TIOABEprajil CyOBEKTa HENpHEeMJIEMOMY pHCKY, €CIH OH/OHa JOJDKHBI OBbLIH
yJacTBOBaTh B HccienoBanuy; (14) moboe ycioBHe, KOTOPOE MEIIaJ0 HHTEPIpPETHPOBATH
naHHble uccnenoBanust;, (15) oqHOBpeMEHHAs aKTHBHAsI BTOPAsl 3JI0KAUECTBEHHAs! OMyXOJb, AJIS
KOTOPOH CyOBEKT MOJydaj Teparuio, MCKJOYas HEMEJIaHOMHBIH pak KOXXM WJIH pak in situ
LIEHKU MaTKH.

[171] Coenunenue 1 mocraBnsiock B Tpex noszax: 2,5 mr, 10 mr u 20 mr, copepskarmux
TOJIBKO AKTHBHBIA (hapMaLeBTHUECKUH HMHIPEIUEHT B JKEJIATHHOBBIX Kamcyjiax Homep |
KpPaCHOBaTO-KOPUYHEBOrO I[BETa ISl MEPOPaJbHOrO MpUMeHeHus. J[pyrue BcriomMoratesbHbIe
BELIECTBA HE UCIIOJIb30BAJIHCh.

BI'B-craryc nanuenros ¢ I'TIK

[172] Bein pa3paboran anroput™ s uaeHTUGUKanum cyobekToB uccienoBanus ¢ I'TIK,
KOTOpBIE, KaK CUMUTAETCs, UMEIOT Tubo xpoHnueckuii BI'B, mibo ero ucroputo. IlepemeHHsle B
0a3e MaHHBIX KIMHHYECKHX HCIBITAHWHA, MCMOJB30BAHHBIX U 3TOTO AJITOPHTMA, BKIFOYAJIH
caeayrwowee: ucropuss BI'B, mpenmectsyroniee unu tekyiee jedeHue BI'B, nuppo3 nedenw,
Bb3BaHHBIN BI'B, u ceponorust renarura (Tadauma 1). O030p ¢ UCHOIB30BAHUEM AJITOPUTMA
unentuduuuposan 12 cyobekros kak BI'B-nmonoxxurenpHbIX.

Tabauua 1. Onpenenenue BI'B-ctaTyca cy0beKkTOB ¢ HCMOJIB30BAHHEM AJITOPUTMA

OxoHYaTeIbHOE
. BI'B
Ceponorust ONpenesIeHUE CTaTyca
JIeKapCTBa
BI'B
AHTH- AHTH-
I'BnAr BI'B Harpyska
I'BoAr I'BcAr
+ MOJIOKUTEIbHBIN
> 20 ME/mn MMOJIOKUTEIbHBIN
+ + + MOJIOKUTEJIbHBIN
+ + MOJIOKUTEIbHBIN
+ + TTOJIOKUTEITbHBIN
+ TTOJIO>KUTEITbHBIN
+ + + + HOJIOKUTEIbHBIN
+ + + NOJIOKUTEbHBIN
+ + HOJIOKUTEIbHBIN
+ OTpULATEIbHbIN
+ OTpULATEIbHbBIN

AnTu-I'Bc=antuTteno k aHTureHy cepiaueBuHbl renarutra B; Antu-I'Bn=anTurteno k
NOBEPXHOCTHOMY aHTUreHy rematuta B; ['BnAr=noBepXHOCTHBIM aHTHUIEH remnatuta B;
BI B=Bupyc renarura B.

a: «+» = IlonoxwurenpHas cepojorus Ajas BUpycHOM Harpy3ku I'BmAr, antul B,
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antul Be nnu BI'B npu ckpunuHre uinu nukie 1 ness 1.

[173] CornacHo mepBoHauajgpHOMY HpoToKony 4dactu B, 25 mammentos ¢ I'TIK Havyamu
neuenne CoenmHeHuem | B nmose 45 wmr/menn. Ilocne mompaBku kK mpotokony 9, 28 HOBBIX
nauuenTos ¢ 'K B nonongHuTtenbHOM rpynne Obutn HadaTel ¢ 30 mr/aeHb. COOTBETCTBHE 03Bl
30 mr/menp monteepxknaerca naHHeiMu OK u D] uz Yactu A. Coenunenue 1 BBOAMIH
HepOpaJIbHO, HEMPEPBIBHO, OJMH Pa3 B I€Hb, 0€3 NepHoa OTABIXA MEXKAY KaKAbIM 28-THEBHBIM
koM. CyOpexTsl mpopomkanu noiydarb CoenuHeHue 1 10 TeX mop, MOKa OHHM MOJydasd
MoJNb3y OT JIeYeHUs, IO OLEHKe wuccienoBarens. Xapakrtepuctuku mnauueHtoB ¢ I[TIK
MPOAEMOHCTPUPOBaHbI Ha Dwur. 2.

OK Ananus

[174] TIpodumu @K Coenmuenust 1 u ero meradonura M1 onpenensi U3 CepUHHBIX
aHaAJINU30B KPOBH U MOYH B Te€UYeHUE NepBoro 1ukia jedeHus. [lnasmy u mouy Coeaunenus 1 u
M1 wu3mepsiin € HCHOJB30BAHMEM IPOBEPEHHBIX METOJAOB XHUPAJbHON  KUIAKOCTHOU
xpomarorpaduu-macc-ciekrpomerpun. HiwkHHHA Tmpenen KOJMYECTBEHHOTO — ONpeAeNeHHs
(LLOQ - lower limit of quantification) B mma3me cocraBmsut 1,00 wmm 2,00 Hr/mn s
Coenunenus 1 u 10,0 ur/ma ans M1. LLOQ B moue cocrapisiio 5,00 vr/mn aist Coenunenust 1
u 20 "r/Mn qst M1,

[175] Beutu oueHeHs! crenyromue oomue napamerpbl OK:

AUC,: miowmaap noj KpuBOil 3aBUCUMOCTH KOHIIEHTPALMK B TUIa3Me OT BPEMEHH IMOCTIe
BBefieHus1 103b1 CoenuHenus 1

AUC;: nnomanp noj KpuBOH 3aBUCUMOCTH KOHLEHTpALUHU B Ia3Mme oT BpeMeHu 0 1o
nocjieIHe U3MepsieMOl KOHLIEHTPAaLlui B MOMEHT BpeMeHH t

AUC,: nomanp noj KpuBOil KOHLIEHTpaLUs-BpeMs B 11azMe oT O 10 T, TAe T - HUHTepBall
T O3UPOBAHUS

AUCq  exrap: mpoueHtHas gonst AUC, u3-32  SKCTPAmojsiLMM € TOCJIEHHEro
KOJIMYECTBEHHOT'O 3HAYEHUS] BPEMEHU Ha OECKOHEYHOCTh

Chnax. TUKOBAs (MaKCUMaJIbHAsI) KOHIEHTPALUS B TUIA3Me

Tmax, BpeMsI JOCTUKEHHSI MAKCUMAJIbHOH (MaKCHMaJIbHOM) KOHIICHTPAIMH B IJIa3Me

CL/F: oOuuit kupeHc u3 Tena

CL,y/ F: oOmmii KTMpeHC B CTAIMOHAPHOM COCTOSTHUU

Vz/F: oueBuaHbINA 00bEM pacnpeaeIeHus

Rac (AUC,): xosdppunuent HakoreHnus Ha ocHoBe AUC,

Trocx: BPEMS MOCIEHEN MOAJAOLIENCA N3MEPEHUO KOHLUEHTPALUT

Crocx: TOCTEAHSS MOANAOLIASCT U3MEPEHUIO KOHLIEHTPALUs

A,. TEpPMUHAJIbHAsI KOHCTAHTA CKOPOCTH yaJIeHUs (TIePBbIi MOPSIOK)

A, HWOKHUAN: HIDKHUH TTpeen BpeMeHH (1), BKIIFOUEHHBIH B pacueT A,

A, N: KONMU4ECTBO TOUYEK JaHHBIX, UCTIOJIb30BAHHBIX TIPH pacyeTe A,

A, BEpXHUI: BEpXHUI Ipenie BpeMeHH (1), BKIFOUEHHBIN B pacueT A,

HL A,: xoHEeUHBI! BpeMs MOy KU3HH

[176] ®ur. 3A u 3B nemoHCTpupyIOT KOHUEHTpauuio B miasme Coenunenust 1 (Pwr.
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3A) u ero merabonura M1 (®ur. 3B) y naunentos ¢ I'LIK, nnpunuposanssx BI'B (n=12), ny
natmnenTos ¢ I'TIK, He mnpuuupoBanssx BI'B (n=39). B ®wur. 3A, coBnaneHne NaHHBIX O
BospetictBun Ha I'LIK-undunmposannbix mnamuentoB ¢ ['TIK u BI'B-nHeun¢uiupoBaHHbBIX
nanpeHtoB ¢ I'LIK yka3siBaer Ha TO, uro Bo3aeiictBue Coenunenus 1 Ha BIB-
uHuumpoBanHbix mnauueHtoB ¢ ['TIK cpaBHuMO ¢ Bo3aeiicTBueMm, HaOmonaembiMm y BIB-
HenHpUuupoBaHHbIX nanreHToB ¢ ['TIK. Ananornunsle pesynbrarsl i BozaencTsrs M1 Obuin
MPOAEMOHCTPUPOBaHbI HA Pur. 3B.

Jucnozunms cyobekToB st nanueHTos ¢ 'K

[177] Bce cyObekThl, BKIItOYeHHBIE B HacTh B, ObLIM BKJIFOYEHBI B aHAN3 TUCIIO3UIHH
cyObekToB. [IprunHBI peKpaleHns UCCIECAOBAHUS BKJIIOUAIOT B Ce0s CIENyIOIIne KaTerOpHH:
HeOJaronpusiTHOEe BO3JEHCTBHE, MPOTrPecCUpOBaHIe 3a00JIEBaHMs, OTKa3 OT COTJIACHsl, CMEPTh,
NOTEPSIHHOE NOCIenyoLIee HabIoAeHne, HAPYIIEHHE MPOTOKOJIA U IPYTHE.

[178] Hnudopmamus o pacnonoxkenun mnamuerntoB ¢ ['TIK mo crarycy BI'B B IIITJI
nokasana Ha @wur. 4. 13 25 nauuentos ¢ 'K, 3aperncTpupoBaHHbIX Ha 45 MI/OeHb JIeUeHUs
Coenunenuem 1, 17 6t onpenenens! kak. M3 28 mauuentos ¢ I'LIK, 3apeructprupoBaHHbIX A
neuenusi Coenunenuem 1 no 30 mr/nens, 24 Obutn onpenenensl kak 1103, Takum obpaszom, u3
53 maumentoB ¢ I'LIK, 41 mammenTt Obut omeHeH mo 3¢ (¢EKTUBHOCTH TOCIE TOro, Kak 13
OTO3BaJIU IO TIEPBOTO TOCTOBEpHOro nepecmorpa. U3 obmero uncna 53 manuentos ¢ I'TK y 12
Obu10 ycTaHoByeHO, BI'B, a'y 41, uro onu e napuuuposansl BI'B.

Anamus s3¢ppexruBHOCTH

[179] Bce ananmussl a3ppexTuBHOCTH ObLIN OCHOBaHBI Kak Ha ITI1JI momynsiuu, Tak u Ha
nonyJsiun 1109, CyObexTsl oneHuBanuch Ha 3PQPEKTUBHOCTb BO BpeMsl LMKIOB 2, 4, 6 H
Kaxzable 3 Mecsna nocie nukia 6. OCHOBHON nepeMeHHON (¢ eKTHBHOCTH ObUT KO3 PHLIHEHT
otsera. M3mepsiemble mapametps! 3¢ ¢pextusroctu 1 'K Obutn roToBeI mocie Toro, Kaxk Bce
3aperucTpUPOBaHHBIE CyOBEKTHI BBILIUN U3 UCCIECIOBAHMS.

[180] Peaxumst onyxonu Ha I'IIK Obia ocHOBaHa Ha OOIIEH OIEHKE HMCCIEIOBATENS C
nomotpio RECIST. YacTora OTBETOB ompeensiach Mo jgy4iieMmy odmemy orery Jnbo I10,
6o HO. Yposenb kouTposis 3abosesanuii (ITK3) xkmouaer [10, HO u C3.

[181] OB ompenensnu kak BpeMsi OT MEPBOM A03bI 10 cMepTU. Bee cMepTH, HE3aBUCUMO
OT TPUYHMHBI CMepTH, ObuUIM BKJIFOUEHBL. CyOBEKTHI, KOTOPBIE HE YMEpJH, OTCEHBAINCH B
3aBHCUMOCTH OT TMOCJETHEH MaThl KOHTAKTa, Korna ObUIO M3BECTHO, YTO CYOBEKT JKMB, WM Ha
1aTy KJIMHUYECKOTO MPEKPAIEHUs], B 3aBUCUMOCTH OT TOTO, YTO OBLIO paHbIIe.

[182] Cpennee Bpemss OB ObulO paccuuTaHO C UCHOJb30BaHWeM Merona KaraHa-
Metiepa, u Obutn mpexactaBieHbl cooTBercTByromue 95% JIM. KpuBble BBDKHBaEMOCTH
Kamnana-Meiiepa npeacrasnensl Ha Pur. SA u 5B.

