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(57) Hacrosimas 3asBKa ONUCHIBAET MPUMEHEHHE M
MIPOMBIILICHHBIC U3EIHSL, BKIIOUAIOIIHNE epTy3yMa0,
HAMTYYIINi B CBOEM KJIacce HHTHOUTOP TUMEpPU3AIIH
HER2. B yactHOCTH, 3asBKa OTHOCHTCS K criocodam
JUTA TIPOJUIEHUS] BBDKHBAaEMOCTH 03 MporpeccupoBa-
HUS B nomymsanuy nanueHToB ¢ HER2-momoxurens-
HBIM PaKOM MOJIOYHOH >KeNe3bl; K COUETaHHWIO IBYX
aatuten npotuB HER2 nns nedenns HER2-monmoxxu-
TEJNBHOTO paka 0e3 MOBHIIECHHS KapAUNOTOKCUIHOCTH;
K JedeHuio panHed craguun HER2-nonoxwutensHOTO
paka MOJIOUHOH xeine3bl; K JedueHnto HER2-momoxu-

TEJIFHOTO PakKa ITyTEM COBMECTHOTO BBEICHHS CMECH
nepTy3ymada ¥ Tpacty3ymada m3 OIHOTO IaKeTa I
BHYTPUBEHHOTO BBeieHUs; K nedernto HER2-momo-
KHUTEITBHOTO METAaCTaTHIECKOTO PaKa KeIyJKa; K Jie-
geanto HER2-monoxuTensHOro paka MOJIOYHOH ske-
Je36l MepTy3yMaboM, TpacTy3yMaOoM W BHHOpEIOH-
HoM; K JnedeHnro HER2-momoxwurensHOTrO paka Mo-
JIOYHOH JKeIle3bl mepTy3yMadoM, TpacTy3yMaboM 1 WH-
THOUTOPOM apomarasbl U K JICUCHHIO Paka SHYHHUKA
¢ Hu3knM yposaeM HER3, mepBuuHOiT neputoHeans-
HOW 3JI0KaY€CTBEHHON OITyXONH WM 3JI0Ka4eCTBEH-
HOW omyxoIn (payuronueBIX TpyO. 3asBKa TakkKe OITH-
CBIBACT MPOMBIIUICHHOE U3/ENINE, BKIIOYAIOIIEe B Ce-
0s1 prakoH ¢ mepTy3yMadoM BHYTPH M BKJIAIBIII B YIIa-
KOBKY, TPEAOCTABIIAIONINI JaHHBIC IO 0€30MacCHOCTH
W/WY JaHHbIe 110 3P QEeKTHBHOCTH; CLIOCO0 MTPON3BOI-
CTBa MPOMBIIIJIEHHOTO M3EIHS U crocod aist obec-
nedeHust 6e30nacHOro u 3PPEKTUBHOTO MPHUMEHEHHS
nepTy3ymada, OTHOCAMHUNCS K u3genuio. Kpome To-
T0, 3asiBKa OITMCHIBACT MaKeT /Ul BHYTPUBEHHOTO (B/
B) BBEIICHUS, COACPIKAIININ CTaOMIBHYIO CMECh TIEPTY-
3ymada M TpacTy3yMada, MOAXOAAIIYIO IS BBEICHIS
MAUEHTY C PaKOM.
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NPVMMEHEHUE MHIMBEUTOPA IOVMMEPUSAIIMK HER2 IIEPTYSYMAEA B KAYUECTBE
[NPOMBIIJIEHHOT'O M3IOEJMA ¥ IIPOMBIIJIEHHOE M3IEJIME, BKIIOYAIONEE
VHITMBUTOP IMMEPHSAIIMM HERZ INEPTY3YMAB

STa HelnpelBapuTeJibHasA 3asaBKa, IomaHHasa corJjiacHo 37 CFR §
1.53(b), B cooreercTBMM C 35 USC § 119 (e) mcHpamMBaeT IPUOPUTET
IO MpelBapuUTeJILHOM MNaTeHTHOM 3aaBke CIA ¢ cepuiHeM N 61/547535,
nomaHHou 14 oxTadbpsa 2011 roma, HOpedBapUTeJILHOM IaTeHTHOM 3adBKe
CIIA ¢ cepuiHeEM N 61/567015, mnomaHHOM b5 mexabpg 2011 rToza,
NpedBapUTesIbHOM DaTeHTHOM 3agdBke CIA ¢ cepuMHeM N 61/657669,
nomaHHou 8 wuioHa 2012 Tona, NOpelBapUTeNIbHOM TaTeHTHOM 3asaBke CIA
c cepumHeEIM N 61/682037, mnomanHoi 10 arBrycra 2012 Toma, u
NpelBapuUTesIbHOM IIaTeHTHOM 3agaBke CIA ¢ cepuMHBM N 61/694584,
nomaHHom 29 aBrycTa 2012 roma, coIepXaHMe KOTOPHX BKJIOUEHO B
HaCTOAIMM IOOKYMEHT IIYyTeM CCHJIKM BO BCeM CBOeM IIOJIHOTE.

OBJjylacTe M300peTeHnd

Hacrosamee m300peTeHMe OTHOCUTCHA K [IPUMMEHEeHUI IepTy3yMada B
KayeCTBe IIPOMBIJIEHHHX M3OeJMM UM K [IPOMBIIJIEHHEM M3OEJIMAM,
BRJIIOUAKIMM B cebd IHepTysyma, HawjIydliM¥ B CBOeM KJlacce
VHIUOUTOP IOuMepmzaumum HER2.

B JYacTHOCTH, n3obpeTeHNre OTHOCUTCHA K MNPOIOJIEHUIO
BEIXMBaeMOCTHU 0e3 INPpOTI'PeCCUPOBaHMA B IIONYJALUM HaluMeHTOB C HER2-
IIOJIOXUTEJILHEIM pPakoM MOJIOUHOM KeJie3hl; K COUeTaHMI MOBYX aHTUTEeI
nporue HER2 g JjedeHusa HERZ2-NOJOXMTEJILHOTO paka ©0e3 IIOBHIIEHUS
KapOAMOTOKCUUYHOCTHM,; K JIeUueHUIO paHHeV cTaiuM HER2-TIOJOXUTEJILHOTO
paka MOJIOUHOM XeJle3H,; K JeueHuio HER2-MOJOXMUTEJNBHOTO paka IIyTeM
COBMECTHOTO BBEINEeHMA CMeCHU IepTy3yMaba M TpacTysyMadba M3 OOHOTO
nakera njg BHYTPUBEHHOT'O BBEOEHUA; K JIEUEeHUIO HER2-
[IOJIOXUTEJIEHOTO MeTacTaTUUYeCKOoI'o paka XeJlynka; K JiedeHur HER2-
IOJIOXUTEJIEHOTO pakKa MOJIOUHOM XeJie3H [IepTy3yMadoM, TpacTy3yMaboM
Y BUHOPeNOMHOM; K JiedeHM® HERZ2-TIOJIOXMTEIBLHOTO pakKa MOJIOUHOU
XKeJieshl [IepTy3yMadoM, TpacTy3yMadoM M MHTUOMTOPOM apoMaTashl; U K
JIeUeHMI0 3JIOKaueCTBEHHOM ONyXOJIM SAMUHMKAa C HU3KKMM YypoBHeM HER3,
IIepPBUYHOM IepUTOHeaJILHOM 3JI0Ka4ueCTBEHHON OIIYXOJIU VI

3JIOKAUYEeCTBEHHOM ONYyXOJM QaJIJIONMEBHX TPpyO.



300peTeHMe TaKXe OTHOCUTCS K IIPOMBIIJIEHHOMY  M3IEJIVD,
BRJIOUAKIEMY GJaKoOH C HepTy3yMadoM BHYTPM UM BKJAOLI B YIaKOBKY,
NpedoCTaBJIAKINMIY  OaHHHE 1o Hes30nacHOCTU  W/WIu IOaHHBE 1o
50PeKTUBHOCTHU,; K CIHOCODY I[IPOMBBOIACTBA I[IPOMEBIJIEHHOTO UW3OEJIUA U
criocofby mysa obecriedueHMsa 0e30aCHOTO UM 20QeKTHMBHOIO IIPUMEeHEHUS
nepTys3yMaba, OTHOCANEMYyCS K M3OeJIM.

Kpowme TOTO, nz3obpeTeHme OTHOCUTCH K nakeTy IJIsI
BHYTPUBEHHOTO (B/B) BBeIeHUSAd, comepxaieMy CTabMIIBHYID CMeCh
nepryzsymaba M TpacTy3yMaba, [IOOXOIOAMYyK OJS BBeOeHUS HalMeHTy C
pPakKoM.

[MpeamecTBYOIMY M300peTeHND YyPOBEeHbL TEeXHUKU

UJIeHH CeMeMCTBa pPelLUeNTOpOBR THUPO3MKMHas HER OpencTaBiIsgoT
cobo¥ BaxHEHE MeOMaTOPH KJIETOUHOTO pocTa, IMbOepeHLUVPOBKU U
BEDKMBaHMA. CeMelMCTBO PeLEeNTOPOB BKJOUYAET UEeTHpPe  OTHEJILHHX
ujleHa, B TOM UMCJIe pPeLelTop BIMiepMalibHOTO dakTopa pocTa (EGFEFR,
ErbBl, wmiu HER1), HER2 (ErbB2 wmium pl85°°"), HER3 (ErbB3) u HER4
(ErbB4 wmmm tyro2). UJjeHH CeMelCTBa PpPelLelTOPOB BOBJIEUEHH B
Pa3JIMUHEIE TUIIE 3JIOKAUeCTBEHHEX HOBROOOpPAa30BaHUM UeJIOBeKa.