[183] Memnana OB mns koroptel I'LIK Opma 6,9 mecsues (®@ur. SA), a cpenusisi BBIT
cocraisiia 16 venenb (Dur. 6A). XoTs 370 He ObUIO CTATUCTHYECKH 3HAYMMBIM, HAOIIOa1ach
TeHaeHus K yeenudeHno OB y GompHbix ¢ I'LIK, nnpunupoBanssx BI'B, mo cpaBHeHHo ¢
natmentamu ¢ I'TIK, e mupuuuposanasiMu BI'B. Hanpuwmep, memumannas OB mna I'LIK-

uHpuurpoBanHbix nanueHToB ¢ ['TIK cocraBnsna 12,07 mecsaua, Torna kak Meanansas OB s
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BI'B-wenn¢uuuposannbix nanuentoB ¢ I'TIK cocrasmsna 5,16 mecsua (p=0,19) (@ur. 5B u 8).
PenTrenorpaguyeckre OTBETHI IIEJEBBIX MOPAKEHUH CYMMHUPOBAHBI HAa KaCKaJHOW JUarpaMme
(®ur. 7). Ilatp cyOpexToB umenu >30% perpeccMu OMyXOJEBOTO IMOPAXKEHUS-MHUIIEHH C
ayqmumu oomumu orseramu 1o RECIST 1.1 u3z 3 HO, 1 C3 u 1 I13. U3 sTux 5 cyOnexToB 3
cyorekra ¢ UO Obutn BI'B-nonoxxurenbubiMy, cyobekt ¢ C3 Opin BI'B-otpunarensHbivu, a
cyowext ¢ I13 Ob1 BI'B-orpunarensusivu. Kpome Toro, mokasartenb KOHTPOJS 3a00JIeBaHHS
(TIK3) nns Bcex cyObekToB coctaBui 54,7% (95% AU: 40,4%, 68,4%). Ilo crarycy BI'B TIK3
cocraBmsn 91,7% (95% JU: 61,5%, 99,8%) mns cyObekToB, kotopblie Obuin BI'B-
noyioskuTeTbHbIMU, 1 43,9% (95% JAU: 28,5%, 60,3%) s tex, kto Obut Bl B-oTpunarenbHbIMU
(p=0,0066).) (Pwur. 8).

[184] YpoBeHb yMEHBLICHHS LEJIEBOH OMyXOJH (T.€., YMEHBLICHUs MOPAKCHUH B
pa3Mepe MO CPaBHEHUIO CO CKPUHUHIOM) JUIsl BCeX CyObekToB coctaBmi 45,3% (95% JU:
31,6%, 59,6%). ITo crarycy BI'B, nieneBoii mokasaTeib yCaaKu OMyxou cocTaBiisit 66,7% (95%
JU: 34,9, 90,1%) nnst cyobektoB, kotopsie Obutu BI'B-nonoskurensabiMu, u 39,0% (95% JAU:
24,2%, 55,5%) nns tex, kto Opu1 BI' B-oTpHniaTeibHbIMYU (JaHHBIE HE TIPOIEMOHCTPUPOBAHBI).

[185] HWmmocTpaTuBHBIE MNPUMEPBl PEHTTEHOrpapUUecKOro VAy4IIEHHs Yy JABYX
NanueHToB, KoTopbix Jeuunu CoenuHeHueM 1, nmpomemoHcTpupoBaHbel Ha @ur. 9. Ilanuent A
IEMOHCTPHPYET perpecc BHYTPUTPYOHBIX METACTa30B IIPH IEPBOM NepecMOTpe Ha (QoHe
JieYeHUsl 1O CPaBHEHUIO C HUCXOAHbIM ypoBHeM. IlaumeHT B nemMoHCTpupyeT perpeccuro
ONyXOJIM MEYEHU BO BpeMsl NEPBOrO0 MOBTOPHOIO Kypca JIEYeHHUs] MO CPaBHEHMIO C MCXOAHBIM
YPOBHEM.

Ounenka A®II u BupycHol Harpy3ku BI'B v nanuenTos ¢ I'lIK

[186] Hns cyObexktoB ¢ I'LIK ucxonmHelii ypoBEHb M H3MEHEHHE IO CPAaBHEHHIO C
ucxonubiM yposHeM npu OBIT u BupycHoli Harpyske BI'B (Tonbko y ' BAr-nonoxurenbHbIX
cyOBeKkToB) ObUIM OOOOLIEHBI C TOMOIUBIO OIHMCATeNbHON cratucTuku. Kpome Toro, Obut
NIPOBENEH TECT 3HAKOBBIX PAHrOB YMWIJIKOKCOHA JUIsl aHAlIM3a W3MEHEHUN I0 CPaBHEHUIO C
ucxonHbiM ypoBHeM B A®II mpu BHIOpaHHBIX 3aIJIAHUPOBAHHBIX MOCEMICHUSX. P-3HaveHus
TAKUX TECTOB OBLIM NpPEAOCTaBiieHbl. M3MeHeHHe MO CPaBHEHHIO C HCXOAHBIM YPOBHEM
BUpyCcHOI Harpy3ku BI'B ananusuposanu ananoruuHbeiM oOpasom. IIporeHT cyObpekToB ¢ >50%
CHIDKEHHEM OT ucxonHoro yposHs B OBII Obu1 cymmuposan auis TITLL

[187] Ilpumeps! cHikenuss A®II y neyx BI'B-mosjokuTenbHbIX MalMEHTOB, KOTOPBIX
neumnn CoenuaenueM 1 u npogemonctpuposanu YO, nponemoncTpupoBansl Ha Dur. 10. Oba
nanueHTa JEeMOHCTPUPYIOT paHHee KIMHUYECKH 3HauuMoe, BblpakeHHoe cHukeHue AQDII nHa
¢ oHE 1eYeHNs IO CPABHEHHIO C UCXOIHBIM TOBBIIIEHHBIM YPOBHEM.

[188] O6cyxnenme. s I I'LK oOmmii koadpduuument orsera (OKO - ORR - overall
response rate) coctaBun 5,7%. Hu ogun m3 umcneityembix He ucnbitbiBan [10. Hecmotps Ha
CKPOMHYIO BEIMYHHY, OOBEKTUBHBIA KO3((ULIMEHT OTBETA CPABHUM C TaKOBBIM, COOOIIEHHBIM
st copadennda, coemuHeHus1, ogoOpeHHoro s edenns nporpeccupyromeit I'TIK (Llovet et
al, N Engl J Med, 2008, 359:78-90). B o0wmeii caoxHOCcTH 49,1% CyOBEKTOB

npoaemMoHcTpupoBanu Jyudmuii orBer C3, B pesynbrate uvero IIK3 cocrasun 54,7%. Ilo
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CPaBHEHUIO C TpenBapUTENIbHON 00padoTkoil y 45,3% cyObekToB HaOmomanach perpeccus
nenesoro nopaxkenus. g nonymsanuu 1103, kotopas Taxke cuMTaeTcs BaXXHON MOATPYIIION
IUIs OLIEHKH OITyXOJIEBOIO OTBETa B paHHUX (a3oBeIx uccrnepoBanusx, OKO cocrasmsin 7,3%,
IIK3 cocraBnsan 68,3%, a CKOPOCTb PErpeccur ONYXOJNM OTHOCUTENBHO IpEeABAPUTENbHOMN
obpabotku cocrasisia 56,1%. s 3 cydbexros, nocrurmmnx YO, cpenHsist ponoLKUTEBHOCTD
orsera (ITPO) cocraBuna 124,0 gust. [{ns 26 cyObekToB ¢ ayummM orBetoM Ha C3 cpenHss
nponoskurenbHocTb C3 cocrasuna 112,0 nueit. s IITIJI cpennss menuana BBIT cocraBuna
3,7 mecsina, a cpennsisi OB - 30,0 Henenu; pesynbraTsl nonyJsinuu [10D Obuti O4eHb OXOXKH.

[189] XoTst He Bcerna CTaTUCTUYECKH 3HAYMMO, BCE PE3YJIbTAThI OTBETA ObUTH YHCJICHHO
Oonee OmarompustTHeiMH B mnoarpynme mamuentoB ¢ ILIK, xoropeie Opumn  BI'B-
NOJIOXKUTEJIBHBIMH, 0 CPAaBHEHHIO C TE€MH, y KOro Obuth Apyrue (akTopsl pucka (BUpPYC
renatuta C wmm HewHdpexuwoHHb). Bce 3 cyObekra, nmocturmme YO, Opumm BIB-
nonoxxkurenbHbiMy, gaBasi OKO 25% no cpasuenuro ¢ 0% B BI'B-oTpunaTenbHbIX NOArpyINax.
IIK3 cocraBun 91,7% npotus 43,9%, yacToTra perpeccuu OMyXOJu OTHOCHUTEIBHO HMCXOIHOTO
ypoBHsi coctaBuia 66,7% mnportus 39,0%, menuana BBII cocrasuna 14,8 nporus 14,4 Henenu, a
mennaHa OB cocraBuna 52,4 nporus 22,4 Hexgenu. DTH pa3iudusi HE MOTYT OBITh TOJIHOCTBIO
oOBsicHeHbl nucOanmaHcoM 0a30BBIX XapaKkTEPHCTHK 3a0oneBaHus, XoTs BI'B-mo3utuBHBIE
CyOBEKThI OBIII MOJIOJKE, MY>KYHHBI 1 B OCHOBHOM a3UaThI.

[190] 3axkarouenme. Jleuenne CoemnmHenneM | mnokaszajo OOHAIEKMBAIOIIIE
NpeABapUTENbHBIE TOKA3aTEIbCTBA MPOTHBOOIYXOJIEBOH akTUBHOCTH y cyOBpekToB ¢ I'LIK. DT0
OpUI0 OCOOEHHO BepHO miisi moaMmHOXxectBa mamwieHToB ¢ [LK, cumraromuxcs BIB-
nojoxurenbHbIMA. CoenuHeHne | XOpOIIO MEPEeHOCHIIOCh y 3THUX CYOBEKTOB C mpoduiiem
110004HbIX 3((PEKTOB, CPABHUMBIM C APYTHMMHU JIEKAPCTBEHHBIMU CPEICTBAMHU, HALIENIEHHBIMU Ha
nytb mTOR. Hcxonst w3 nanebix no OesomacHoctu, IIO u sddexTuBHOCTH B 3TOM
UCCIIEIOBAHNUH, TIPEJIAraeTCs HadanbHas 103a 30 MI B 1EHb.

6.2 KIIMHWUYECKOE UCCJIEJJOBAHUE 2

[191] Ortkpbitass dasa 2 wucneitanust CoenubeHust 1, ABOWHOrO HMHrHOUTOpPA
TORC1/TORC2 y naumentoB ¢ BI'B+ mporpeccupyromas renaTtone/IFosipHas KapluHOMA
(TLIK), koTOpBIE MONYYHIN XOTsI ObI OHY MPEALIECTBYIOIIYIO JIUHUIO CUCTEMHOM TEPaITUH.

[192] Tlokasanue. IlonoxurenbHbie no BUpycy rematura B (BI'B), meonepabenbHble
cyobekthl ¢ I'LIK, KOTOpble MOMYYIIIM XOTs OBl OHY NMPENLIECTBYIOIYIO JINHHUIO CHCTEMHOM
TepaIuu.

[193] Llenu. OCHOBHBIMH LIEJISIMU UCHBITAHUS SBISIIOTCA. OUEHUTh (papMaKOKHHETHUKY
(®PK), GesomacHOCTh, epeHocHMOCcTh U o0muii koepument orsera (OKO) Coenunenns 1y
nauveHToB ¢ BI'B+ I'LIK, kxoropele mosiydanu mo MeEHbILIEH Mepe OHY MPEeALIECTBYIOLIYIO
JIMHUIO CUCTEMHOU TEParuu.

[194] Bropuunbie nenu ucnbitanus: OneHuTs oOmyro BeokuBaeMoctb (OB), Bpems 1o
nporpeccupoBanust (BJIII), BeDKMBaeMocTh 0e3 mnporpeccuposanus (BBII), mnoxkasarens
kouTposs 3adonesanus (I1IK3), nponomkurensaocts orera (ITPO), Bpems o orsera (B/IO) u

KO3(PHUIIUEHT BBLKIBAEMOCTH.
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[195] [du3zaiiH wucoeiTaHUs. JTO HUCCIEAOBAaHHE TMPENCTaBsieT COOOH a3uaTCKOe
MHOTrOperuoHanpHoe KimHudeckoe uccnepoBanue (MRCT - multi -regional clinical trial), B
kotopom Coenunenne 1 Oynmer BBOAMTHCA mepopanbHO cyObekram ¢ ['LIK-monoskutenbHbIM
renatutoM B (BI'B+), xoTophie nojy4aiu o MeHbLIel Mepe OQHY MPeaIeCTBYIOLIYIO JTUHUIO
cucreMHON Tepanuu. OH INpeqHa3HAueH Ui OTKPBITOrO HccienoBaHust (assl 2, B KOTOPOM
oueHuBalOT (apmakokuHetuky (®PK), Oe3omacHOCTb, MEPEHOCUMOCTb U 3(PPEKTUBHOCTD
nepopanbHoro  CoenuHeHuss 1,  BBOJUMOIO  €XEJHEBHO, JO  IPOrPECCUPOBAHMUS
pentrenonorudeckoro 3adonesanus (cormacHo RECIST 1.1) nnn HenepeHOCUMO# TOKCHYHOCTH.

[196] Momyasiuusi ajast uccaeaoBaHusi. KonuyecTBO W TNOMYJSIHHS  CYOBEKTOB:
npubnusutensHo 30 BI'B+, neomepabenbHbix cyObekToB ¢ I'LIK, KOTOpBIE MONydYan u IO
KpaifHel Mepe OHY MPEeAIIECTBYIOIIYIO JHMHUIO CHCTEMHOH Tepamuu, OyAyT BKJIOYEHBI B 3TO
uccnenoBanne, Bmouas 6 B no3e 15 mr u 24 B nose 30 mr. Eciu OKO y cyOwekToB ¢
HavanbHOW 1030# 30 mr mpesbimaer 15%, TO 3TO HCCienOBaHHE MOXKET OBITh PACIIMPEHO,
9TOOBl BKIIOYHTH JIOMOJIHUTENBHO NPHOMM3UTENBHO 96 cyObekToB (mpubmmsutensHo 120
CyOBEKTOB, MONYYAIOIUX OO ypOBEeHb HadaabHOU 10361 30 Mr), ucnonbzyst OKO B kadecTse
NEPBUYHOTO HW3MEPSIEMOro MapaMmerpa, il JanbHeiimed oOueHku 3(PGEeKTUBHOCTH W
0e30macHOCTH.

[197] Kpurepun BxaroueHuss: MykuMHa WIM >KEHIIWHA, > 18 5er Ha MOMEHT
nogmucanust ICF  (Informed Consent Form); IloaTBep:kaeHHbIH NaTOJOTHYECKUH HIIH
penrreHosorndeckuii auargo3 I'TIK B cOOTBETCTBUH C peKOMEHAALUAMH AMEpPUKAaHCKOMN
accolMaLuy o u3yueHuro 3abosnesannii neueHn (AASLD - American Association for the Study
of Liver Disease); HeonepabenpHast cranus B (nmpomexyrounas) unu C (npoxnsunytasi) I'LIK B
COOTBETCTBUH C IOCTAHOBKOW cTaaupoBaHueM bapcenonckoii knuHuku paka nedeHu (BCLC -
Barcelona Clinic Liver Cancer). Ecnu B Hanuuuum craaus B, cyOBbekT mporpeccupoBan mocie
WM HE UMeJl IIpaBa Ha XUPYpPrudecKkoe Uil MECTHO-pernoHapHoe nedenue;, BI' B+ onpenensiercs
kKak xpoHudeckas BI'B-unpexkums wiu ucropuss BI'B-undexuun Ha ocHOBe r000oro wus
crenyrmux cepojiornuecknx pesyabtatoB. ' BcAt+, 'BmAr+, BI'B-JIHK+; Ilonyuanu kax
MUHHMYM OJIHY TPEALIECTBYIOIIYIO JIMHUK CHUCTEMHOW Tepamuu (C MpOorpecCupoBaHHEM
PEHTT€HOJIOTHYECKOro 3a00JIeBaHUsI BO BpeMsl WM Tocie copadeHnda U/ Ml XUMHUOTEPAITHH).
CyOBeKThI ¢ aJbTepHATUBHBIMU METOAAMH JICUEHHsI, TAKIMHU Kak peropadenud w/mmm antu-PD-
l-aHTHTENA U T. ., ONOOPEHHBIE MECTHBIMH OpPTaHAMH 3PABOOXPAHEHHS], MOTYT Y4aCTBOBATh B
UCCIIEIOBAHUH, €CJI OHM COOTBETCTBYIOT BCEM IPYIUM KPUTEPUSM BKIFOUEHHS/UCKIFOUEHUS,
Xumnorepanust Bkiaouaer FOLFOX (¢ropyparun, JeHKOBOPHUH M OKCAIUIUIATHH) WK JIFOOOH
OPYrol TIUIATUHOCONEPIKAIIMM peXuM; XuMuoTepanusi > 7aBa Lukia, OIeHKa COCTOSHHS
corosausi ECOG O wnu 1; VYnoBneTBOpUTENbHbIE pE3YJbTAThl XUMHUYECKOTO aHaH3a
CBIBOPOTKH, O 4eM cBuzaerenbCTBYOT cienytomue naHHbie; AST (SGOT) u ALT (SGPT) < 5x
BepxHero npenena Hopmbl (BITH ); O6muii 6mmupybun < 2 x BITH; Kpearnann < 1,5 x BITH
win 24-dacoBoil kimpeHc > S50 wmi/muH; AgnexkBaTHas (YHKIHMS KOCTHOTO MO3Ta, O 4eM
CBUJIETENLCTBYIOT creayromee: AOcomoTHoe koiuuectBo HeWTpodmios (AKH) > 1,5 x

10’k neTox/x, TPOMOOLHUTOB > 75 X 10” knetok/n, remorno6un > 9 r/m, mokasarens Yaiinga-
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ITero A (Tombko omenka 5 wnu 6) 0e3 sHuedanonatuy; CyOBeKThl MY)KCKOTO mojia (BKJIIOUast
TeX, Y KOro ObUIa Ba33KTOMHS) AOJDKHBI COTJIACUTBCS HCIOJb30BAaTh NMPE3EPBATUB BO BpPEMs
MIOJIOBOTO aKTa C JKEHIIWHAMH C JETOPOAHBIM MOTEHIMAJIOM M HE JOJDKHBI 3a4aTh peOeHKa,
HaunHas ¢ MomeHTta noanucanus ICF (dpopmymsipa nHGOpMHUPOBAHHOTO COrjlacusi), BO BpeMs
IpueMa MCCIeAyeMOro IpernapaTa MW B TEUYEHHE 3 MeECsALEB I[OCjie MOCIeIHEH O3Bl
uccienyemMoro mnpenaparta; JKEHIIMHBI-CYOBEKTbI € JETOPOAHBIM IOTEHIHAJIOM JOJDKHBI
obnazaTe ClIeAyHOIUMH xapakTepucThHkaMu: COrIacHTCSl MCHONb30BaTh ABA YTBEPIXKIEHHBIX
BpauoOM MeTO/a KOHTpALENIUU OJAHOBPEMEHHO WJIM NPAKTHKOBATh IIOJHOE BO3IEpKaHUE,
HaunHas ¢ MoMmeHTa noanucanus ICF, Bo Bpemst mpuema uccienyemMoro mpenapara U B TeUeHHE
28 aHell mocye nocaenHei no3bl uccnenyemoro npenapara. Mctunnoe Boznepxanue: Korna 3to
COOTBETCTBYET MPEONOYTHTEIBHOMY W OOBIMHOMY 00pa3y sku3HHM cyOwekra. Ilepmommueckoe
BO3EpKaHUE (HampuMep, KaJeHIapb, OBYJSLUS, CHMITOMATHYECKHE, IOCTOBYJISILIMOHHBIE
MeTOAbl) M aOCTUHEHLUS HE SIBIIFOTCS MPUEMIIEMBIMI METOAaMU KOHTpaueniuu. [Ipruemiemble
METO/BI KOHTPALENINH BKIFOYAOT B ceOs: OpaibHbIH, HHBEKIIMOHHBIN MM UMIUTAHTHPYEMBbIH
TOPMOHAJIbHBI KOHTPALENITUB, BHYTPHMATOYHOE YCTPOMCTBO, OapbepHBI KOHTPALENTHUB CO
CHEpMULIUAOM, WM Ba3d’KTOMHUPOBAHHOIO IapTHEpa, BMECTE C IO MEHbIIeH Mepe OAHUM
OappepHBIM MeTOIOM. FIMeTh OTpHLIATENbHBIA PE3yNbTaT TECTa Ha OEPEMEHHOCTh B CBIBOPOTKE
NPY CKPUHUHTE, IOATBEP KIEHHbIN OTPULIATEIbHBIM TECTOM Ha O€PEMEHHOCTh B MOUE B TECUEHHE
72 4acoB A0 MEepBOW O3Bl UCCIIEAYEMOro mpernapara (€Ciii aHaJIu3 B CHIBOPOTKE UMEN MECTO™
72 4aca mocne nepBoil no3bl);, Tect Ha OEpeMEHHOCTh MOJKEH WMETh YyBCTBUTEIBHOCTH HE
menee 25 MME/mu.

[198] Kputepun uckitouenus: Hanugne mo60ro u3 cienyommux UCKIFOYUT CyOBbeKTa 13
3a4ynciaeHus B uccienoBanue: HemepeHocumocth copadenuda/peropadennda, Hampumep,
CyOBeKT JOJKeH ObUT TpeKpaTHTh IpueM JII00Oro JIeKapCTBEHHOTO CPENcTBa  M3-3a
TOKCHUYHOCTH, CUMIITOMAaTUYECKHE METAcTa3bl B LIEHTPAJIbHONW HEPBHOM crucTemMe. MeracTasbl B
MO3T, KOTOpbIE paHee JICUMIUCh W ObUlM CTAOMIBHBIMH B TE€4YeHHE 4 Henenb A0 JIaThl MepBOH
no3bl, paspemienbl, [lonydanu copadenud/peropadennd B TeueHue 14 nHeH 1O CKPUHUHTA,
JlokopernonaneHast Tepanust [TIK (manpumep, TACE, RFA), cucremnas Xxumuorepanusi,
TOPMOHAJIbHASL TepaIusl (HampuMep, TAMOKCU(EH) UIIH UCCIIEIOBATEIbCKAs TePAIus B TeueHue 4
Henenb (WM S TepuoaoB MOJIypacnana, 4YTo Kopode) 10 CKpuHUHTa, [TonyyeH moJoKUTeIbHbIH
pesyasrar Ha BI'B u Bupyc remaruta C (BI'C). (BI'C-mONOXHUTENbHBIA ONpeneisieTcss Kak
nonoxurenbHbii o anTH-BI'C nnm PHK BI'C); Oxunaemast mpoaOIKUTETbHOCTD JKU3HU MEHEe
3 wmecsues, Ilpemmectsyromas Ttepanus uHruouropamu mTOR (TORC1 w/mmn TORC2),
BKJIFOYAsl CHPOJIUMYC, TEMCHPOJIUMYC, SBEPOIIMMYC U JPYrHe UCCIeAyeMble M ONOOpEHHbIE
uaruouropel mMTOR/PI3K/AKT; Cepbesnas onepanust WM 3HAYUTENbHAS TPaBMa B TeUeHHE 28
OHeW 10 CKpuHUHra, He BOCCTAHOBIEHO TMOCIE OCTPBIX TOKCHYECKUX 3(dexTon
MPEALIECTBYIOEN  MPOTUBOPAKOBOM  Tepamuu, Jy4eBOM  Tepamuu WJIH  CEPbE3HBIX
OTepaLnii/3HaYNTENIbHON TPaBMbl NIPU CKPUHUHTE;, He3HauuTenbHble onepauuu 3a 7 IHEH 1o
CKPUHHUHTA (MCKIFOYasi PACIOJIOKEHNE LEHTPAIbHBIX/Iepu(pepruuecKnx JUHUN WM OUOIICHIO

KO)KI/I), HonyquI/Ie AKTUBHOI'0O, MNOCTOAHHOI'O JICHCHUA CHUCTCMHBIMU KOPTUKOCTCPOUAAMU B
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MPEIHU30HOBOM 3KBUBAJIEHTHON n03¢ > 10 Mr B I€Hb WJIH APYIMX MOAYJATOPOB CHUCTEMHOMU
UMMYyHHOH cuctemMbl, HekoHTponupyemblii nualer, onpenensiembiii kak HbAlc>  8%;
IIpenBapurenbHas nepecanka opraHos, IlocTossHHas auapes wian MajabaOcopOuus > 2 CTeneHU
no Knaccuduxanmm oOmMMX TEPMHUHOJOTHUECKUX KPUTEPUEB I HEXeNaTeNbHBIX SBJICHUM
(CTCAE - Common Terminology Criteria for Adverse Events, Bepcus 4.03) HanuonansHoro
urcruryta paka (NCI - National Cancer Institute), HeCMOTpsS. HAa MEAMLIMHCKOE JIEYEHHE, WU
mo0oe 3HAUUTETBHOE JKEIyJOYHO-KUIIEYHOE PACCTPOMCTBO, KOTOPOE MOXKET IOBIUATH Ha
BCAChIBAaHHE HCCIENyeMOro mnpemnapara, KiIuHHUECKH 3HaYMMOE KPOBOTEUEHHE, OCOOEHHO W3
BAPUKO3HO pACIIUPEHHBIX BEH IMHUINEBOJAA, TpeOyrolnee MEeIUIUHCKOrO BMEIIATeNbCTBA B
TedeHue 28 nHell N0 CKpuHUHra, M3BeCTHBI aHaMHE3 MM TEeKYLIMH JHAarHO3 HH(EKUUU
BUPYCOM uMMyHoAeduuura dYenoBeka (BHY), He3saBucMMO OT craryca JIYEHWS,
OnHOBpeMeHHas1 aKTUBHAsI BTOPAsi 3JIOKAYECTBEHHAsI OIyXOJIb, JUIsI KOTOPOH CyOBEKT MoIydaeT
TEpaIuo, HMCKIIYasi HEMEIAHOMHBIA PAaK KOXKH, HEMPOrpPeCCUPYHOLIUN pakK MNPEACTaTebHOU
JKeNe3bl, JICYCHHbI TOPMOHAJBHOW Tepamued, Wiu pak Immedku matku in situ. Jlrobo# pak,
JeueHHbI Oojee 4yem (>) 3a S5 Jer 10 TOCTYIUIGHUWs, paspelieH; HekoHTpomupyemoe
UHTEPKYpPpEeHTHOEe 3a0oyieBaHMe, BKJIOYAas, HO HE OrPaHUYMBASCH, TEKYINYIO MM AKTUBHYIO
uHpeknuoo (HanpuMmep, TyOepKyJie3), TpeOyrImy aHTHOMOTUKOTEPAINH, MPOTHBOIPUOKOBOI
WIM TPOTHBOBUPYCHOH Tepammu (kpome teparuu mnporus BIB), cumnromarmueckyro
CEpAEUYHYI0 HENOCTATOUYHOCTh, CEPACYHYIO aPUTMMIO, OCTPBIH WIIM XPOHMYECKHH MAaHKPEATUT
WIN TICUXHAaTpU4deckoe 3a0onieBaHHe/CONMaIbHbIE CHUTYAallMM, KOTOPbIE OrPaHHYUBAIOT
coOmoeHne TpeOOBaHUI NCCIENOBAHNS, 3HAUNTEIbHbIE METUIIMHCKNE YCIIOBHUS, Ta0OpaTOpPHbIE
OTKJIOHEHUS] MM TICUXHYEeCKHe 3a00JeBaHNsA, KOTOPbIE MOTYT IOMeLaTh CyOBEKTY MOJHOCTBIO
cobmroate 3TOT npoToko;, JIroboe cocTosiHue, BKIIOYash HAJMYUE JJAOOPATOPHBIX OTKJIOHEHUHH,
KOTOpOE MOABEPraeT CyOBbeKTOB HEMPUEMJIEMOMY PHCKY B ClIydae UX Y4acCTHs B HCCIIECAOBAHUMY,
JIroOoe ycnoBue, KOTOpOE CTAaBUT IO COMHEHHE CIOCOOHOCTb MHTEPIIPETHPOBATh JAHHbIE W3
UCTIBITAHUSI.