PexoMOMHaHTHad I'yMaHM3MPOBaHHAA BEePCHA MEIIMHOTO aHTUTeJa K
HER2 4D5 (huMAb4D5-8, rhuMAb HER2, Tpacry3yMad WIu PEPHEHTMH®;
naTeHT CIA N 5821337) sgBjgeTCd KIMHMUECKM aKTUBHOM Yy IIAlMEHTOB
C MeTacTaTUMUYeCKMMM  pakaMM  MOJIOUHOM  XeJIe3H C  I[IOBHIIEHHOM
SKCIIpeccuen HERZ, KOTOPHE paHee rnoJiyuaJm OOTIIOJIHUTEJIbHYIO
IPOTUBOOIIYXOJIeEBYID Tepammio (Baselga et al, J. Clin. Oncol.
14:737-744 (19906)).

TpacTysyMad HOJYy4UUJI pa3pelleHMe Ha Oponaxy OT YIpaBJIEHUSA I10
KOHTPOJIO 3a& I[IMIEBHMM IPOOyKTaMM U JIEKAPCTBEHHEIMM CpelCcTBaMu
(FDA) 25 ceHTAOpPA 1998 roma OJis JIeueHn A [IalMeHTOB c
MeTacTaTUUeCKMM pPakKoM MOJIOUHOM XKeJle3k, Yy KOTOPHX OIIyXOJU
CBepXxXBKCcIpeccupyT Oejiok HER2. B HacTosdmee BpeMsa TpacTy3yMad
omofOpeH IJisa IIpMMeHEeHMS B KadeCTBe OTHeJIbHOT'O BelleCTBa WM B
KOMOMHAIMM C XUMMOTepaluel WMIM TOPMOHAJILHOW Tepalrel B YCJIOBUAX
MeTacTa3MpoBaHMA, M B KaudeCTBe OTIOEJILHOTO BelleCcTBa WIM B
KOMOMHaAIMM C XUMMOTepalMey B KadeCTBe aOblBAaHTHOTO JIeUeHUS IJIA
IalMeHTOB C paHHey cTaauer HERZ2-TIOJOXUTENLHOTO pakKa MOJIOYHOM

XKeJIe3Hl. Tepanmuda Ha OCHOBe TpacTy3syMaba cenuac ABJIAETCA



PEeKOMeHIOBAaHHEIM JIeUeHMEeM IJIS [allMeHTOBR C paHHeM cTanuen HER2-
TIOJIOKUTEJIEHOT'O paka MOJIOUHOM’ XeJle3H, N4 KOTOPEX HeT
MPOTUBOIOKA3aHNU) K ero MNpuMeHeHuio (IepuenTuH’, UHCTPYKLUUSA IO
IIPMMEHEeHMID; pPeKoMeHIDauuM HalMoHaJIbHOM OHKOJIOTMUeCcKoM ceTu CIHA
(NCCN) , Bepcusa 2.2011). TpacTysyMad IJIOC LOolieTaKcell (M
IakjJuTakceJl) IIpeOCTaBJgeT CcoOoM 3BapeIl'MCTPUMPOBAHHEM CTaHIapT
TepaluM IIePBOM JIMHUM IJId JIeueHMS MeTacTaTUUeCKOT'O pakKa MOJIOUHOM
xeJiessn (MeTacTaTuueckum PMX) (Slamon et al. N Engl J Med. 2001;
344 (11) :783-792; Marty et al. J Clin. Oncol. 2005; 23(19):4265-
4274) .

Xorsa BBelleHMEe TpacTy3yMaba IPUBOOUT K [IPEBOCXOIHEM
pesyabTaTaM OpM JIedeHMM paka MOJIOUHOM XeJle3H, HeOaBHUMe [aHHHE
KJIIMHMUECKOTO  MCHOHTaHMA  JlallaTuHuba, 10— BUIOVIMOMY , IIO3BOJISAKRT
IPEenIoJIOKUTE, UYTO »Oaxe IIPpM BBeOeHMM TpacTyszlyMaba HER2 wurpaer
aKTMBHYK pPOJIE B OuoJormm onyxolm (Geyer et al., N Engl J Med
2006; 355:2733-2743).

[TallMeHTE, KOTOPHX JIEUMIIM aHTuUTeJIoM K HER2 TpacTtysymabowMm,
OBUIM BEOPAaHH JIA TepalMy Ha OCHOBaHMM »5SKclIpeccum HER2. Cwm.,
HamopuMmep, W099/31140 (Paton et al), US2003/0170234A1 (Hellmann,
S.), wm US2003/0147884 (Paton et al); a mTaxkxe WO001/89566,
Us2002/0064785, wm US2003/0134344 (Mass et al). CM., Takxe,
natedT CIA N 6573043, mnaTedr CIIA N 6905830, m US2003/0152987,
Cohen et al, OTHOCUTEJILHO VMIMMYHOIT'MIC TOXVMHUA (IHC) u
biayopeclueHTHON THUOpMOM3aUMM In situ (FISH) IJIS  BHIABJIEHUS
aMIIMOUKauIMY M CBepxskchpeccuu HER2., Takum oOpaszoM, ONTHMAaJIbHAaA
TaKTUMKa TepaluyM MeTacTaTUUeCKOTO paka  MOJIOUHOM  XeJjle3H B
HacTodllee BpeMA IOpMHMMaeT B pacueT He TOJIbKO ofllee COCTOAHUE
nauMeHTa, MCTOPMIK OOoJie3HM (aHaMHe3) M CTaTyC pPelelTopoB, HO
Takxe M cTaTyc HERZ2.

[TepTy3ymatd (Takxe M3BECTHEN Kak PEKOMOMHAHTHOE
I'YMaHM3MPOBaAHHOE MOHOKJIOHAJIbHOe aHTurejo 2C4 (rhuMAb 2C4);
Genentech, Inc, South San Francisco) 4gBJgeTCcd HaWJIYUIIMM B HOBOM
KJIaCCe BeMeCTB, W3BEeCTHHX Kak MHIUOMTOPH IuMepuszauum HER (HDI)
U IeUCTBYeT, UHIUOupysa crnocobHocTu HER2 @QOpMMPOBATH aKTHUBHEE
TeTepOIUMEPE MJIM TOMOOMMEPH C OpyruMM pelentopaMu HER (Taxkumm

kak EGFR/HER1, HER2, HER3 u HER4). Cwm., HanopuMmep, Harari and



Yarden Oncogene 19:6102-14 (2000); Yarden and Sliwkowski. Nat
Rev Mol. Cell Biol 2:127-37 (2001); Sliwkowski Nat Struct Biol
10:158-9 (2003); Cho et al. Nature 421:756-60 (2003); and Malik
et al. Pro Am Soc Cancer Res 44:176-7 (2003).

Biokana nepTy3yMaboM ofOpas3oBaHuUA TeTepolmMepoR HERZ2-HER3 B
OIlyXOJIEBHX KJIeTKax OBJla [IPOIEeMOHCTPMpOBaHa IJd MHIUOMPOBAHUA
KpalHe BaXHOTO CHUTHAJBHOTO IIYTM B KJIETKe, pPe3yJjibTaToM KOTOPOTO
ABJIAeTCHA NpoJindepallMs ¥ BEXMBaHUe oIyxoJm (Agus et al. Cancer
Cell 2:127-37 (2002)).

[lepTy3yMad® TeCcTHUpPOBaAJIM B KaueCTBe OIMHOUHOTO IIperapaTa B
KJIIMHYKE B MCCJelNoBaHUM ¢aszu 1 y HalMeHTOB C pPaclIpOoCTPpaHEeHHHMU
3JI0OKAQUEeCTBEHHEMM ONYyXOJSAMM WM B MCCJIenoBaHMAxX dpazu 11y
NalMeHTOB C pakKoM AWYHMKOB ¥ pPakKoM MOJIOUHOM XeJle3h, a TakxXe
pakoM JIETKOTO M pPaKoOM IpelCTaTeJIbHOM  Xejle3H. B daze I
nccyjenoBaHmudg, IalMEeHTOB c He IO I aKnMVIMIC 1 JIeYeHN D,
MECTHOPACIPOCTPAaHEHHEMY, PeUMIUBUPYKIVMMMY WM MeTacTaTUdeCKUMU
COJIMOHEIMM OIIYyXOJIIMM, KOTOPHE IIPOTPpeCCUpOBaJIM BO BpeMsa MJIM IIOCJIe
CTaHOaApTHOM Tepaluu, JeuuyMv, BBOLOSA BHYTPMBEHHO IepTy3yMad
Kaxnee 3 Hezmenu. IlleprTysyMad, KaK IOIPaBMJIO, XOPOINO I[IEePEeHOCUJICA.
Besla IDOCTUTHYTa perpeccusd onyxoin y 3 u3 20 DauMeHTOB C
BO3MOXHOCTBIO OLIeHKM OTBeTa. ¥ HOBYX I[alMeHTOB OBJI IIONTBEPXIeH
YaCTUUHEM OTBeT. CTa®uibHOe TeueHMe 3abojieBaHusa B HDepuonx 2,5
Mecdaua Habmmomaar y 6 m3 21 naumeHTa (Agus et al. Pro Am Soc
Clin. Oncol. 22:192 (2003)) . [Tpu noszax 2,0-15 MT /KT
bapmMakokMHeTHMKa IepTy3yMmaba OwJla JMHEMHOM, U CpemHuM I[IepUon
[IOJIYBEBEIEHU S HaxoOuJjcyg B oMarnasoHe oT 2,69 oo 3,74
MJI/CYTKM/KT, CPEeIOHWM KOHEUHHI I[1epMOol I[IOJIyBHBEIEeHMS HaxXOIMJICS B
ouamnasoHe oT 15,3 mo 27,6 mHel. AHTUTeJa K IIepTy3yMady BHABJIEHEH
He Opumt (Allison et al. Pro Am Soc Clin. Oncol. 22:197 (2003)).