[199] IlpomomxurenpHOCTh ucmbITaHusA. Oxupaercs, 4YTO 3aduclieHue npumepHo 30
CyOBbekTOB 3aikiMeT OKkojo 4 wMecsueB. Oskumaercs, 4to s 3aBepineHus DK, oueHku
0€30MacHOCTH U MPENBAPUTENBHON OLEHKH 3(PPeKTHBHOCTH NOTpedyeTCst MpUMEpHO 4 Mecsna.
Konenr uccnenoBanusi ompenensercss JHOO Kak JaTa MOCIEOHEro IOCELIEHHs IOCIEIHEro
CyObeKTa, 3aBEpLIMBINErO HCCIENOBaHHE, JIMOO KaK Jara MOJYYEHHUs MOCIEOHEero IyHKTa
JaHHBIX (HAmpuUMep, IaThl CMEPTH) OT TMOCHENHEero cyObeKkTa, KOTOpbIi Tpedyercs s
NEPBUYHOTO aHAJIM3a B 3aBUCUMOCTH OT TOTO, KaKasl 1aTa HACTYIIUT PaHbLIE.

[200] Tepanuu uccnenosanusi. Hauanbhas noza Coenunenust 1 Oyner cocraByisath 15 mr
B JICHb B TeUeHHE 28 THEeH B KaXIOM LHKJIE IJIS IEPBBIX O MOJHOCTHIO OLIEHUBAEMBIX (BKIIFOYAS
pesynbratel OK) cybwekros. [lpu ycinoBuu, 4To orpaHudmBaromas ao3y TokcumdHoctb (OJT-
DLT - dose-limiting toxicity) BO3HHKaeT MeHee 4eM y 2 13 6 CyOBeKTOB, 3aBEpPIINBIINX LUK 1,
JOTIONHUTENbHBIE 24 cyOBekTa OynyT 3aperucTpupoBaHbl B HadajdbHOH no3e 30 Mr B JIEHb.
CyOmBexTsl, KOTOpBIE NEPEHOCHIIN YPOBEHb 103bI 15 MI, MOTYT 3aTeM yBeauuuBaTh 103y 10 30

MT 10 YCMOTPEHUIO UCCIIENOBATENIS IO TE€X IMOP, MOKA HE HAUYHETCsl peructpauus B rpymnme 30 mr.
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Ecmun OKO y cyObekToB ¢ HavaibHOH 10308 30 mr mpeswimmaer 15%, TO 3TO HcciaenoBaHue
MOJKeT OBbITh PACIIMPEHO I BKJIOUEHUs IOMOJHHUTEIbHBIX MPUOIU3UTETBHO 96 CyOBEKTOB
(Bcero mpubmusurensHo 120 cyObekToB) ¢ ucnoib3oBanueM OKO B kauecTBe NEpBUYHOTrO
nu3MepsieMoro napamerpa (endpoint) st nanpHeiimei oneHk 3¢p¢GEeKTHBHOCTH U OE30MIaCHOCTH.

[201] Bce cyOwekTsl OyayT monyuate CoenriHeHne | OfuH pa3 B €Hb B HEMPEPBIBHBIX
28-nHEBHBIX IUKJIAX (KpoMe LMKJIa 1) OO MOSIBIEHUS MPOrPECCUPOBAHUS PATHOJIOTHYECKOrO
3a00JIeBaHMsl, TOKCUYHOCTH, pelIeHus] CyObeKTa MM Bpada wiu cMmeptu. Ilo ycMOTpeHHIo
UCCIIeIOBATEJIS JISUEHUE MOXKET MPOAOJIKATBCS MOCIIE PaTUOJIOTHUECKOT0 MPOrPECCUPOBAHUS 10
SIBHOT'O CHMIITOMATHYECKOTO YXYIIIEHUs, €CJIM HeT NPYyTuX BapuaHTOB JjieueHus. [IpepbiBaHus
703bl 0 3 Hemedb W 0 JBYX COKpameHud no3bl (1o 20 mMr u 15 Mr) mo3BOJAT CHU3HTH
TOKCUYHOCTD. [IoBTOpHAst 03a OyneT paspemeHa TOJIbKO OAMH Pa3, €CH Ta K& TOKCUYHOCTb He
TIOBTOPSIETCSI ITPH CHIDKEHHOH J103€ B TEUEHHUE 10 KpalHel Mepe OHOTo IHMKIIA (4 Hemenn).

[202] HeoOxonuma mpOoTHBOBUpPYCHAsE Tepanusi, U BUpycHas Harpy3ka BI'B-/IHK Oyner
KOHTPOJIMPOBATHCS ¥ BCEX CyOBbeKkTOB ¢ xponmueckoit nHpeknueii BIB. AST/ALT B chiBOpOTKe
TaK>Ke KOHTPOJIUPYETCS.

[203] Ilocne mpekpaineHus JIEYEHUS HUCCIEAYEeMbIM JIEKAPCTBEHHBIM CPEICTBOM
NOCJIEYIOMIasi MPOTUBOPAKOBAsI TEPAHsl U CTATYC BBKMBAEMOCTH OynyT HaONOAAThCs Y BCEX
CyOBEKTOB 10 CMEPTH.

[204] OG30p ouenok 3¢pdexTuBHOCTH. CyOBEKTHI OYAYT OLIEHWBATHCS MO OTBETY H
MPOrPECCUPOBAHUIO OMyXOJu B cooTBeTcTBUU ¢ pekomeHpamusmu RECIST 1.1 xaxaeie 8
Henenb (£ 5 AHel) 10 MpOrpecCHpPOBaHUS PATUOIOTUIECKOro 3a00I€BaHUS, CMEPTH UJTH OT3bIBA
coriacusa. mMRECIST moskeT Tak:ke HCIONb30BaThCs MPU PACLIUPEHUH MCCIEA0BAHUSA, €CIH 3TO
HEoOXOMMO.

[205] Bce mpumMeHsieMbie POTHBOOMYXOJIEBbIe mpenapatsl, ocobenno ans 'K, mocne
HOCJIEIHEH O3Bl UCCIIENyEeMBIX MperapaToB OyAyT pPerucTprupoOBaThCS A0 CMEPTH I OTMEHBI
cornacusi. IIporpeccupoBanue 3a0oyieBaHHMsi M JaTa MPOTPECCUPOBAHMS MPH  KaXKIOM
nocjenyoue Tepanuu OyayT AokymeHTHpoBanbl [locne mnporpeccupoBanusi 3a00seBaHUS
BBDKMBAEMOCTh OyneT HaOmromaThesl Kaxkable 8 Henmesb (= | Hemens) IO CMEPTH WM OT3bIBA
COTJIACHsI.

[206] O630p ouenku OezomacHocTU. Bee cyOBekThI OynyT MOABEPTraThCs MOHUTOPHHTY
HA HAJIMYME HEXKENAaTeJbHBIX SIBJICHHUH, HAYMHAS C MOMEHTA, KOrjga CyOBEKT IOANHCHIBAET
dbopmy unpopmuposannoro coriacus (ICF), no 28 nHeit mocie mocnenHel 103bl HCCIETyEMOTO
npenapata. TimarenbHas OLIGHKA MEIWLIMHCKUX YCIOBHH OyneT NpPOBOAUTBCS BO BpeMs
CKPWHMHTAa Ha COOTBeTCTBHE. JKHM3HEHHO BaXKHbIE IIOKA3aTENH, Ja0OpaTOpHbIE OLEHKU
(HarmpuMep, XHWMHYECKHUH COCTAaB CBIBOPOTKH, TI'€MAaTOJIOTHs, YPOBEHb TJIFOKO3BI B ILIa3Me
HATOINAK, TJIUKupoBaHHbIM remornoouH [HbAIc]), snekrpokapamorpamma (OKI)c 12
oTBeneHUsIMU U coctosiHne Tmokasareneir ECOG. Bo Bpems wucmbITanus HEOOXOIUMO
NPAaKTUKOBATh KOHTPALENIMIO, YTOOBI M30€kaTh OEpPEeMEHHOCTH VY HCHBITYEMBIX U HX
NApTHEPOB, a JKEHINMHBl C JETOPOAHBIM IOTEHLUHUAJIOM OyAyT peryispHO NPOXOIUTh

TECTHPOBaHUE Ha OEPEMEHHOCTb.
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[207] O630p dpapmakokmHeTHHIECKUX OIeHOK. OOpasibl KpoBH OyayT OTOOpaHBI B XOIE
MHTEHCUBHOrO otOopa mpob y Bcex 30 cyObekroB, utoObl oueHuth ®K Coenunenus 1 u
MeTa0OJINTOB Y CYOBEKTOB-a3HaTOB.

[208] OO030p anamm3a BO3AEHCTBUA-OTBETA. AHANM3 HKCMO3ULUHU-pEAKIUN OyneT
NPOBOJUTHCS JUIsI OLEHKH B3auMOCBsi3ed mexxny BosaedictBuem Coenunenus 1 w/mmm M1 u
KJIMHUYECKUMH pe3yibTaTaMu 3 (eKTHBHOCTH U O€30MaCHOCTH.

[209] OG30p oueHok OmomapkepoB. buomapkeprer OyayT oueneHsl HMHruOuposanue
pAKT, pS6RP, p4EB-P1 w/umu 1pyrux  COOTBETCTBYIOLIMX  OHOMapkepoB  Oyzper
AHATM3UPOBAThCA B Mepu(epruuecKkoll KpPOBH M ONYXOJH. AHAIU3bI KOppeysinuu OyayT
OCYIECTBIIEHBI IJIs1 BO3ACHCTBHS Mpenapara, NOOOYHbBIX 3(P(EKTOB U KIMHHYECKHX PE3yIbTaTOB
B 3aBUCHMOCTH OT CUTYAllHH.

6.3 KIIMHUYECKOE UCCJIEJJOBAHUE 3

[210] ®a3a 2 orkpseiToro (open-label) ncnbrranus Coenunenns 1, IBOHHOro HHrHOUTOPA
TORC1/TORC2 B coderanuu ¢ HuBOyMaboMm y mauueHToB ¢ BI'B+ mporpeccupyromeit
renarone/urosipHoi kapunnomoi (I'TIK), panee mosy4aBmux edenune copadheHnOoM

[211] ITokazanue. IlosutuBHble MO BHpycy renaruta B (BI'B), neonepaGenbnas I'LIK,
paHee JieueHHbIe copadeHnOoM.

[212] Ilenun. OCHOBHBIMH LEISIMU HCIBITAaHUS SBISAIOTCS: OleHUTh 0€30MacHOCTD,
nepeHocumocTb U o0mmii koedpunuent orsera (OKO) Coemunenns 1 B coderaHuum c
HuBOJlyMaOoMm y nanuentoB ¢ BB+ I'T[K, panee nmony4asmux copadenuo.

[213] Bropuunbie nmenu wucnbiTaHus: OuneHuth MponojukutenbHocTh orBera (ITPO),
K03 puuMeHT BBDKMBAEMOCTH, IMoOka3arenab KOoHTposs 3abonesanus (I1IK3), Bpems no orsera
(BHO), Bpemst no nporpeccuposanus (BII), BeixuBaemocts 6e3 nporpeccuposanus (BBII) u
o0myro BekHBaeMocTs (OB).

[214] Jn3aitH HCTIBITAHMS. 9T0 HCCIIeNOBaHNE SIBJISIETCSI a3UaTCKUM
MHOTOpEerHOHAIbHBIM KinHUYecknM uccienoBanuem (MRCT), B koropom Coenunenwe 1 B
HU3KOH J1103€ M TMOCJe BBICOKOW 03kl OyleT BBOAMTBHCS TMEPOPAIBHO B COYETAHHH CO
CTaHIAPTHOM J030H HuBOJAyMaba mauueHtamM ¢ BI'B+ mnporpeccupyromeii I'LIK, panee
noJiy4aBIIux copadeHnd. ITo OTKpbITOe uccienoBaHue ¢aspl 2 Ui OLEHKU MEePEeHOCHMOCTH,
oe3omnacuoctu u 3¢ pexktuBHocTH CoenuHeHus 1 B cOYeTaHnn ¢ HUBOJTyMaOOM.

[215] Tlomynsimust pans  uccnenoBanusi. KomudecTBO U MOMYJSIHUSL  CYOBEKTOB:
[Mpubmmsurensro 30-42 BI'B+, neomepabenbHbix mnamuentoB ¢ LK, paHee mnoiy4aBmmmx
copadenud, Oynyt 3aunciens! nepsbiMu. Eciin Habmogaemoe OKO KOMOMHUPOBAHHOM Tepamnuu
nocturaer mnpudbnusutenpHo 20%, TO 3TO HUCCIENOBAaHME MOXKET OBITh PACHIMPEHO
npubnusutensHo 10 126 cyOwekTtoB ¢ wmcmosnb3oBaHneM OKO B kadecTBe NEPBHYHOTO
U3MEPSIEMOro napameTpa Ul JaibHeimel oneHkn 3G GeKTHBHOCTH U 0€30IaCHOCTH.

[216] Kpurepuu BrkarodeHus: MykunHa WM SKEHINMHA, > 18 jeT Ha MOMEHT
noanucanus ICF; IloaTsepkaeHHbIN MaTOJOTHYECKUM WK peHTreHosornyeckuit quarqo3 'K
B COOTBETCTBHM C PEKOMEHIAIMAMU AMEPHKAHCKOH acCOLMALMH IO M3YYEHUIO 3a00ieBaHui

neueHn (AASLD); HeonepabenbHas cranus B (mpomexyrounas) winu C (npoxsunyTtast) ['TIK B
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COOTBETCTBUH C CTagupoBaHueM bapcenonckoii knmHuku paka nedeHn (BCLC). Ecmm
NPUCYTCTBYeT cTanuss B, cyObekT mnporpeccupoBai Iociie WIM HE HMeEeT IIpaBa Ha
XUPYpPrudeckoe WM MECTHO-peruoHapHoe JieueHue; [lognaromeeecss n3mMepeHuro 3a0oeBaHNe
corimacuo ompeneneanto RECIST 1.1; IlporpeccupoBanue paguoOruyeckoro 3abosieBaHHs
nocne JseueHuss copapeHnOoM. CyOBEKTbI € aJbTEPHATHBHBIM JIEUEHHEM, TAaKHUM Kak
peropadernd, omoOpeHHBIH MECTHBIMH OpraHaMH 3APaBOOXPAHEHUs, MOTYT y4acTBOBATH B
UCCJIEIOBAaHUH, €CJIM OHU OTBEYAIOT BCEM APYI'MM KPHUTEPHUSIM BKIIOUeHHs/uckmodenus;, BIB+
ompenensiercsi kKak xponudeckas BI'B-ungexuus wmm ucropus BI'B-ungpexkumn Ha oOcCHOBe
JFO0Oro W3 CIEAYIIUX Cepojiornueckux pesynbratoB. HBcAb +, 'BmAr +, BI'B-DNA +;
IMauuenTs! ¢ aktuBHON MH(pekuuedi BI'B nomkHbl monydath 3 (HEeKTUBHYIO MPOTUBOBUPYCHYIO
Teparuio, U UX BUPYCHAsl Harpy3ka qoskHa ObiTh <500 ME/Mi1 10 mepBoii 103bl UCCIIEIOBAHMUS,
Ouenka cocrosiaust coctossauss ECOG 0 unu 1; Y noBneTBopuTenbHbIE pe3yIbTaThl XUMUYECKOTO
aHamM3a CBIBOPOTKH, O uUeM cBHUaeTeNbCTBYIOT cienyromue naxHaele. AST (SGOT) u ALT
(SGPT) < S5-xparueii Bepxuuii npenen Hopmbl (BITH), obumii Ounmmpyomn < 2 x BIIH,
kpeatuanH < 1,5 x BIIH wmm 24-uacoBoit kimpenc > 50 mu/muH; AnekBaTHast (QyHKLUS
KOCTHOT'O MO3Ta, O YeM CBHIETEIbCTBYIOT Clieayroliee: AOCOIIOTHOE KOJIMYECTBO HEHTPOPHIOB
(AKH) >1,5 x 10° xuerox/n, tpombouutoB > 75 x 10° kmerox/n, remornobus > 9 r/am,
nokazarenp Yainma - Ileto A (Tompko oueHka 5 winu 6) 6e3 sHuedanonatnn; CyObeKThI
MY>KCKOTO Tojia (BKJIFOYast T€X, Y KOro ObljIa Ba33KTOMHUsI) JOJDKHBI COTJIACUTBCS HCIOIb30BATh
IIpe3epBaTUB BO BPEMsl IOJIOBOIO aKTa C JKEHIMMHAMU C JETOPOAHBIM IOTEHLMAJIOM U He
IOJDKHBI 3auaTh peOeHka, HaumHas ¢ MomeHta noxanucanus ICF, Bo Bpems mnpuema
UCCJIENyEMOr0 Ipenapata U B TEYEHHE 5 MECSLEB IOCNIE IMOCIEIHEH N03bl HCCIENYyEMOro
npernapara, CyObBeKTbI-)KEHIIMHbI C JETOPOIHBIM  IOTEHLHMAJIOM JOJUKHBI  o0janmarhb
CleAyrmUMH  xapakrepuctukamu: CoriacuTcs HCIOJIb30BaTh BA YTBEPKACHHBIX BpPauoOM
METOJa KOHTpPALENLUU OJHOBPEMEHHO HWJIM NPAaKTHKOBATh IOJHOE BO3AEP)KAHME, HAYMHAs C
momeHnTa noanucanus ICF, Bo Bpemst mpruemMa ucciaenyemMoro rnpenapara U B Te4eHHue 5 MecsieB
Mocje MOoCHeqHer A03bl uccienyemoro mnpenapata. McruHHoe Bosaep:kanue: Korga 310
COOTBETCTBYET MPEONOYTHTEIBHOMY U OOBIMHOMY 00pa3y sku3HuM cyObekra. Ilepumommueckoe
BO3/EepKaHUE (HampuUMep, KaJeHIapb, OBYJSLUS, CHMITOMATHYECKHE, IOCTOBYJISILIMOHHBIE
croco0bl) M aOCTHHEHIMSI HE SIBJISIFOTCS TPUEMIIEMbIMUA METOAaMU KoHTpanenuuu. [Ipuemiemble
METO/BI KOHTPALENINH BKIFOYAOT B ceOs: OpaibHbIH, HHBEKIIMOHHBIN MM UMIUTAHTHPYEMBbIH
TOPMOHAJIbHBI KOHTPALENTHB, BHYTPUMATOYHOE YCTPOHCTBO, OapbhepHBIH KOHTPALENTHB CO
CHEpPMULIUAOM, WM Ba3dKTOMHUPOBAHHOIO MapTHEpa, BMECTE C IO MEHbIIeH Mepe OAHUM
OappepHBIM MeTOOM. MIMeTh OTpHLIATENbHBIA PE3yNbTaT TECTa Ha OEPEMEHHOCTh B CHIBOPOTKE
NPU CKPUHUHTE, OATBEP KAEHHBII OTPULIATEIPHBIM TECTOM Ha O€PEMEHHOCTh B MOYE B TEUCHHUE
72 4HacoB A0 MepPBOH O3Bl UCCIEAYEMOro mpemnaparta (€Ciu aHalu3 B CHIBOPOTKE MMEN MECTO
>72 yaca mocje nepBoi 103b1), TecT Ha OEpeMEeHHOCTh NOJIKEH UMETh YYBCTBHTEIBHOCTb HE
meHee 25 MME/mu.

[217] Kpurepun uckmouenusi: Hanmune moOoro u3 cienyomux UCKIIOYUT IPEAMET U3

3auncnenusi: HenepeHocumocTs copadenunOa, T.e. cyOBeKT NOJKEH ObUI NMPEKpaTUTh IMpHEM
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npenapara M3-3a TOKCHMYHOCTH, CHMNTOMAaTHYECKHE METAacTa3bl B LIEHTPAJIbHON HEPBHOMU
cucreme. MeracTa3bl, paHee oOpaboTaHHbBIE M CTaOWJIbHBIE B Te€YeHHE > 4 Heneiab A0 JaThl
nepBoil 1036l pasperuensl; Mcropus neueHouHo#l sHuedanonaruu; Ilomyuenune copadenuba B
TeueHue 14 gHen 1o nepBo 103bl Uccaeayemoro npenapara; JlIokopernonansHas tepanus I'TIK
(marmpumep, TACE, RFA), cucremHas XumuoTepamnusi, rOpMOHaJibHas Tepamnus (Hampumep,
TaMOKCH(EH) WM HCCIeNOoBaTeNbCKasl Tepamnuss B TedeHne 4 Hexenb (MM S5 TEepHONOB
NOJYBBIBEIEHHs], B 3aBUCHMOCTH OT TOrO, YTO KOpOYe) A0 NepBOH A03bI HCCIENyEeMOrO
npenapara; [Inanupyercs nonydeHue MecTHO-pernoHanbHoi Tepanuu 'K (Hanpumep, TACE,
RFA) Bo Bpems ucnbitanusi; Koundekius Bupycom renaruta BI'B u BI'C/BI'/l; Oxunaemast
NPONOJIKUTEIBHOCTh JKU3HHM MeHee 3 MecsueB; [IpeamiecTByrommas Tepanusi WHIHOMTOpaMH
mTOR (TORC1 w/umun TORC2), BKjIHOYAsE CUPOIIUMYC, TEMCUPOJIUMYC, SBEPOJIUMYC U JPYyTHe
uccnenyemble mwin onodpennsle mHruOuTopel MTOR/PI3K/AKT; IlpenmectByromas Tepamus
JTOOBIM  JIEKAPCTBEHHBIM CPEICTBOM, HALIEJIEHHbIM HAa AaKTHBALMIO T-KJIETOK WIH MyTH
KOHTPOJIBHBIX TOUEK (BKIIFOUAsi T€, KOTOphIe HaleneHbl Ha PD-1, PD-L1 wnu PD-L2, CD137 unu
nurorokcndeckuid anTured T-mumdormros [CTLA-4]); McTtopust ayTOUMMYHHBIX 3a00JI€BaHUN;
Ilpenpinymmii WM TEKyIIUH KIMHUYECKH 3HauuMbld acuut;, Cepbe3Has omnepauusi WId
3HauUMTeNIbHAs TpaBMa B TeueHue 28 mHell 10 ckpuHMHra, OTCYTCTBHE BOCCTAHOBJIEHMsI IOCTE
OCTPBIX TOKCHYECKHX 3(P(PEKTOB MPENIIeCTBYIOMEH NPOTUBOPAKOBONH TepamuH, Jy4eBOH
TEparuu WM CEPbe3HBbIX OMNepaLfi/3HAYUTEbHON TPaBMbl NPHU CKpUHUHTE, HesHaunTenbHbIe
orepauuu 3a 7 IHeH N0 CKPUHMHTA (MCKIIIOYask pacIoyio’KeHHe LEHTPaJIbHBIX/Iepudeprudecknx
ouHUE umm Ouoncuio koxku);, IlojgydeHume aKTHBHOTO, TEKYINEro JIEUEHHs] CHCTEMHBIMH
KOPTUKOCTEPOUAAMHU B NPEAHU30HOBOM 3KBUBAJICHTHOM 103¢ > 10 Mr B O€Hb WM APYrux
MOAYJIATOPOB CHCTEMHOW HMMYHHOH cucteMbl, HekoHTpomupyemblii auabet, ompenessieMblid
kak HbAlc> 8%; IlpenBaputenvHas mepecanka opraHos; IlocTosiHHasE nuapess WM
MasbadcopOIms > 2 CTeneHu 1Mo KiacCuPHUKAIUKM OOIMMX TEPMUHOJIOTUYECKHX KPUTEPUEB IS
HexkenarenbHbix siBneHnid (CTCAE, Bepcusi 4.03) Hamumownanbhoro umHctutyTa paka (NCI),
HECMOTPSI Ha MEIULUHCKOE JIEYeHHE, WM JII000€ 3HAYMUTENbHOE KENyIOYHO-KHULIEYHOEe
PacCTpONCTBO, KOTOPOE€ MOXKET IOBJIUATh HA BCACBIBAHHME HCCIIENYEMOIO JIEKaPCTBEHHOI'O
cpeactsa, KiimHUYeCKH 3HAYMMOE KPOBOTEUEHHE, OCOOCHHO M3 BAPUKO3HO PACLIMPEHHBIX BEH
nuiieBoaa, TpeOyrollee METUIIMHCKOTO BMEIIATEbCTBA B TedeHWe 28 HHeW MO CKPUHUHTA,
U3BecTHBIN aHaMHE3 WM TEKYIIUH TUArHo3 WH(EKIUH BUPYCOM MMMYHOAE(ULIUTA YEIOBEKa
(BH1Y), nHesaBucumo oT craryca jedeHust; OqHOBpEMEHHAs! aKTHBHAsI BTOPAs 3JI0KAYeCTBEHHAS
OIyXOJIb, IUISI KOTOPOH CYOBEKT MOJydaeT TEparuio, HUCKIYash HEMEJTaHOMHBIH pakK KOXH,
HEMPOrPECCUPYIOLIUN PaK MPEACTATENbHOMN JKeJe3bl, JICUCHHbI TOPMOHAIBHON Tepanuei, uiu
pak meikn MaTku in situ. JIroOol pak, KOTOpBIH JeUuTCst >S5 JeT A0 BKIIOUEHHs], pa3pelleH,
Hexonrponupyemoe wuHTEpKyppeHTHOe (intercurrent) 3adoneBaHue, BKJIOYAs, HO He
OrpaHUYMBASCh, TEKYIIYIO WM AKTUBHYIO HMH(pEKUuio (Hampumep, TyOepkyies), TpeOyroLIyo
AHTUOMOTUKOTEPAIIUH, MPOTHBOIPUOKOBOM WJIM MPOTHBOBUPYCHOM Tepanmuu (KpoMe Teparuu
nporus BI'B), cumnromMaTtudeckyro CepAeuHYI0 HEIOCTATOYHOCTh, CEPIAEUYHYI0 apUTMHIO,

OCTPBII WM XPOHMYECKHI NAHKPEATUT WJIHM ICHXHaTpHuyeckoe 3aboneBaHHe/COolHaIbHbIE
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CUTyallud, KOTOpbI€ OrPaHUYMBAIOT coOmoneHne TpeboBaHUil 0OyueHus, 3HAuYUTENbHbIE
MEIUIUHCKIE COCTOSIHUSA, JTa0OPaTOPHBIE OTKJIOHEHUS MM TICUXMYECKHE 3a00JIeBaHNsA, KOTOPbIE
MOTYT TOMeIaTh CYOBEKTY MOJHOCTBIO coOMoaarh 3TOT mporokon, Jlroboe cocTosiHue,
BKJIFOYAs  HajIu4yhe  JaOOpaTOPHBIX  OTKJIOHEHWH, KOTOpO€  TOABEpPraer  CyOBeKTOB
HEeNpUeMJIEeMOMY DPHCKY B Ciydae UX ydacTHs B HccienoBaHuu, JIroOoe ycioBue, KOTOpoOe
CTaBUT I10]] COMHEHHE CIIOCOOHOCTH HHTEPIIPETHPOBATH JAHHBIC M3 UCTIBITAHUSL.