US 2006/0034842 omnucHBaeT CIHOCOOH JIeUeHUS 3JI0KAaUeCTBEeHHON
ONIyXOJIM, BKCIpeccupykme’ ErbB, npu moMomy KOMOMHALMM aHTUTEJ K
ErbB2. US 2008/0102069 omoucHBaeT IIpMMeHeHMe TpacTysyMmadba U
nepTy3yMaba 1mjsa JedeHusa HER2-NOJOXUTEJIEHOM  MeTacTaTUdeCKOMU
3JIOKAUECTBEHHOM OIIyXOJIM, TaKOM KaK pakK MOJIOUHOM XeJie3k. Baselga
et al., J Clin. Oncol., 2007 ASCO Annual Meeting Proceedings
Part I, Col. 25, N 18S (June 20 Supplement), 2007:1004 coobmaeT



O JleueHuUM kKoMOMHalLMeM TpacTy3lyMaba u IIepTy3lyMaba HODaluMeHTOB C
paHee JledueHHEIM HER2-TIOJIOKMTEJIbLHEIM  pPakKoM  MOJIOUHOM  XeJIe3H,
KOTOPHM IIpOTpPecCHUpoBalJl BO BpeMd JieueHUsS TpacTy3zymaboMm. Portera
et al., J Clin. Oncol., 2007 ASCO Annual Meeting Proceedings
Part I. Vol.25, N 183 (June 20 Supplement), 2007:1028 oueHMBaET
50beKTUBHOCTDL u 0e30IIaCHOCTE KOMOUHUPOBAHHOTO JleueHu A
TpacTy3yMad + mnepry3yMad y HauMeHTOBR ¢ HER2-IIOJIOXMUTEJILHBEIM pakoM
MOJIOUHOM XeJIe3H, Y KOTOPHX OBJIO IIpoTpeccHUupoBaHMe 3abdoJieBaHUs
IpM TepaluMyM Ha OCHOBe TpacTy3yMaba. ABTOPH CcHOeJiaJiM BEBOI, UYTO
TpedyeTcd MOONOJIHUTEJIbEHas OlleHKa 5SOOeKTUBHOCTY KOMOMHUPOBAHHOT'O
JIeUeHusa, OJd TOT'O, UYTOOH OIPpelelJIMTh PMUCK B ILEJIOM UM IIPEeUMMYIEeCTBO
STOM CXeMbl JIeUeHUS.

[MepTysyMad OLleHMBAJM B MCCIeOOBaHMAX ¢as3s 11 B KOMOMHALIUU
c TpacTy3yMadoMm Y raluMeHTOB c HER2-IIOJIOXUTEeJIL HEIM
MeTacTaTUUeCKMM pPakKoM MOJIOUHOM XKeJie3b, KOTOPHEe paHee II0JIydalu
TpacTy3ymMab oJis MeTacTaTUYEeCKOT O 3aboJieBaHNA. OmHO
VCCcJelOoBaHMe, IpOoBeOeHHOe HalMOHaJIbHEM MHCTUTYTOM paka (NCI),
BrJmOUaJio 11 [auMeHTOB C paHee JledeHHEM HERZ-IIOJIOXUTEJIEHEM
MeTacTaTUUeCKMM pakKoM MOJIOUHOM XeJje3k. [IOBa 3 11 [DauMeHTOB
IPOOEMOHCTPUPOBAIM YaCTUUHEM oOTBeT (PR) (Baselga et al., J
Clin. Oncol. 2007 ASCO Annual Meeting Proceedings; 25:18S (uioHHA
20 Supplement) : 1004. PesyabTaTel Gaszel II HeOoaOBOBAHTHOTIO
MCCJeqoBaHMsa, OlLIeHMBAKMEIOo IeMCTBUME HOBOM KOMOMHUMPOBAHHOM CXEMH
JeueHms nepry3syMadom u TpacTysyMaboMm ILJII0C XUMMOTepanns
(DoueTakceJ) Yy XeHIMH C PaHHMMM CcTaguaMy HER2-TOJOXMUTEJBHOTO
paka MOJIOUHOM XeJie3H, IIpencTaBJjieHHue Ha CTRC-AACR San Antonio
Breast Cancer Symposium (SABCS), 8-12 mexabps, 2010, nokas3aju,
UyTO IBa aHTuTelsla k HER2 r1moc pgouleTakcell, KOTOPHEe maBaJM II0
cxeMme HEeOaOBOBaHTHOTO JIeueHM s nepen XUPYyPIMUeCKNM
BMEIaTeJIbECTBOM, 3HAUUTEJIBEHO YIIydmaJim YPOBEHb MMOJIHOT'O
VICUE3HOBEHMA OINyXOJM (YacToTa I[IOJIHOTO I[IaTOoJIOTMUEeCKOTO OTBETa,
pPCR, 45,8 mnpolieHTa) B MOJIOUHOM Xejle3e ©00Jiee UYeM HAIOJOBMHY IIO
CpaBHeHMK C TpacTysyMaboM IJC ngoleTrakces (pCR 29,0 npoueHTa),
p=0,014.

[laTeHTHEEe OYOJIMKALMM OTHOCUTEJIbHO aHTUTeJl K HERZ2 BrIOUawT:

nate”HTsl CIA NN 5720937; 5720954; 5725856; 5770195; 5772997;



6l165464; 6387371;
6054297; ©407213;
7018809; 6267958;

6127526; ©333398;
7531645; 7846441;
7344840; 7468252;
7501122; 7537931;
6632979; 7097840;
8076066; 8044017;
7560111; 7879325;

8247397; m US 2010/0016556;

us 2003/0202972;

2011/0236383;
2005/0063972;
2003/0147884;
2007/0292419;
2012/0034213;
2006/0183150;
2010/0120053;
2008/0160026;
2005/0238640;
2006/0193854;
2007/0184055;
2006/0083739;
2002/0035736;
2002/0090662;
2007/0166753;
2012/0034609;
2012/0065381;
2004/0106161;
2009/0148402;
2011/0064737;
2009/0202536;
2006/0018899;
2006/0088523;
2008/0317753;

us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us

6399063
6639055;
6685940;
6797814;
7892549;
7674589;
7618631;
7575748;
7435797;
8241630;

7074404;

us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us
us

6015567; 6333169; 4968603; 5821337;
6719971; 6800738; 8075890; 5648237;
6821515; 7060268; 7682609; 7371376;
6339142; ©417335;6489447;
8075892; 6573043; 6905830; 7129051;
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CYIHOCTE M300peTeHusd

B [IEPBOM acIleKkTe, nz3obpeTeHme OTHOCUTCH K criocofy
NIPOIOJIEHUS BEIXMBAaEMOCTHU Bes IpOTPECCUPOBAHMSA B [IOIIYJIALUN
nauMeHToR ¢ HERZ2-TIOJIOXUTEJILHEM PakKoM MOJIOUHOM XeJjle3H Ha 6
MecsAleR WM OoJiblle, BKJIOUaKIEeMy BBeOeHMe HalMeHTaM M3 IONYJISLUN
neprysymaba, TpacTy3yMaba UM XuUMMOoTepaluu (HalpuMep, TakcaHa,
TaKOI'O KaK JolieTakKcell). Heobda3aTesJIbHO Cclocod MNPUMBOOMT K YacTOTe
ODOBEKTUBHEX OTBeTOBR 80% wmiam 0OoJlee Yy IalMeHTOB B IMONYJAUuM. Pak
MOJIOUHOM XeJle 3 npelcTaBjigeT cobomn HeoB43aTeJIbHO
MeTacTaTUUeCKUN WM MeCTHOPEeUUOVBUPYINUM, Hepe3zekTab®eJIbHHM pak
MOJIOUHOM XeJie3H, WM IV cramuio 3adoJieBaHMs, BOSHUKIIETO de novo.
B oIHOM M3 BapMaHTOB OCYIECTBJIEHMA I[IalMeHTHE B IIONYyJAVM: He

IIoJIyYaliM JIeUeHMA paHee WM IIepPeHOCWIIM pelMIMB IIOCJIe aIBIOBaHTHOM

TepaluM, WMeJM OQpakLMi BEOpOCa JIeBOT'C XeJlyhouka (OBJIX) >50% ot
UCXOIHOTO YPOBHS, M/MWIM MMeJM IoKa3aTesb ofmero cocTosHmsa 0 uium
1 corynacHO BOCTOUHOM OOBEOAMHEHHOMW OHKOJIOTHMUeckoM rpynne (ECOG
PS). HeobdgzaTelJbHO, HER2-TIOJIOXKUTEJILHEM pPak MOJIOUHOM  XeJie3H
ompemeJyleH UMMyHOTHCcTOxuMMelM (IHC) kak 3+ u/uiamM QJIyopeclLeHTHOM’
rubpuomusaurern in situ (FISH) ¢ kosdduumeHTOM amrymomkanum =2, 0.
HeoOsa3aTellbHO, CIOCOO CHMXaeT PUCK CMepTHU IPpUOIN3UTEJIEHO Ha 34%
W BoJiee 1o CpaBHEHN C IaluyeHTOM, KOTOPOTO JIeUNIIN
TpacTy3yMaboM UM XUMMOTEepalMneNn.

B mpyroM acrnekTe mM300peTeHMe OTHOCUTCHA K CIOCO0Y coueTaHUud



IOBYyX aHTuTeJ K HER2 5nmda JedeHuda HERZ2-moJioxmMTeJIbHOTO paka 0e3
YBeJIMUeHNa KapIMOTOKCHUYHOCTM B IIONYJAUMM IHalMeHToOB C HER2-
IIOJIOXUTEJILHOM  3JIOKAUeCTBEHHOM OIIyXOJiblo, BKJIOUAKIEMY BBeIeHU e
neprysymMaba, TpacTy3yMaba U XUMUOTepallMU IaluMeHTaM B IIONYJIALUMA.
HeobgazaTesbHO, KapOMOTOKCUUHOCTD B IOy JIAUUA naumMeHTOB
KOHTPOJIMPYIOT Ha BOBHUKHOBEHME CUMIITOMATUUECKOM CHUCTOJUUECKOM
INCOYHKLUMM JleBOTO XeJiynouka (CIJIK) ™MJIM 3acTOMHOM CepmeuHoM
HegocTaTouHoCcTM (3CH), WMIM CHWXeHHMe (QpakuuM BHOpoca JIeBOTO
KeJlyoouka (OBJIX) . HER2-IIOJIOXUTeJIEHad B3JI0KaueCTBeHHasd OIIYyXOoJlb
opencraBijgeT coboy HeoBA3aTeJILHO pPak MOJIOUHOM XeJle3H, HallpuMmep,
MeTacTaTUUeCKUN WM MeCTHOPeUMIUBUPYIIMM, Hepe3eKkTabeJIbHHM pak
MOJIOUHOM XeJie3H, MIM IV cTaiuio 3adojieBaHMsa, BO3HUKIETO de novo.

B rmpyroM acrnexkTe wu300peTeHMe OTHOCUTCHA K IIPOMBIIJIEHHOMY
M3OeJM, colepXameMy (QJaKoH C MNepTy3yMad®oM BHYTPM ¥ BKJIAIHII B
YIIaKOBKY, TJe BKJAIOEN B VYVIakKOBKY TIIPeloCTaBJISeT HOaHHHE II0
HesomnacHOCTM M3 Tadauusl 3 wiIu Tabtiauue 4 2 M/UiIM  OaHHBE 110
50PeKTUBHOCTU M3 Tabauusl 2, Tabiauue 5, O(UIypH 8 mian ourypsl 10.

V300peTeHMe OONOJIHUTEJIEHO OTHOCUTCHA K CIOoCOoDYy U3TOTOBJIEHUS
[IPOMBIIJIEHHOTO WM3OEJIMS, BKJIKUAKIEMY COBMECTHYI YIAKOBKY OGJIakKOoHa
C IepTy3yMaboOM BHYTPM WM BKJaOsllla B VYIIaKOBKY, I'le BKJaIbII B
YIIakKOBKY IpelocTaBJIgeT IOaHHBEe 10 0Oe30INaCHOCTM M3 TabiMUb 3 WK
Tabauuel 4 M/UiIM OaHHHe 00 50OeKTUBHOCTM U3 TabJaule 2, TabJIuIE
5, ourypsu 8 wmam ¢uryper 10.

B poICTBEHHOM acIllekTe M300peTeHMe OTHOCHUTCS K CIoCcoby
obecrieueHusa ©0e30MNaCHOTO U 20PeKTUMBHOTO IIPMMeHeHUA IepTysyMaba,
BKJIDUAKIEMY COBMECTHYK VIIakKOBKY (JaKoHa C NepTy3yMaboM BHYTPU U
BKJIAIHMa B VYIaKOBKY, I'Ie BKJaIHIl B YIAKOBKY IIPeldoCTaBJISAeT
ODaHHHEe 10 0e30MaCHOCTM M3 TabauUb 3 MIM Tadjauuu 4 M/UjIM OaHHHe
no s0PeKTUBHOCTU U3 Tabauuel 2, Tabauuel 5, OUITYPH 8 WIM OQUIYPEH
10.

Heobda3aTesIbHO, MIPOMBIIIEHHOE WM3OeJIMe BKJIOUaAeT B cebd (QJIaKoH
c OIOHOKPAaTHOM no30M1, conepXxammi IPpUBIM3UTEIBLHO 420 MT
neprysymMada.

HeoB4ga3aTeslbHO, BKJAINBI B YIAKOBKY IOIOJIHUTEJIBEHO COOEPXUT
paMKy C HnOpelylpexieHMeM U3 IIpumMmepa 4.

HeobdazaTesnbHO, BRKJIa OHII B YIIAKOBKY OJOIIOJIHMTEJIBEHO



IpenoCTaBJIgEeT IOaHHHEE 1o 20PeKTUMBHOCTHA OTHOCUTEJIBHO obmen
BEDXKMBaeMoCcTr (0OS) mu3 npuMepa 9 mam Tadjguusl 14.

B IOpyroM acrekTe M300peTeHMe OTHOCUTCH K CIOCO0Yy JIeueHUd
PaHHUX cTagum HER2-TIOJIOXMTEJILHOT O paka MOJIOUHOM KeJle3H,
BKJIOU AL EMY BBeIeHUe naumueHTy C paxkom MOJIOUHOM KeJle 3
neprysymMmaba, TpacTysyMaba ¥ XUMMOTepaluu, roe XUMMOTepalud
BKJIDUAET XMMMOTEepalMilo Ha OCHOBe aHTpalMKJIMHa (HaopuMmep, 5-
dTopypauni, SOUPYyOMUIMH UM LUukJodpochammn (FEC)), MIM XMMMOTepalMio
Ha OCHOBe KkapOoIljlaTMHa (HaOpuMep, IOolleTaKkcesl M KapbolJaTuH) .
Heo®sa3aTedbHO, IHepTy3yMad BBOOAT OOHOBPEMEHHO C XVMMOTepaluen
Ha OCHOBEe aHTpaUUKJIMHA VIV XVMMOTepanuen Ha OCHOBE
kKapboraTrHa. B OOHOM M3 BapMaHTOB OCYIECTRBJIEHUS 3TOTO crocoba,
BBEeIeHUE nepry3yMaba He YBEJIMUMEBAET KapOIMOTOKCUUYHOCTE 1o
CpaBHeHMK C JieueHueM 0es nepTy3yMaba. Takoe JledeHMe pPaHHUX
cranui HER2-TIOJIOXMUTEJILHOTO paka MOJIOUHOM XeJie3H HeoDg:3aTeJIbHO
BKJIOUAET HEOAOBKBAHTHYK WM aIBOBaHTHYK Tepalub.

300peTeHMe OOIOJIHUTEJIBHO OTHOCUTCHA K CIoCoBy JIeUeHUS
HER2-TIOJIOXMTEJILHOT'O PpakKa Yy IalueHTa, BKJIOUAKIIEMY COBMECTHOE
BBEeIeHUe IalMeHTy CMecu IepTysyMaba M TpacTy3yMaba B OIHOM
IakeTe @OJId BHYTPMBEHHOTO BBemeHMsa. Takom crnoco® HeoOa3aTeJIbHO
OOIIOJIHUTEJIBHO BKJIOUaAEeT BBeleHMe INalMeHTy XMMMOTepallluM.

B pOIOCTBEHHOM acCIlleKTe M300peTeHMe OTHOCUTCA K IakKeTy IJiAd
BHYTPUBEHHOTO (B/B) BBeIeHUSA, comepxameMy CTabMIIBHYID CMEChb
neprysymaba M TpacTy3yMaba, IOOXOOAMYyK OJS BBeOeHUS HalMeHTy C
pPakxKoM. CMmechb HeoBOa3aTeJIbHO HaxoOuTCs B OV 3MOJIOTUUECKOM
pacTBoOpe, HaIpuMep, comepXameM npubiamsurenasHo 0,9% NaCl wim
npubavsuTenasuo 0,45% NaCl. IlakeT nJsg B/B BBeIeHMA HeoOA3aTeJILHO
opencTaBJgeT CcoOOM TMOJUOJEOMHOBEM WM IIOJIUBUHUIXJIOPUIHEIM IIaKeT
osa mHOy3un ¢ 250 M 0, 9% dM3MOJIOTMUEeCKOTO pacTBopa. B OIHOM U3
BapMaHTOB OCYIEeCTBJIEHUMI IaKeT OJS B/B BBeleHUS COINEPXKUT CMeCh
npubm3nuTedabHo 420 MT miam Opubiam3uressHo 840 MI' neprTy3yMaba u
NPpUOIIU3UTEIIBEHO oT 200 MI oo OPUOIIUBUTEIIEHO 1000 MD

TpacTysyMaba. B OODHOM M3 BApMAHTOB OCYIIeCTBJIEHUS CMeCh OCTaeTcd

cTabuIbLHOM BIUIOTHL 100 24 uyacoB npu 5°C mim 30°C. CTaBMiBbHOCTDL

CMeClI MOXHO OLL€eHVBATb OIOHVM MJin HeCKOJIb KVIMNA aHaJInsamMii,
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BHOpaHHEMM WM3: LBET, OIMCaHMe WM IOIpo3padHocTb (CAC), aHalus3
KOHLIEHTpalUun u MYy THOCTH, aHaJms3 JyacTull, DKCKJIO3VMOHHA A
XpoMaTorpadmda (SEK) , MOHOOOMeHHAad XpoMaTorpadmda (IEC),
KaNluJIJISPHBN 3OHHBIM aJIeKTpodopes (CZE), KallUJIJIApHOE

UBORJIEKTPUUeCcKoe QOKyCUpOBaHMe C IOeTeKluel B kanuuispe (iCIEF),
WY aHaJin3 »0OeKTUBHOCTM aHTUTeJa.