[218] IIpomomkuTtenbHOCTh HcnbITaHus. OKUAAeTCs, YTO 3a4ucieHue npumepHo 30-42
CyOBeKTOB 3aiiMeT OkoJOo 5 MecsiieB. OXKMOAETCs, YTO 3aBEPIICHHE OLEHKH MEePEHOCHMOCTH,
0e30macHOCTH U TpenBapuTeNbHON 3(h(EeKTUBHOCTH 3aliMer mpuMepHo 8 MecsieB. Konen
UCCIIEIOBaHMS OMperaeNsieTcss TUOO Kak JaTa MOCIETHEero MOCEIIeHHs TOCIeIHero cyObeKTa,
3aBEpIIMBILIETO HCCIENOBaHUE, JIMOO KakK Jara NOJYYeHHs IIOCJIEIHEr0 IyHKTa TaHHBIX
(HampuMep, aTa CMEPTH) OT IOCJIENHEro CyOBEeKTa, KOTOpBIH TpeOyeTrcs IJIsl MEepBUYHOTO
aHaJIN3a B 3aBUCUMOCTH OT TOrO, KaKkasi 1aTa HaCTyIIUT PaHbLIE.

[219] Tepanum wuccnenoBanuii. CoenuHenwe 1 Oyner BBOOUTHCS TMEPOPATBHO C
Pa3JIMYHBIM YPOBHEM CyTO4YHOM 1036l (15, 30 mnm 20 Mr) o cienyromiei cxemMe B COYETaHUU C
HUBOJIyMaOOM, TPUHUMAEMbIM 1O CTaHHApPTHOW cxeme (240 wMr kaxkasle 2 Hememw,
BHyTpUBeHHass nH(Qy3us1). Cxema MOBBIIIEHUS 103bI OyAe€T OCHOBaHAa Ha MOAW(UIIMPOBAHHOM
cxeme 3+3.

[220] IlepBonauanbHO 3 cyObekTa OyAyT BKIIIOYEHBI B KOTOPTY KOMOWHHPOBAHHOM
tepari ¢ 15 mr Coenunenust 1. Ecniu orpanmumBaromasi 103y tokcuyHocts (OT), He
BO3HHKAET, 3 HOBBIX CyOBeKTa OyAyT BKIIFOYEHBI B KOTOPTY KOMOMHUPOBAHHOM Tepanuu ¢ 30 Mr
Coenunenus 1. Ecnu mpoucxonur 1 OJT, nononnurensHbie 3 cyObekTa OyAyT 3a4MCIIEHBI B
KoMOuHupoBaHHy0 koropty 15 mr Coenunenust 1. Ilpu ycnoBuM OTCYTCTBHUS JasibHEHIINX
OJT, 3 HOBBIX CyOBekTa OynyT oueHuBaThcs B kKoropre komOuHammu 30 mr Coenunenus 1.
Ecnu nmpowusoiiner 2 unu 6onee OMT, ato Oyner obcyxneHo ¢ KoMuTeToM MO paccMOTPEHHUIO
0e30MmacHOCTH W TJIaBHBIM(M) HCCIeOBaTeNeM(sIMH), YTOOBI TPEKPATHTb HCIBITAHUE HIIH
W3YYUTh APYTrON NOAXOASIIMMI TU3aiiH UCTIBITAHMS.

[221] Jnst HavanbHBIX 3 cyObekTOB B Koropre komOuHauuu 30 mr Coenmnnenust 1: Ecnu
He npoucxonuT OJT, 24 HOBBIX cyOBeKkTa OyAyT 3a4MCICHbI HA YPOBHE N03bI KOMOMHaumu 30
mr Coenunenusi 1. Ecnu npoucxonur 1 O[T, nononnutensHbie 3 cyObekTa OynyT 3a4nCIICHBI B
koMOuHupoBannyto koropty Coenunenns 1 30 mr. Ilpu ycinoBuy, 4To y 6 MALMEHTOB B KOTOPTE
komOuHaumu 30 mr Coemunenust 1 mpoucxomut He Oonee 1 OJT, nomonautenvHble 24
nanueHTa OyayT BiiIroueHbl B koropty komOnHauuu 30 mr Coenmnenust 1. Ecnu 2 u3 3 wiun 6
CYOBEKTOB ¢ ypOBHEM 103blI kKoMOWHUpoBaHHOU Tepamuu 30 mr CoenuHeHHsi | HCHBITHIBAIOT
OJT, 3 HOBBIX cyOBekTa OynyT BKIFOYeHBI B Koropty komOuHanmu 20 mr Coenunernus 1. Ecim
OJT He Bo3HUKaeT y 3 CyOBEKTOB MPH YpOBHE 03kl KoMOUHaImu 1 mMr 20 Mr, uccienoBaHHe
MPOOJIKHUT BKIFOYEHNE TOTIOJTHUTENBHBIX 24 cyOBeKTOB Ipu ypoBHE 103bl Coennnenust 1 20 mr
koMOuHupoBanHo# Tepanuu. Ecnn mpoucxomut 1 OAT, nonmonnutenbHele 3 cyOwpekTa OyayT
3aUUCICHBl TP TOM JKe€ ypoBHe A03bl koMOumHammu 1 20 wmr. Ilpu ycmosum, uyro OJT

BCTpEUarOTCs MeHee 4eM y 2 u3 6 cyObekToB B koropre komOuHanmu 20 mr CoenuHenwus 1,
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UCCIIEIOBAHNE TPOJOJDKUT PETUCTPALIMIO  JOMOJHHUTENbHBIX 24 CyOBEKTOB B KOrOpTe
komOuHaumu 20 mr Coemuuenust 1. Ecoum y 2 w3 3 unm 6 cyOBeKTOB Ha YpPOBHE IO3bBI
koMOuHupoBanHoi Teparmu ¢ CoenuHenunem 1 20 mr nHabmomamuce OJT, uccrnenoBanue
MPOAOJDKUT PETHCTPALMIO TOTOJHUTENbHBIX 24 CyOBEKTOB B KOropre KoMOuHamuu 15 wmr
Coenunenus 1.

[222] Ecim OKO KOMOMHHMpOBaHHOH TepamuM IPpH ONTUMAIBHOM YPOBHE MHO3bI
nocruraer npumepHo 20%, TO 3TO HccienoBaHHE OyAeT pacIIMpeHO A0 HpumepHO 126
cyobekToB, ucnonbdypomux OKO B kauecTBe MNEPBHYHOTO M3MEPSIEeMOro mapamerpa, IJIst
JanbHeWIei oeHkn 3PPEKTUBHOCTH U OE30MACHOCTH.

[223] OJAT BKJIOYAIOT PAHHIOK TUIEPTIUKEMUIO, ChIMb, YCTANIOCTh U MYKO3UT, JIFOOOM
U3 KOTOpPBIX > 3 CTeNeHW, M T[EeYEHOUHYI0 HEJOCTATOYHOCTb COIJIACHO pe3yJbTaTaM
uccnenoBaaus CheckMate 040, koTopasi HAUMHAETCS B TE€UEHUE O HENeNb TIOCIIe IEPBOH O3B

[224] Bce cyOwekTnl OynyT monydath CoenuHeHue 1 mepopalibHO OAMH pa3 B JEHb B
HETIPEPbIBHBIX 28-THEBHBIX LHKJAX B COYETAHWH C BHYTPUBEHHBIM BIIMBAHUEM HHBOJMyMaba
KaX/ble 2 HENEeNu IO TOSBJICHUS NMPOTPECCHPOBAHUS PEHTTEHOJIOTHYECKOro 3adojeBaHus (B
cooreerctBur ¢ RECIST 1.1), HempuemneMoli TOKCUYHOCTH, pELIeHHUs CyOBEKTa WM Bpaya,
OT3bIBa coryacusi, uiu cMepTu. Ilo ycMoTpeHuto uccnenosartess JeueHue MOKET MPOJAOJIKAThCS
1ocJie paguoJOrHYeCcKOro MporpecCUpOBaHUsl IO SIBHOTO CUMIITOMATHYECKOTO YXY/IISHUs], €CIIH
HET )PyTuX BapUAHTOB JICUEHUS.

[225] Heobxonuma mpoTHBOBUpPYCHAs Tepanusi, U BUpycHas Harpy3ka BI'B-/IHK Oyner
KOHTPOJIMPOBATHCA ¥ BCeX CyObekToB ¢ xponnueckoit napeknueit BIB. AST/ALT B ceiBOpoTKE
TaK)k€ KOHTPOJIUPYETCSI.

[226] Tlocne mpekpalueHuss JIEYEHHUS HCCIENYEeMbIM JIEKAPCTBEHHBIM CpPEICTBOM
HOCJIEYIONIasi MPOTUBOPAKOBAS TEPAIHsI U CTATYC BBDKUBAEMOCTH OyAyT HaONFOAATBHCS Y BCEX
CyOBEKTOB 10 CMEPTH.

[227] O630p oueHok 3¢dexrrBHOCTH. CyOBEKTHI OYAYT OLIEHUBATHCS HA OMYXOJIEBbI
OTBET U TmporpeccupoBaHue B cooTBerctBuu ¢ pekomeHmauussmu RECIST 1.1 po
MPOrPECCUPOBAHUS PATUOJIOTHYECKOro 3a00eBaHus, cMepTu win ot3biBa cornacus. mRECIST
MOJKET TaK)K€ HCIIOJIb30BAThCS MPHU PACUTUPEHUH UCTBITAHUS, €Cid 3TO Heobxomumo. OueHka
OIyXOJIEBOIO OTBETa OYyZEeT MPOBOAUTHCS Kaxkaple 6 Henenb (+ 5 nHeil) B TeueHue mepBbix 24
Heqelb, a 3aTeM Kaxabie 12 Henenb (= 1 Hexes).

[228] Bce mpumeHsieMble TPOTUBOOIMYXOJIEBbIE Mpemnaparsl, ocodernHo st 1K, mocre
NoCJIenHeH 1036l KOMOMHUPOBAHHOTO JIeUeHUs OyIyT PErUCTPUPOBATHCS IO CMEPTH HII OT3bIBA
cornacusi. IIporpeccupoBanue 3a0oyieBaHHMsI M JaTa NPOTPECCHPOBAHMSA MPU  KaXKIOH
nocienywouei Tepanuu OyayT nokymeHtupoBadbl. I[locnme mporpeccupoBanusi 3a00neBaHUS
BBDKMBAaeMOCTh Oyaer HabmonaThest kKaxkabie 12 Henmenb (£ 1 Hemensi) 1O CMEPTH WJIM OT3bIBA
COTJIacHsl.

[229] O630p ouenku 6e3onacHocTH. Bee cyObekThl OyayT moaBepraTbCss MOHHUTOPUHTY
Ha HaJIWYMe HEeXXeNaTeJbHbIX SBJIEHHH, HAYMHAs C MOMEHTA, KOrJa CyOBEKT IOANHCBHIBAET

dopmy uapopmupoBanHoro coryacusi (ICF - Informed Consent Form), mo 28 nueii mocne
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nocjenHe 1036 KOMOMHMPOBAHHOTO JieueHUs. TiaTenpHast OLlEHKA MEAMLUHCKUX YCJIOBHM
Oyzner mpoBOAMTHCS BO BpeMsi CKPHHMHIA Ha COOTBETCTBHE. JKM3HEHHO Ba)KHBIE MMOKA3aTEINH,
7Ta0opaTopHble OLIEHKH (HAampuUMep, XUMHUYECKHUH COCTaB CBIBOPOTKH, I'€MaTOJIOTHs, YPOBEHb
IJIFOKO3bI B IJIa3M€ HATOIUAK, TIIMKHpPOBaHHBINM remornoduH [HbAlc]), anexkTpokapauorpamMmma
(OKT) ¢ 12 orBepenusimu u cocrosinue nokasateneii ECOG. Bo BpemMst ucnbiTaHusi HEOOXOIHUMO
NPAaKTHKOBaTh KOHTPALENIMIO, 4YTOOBI H30exkaTh OEpeMEeHHOCTH Y MWCHBITYEeMbIX U HX
NApTHEPOB, a JKCHIIMHBl C JAETOPOAHBIM TIOTEHLHMAJIOM OyAyT PperyJsipHO HPOXOAHTH
TECTHPOBaHUE Ha OEPEMEHHOCTb.

[230] O630p oueHok OuomapkepoB. buomapkepsl OyayT oueHeHbl. MHruOupoBaHue
pAKT, pS6RP, p4EB-P1 w/wnmm 1pyrux COOTBETCTBYIOLIMX  OHOMapkepoB  Oyzaer
aHATM3UPOBAThCS B MepudepruuecKoll KPOBH U OMyx0oJieBOH TKaHH. COOTBETCTBYIOLIMIA aHAIN3
Oymer 3aBepiieH sl BO3JEHCTBUS mpemnapara, MOOOYHbIX 3S(P(HEKTOB M KIMHUYECKUX
PE3yIBTATOB B 3aBUCUMOCTH OT CHTYALIHH.

[231] U3 BBIIEHU3NOKEHHOrO OyneT MOHATHO, 4YTO, XOTS KOHKPETHbIE BAPHAHTBI
OCYIIECTBIIEHHsI ObUIM OMHMCAHBI B JAHHOM JOKYMEHTE C LIeJIbI0 HMJUTFOCTPALUU, MOTYT OBITBH
CHIeNaHbl pa3N4yHble MOAU(UKAIMH Oe3 OTKJOHEHHS OT CYLUIHOCTH M o0beMa TOro, 4ro
NPEAOCTABIIEHO B TaHHOM JOKyMeHTe. Bce CChUIKHM, YMOMSIHYTBIE BBIIE, BKIFOYEHBI B JAHHOE

ONMUCaHUE MOCPEACTBOM CCBLIKH BO BCEH UX MOJIHOTE.



72

D®OPMYJIA U3OBPETEHUS

1. Cnoco® neuenust wim npoduiakTuku renarouesurossipaoi kapuunomsl (I'LK - HCC -
hepatocellular carcinoma), koTopas xapakrepusyercs nHpexnuel supycom rernatuta B (BI'B -
HBYV - hepatitis B virus), y manuenra, Bkirouarouii BBefieHue 3gpdexruBHoro konudecrna 7-(6-
(2-runpoKcHIponan-2-mm) nupunuH-3-mn)-1-((Tpanc)-4-MeTOKCUIKIOTeKC)-3,4 -
auruaponupasuHo [2,3-b] mupasun-2 (1H)-oHa wnu ero gapManeBTHYECKH MPUEMIIEMON COJIU
win Tayromepa nanuenty ¢ I'TIK, koropas xapakrepusyercs nunpekuueit BI'B.

2. Crnocob neuenust umn npodunaktuku 'K, kotopast xapakrepusyercs: nHQeEKIHen
BI'B, y namuenTta, Brirovaromumi ckpuHuHr nanuenta ¢ ['TIK Ha Hammuue wHpeknuun BI'B u
BBeieHHe OS¢ dexkTuBHOrO KonuvyectBa  7-(6-(2-THOPOKCUNIPONAH-2-Wi)  MUPUIUH-3-1i)-1-
((Tpanc)-4-MeTokcUIMKIIOTeKCH)-3,4-quruaponupa3uto [2,3-b] nupasun-2 (1H)-ona umu ero
dapManeBTHYECKH TpuUeMJIeMOW conmu  wid  Tayromepa mnammeHty ¢ [LK, kortopas
xapakrepusyercs nHdpexueir BI'B.

3. Cnocob6 Bwibopa mammenta ¢ ['TIK nns nedenuss 7-(6-(2-TUOpOKCHIIPONIAH-2-UT)
nupuaAnH-3-m)- 1-((Tpanc)-4-MeTOKCUITMKIIOTeKCHI )-3,4- turunponupasudo  [2,3-b] mnupasun-2
(1H)-oHOM nim ero papMaleBTHUECKH MTPHEMIIEMOI COJIBIO FJTH TAyTOMEPOM, BKIIFOYAOLIUI a)
MOJTlydeHre OMOJIOTMYECKOro TECTOBOrO oOpasia y mamueHTta; b) anamus oOpas3la Ha HaJIU4IHe
unpexkuuu BI'B; c) orbop mamumenta ¢ I'LIK anst nedenuss 7-(6-(2-ruapOKCUNPOTIaH-2-T)
nupuaAnH-3-mn)- 1-((Tpanc)-4-MeTOKCUIMKIIOTeKCH )-3,4- nuruaponupasutio  [2,3-b] nupasus-2
(1H)-oHOM mnu ero (gapmManeBTHYeCKH MPUEMIIEMOI COJIBI0 MM TayTOMEPOM, €CII B 00pasie
omnpeneneHa napexuus BI'B.

4. Cnoco® mpOrHO3WpOBaHUs OTBETAa Ha JeueHue 7-(6-(2-ruxpoKCUIPONaH-2-1)
nupuaAnH-3-un)- 1-((TpaHc)-4-MeTOKCUIMKIIOreKC )-3,4- nurunponupasuio  [2,3-b] nupasun-2
(1H)-oHOM wmin ero (apmaneBTUYECKH NPUEMJIEMOH COJIBI0 WJIM TayTOMEPOM Y MalMeHTa C
I'IK, npuuem cmoco® BKJIIOYAET: a) MOJydeHHe OMOJIOTMYECKOro TeCTOBOro obpasua y
nanueHTa; b) ananu3 obpasua Ha Hanuuue nHpekru BI'B; ¢) nporno3upoBaHue MOBBILIEHHOM
BEPOSITHOCTH OTBETa Ha JiedeHue 7-(6-(2-ruapoKCUNponaH-2-mi) mupuanH-3-mn)-1-((tpanc)-4-
METOKCHUIIMKJIOTeKCH)-3,4-quruaporupasudo  [2,3-b]  mwmpasun-2 (1H)-oHom wnm  ero
(apManeBTHYECKH TPUEMIIEMON COJIbI0 Wi TayroMepoM y mauueHta ¢ ['LIK, ecnu B oOpasue
onpeneneHa naHpexkuus BI'B.

5. Cnoco®  mporHo3mpoBaHusi  TepameBTHdeckoil  sddexTuBHOCTH  7-(6-(2-
THIPOKCUIPOTIAH-2-111) nUpUAnH-3-1)- 1 -((TpaHc)-4-MeTOKCUITNKIIOTeKCHIT)-3,4-
auruaponupasuHo [2,3-b] mupasun-2 (1H)-oHa miu ero ¢gapManeBTHUECKH MPUEMIIEMON COJTU
wim tayromepa y namnuenta ¢ 'K, nmpuuem cnoco0 BKIIOYAeT: a) MOJyYeHHe OHOJIOTHYECKOTO
TeCTOBOro obOpasma y mauueHTta, b) anamu3 oOpasua Ha Hammume wuHpeknuun BI'B; c)
NPOTHO3MPOBAHNE TIOBBIIEHHON BEPOATHOCTH TEpaneBTHUECKOH 3¢dexTuBHOCTH 7-(6-(2-
THIPOKCUIIPOTIAH-2-111) nUpUANH-3-1)- 1 -((TpaHc)-4-MeTOKCUIINKIIOTeKCHIT)-3,4-
AUruAponupasuHo [2,3-b] mupasun-2 (1H)-oHa mu ero ¢gapManeBTHUECKH MPUEMIIEMON COJTU

wim Tayromepa y nanuenTa ¢ I TIK, ecnu B oOpasue onpenenena nngexmaus BI'B.
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6. Cniocob mo modomy u3 m.3-5, JOMOJHUTENBHO BKIFOYAOIINKN cTaanto d) BBEnEeHUs
s¢pexTuBHOro  kKoiguyectsa  7-(6-(2-ruagpokcUnNpomnaH-2-min)  mUpUAnH-3-un)-1-((Tpanc)-4-
METOKCHIMKJIOTeKCI)-3,4-quruaponupasudo  [2,3-b] mmpasun-2 (1H)-oma wmm  ero
(dapmaneBTHYECKH IPUEMJIEMON COJIK M TayToMepa naruenty ¢ ['TIK.

7. CoemuHeHue [UId TPUMEHEHHMs B CrOocoOe JIeYeHUs WU NPOPUIAKTUKU
renatouesossipHoii  kapuuHombl (I'LIK), kortopast xapaktepusyercs HWH(QpEKLIueil Bupyca
renatuta B (BI'B) y mnammeHTa, mpu 3TOM COEOUHEHUE MpeacTaBisier coboit 7-(6-(2-
TUJIPOKCHUIIPOTIaH-2-1T) nUpUANH-3-1)- 1 -((TpaHc)-4-MeTOKCUIMKIIOTeKCHIT)-3,4-
auruaponupasuHo [2,3-b] nupasun-2 (1H)-oH wiu ero apmaneBTHYECKH MPUEMIIEMYIO COJb
WIN TayTOMEP U MPH 3TOM Crocod BKJFOUAET BBeAeHHE 3 (HEKTUBHOTO KOJIMYECTBA YKA3aHHOTO
coennnaenus nauuenty ¢ I'LIK, koropas xapakrepusyercst unpexuueii BI'B.

8. CoenuHeHne st MpUMEHEHUs B criocode neueHust wim npodunaktuku ['LK, kotopast
xapakrepusyercs nHpekuueii BI' B, y manuenra, npu 5ToM COeIMHEHHE TPEACTABIIET COO0H 7-
(6-(2-runpokcunponan-2-mn) nUpUAnH-3-1)- 1 -((Tpanc)-4-MeTOKCUIMKIIOTeKCHIT)-3,4-
aurnaponupasuHo [2,3-b] mupasun-2 (1H)-oH wim ero dapmaneBTHYECKH MPUEMIIEMYIO COJb
WM TAyTOMEP U TPU 3TOM YKa3aHHBIA crocod BkiouaeT ckpuHUHT manueHTa ¢ [ 11K na BI'B-
uHpEKIo U BBeneHue 3((EeKTHBHOrO KOJIMYECTBA YKAa3aHHOro coeanHeHus nanuenty ¢ ['TIK,
KOTOpas xapakrepusyercs napexkuneii BI'B.

9. CoennHeHue AJisi MPUMEHEHUsI B criocode 1o JrodoMy w3 mi. 3-5, B KOTOpOM crocod
NOTOJHUTEIPHO BKJFOYaeT cranuio d) BBegeHust s¢pdexTuBHOro Kojamuectsa 7-(6-(2-
THIPOKCUIIPOTIAH-2-111) nupuaAnH-3-1mn)- 1-((TpaHc)-4-MeTOKCUIINKIIOreKCHiT)-3,4-
auruaponupasuHo [2,3-b] mupasun-2 (1H)-oHa mnum ero ¢gapMarneBTHUECKH MPUEMIIEMON CONU
WM TayToMepa nauueHty umeromemy LK.

10. Cnoco6 no mobomy u3 nm. 1-6 uiam coenuHeHue Ui MPUMEHEHHs 110 JTI000MY U3 IIIL.
7-9, ornmuaromuecss teM, 4yro uHpexkums BI'B ompenensercs mo MeHslneldl Mepe OOHOH U3
NEPEMEHHBIX, BBIOPAHHBIX M3 TPYIIbI, COCTOALIeH u3: wctopuu OojnesHun BI'B y mammenra,
npeAIecTByoIIee Win Tekyinee jedenne BI'B, muppos, BbizBansblii BI'B, npucyrcreue 6enkos
win antureHoB BI'B, Hanmuuue anturen k Oenkam wium antureHam BI'B, BupycHas Harpyska
BI'B u npucyrcteue /IHK BI'B.

11. Crioco6 mo n. 10 uinu coenrHeHUe Ak MPUMeHeHus 1o M. 10, OTIMYaroIIuecs: TeM,
yro nHpekuus BI'B onpenensiercs no BI'B ucropun nanuenra.

12. Crioco6 mo n. 10 unmu coenuHeHue i MPpUMeHeHHs 1Mo 1. 10, OTINYaromuecs: TeM,
yro nHpekuno BI'B onpenensroT no npentnectsyomemy jedernto or BI'B.

13. Crioco6 mo n. 10 unu coennHeHUe Al MpUMEHeHus 1o 1. 10, OTIHYaroIuecs: TeM,
yro nHpekuus BI' B onpenensiercs no Tekyemy nedeHuro ot BI'B.

14. Criocob mo n. 10 unu coenuHEeHUe AUl MPUMEHEHUs 1o 1. 10, OTIHYaroIuecs: TeM,
yro nHpekuus BI'B onpenensiercs no nupposy, BeizBaHHOMY BI'B.

15. Crioco6 mo n. 10 unu coenrHeHUe AUk IPUMEHEHUs o 1. 10, OTIHYaroIuecs Tem,

yro nHpekuus BI'B onpenensiercs no Hanmuuuio 6enkoB uiu antureHos BI'B.
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16. Criocob mo n. 10 uinu coennHeHUe AJisl MPUMEHEHuUs 1o 1. 10, OTIHYaroIuecs: Tem,
yro nHpekuus BI' B onpenensiercs no Hamuuuio aHTHTEN K OenkaMm miu anturedHam BI'B.

17. Criocob mo n. 10 unmu coepuHeHUe A IpUMEHEeHHs 110 1. 10, OTanyarouuecs: Tem,
yro uHdpekuus BI'B onpenensiercs: no BupycHoii Harpy3ke BI'B.

18. Crioco6 mo m. 10 uinu coenquHeHue AJsi MPpUMeHeHus 1o 1. 10, OTIHYAOIIHecs TeM,
uyro nHdekuns BI'B onpenensercs no vammumo JJHK BI'B.

19. Cniocob no mrodomy u3 mn. 1-6 uin coearHeHue sl IPUMEHEHUs 110 JIF000MY U3 TIIL.
7-9, ornuuarommecs: TeM, yto uHGekums BI'B onpepensercs mo MeHbLIed Mepe OOHOH H3
NIePEMEHHBIX, BBIOPAHHBIX M3 TPYIIIbL, COCTOALICH M3 HAJTMYUS MOBEPXHOCTHOrO aHTureHa BI'B
(I'BonAr - HBSAG - HBV surface antigen), Hamuuus anturena cepauesuasl BI'B (I'BcAr -
HBcAG - HBV core antigen), Hannuusi anturesa obosnouku BI'B (I'BoAr - HBeAg - HBV
envelope antigen), Hammums anturena x BI'B (I'BxAr - HBxAg - HBV x antigen), Hammuus
aHTUreHa, cesazanHoro ¢ cepauesuHoil BI'B (I'BeccAr - HBerAg - HBV core-related antigen),
HAJIMYMSl aHTUTENa K noBepxHOCTHOMY aHtureHy BI'B (antu-I'BnAr), Hamuums anTtuTena K
antureny cepauesnabl BI'B (antu-I BcAr), Hamuuus antuTena k aHTureHy otomnouku BI'B
(artu-I'BOAT), Hammuus antutena Kk aHtureny X BI'B (anTu-I'BXAr), Hamuuusi aHTUTENa K
aHTHUTeHY, CBs3aHHOMY c cepaueBuHol BI'B (antu-I'BecAr), mpumenenus mpemnapatos BI'B,
BupycHou Harpysku BI'B, npucyrcrsus JJHK BI'B, npucyrcrteus MPHK BI'B u npucyrcTeus
Oenka BI'B.

20. Criocob o 1. 19 unu coenuHeHUe AJisk UCTIONB30BAHUS MO 1. 19, OTIUYAIOIIHECS TEM,
yro nHpexkuus BI'B onpenensiercs no namuumo [ BoAr.

21. Cniocob o 1. 19 unu coenuHeHUe AJisk UCTIONB30BAHUS MO 1. 19, OTIUYAKOIIHECS TEM,
yro nHpekuus BI'B onpenensiercs no Hamuuunio I'BeAr.

22. Criocob 1o 1. 19 uiu coenrMHEeHHe AJIsE UCIIONb30BAaHUS 110 11. 19, OTJIHYArOIIHECS TEM,
yro nHpekuus BI'B onpenensercs no npucyrcrsuem I'BoAr.

23. Criocob 1o 1. 19 uiu coenrMHEeHHe ISk UCIIONb30BAHUS 10 11. 19, OTJIUYAIOIIHECS TEM,
yto undpekuus BI'B onpenensercs no nHanuuuto [ BXAT.

24. Criocob 1o 1. 19 unu coenrMHeHHe AJIsT UCIIONB30BaHUs MO 1. 19, OTJIUYArOIIHECS TEM,
yro nHpekuus BI'B onpenensiercs no Hamuunio I'BecAr.