HacTosmee m3o0fpeTeHMEe OTHOCUTCHS K HOBOM CcxeMe JIeueHMsS paka
XeJlyodKa. B UyacTHOCTHM, HaCToOAmee M300peTeHMe OTHOCUTCH K JIeUeHUIO
HER2-TMIOJIOKUTEJILHOTO pakKa XeJlyIKa VYV JIoIey IIpM IIOMOMKM CcoueTaHUd
TpacTysymMaba, neprysyMadba u, 1o MeHbIen Mepe, OIOHOTO
XUMUOTEepaleBTUUECKOTO IIpernaparTa.

B omODHOM ™3 AacCHIeKTOB M300peTeHMe OTHOCUTCH K CIHoCcoby
JleueHnd HER2-TIOJIOXMTEJILHOT O paka xKeJlyoka N ueJIOBEeKa,
BKJIIUAKIEMY BBelleHMEe MHIOIMBUIOYYMY I[epTy3yMaba, TpacTy3ymMaba u
XUMUOTEepannn .

B oOODHOM M3 AaclIeKTOB M300peTeHMe OTHOCUTCHA K CIHOCOoBby
JleueHMd paka XeJlyoka VY JIoIey, BKJIoYakleMy BBeIeHMe HepTy3yMmabda
VHIOIUBUOYYMY C pPakoM XeJlyokKa, TI'IOe IHepTys3yMa® BBoOOAT B no3e 840
MI' BO BCeX LMKJIaX JIeUeHUSH.

B mpyroM acrekTe M300peTeHMe OTHOCUTCA K CIOCOOY YIYUIlleHUA
BEDKMBAEMOCTHM Yy dYeJioBekKa ¢ HER2-NOJOXMUTEJILHEIM pPakKoM XeJlyIKa,
BKJIOUAKIIEMY BBeOeHMe MVHIOUBUOYYMYy I[epTy3yMaba, TpacTy3yMaba u
XUMUOTEPpaun .

B elle OOHOM acIlleKTe U300peTeHre OTHOCUTCHA K IIPUMEeHEHU
neprysymMaba mJjdg JedeHus HERZ2-MIOJOXUTeJIBHOTO PaKa XejJdyloka VY
yeJIoBeka B KOMOMHALUM C TPacTy3yMadoM UM XMMMOTepaluen.

B OOTIOJIHUTEJIE HOM acriexkTe n300peTeHre OTHOCUTCH K
VCIIOJIE30BaHUI IMIepTys3yMaba B JIEKApCTBEHHOM IIpelapaTe OJIS JIeUueHUd
HER2-TIOJIOXMTEJIbHOT'O paka XeJlyOKa, I'Ie JIeueHMe BKJIUaeT BBeJeHNe
nepTy3ymMada B KOMOMHAILIMM C TpacTy’yMaboM M XUMHMOTepaluemn.

Elle B OOHOM HOOIOJIHUTEJLHOM acCIlleKTe M300peTeHMe OTHOCUTCH K
VCIIOJNIE30BAHUI MIepTys3yMada B JIEKApCTBEHHOM IIpellapaTe OJIS JIeUueHUd
HER2-TIOJIOXMTEJIBHOT'O paka XeJlyOKa, TI'Ie JIeUeHMe BKJIUAaeT BBeJeHMe
TpacTy3yMaba B KOMOMHAIMM C IepTy3yMadoM M XMMMOTepalnewn.

B OpyroM acrekTe u3o00peTeHMe OTHOCHUTCHA K Habopy, KOTOPHM

BKJIIOUaeT B ceb®d KOHTeMHep, ColepXamluy HepTy3yMa® U MHCTPYKLUU
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0JI1 BBeIOeHUMA IlepTy3yMaba nojudg JedeHrda HERZ2-MOJOXUTEJIBHOTO paka
XeJlyoka Yy — MHIOIMBUIOYYMa B KOMOMHaLUM C TpacTysyMaboM U
XUMMOTepaluei.

B eme OIOHOM acCIlleKTe U300peTeHMe OTHOCUTCA K Habopy,
KOTOPHM BKJIOUaeT B cebd KOHTeMHep, CoIepXallukM TpacTy3yMad u
VMHCTPYKLUMM  OJId  BBEeIOEHUA TpacTy3yMaba  Ojua  JiedeHusa  HER2-
IIOJIOXUTEJIBHOTO paka XeJlyldkKa Y MHIMBMAYyMa B KOMOMHaUUM C
nepTy3yMadoM ¥ XUMMOTepaluewn.

Bo Bcex acnexkTax pak XeJlyIka MoXeT OBTb, HallpuMep, He
pe3ekTabeslbHEM MEeCTHOPAaCIPOCTPaHEHHEM pakoMm XeJlynoKa, VI
MeTacTaTUdeCKUM pPakoMm XeJlynka, NI pacrpoCTpaHeHHEM,
IOCJIEONEePAllMOHHEM PEelUANBUPYMMM pPakKoM XeJlyOKa, KOTOPHM MOXeT
He MOOOaBaThbCHa palMKaJIbHOWM TepalMM W3BEeCTHHMM crocobamm. Bo
BCexX aclleKkTax, pakK XeJjlylka BkJoYaeT B cebda aleHOKapLUMHOMY
XKeJlyoKa WM XeJIyOOUHO-IMIEeBOOHOT'O COeIMHeHMsa. Bo BCcex acllekTax,
B KOHKPEeTHOM  BapuaHTe OCYWeCTBJIEHMA  [IalMeHT He  IIoJiydaJl
IpenBapnUTeJIEHOTO IIPOTUEBOOIIYXOJIEBOTO JleueHusa 0JId
MeTacTaTUUYeCKOI'O pakKa XeJjlyOka. Bo BCexX aclleKTaX B KOHKPEeTHOM
BapMaHTe OCYWeCTBJIEHUI XUMMOTepalrsa BKJKUYaeT B Cce0d BBeIeHUe
openapaTa [1J1a TVHEL u/Uim bropnupuMMOVHaE . B onpeneJjieHHEIX
BapuaHTax OCymMeCTRBJIeHUA IIpelapaT IJIaTUMHH [OpelcTaBjigeT coBou
UMCIJIaTMH. B  OpyIMx BapMaHTax OCYHeCTBJIeHMA  QTOpIUPUMUIOUH
BKJIOUAaeT kKaleuuTaduH u/uwiam  5S5-dTopypalmn (5-0Y) . Bo Bcex
acrekTax, cTaTyc HER2-IOJOXUTEJILHOTO IallMeHTa MOXeT, HallpUMep,
OuTb IHC 3+ wmiam IHC 2+/ISH+. Bo Bcex acrnekTax B KOHKPETHHX
BapMaHTax OCYIEeCTBJIeHUA JiIeueHMe YyJlydllaeT BEXMBAeMOCTb, B TOM
ypcJie odmym BEIXMBAEeMOCTD (0S) n/UIn BEIXMIBaEeMOCTb Hes
nporpeccuporanus (PFS) wu/unmu sddexTuBHOCT: Tepamuu (RR). Bo
BCexX acllekTaxX, B KOHKPEeTHEX BapMaHTax OCYWeCTBJIEHMA IIallMeHT
uMeeT ECOG PS 0-1. Bo Bcex aclekKTax, LIMKJH JeueHusa, Kak
IpaBUJIO, OTHOeJIeHH Opyl' OT Ipyl'a YeTHPbMS HeOeJIMXM WM MeHBIe,
WM TpeMd HeOeJlaMM WM MeHblle, WM OBYMS HeleJIAMM WM MeHble,
WM OOHOM HeIeJleVl MM MeHBIIe.

B KOHKpPEeTHOM AacCIleKTe M300peTeHMrMe OTHOCUTCHA K CIOCOoDy
JledeHUsa HER2-TIOJIOXKUTEJILHOM Hepe3eKTabelIbHOM MM MeTacTaTUUeCKOU

alEeHOKaAPLMHOMEL XeJIyIOKa WM XeJIlyYOOUHO-IIMIMeEBOIHOI'O COEeIMHEHNA Y
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naluMeHTa-4yeJIoBeKa, KOTOPHM IO 2TOT0 He IIoJiydalJ XUMMOTepaluio OJIg
MeTacTaTudeckoro 3abojieBaHusA, 3a MCKJIUeHMEeM IpelllecTBYoIen
aIBOBAHTHOM WM HeOoaOblBAHTHOM TepaluM, 3aBepleHHOW ©0oJiee uUeM
3a WMeCTb MecCcHdlLeB IO HaCTOAlleI'o JIeUeHM, BKJIKUAKIeI'0 BBeIOeHUe
naluueHTy IHepTy3yMaba, TpacTysyMaba, LIUCILIaTMHa U KaleuuTabuHa
n/muim bropypaumnia (5-0VY) B KOJIMYecTBEe, HeoOXOoOMMOM oJjisg
VIIYUIeHMS BEXMBaeMOCTM 0Oes Opor'peccupoBaHud (PFS) wu/uiam obmein
BEIKMBaeMocTu (0OS), Tne naumeHT uMeeT ECOG PS 0-1. B KOHKPETHOM
BapMaHTe OCYIMEeCTBJIEHMA IalMeHT He I[IoJIyyaJl [OpedmecTBYKIeIro
JIeUeHusd IpernapaTaMM I1JIaTWHH.