25. Cniocob o 1. 19 unu coenrMHeHHe ISk UCIIONb30BaHUs 1O 1. 19, OTJIHYarOIHECs TEM,
yro nHpekuus BI'B onpenensiercs no Hamuuunio antu-1 BoAr.

26. Criocob o 1. 19 unu coenrMHeHHe AJIsl UCIIONb30BaHUs MO 1. 19, OTIHYaroIIHeECs TEM,
yro nHpekuus BI' B onpenensiercs no Hamuuuio aHTH-I BCAT.

27. Cniocob o 1. 19 unu coenrHeHHe AJish UCIIONb30BaHUs MO 1. 19, OTIHYaroIHecs TEM,
yro nHpekuus BI'B onpenensiercs no Hamuuuio aHTH-I BOAT.

28. Criocob o 1. 19 unu coenrHeHUe AJisk UCTIONb30BaHUs MO 1. 19, OTIHYarOIIHECs TEM,
yro nHpekuus BI'B onpenensiercs no Hamuuuio aHTH-I BXAT.

29. Cniocob o 1. 19 unu coenuHeHUe AJisk UCTIONB30BAHUS MO 1. 19, OTIIMYArOIIHECS TEM,

yro nHpekuus BI'B onpenensiercs no Hanuumto aHTH-I BecAr.
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30. Cnocob mo 1. 19 unu coenrHeHue sl UCTIONb30BaHUS M0 1. 19, OTJIMYarOLIUECs TEM,
yro nHpekuus BI'B onpenensiercs no ucrnonb3oBaHuio Jekapcts ot BI'B.

31. Cnocob no 1. 19 unu coenuHeHue s UCTONIb30BAHUS 10 M. 19, oTiMyaroImuecs Tem,
yro nHpexkuus BI'B onpenensiercs no BupycHoii Harpyske BI'B.

32. Criocob mo 1. 19 uau coenrHeHne ik UCITONIb30BAHMUS I10 11. 19, OTJIMYAIOIHECS TEM,
uyro nHdekuns BI'B onpenensercs no vammumo JJHK BI'B.

33. Cnoco6 mo 1. 19 uau coenuHeHne JIJIsl UCITOIb30BAHUS I10 M. 19, OTIMYaoIIHeCs TeM,
yro nHpekuus BI'B onpenensiercs no Hanmuuuo MPHK BI'B.

34. Cnoco6 mo 1. 19 uau coenuHeHre AJIsi UCIIONb30BAHMS 110 11. 19, OTJIUYArOIIHeECs TEM,
yro nHpekuus BI' B onpenensiercss no Hanuumto Genka BI'B.

35. Cnocob no mobdomy u3 mm. 1-6 minu 10-34 unm coequHEeHUe Uil MPUMEHEHUS 110
mobomy u3 nmn. 7-34, oTiauyaromuecs: TeM, 4to 7-(6-(2-TuapoKCUNPOnaH-2-1i1) THPUAHH-3-1T)-
1-((TpaHc)-4-MeToKkcULUKIIOTeKCHN )-3,4- nuruaponupasuto [2,3-b] nupasun-2 (1H)-on umu ero
(apManeBTHYECKH TPUEMIIEMYIO COJIb HJIH TayTOMEpP BBOISAT B KOMOWHAIIMM CO BTOPBIM
TepaneBTHUeCKUM areHToM nanuenty ¢ 'K, koropas xapakrepusyercs nndpekuueir BI'B.

36. Cniocob mo 1. 35 uiu coenuHeHKe JIs1 UCTTOIB30BAHUS T10 M. 35, OTJIUYAIOIIHECS TEM,
YTO BTOPBIM TEPANEBTHUECKUM areHTOM SIBIIsieTCst copadeHns.

37. Cnocob mo 1. 35 uau coenuHeHre JIJIs1 UCTTOJIb30BAHUS T10 M. 35, OTJIMYAOIIHECS TEM,
YTO BTOPBIM TEPANEBTUYECKUM areHTOM SIBJIIETCS 3-(5-aMuHO-2-MeTHi-4-okco-4H-xuHa301MH-
3-un)-nunepunus-2,6-nuoH (Coenunenue 2).

38. Cnocob mo 1. 35 uau coenuHeHre I UCIOJIb30BAHUS 110 M. 35, OTIIMYAIOIIHECS TEM,
YTO BTOPOH TEpaneBTHUYECKUI areHT MPeICTaBsseT cOO0H MHIMOUTOP UMMYHHOM KOHTPOJIBHOMN
TOUKH.

39. Cnocob no mobomy u3 nm. 1-6 umm 10-34 uam coenuHeHHe sl MPUMEHEHHs IO
moOomy u3 mm. 7-34 ornuyaromuyecst TeM, u4to 7-(6-(2-ruapokcunponaH-2-ui) NUpUAHH-3-11)-
1-((TpaHc)-4-MeTOKCULIUKIIOTEKCH )-3,4- nuruaponupasuto [2,3-b] nupasun-2 (1H)-on umu ero
(apMaleBTHYECKH MPUEMIIEMYIO COJIb HJIM TayTOMEpP BBOIAT B KOMOWHALIMM CO BTOPBIM M
TpPEeTbUM TepaneBTHyeckiuMu arentamu nauenty ¢ ['LIK, koropas xapakrepusyercst nHdpexmen
BI'B.

40. Criocob 1o 1. 39 uinu coenMHEHHE IJIsT UCIIONb30BaHUS 1O 1. 39, OTJIUYAIOIIHECS TEM,
YTO BTOPOW W TPETUH TEpPaNeBTHYECKHE AareHThl BbIOpaHbI M3 TPYIIbL COCTOSIIEH U3
copadennba, CoenuHerns 2 1 THTUOUTOPA UMMYHHOHM KOHTPOJIBHOH TOYKH.

41. Criocob o 1. 40 Uiy coenMHEHHE IJIs1 UCIIONb30BaHus MO 1. 40, OTIUYAIOIIUECS TEM,
YTO MHTHOUTOPOM MMMYHHOH KOHTPOJIbHON TOYKH SIBJIIETCSI HUBOJIYMao.

42. Cnocob mo mobomy u3 mm. 1-6 mnu 10-41 wnu coenmuHeHne ISl IPUMEHEHHs IO
arobomy m3 mm. 7-41, otmmyaromuecs: Tem, uto I LK siBisiercst Heonepabenbroit ['TIK.

43. Cnoco6 mo mobomy u3 m. 1-6 mnu 10-42 wnu coenuHeHne ISl IPUMEHEHHs IO
mobomy u3 mm. 7-42, ommmuarommecs TteM, uro [LIK mnpencraBnser coboii panee He

nozaseprasuyrocs gedenuro I TIK.
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44. Cnocob mo mobomy u3 m. 1-6 mnu 10-42 wnu coenuHeHne ISl IPUMEHEHHs IO
mobomy wu3 mm. 7-42, oriomuaromuecss teM, uro I1IK mnpencraBmser coboii  panee
noaseprasuyrocs gedernto I' LK, mpu 3tom npenbinyiiee geueHne BKI049aeT copadeHuo.

45. Cnoco6 nmo mobomy u3 m. 1-6 mnu 10-42 wnu coenuHeHue ISl IPUMEHEHUs IO
mobomy wu3 mnm. 7-42, ommmuaromuecs TteM, uro I'LIK mnpencrasnser coboii paHee
noaseprasinytocs jgedermo I'TIK, npu sTom npenpinyiiee geueHne BKIOYAET X UMUOTEPAIIHIO.

ITo noBepenHocTH



Mepuon, CKpUHMHra
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Xapakrepuzaupa cyboexta no BFB-cratycy

XapakTepuzayua cybvekTa no BIB-cratycy

(H) (EE)
BB+ He BB Bcero BrB+ He BI'B Bcero
(n=12) (n=41) (n=53) (n=11) (n=30) (n=41)
Cpenuii (quanaso) Bo3pac, net 575(42 - |608 (25 - |[600 (25 - |557 (42 - |59.18 (25 - |582 (25 -
77) 84) 84) 67) ) T7)

Mon, Myswunhbl (%) : Kewwmnot | 12 (100%) : | 31 (76%) : | 43 (81%) : | 11 (100%) : |24 (80%) : 6 | 35 (85.4%) :
(%) 0 (%) 10 (24%) 10 (19%) 0 (0%) (20%) 6 (14.6%)
Paca:
Asnatbl 8 (66.7%) 2 (4.9%) 10 (18.9%) | 7 (63.6%) 1 (3.3%) 8 (19.5%)
ApprKaHLp! 1 (8.3%) 4 (9.8%) 5 (9.4%) 1(9.1%) 1 (3.3%) 2 (4.9%)
Esponeouzb 1 (8.3%) 30 (73.2%) | 31 (58.5%) |1 (9.1%) 23 (76.7%) 24 (58.5%)
Lpyroe/HeusectHo 2 (16.7%) 5 (12.2%) 7 (13.2%) 2 (18.2%) 5 (16.7%) 7 (17.2%)
ECOG PS:
0 4 (33.3%) 15 (36.6%) |19 (35.6%) |4 (36.4%) 12 (40%) 16 (39%)
1 8 (66.7%) 24 (58.5%) |32 (60.4%) |7 (63.6%) 16 (53.3%) 23 (56.1%)
2 0 (0%) 2 (4.9%) 2 (3.8%) 0 (0%) 2 (6.7%) 2 (4.9%)
[okazatens Yaitnga — Mbto

A (5-6) 10 (83.3%) | 33 (80.5%) |43 (81.1%) |9 (81.8%) 25 (83.3%) 34 (82.9%)

B ((7-9) 1 (8.3%) 3 (1.3%) 4 (1.5%) 1(9.1%) 2 (6.7%) 3 (7.3%)
Hewu3gectHo 1 (8.3%) 4 (9.8%) 5 (9.4%) 1(9.1%) 3 (10%) 3 (7.3%)
Umpos, la (%) : Het 8 (66.7%) 26 (63.4%) : | 34 (64.2%) : | 7 (63.6%) 20 (66.7%) : | 27 (65.9%) :
(%) 4 (33.3%) 15 (36.6%) | 19 (35.8%) |4 (36.4%) 10 (33.3%) 14 (34.1%)

dur. 2
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XapakTepuzauus cybvexta no Bl B-cratycy

Xapakrepusauma cybvexra no BIB-cratycy

(HN) (EE)

BIB+ He BI'B Bcero BB+ He BI'B Bcero

(n=12) (n=41) (n=53) (n=11) (n=30) (n=41)
OakTop prcka MUK
BB 12 (100%) |0 (0%) 12 (226%) |11 (100%) |0 (0%) 11 (26.8%)
BIC 0 (0%) 15 (36.6%) | 15 (28.3%) |0 (0%) 10 (336%) | 10 (244%)
Ankoronb 0 (0%) 3 (7.3%) 3 (5.7%) 0 (0%) 3 (1 0%) 3 (7.3%)
[pyroe/HenssectHo 6 (50%) 23 (56.1%) | 29 (54.7%) |2 (18.2%) 17 (56.7%) 19 (46.3%)
AON = 15 ur/mn Ha avanoiom |9 (75%) = 3 | 27 (65.9%) : | 36 (67.9%) : |8 (72.7%) : |21 (70%) : 9 | 29 (70.7%) :
YpOBHe Jla (%) : Het (%) (25%) 14 (34'.1%) 17 {321%) 3 }27-3%) (30%) 12 (29.3%)
Menuannas foza ((223 30.0 (228 - | 300 (19.1 - | 30.0 {19.1 - | 30.0 (228- |30.0 (19.1 - | 30.0 (19.1 -
(Mr/pexnb) (ananasox) 45.0) 45.0) 450) 425) 450) 450)
Megwanas npogomkutensrocts |112.5 (19.0 — | 56.0 (1.0 — | 64.0 (1.0 - [ 113 (480 - |70.0 (23.0 - | 105.0 {23.0 -
neyerus (aHu) (ananasou) 419{}) 393{)) 4 90) 41 90) 3930) 419.())
Meauantoe konidecrso 4(1-15 |2(0-14) |3(1-15 |4(4-15 |2(1-14) |3(1 - 15
LUKNOB (FUanazoH)

dur. 2 npogomkeHue
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Auncnosnyma c¥6bem‘os no BIB ctatycy — Yacte B Koropthl

LIK BkntoueHHOW nonyaaumm

BrB+ BIrB— Bcero
(N=12) (N=41) (N=53)
n (%) no (%) no (%)
[vcnosuuma cybbekra
Monyualowuit neyeHne 2 (16.7) 5 (12.2) 7 (13.2)
lNpekpaTnBLINI NneveHne 10 (83.3) 36 (87.8) 46 (86.8)
MpuurHa ans npekpalleHns
Mo6ouHbIi shdekT 3 (25.0) 11 (26.8) 14 (26.4)
MporpeccupoBaHue 3abonesaHms 7 (58.3) 11 (26.8) 18 (34.0)
OTo3BaHO cornacue 0 4 (9.8) 4 (7.5)
CmepTb 0 5 (12.2) 5 (9.4)
MoTepaH ana HabnlogeHWs 0 2 (4.9) 2 (3.8)
Apyroe 0 3 (7.3) 3 (5.7)
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BepOﬂTHOCTb BbIXKUBaHNA
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BEpOﬂT HOCTb BblKNBaHWA
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PesynbTathl 3¢pdeKTUBHOCTY BB+ BI'B-
MepnaHHan o61an BbKUBaeMOCTb (MecALbl) 12.07 5.16
MenmanHas o6Las BbiXMBaeMOCTb 6e3 nporpeccipoanus (Hepenu) 16 15.43
O6beKTUBHasA CTerneHb OTBETa 25% 0%
CreneHb KoHTpons 3abonesaHun 91.7% 43.9%
MonHbin oTBET 0 0
YacTnuHbIN OTBET 3 0
CrabunbHoe 3aboneBaHme 8 18
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dur. 8
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