B OpyroM acrekTe M300peTeHre OTHOCUTCA K CIOoCOBY YIYUIleHUI
BEIKMBAEMOCTHU ez IPOTPECCUPOBAHMSA Y naureHTa c HER2-
IOJIOXUTEJILHOM HepesekTabeIbHOM VI MeTacTaTUueCKOM
aleHOKapPLMHOMOM XeJlyIKa WMIM XeJIYyIOUHO-INIMIMEeBOIHOTO COoeIMHeHUd,
BKJIKUAKIEMY BBeIeHMe IallMeHTy IepTy3yMabta B KOMOMHaALUUM C
TpacTy3yMadoM ¥ XUMMUOTepanuem.

B eme OOHOM HOOIOJIHUTEJIBHOM acCIlleKTe M300peTeHMe OTHOCUTCH K
criocoby JeueHusa HER2-NOJOXUTEJILHOTO pPaka MOJOUHOM XeJIe3H Y
nauueHTa, BKJIOYAKIEMY BBeIOeHMe nauueHTy neprysymaba,
TpacTy3syMaba u BUHOpeJIOMHA . Heobda3zaTesIbHO neprysymabd u
TpacTysyMa® BBOLAT IlallMeHTY COBMECTHO M3 ONHOTO IlakeTa »oJjsd
BHYTPUBEHHOTO BBEeIOEeHUA. Pak MOJIOUHOM XeJle 3kl ABJIAETCSA
HeoOd3aTeJIbHO MeTacTaTUUeCKMM MM MeCTHOPpaCIpOCTpaHeHHEM. B
OOHOM M3 BapMaHTOBR OCYMEeCTBJIEHMA I[IalMeHT IOIpedBapuTeJIbHO He
IoJiydajl CUCTEeMHOM HeTOpPMOHAaJBLHOM IMIPOTUBOOIIYXOJIEBOM Tepalumu II0
cxeMe JIedeHUMS MeTaCTaTHUUeCKUMX QOopM.

B rmpyroM acrekTe M300peTeHMe OTHOCUTCHS K CIOoCco0y JeueHUd
HER2-TIOJIOXUTEJIEHOTO paka MOJIOUHOM KeJle 3k N nalumMeHTa,
BKJIOUAKIEMY BBeJleHMe TIIallMeHTy TIepTy3yMaba, TpacTy3ymMaba U
MHTUOUTOpa apoMaTa3e (HalpMMep, aHacTpas3oJa WM JIeTpo3oJa) .
HeobazaTesbHO, pak MOJIOUHOM KeJle 3H npencTaBJIsgeT cobomn
IIOJIOXUTEJILHE 10 pPelenTopaM TOPMOHOB  PaclIpOCTPaHeHHHM  pak
MOJIOUHOM XeJle3H, TI'IOe pelleldTop TopMoOHa fABJSeTCcd, HalpuMmep,
peuenTopoM scTporeHa (ER) M/MIM pelLenNTopoM OporecTepoHa (PgR).
ITo 5TOMY BapMaHTy OCYIIEeCTBJIEHUA nz3obpeTeHms, naumMeHT

InpenpapmMTeJIbHO He Inojiyuvall CUCTEMHOM HeI‘OpMOHaJ'IbHOﬁ
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IPOTUBOOIIYXOJIEBOW TepaluM IO CcxXeMe JeueHMSa MeTaCcTaTUuUueCKUX
dopm. Kpome TOTO, TIalUMeHT HeoOA3aTeJIEHO I[oJiydalJl WMHIYKIMOHHYI
XYUMUOTepanme (HalpuMep, BKJIIUAKIYID TaKCaH) .

B IOOIIOJIHUTEJIbHOM BapMaHTe OCYIIeCTBJIEHUA n3obpeTeHue
OTHOCUTCH K CIOCOOyYy JieueHMd I[alMeHTa  CO 3JIOKaUeCTBEHHOM
OIIYXOJIBIO, BKJIOY AL EMY BBeIOeHME nauueHTy HayvaJIbHOM OO3E
nepryzsymadba 840 Mr c I[DocjeIyolMM BBeIeHMeM KaxXIhe TpM HeleJn
OO3E IHepTy3yMaba 420 MI', M IOOIOJHMTEJILHO BKJIOUAKIEMY IIOBTOPHOE
BBeIOeHMe TIalMeHTy IOO3H IepTy3yMadta 840 MI', eclIM BpeMsa Mexmny
OBYyMs IIOCJIeOoBaTeJIbHEIMM »Ho3aMu 420 MDD CcocTaBJIgeT 6 HeIelJlb WU
QoJsibime. Heo®a3aTeJIbHO, CIHOCOO OONOJHUTEJNLHO COOEPXUT BBeIOeHUe
420 Mr neptTysyMmaba KaxIee 3 HeleJlM II0CJIE IIOBTOPHOTO BBEIEHUS
no3el 840 M. B OIOHOM M3 BapMaHTOBR OCYHMECTBJIEHMS Yy IIalMeHTa Co
3JI0KaYeCTBEHHOM OIIYXOJIbIO HER2 -IIOJIOXM T €JIL HEI pak MOJIOUHOM
KeJlesH .

B IOMNOJIHMTEJILHOM acIlleKTe Mu300peTeHue OTHOCUTCHA K CrIocoby
JIeUeHn s HER2-TIOJIOXKUTEJIBHOT O MeTacTaTUUYECKOT O VI MEeCTHO
pPelUIMBUPYIMETO paka MOJIOUHOM XeJiese Yy IIallMeHTa, BKJYaklleMy
BBeIeHUe naurveHTy neprysymaba, TpacTy3yMaba n TakKcaHa
(HanmpuMep, »OolleTaKcella, NaKJMTakKceJla WM nab-rnakjauTakceJa), Ioe
rnalureHTa paHee JIeUWJM  TpacTysymMaboM U/WaM  JaldaTUHUOOM B
KaueCcTBe aIbloBAHTHOW MM HeOaOdblOBAHTHOM Tepaluu.

B eme OOHOM HOOIOJIHUTEJILHOM aclleKTe M300peTeHMe OTHOCUTCH K
criocofy JieueHMs pakKa AMYHMKA C HUBKUM ypoBHeM HER3, [epBUUYHOTO
[IEPUTOHEeAJILHOTO Paka WM paka QaJlJICIMeBEHX TpyO Yy HDallMeHTa,
BKJIDUAKIEMY BBeIOeHMe IIallMeHTy IMepTy3yMada ¥ XUMMMOTEepanuu, IOe
XUMHUOTEepanmsa BKJIOUAET TaxKcaH (HanpuMep, NakJIMTaKCe) VI
TOIMIOTEKaH.

B IOOMNOJIHMTEJILHOM aclleKTe Mu300peTeHMe OTHOCUTCHA K CrIocoby
JeueHuUsa paka AMUHMKA C HU3KMM ypoBHeM HER3, [IEPBUYUHOTO
[IEPUTOHEAJIBHOTO PpakKa WM paka (aJlJICIMEBEX TpyO Yy [allMeHTa,
BKJIOUAKIEMY BBEIEHMe I[allMeHTy IMepTy3yMata M XUMMUMOTEepanuu, ITIOe
pak ¢ Hu3KMM ypobBHeM HER3 skcnpeccupyer MPHK HER3 ¢ nokaszaTejseMm
KOHILIEHTPpalUUM PaBHEM WJIM MeHBIUM, UYeM IpUOJIU3UTEJNIEHO 2,81 npwu
OlleHKe TIOCPEeIOCTBOM IIOJMMEpa3HOM IlenHoM peakuum (IIIIP). B oIOHOM

M3 BapMaHTOB OCYHMEeCTBIJIEHNMA XUMMMOTEpAaliM4d BRJIIOUAET reMuUmMTabuH,
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kapboryiaTrH, nakJImMTakKce, moueTakce, TOIIOTEKAaH, NI
IeTMJIMPOBAHHEM JIMIIOCOMAJILHEM OoKcopydOuumuH (PLD). Heo®4ga3aTeJbHO,
XUMMOTEpanMsa BRJOUAET IIaKJIMTaKCceJl WMJIM TOoIoTekKaH. B oOOHOM U3
BapMaHTOB OCYIECTBJIEHMS 3JIoKaueCTBEHHAas OIIYyXOJib IIpeacTaBJisgeT
cofoM BIUTeJMaJIbHBEM pak SAUUYHMKOB, KOTOPHM YCTOMUMB K JIeUeHUO
IJIATHMHOY WMJIM He IonmaeTcd JIeUeHMIO ILJIaTUMHOM.

KpaTKoe OIIMCaHNe qepTemeﬁ

Ha o¢mr.l mnpemcTaBJIeHO cCXeMaTHuudeckoe u3oOpaxeHMe CTPYKTYPEH
BHesika HER2 M aMMHOKMCJIOTHHE IIOCJIeIOBAaTEeJIbHOCTM IJIS IoMeHoB I-IV
(SEQ ID NO:1-4, coOTBeTCTBEHHO) €TI0 BHEeKJIeTOUHOT'O IOMeHa.

dur.2A 17 2B IIOKa3kBaKnT BEHIPaBHNVMBAHNME AMMHOKMCJIO THEIX

[IOCJIEOOBAaTEJIbHOCTEN BapmabeJIbHOTO IoMeHa JIeTKOM LIenm (V)
(bur.2A) wum BapuabeJdbHOTO »OOMeHa Taxejion uenu (Vy) (dur.2B)
MOHOKJIOHAJIBHOT'O AHTUTEJIa MBI 2C4 (SEQ ID NO:5 u o,

COOTBETCTBEHHO); Vi M Vy OOMeHHB BapuaHTa 574/nepryszymad (SEQ ID
NO:7 m 8, COOTBETCTBEHHO) WM KOHCEHCYCHOM IIOCJIeIOBaTeJIbHOCTHU
Kapkaca Vp u Vy uesoBeka (hum k1, Jerkas Lenb Kallla ooarpynmna I;
hum III, Tsxejad ULens nonrpynna I1I171) (SEQ ID NO:9 u 10,
COOTBETCTBEHHO) . 3Be3I0oUKM OTMeuamnT pasiInumng MexXIay
BaprabeJIbHEIMM HOOMeHaMu IlepTy3yMaba M MBIIMHOT'O MOHOKJIOHAJIBHOTO
aHTuTeJa 2C4 wim Mexny BapuabellbHEMM »OOMeHaMy IepTysyMaba u
KapkKacCHEMM OO6JlacTAMM UYeJioBeKa. OnpenesidpllMe KOMILIJIEMEHTAPHOCTD
objacTtm (CDR) HaxomaTcsa B CkKoOKax.

Odur.3A u 3B IIOKal3HBAalT aMMHOKMCJIOTHBEE IIOCJedOoBaTeJIbBHOCTHU
Jerkom uenu (¢mr.3A; SEQ ID NO:11) m Taxesonm uenm (¢mr.3B; SEQ
ID NO:12) neprysyMaba. CDR BHIDEJIEHE  XMPHEIM. PaccumMTaHHEE
MOJIEKYJIAPHEE MaCCH JeTKOoV LelM U TISXeJOM LeldrM COCTaBJAT
23,526,22 Da mn 49,216,56 Oa (umMcTeMHH B BOCCTAHOBJIEHHOM dopme) .
YrjleBoOHasa TpyIla NpucoeIMHeHa K Asn 299 TaxeJioN lLienu.

dur.4A m 4B 1noKa3HBaKRT aMUHOKMWUCIIOTHEE I[IOCJIEeOOBATEJIbHOCTHU
Jerkom uenmu (¢mr.4A; SEQ ID NO:13) u 7maxesor uenm (¢mur.4B; SEQ
ID NO:14) Tpactrysymaba, COOTBETCTBEHHO. I['paHMIH BapuadeJbHHX
IOMEHOB JIETKOM UM TSXeJIOM Liellel YyKa3aHB CTpeJIKaMu.

dur.5A wu 5B Iokas3HBAaT BapMaHTHYK I[IOCJIEeOOBaTEeJIbHOCTE
Jerkom uenm InepTtys3ymaba (our.5A; SEQ ID NO:15) ® BapMaHTHY

[IOCJIEDOBATEJIBHOCTD T AXKeJION Lerm (pur.5B; SEQ 1D NO:10)
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IepTy3yMaba, COOTBETCTBEHHO.

Ha o¢ur.6 mnpemncrarejieHa CxXeMa MCCJeOOoBaHMA K3 IOIpuMepa 1.
ECOG = BocTouHasa oO0BeIMHeHHada OHKOJIOI'MUecKad TIpynna; PD =
Iporpeccupyriee 3aboJjieBaHue. [IpuMeuaHmAa: TpacTysyMao,
neprysymad u UMCILIaTUH BBOIOAT [IOCpenCcTBOM BHYTPUBEHHOT'O
BJIMBaHMA B IOeHb 1 KaXOol'o 3-HeHOeJIbHOTO LMKJa. KaneumTabu:H
BBOOAT IepopalJibHO OBaXOH B CYTKM, HauMHas C Beuepa OHAS 1 1O
yTpa OHa 15 kaxmoro 3-HeOeJIbHOTO LMKJIa, (a) HER2-moJioxuTeslbHad
ONIYyXOJIb oIpenejyieHa miaM kKak IHC 3+ miam IHC 2+ B xoMOmMHauum c I1SH
+ (r.e. IHC 3+4/ISH + wmmm ICH 2+/ISH +); (b) TpacTysymad B
yoapHou mosze 8 MO/KID mJjgd UIMKJIa 1 M B 1§o3e 6 MI'/KD 1Js
IocJeoynmrx LIUMKJIOB; (c) HOepTy3yMad B IOeHb 1 KaXgoro LMKIa, B
yoapHou no3e 840 Mr miasa umMkja 1 M B nose 420 Mr OJId LUKIIOB 2-6.

dur.7 mnoka3wBaeT OoOTOHOP B MCCIeIOBaHME, IOIIYJIALNMK IO
Ha3HAUEeHHOMY JIeUeHUI W IIONYJIALMI I[I0 OleHKe 0e30llaCHOCTH, U
VICKJIDUEeHVE IallMeEHTOB M3 MCCJeIOBaHUA B IIPUMEpPEe 3.

dur. 8 [pencraBijdeT cobom KPpUBYIO Kannana-Melepa njig
BEDKMBaAeMOCTH 0Oe3 HOporpeccupoeaHusa (PFS) IO oOlleHKe He3aBUCKUMOTO
aHaJIMTUUYECKOTO yupexnmeHmsa (IRF) @miasg mMccilenoBaHMa B IIpuMepe 3.

dur.9 nokaswiBaeT PFS CyOIpyNHE [HalMeHTOB OJS MCCJIeOOoBaHUA
B OpuMepe 3.

Our.10 mnokas3pBaeT OOmMyK BEKMBAEMOCTH OJIS MCCJIEeOOBaHUSA B
opuMepe 3.

dur.ll npencrarJgsgeT coboM obmmi oB30p pexuMma IOBUPOBAHUL Y
nauMeHToR ¢ HER2-NIOJOXUTEJILHEIM, HeOaIBOBAHTHEIM PaKOM MOJIOUHOM
XeJle3H C HUM3KMMM KapOMOJIOTHMUYEeCKMMM (QaKTopaMM PHCKa B IpuMepe 5.
HomoJIHuTeJIbHa g JydyeBasd Tepalnmsd, TOpMOHaJIbHAa g Tepalms u
XUMHUOTEepanMsa I[IoCcJe XUPYPIMUEeCKOTI'O BMelaTeJIbCTBa WM BO BpeMdA
aoBIOBAaHTHOTO JleueHms TpacTy3yMadoM OBLIIN pas3peleH:l], eCcJm
MCCJIenoBaTeNlb CUMTAaJl BTO HeODXOOVMEBIM.

dur.l2 mnokas3pBaeT CcpelHee wu3MeHeHue B OBJIIX (ueHTpaJibHEHE
UTeHMd) IJIS MCCJIelOBaHMA B IIpuMepe 5.

Ha o¢mr.13 mnpencTaBJieH IIOJHEM IHaToJjioruMueckuyr oTBeT (pCR)
OJIS MCCJIeOOBaHMA B IIpUMepe 5.

O®ur.l4 Tnoka3HBaeT IOJHHM HaToJloTuMueckumt oTeeT (pCR) 110

CTaTyCy PelLelTOpOB TOPMOHOB B MCCJIeOOBaHUM B IpuMepe 5.
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dur.1l5 [IOKAa3EBAaET npodmiib SEK mneprysyMaba B cMecH
neprysymad/Tpactysymad (840 wmr) mpu 30° B 0,9% OMBMOJIOTHUUECKOM
pacTBOpe B MOJMOJIEOMHOBHIX IaKeTaxX OJg B/B BBemeHuir (1) Bpema =
0; (2) Bpemsa = 24 yaca. Pa3BepHYTHM BMI; IIOJIHEM BUIO (Bpe3ka).

Ha o¢ur.16 mnpencrasjeH nOpodusks SEK TpacTysyMaba B CMecH
nepTysymad/Tpactysymad (840 mr) mnpm 30°C B 0,9% dMBMOIOTUUECKOM
pacTBOpe B MOJMOJIEDMHOBHX IakKeTaxX [OJd B/B BBemeHuir (1) Bpemda =
0; (2) Bpems = 24 yaca. Pa3BepHYTHM BMI,; IIOJIHHM BUI (Bpe3ka).

Ha o¢ur.1l7 nopencraejeH IEC npodounes nepry3yMaba B CMECHU
neprysymad/TpactysymMad (840 mr) npu 30°C B 0,9% OMUBKOJIOTHUUECKOM
pacTBOpe B MOJIMOJIEOMHOBHX IaKeTaxX OJd9 B/B BBemeHuir (1) BpeMmsa =
0; (2) Bpemsa = 24 uyaca. I[IOJIHEM BUI.

dur.l8 T1okas3HBaeT IEC npodwuis TpacTysyMaba B CMeCu
neprysymad/TpactysyMad npu 30°C B 0, 9% (UIMOJOTHMUESCKOM PacTBOpeEe
B II0 makeTax moJjg B/B BBeleHuit (1) Bpems = 0; (2) Bpems = 24
yaca. Pa3BepHYTHM BUI; I[IOJHHM BUI (Bpeska).

dur.l9 mnokaswBaeT CE-SDS LIF #Opoduib He BOCCTaHOBJIEHHOU
cMecHu IHepTysyMmad/Tpactysymad® npu 30°C B 0,9% PUBMOJIOTMUECKOM
pacTBOope B IO makeTax mjasg B/B BBeIeHun (1) Bpemsa = 0; (2) Bpewms
= 24 yaca. PasBepHYTHIN BUI.

Ha o&ur.20 npemncrarjiedn CE-SDS LIF npodmiib BOCCTAHOBJIEHHOM
cMecu TIepTys3ymad/TpacTysymMat npu 30°C B 0,9% OMBUOIOTHUECKOM
pacTBope B II0 makeTax mJjsg B/B BBemeHunn (1) Bpemsa = 0; (2) Bpewms
= 24 uyaca. PaB3BepHYTHM BUI.

dur.21 mnpenmcrabideT cobolt CZE cMecHu HepTysyMabd/TpacTy3yMad
npu 30°C B 0,9% opusMOJIOTHMUECKOM pacTBope B II0 makeTax IOJ9 B/B
BBemeHunt (1) Bpemsa = 0; (2) Bpemsa = 24 daca. IOJHHM BUI.

Ha ¢ur.22 mnpencraBjed 1CIEF cMmecu OeprTysyMad/TpacTy3yMad
npu 30°C B 0,9% QusMOJIOTHMUECKOM pacTBope B II0 makeTax IOJ9 B/B
BeRemeHum (1) Bpemsa = 0; (2) Bpemsa = 24 dyaca. IOJHHM BUI.

Ha ¢ur.23 1npedcTaBJEHH  KPUBHE AaKTMBHOCTM  JI03a-OTBeT
(MK T/ MJI OTHOCUTEJILHO OEQD) cMecu neprysymad/TpacTty3symad,
neprysymMmada OoTIneJIbHO, u TpacTy3syMaba OTIOeJIbHO B 0, 9%
dM3MOJIOTUUECKOM pacTBope B II0 makeTax mOJa8 B/B BBeIeHun (1)

Bpemsa = 0; (2) Bpemsa = 24 uyaca.
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dur.24 rIoKaseBaeT OIpodUib SEK neprysyMmada B cMecu
neprysymad/TpacTy3yMad (1560 MI') B 0, 9% OUBUOJIOTUUECKOM
pacTBOpe B IakeTax OJjg B/B BBemeuun (1) IIO 5°C TO wacos; (2) IO
5°C T24 waca; (3) IO 30°C TO wuacom; (4) IO 30°C T24 wyaca; (5)
IIBX 5°C TO uwacom; (6) IBX 5°C T24 wuwaca; (7) IIBX 30°C TO uacos;
(8) TIBX 30°C T24 uyaca. PasBepHYTHM BMWO; IIOJIHEM BUIO (Bpes3Ka).

Ha o¢ur.25 mnpencrapjeH npodmisb SEK Tpacrty3ymMaba B CMecHu
neprysyMad/TpacTy3yMad (1560 MT') B 0, 9% OMUBMOJIOTUUECKOM
pacTBOpe B IakeTax OJg B/B BBemenuin (1) IIO 5°C TO uacos; (2) IO
5°C T24 waca; (3) IO 30°C TO wuacom; (4) IO 30°C T24 wuyaca; (5)
[IBX 5°C TO uwacore; (6) IIBX 5°C T24 wuwaca; (7) IIBX 30°C TO uyacos;
(8) IBX 30°C T24 uyaca. Pa3BepHYTHI BMO; I[IOJIHEM BUI (Bpeska).

Ha o¢ur.26 mnpencraByieH IEC mnpodmibe TInepTy3yMaba (OHCTpas
IEC) cMecu nepTysyMad/TpacTy3yMad (1560 MT') B 0, 9%
brsroIOoTMUECKOM PAaCTBOpPe B IakeTax OJsg B/B BBemeuun (1) IO 5°C
TO uwacor; (2) IO 5°C T24 waca; (3) IO 30°C TO uwacos; (4) IO 30°C
T24 waca; (5) IIBX 5°C TO uwacos; (6) IIBX 5°C T24 waca; (7) IBX
30°C TO uvacos; (8) IIBX 30°C T24 uyaca. IIOJIHBIT BUII.

Ha o¢wur.27 mnpezncrasjeH IEC mnpoduiisb TpacTy3yMaba CMecu
nepTysyMad/TpacTy3yMat (1560 MI') B 0,9% PUBMOJIOTNUECKOM
pacTBope B HakeTax IOJsS B/B BBemeHuit (1) IIO 5°C TO uyacoB; (2) IO
5°C T24 waca; (3) IIO 30°C TO wuacom; (4) IO 30°C T24 wuaca; (5)
[IBX 5°C TO uwacore; (6) IIBX 5°C T24 wuwaca; (7) IIBX 30°C TO uyacos;
(8) IBX 30°C T24 uyaca. IIoJIHEIT BUI.

dur.28 MmokKa3HBaeT CXeMy MCCIeOOBaHMsa U3 IIpuMepa 7.

Ha ¢ur.29 npencraBJjieH OM3alH MCCJIeIOBaHMA M3 OpuMepa 3.

Ha ¢ur.30 mnpencTaBJeH IM3alH MCCIeOOBaHMA IJS YacTu 1 U3
npuMepa 11.

Ha o¢ur.31 mnpelcTaBJeH IM3alH MCCIeOOBaHMA IOJS YacTuU 2 U3
npuMepa 11.

Ha ¢ur.32 nOpencTaBJieHH B3sATHe 00pa3lbH M BPEMEHHEE TOUKMU
oJig mMccJenoBaHMsa ¢asel I1la paka xejgynka (PX) B npumepe 1.

Ha omur.33 npencraBJieHE DeMoTI'paduueckue rnokasarTesu

IIOITYJIALIMNM TIallMEHTOB B IOBYX TPYIIIIaxX IIO MCCIJIeIOBaHUMIO PX, KOTOPHX
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Jeumam 420 Mr (rpynna A) wim 840 Mr (rpynna B) neprysymaba.

Ha ¢wur.34 mnpencraejieHa MCTOpMA OOJIe3HM aluueHToB C PX B
I'pynmnax A 1 B, COOTBETCTBEHHO.

Ha ¢ur.35 mnpencraBjieHO paclpenejieHue IIaluMeHTOB ¢ PX B
rpynnax A 1 B, COOTBETCTBEHHO.

Ha ¢ur.36 mnpencrabjieHa cyMMapHadad 200eKTHMBHOCTEL TepalluU B
rpynnax A m B mu3 ucciaenmoraHuda PX, COOTBEeTCTBEHHO.

Ha ©owur.37 [OpeXcTabBJeHH pPes3yJbTaTH OLEeHKM KOHIEeHTpaluu
neprysymMaba B IHOeHb 42 0OpM pake xejaylka (PX) 1o cpaBHeHUBD C
MeTacTaTUUeCKMM pPaKOM MOJIOUHOM XeJie3H (MeTacTaTuuecKkuit PMX) .
OcTaTouHad KOHUeHTpaluus B OeHb 42 Owpula ~37% npm PX (JOSHUA
840/420 MT') @O CpaBHeHMI C MeTacTaTudeckuMm PMX (CLEO 840/420
MT) . OBe cxemo JieueHmsa JOSHUA 840/420 Mr m 840/840 MT' OpUBEJIU K
OCTATOUHOM KOHIEHTpaluuu B »OeHb 42220 Mmrr/Mn y 90% naumMeHTOB.
CxeMa JieueHuA JOSHUA 840/840 MI npmueesa K OCTaTOUHOM
KOHILeHTpaluu B JeHb 42 1npu PX, cpaBHMMOM C HabloIaeMbMHU
OCTaTOYHBEMM KOHILIEHTPpaluaMuU Ipy MeTacTaTUuudeCKOM PMX (CLEO
840/420 wmr) .

HOHpO@HOG OIMMCaHNMe TIpedlIOUTUTEJIEHEX BapPMaHTOB OCYHNEeCTBJIEHIMA

CJIoBapb HEKOTOPHX COKpalleHMV, MCIOJIE30BaHHEX B HACTOAIEM
OOKYMEHTe: HexeJjlaTeJlbHad peaklUud Ha JEeKapCTBeHHOe CpelCcTBO
(ADR), HexeJaTeJlbHOe coOmTHe (ARE), meJjiouHas ¢dochpaTaza (Id),
abcoJoTHOE YL CJIO HeMTpodUJIOB (ANC) , IJiomanb IIoxn KPUBOM
KOHIIEHTpalUI—-BpeMs (AUC) , KanujJISpHEM SOHHBIM RJIEKTPpodopes
(CZE), uBeT, BHemMHMM BMUI U IIOIpospauHocTb (CAC), KIMHMUeCKAaSd

olleHKa IepTy3yMaba u TpacTysyMaba (CLEOPATRA), IOBepPUTEJIbLHEMN

VHTepBal (C1I), XPpOMOT eHHAad TUbpUIM3almng in situ (CISH),
MakcuMaJibHa4d KOHIleHTpalumnsa (Crax) s IIOJIHBIM OTBET (CR),
MHIVBUIOYaJIbHAg permMcTpaloOHHa A KapTa (CRF), KOMITLEIOTEPHA S

ToMOoTpadmusa (KT), obmas TEePpMMHOJIOTUS KPUTEPUEB IJS HeXelJlaTeJIbHHX
apjgenunt (CTCAE), noueTakcels (D), JIUMUTUPYIRIAas IO03Y TOKCHMUHOCTD
(DLT), xommuTeT 1o »sTuke (EC), »noupyOuumMH, LIMUCILJIaTMH, W 5-
bTopypalumil (ECF) , IXOKapINOTPaMMa (Ox03KI") , peLenTop
sougepMaJibHOTO dakTopa pocTa (EGFR), EBponemckum Cowos (EC),

PEeLenTop 3CTPOTeHa (ER), 5-dbTopypaun, MeTOTpeKCarT, u
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OOKCOPYOULIMH (FAMTX) , bJIyopeclieHTHAaSA TUbpUIn3almng in situ
(FISH), b5-¢Topypauun (5-0Y), cooTHomeHMe puckor (HR), peuentop
sIMOepMaJIbHOTO QakKTopa pocTa udejioBeka (EGFR), pak xenynka (PX),
Hajlexallad KJIMHMUeCcKada IOpakTuka (GCP), peLenTop sOIMIepMajibHOTO
baxkTopa pocTa 2 UejgoBeka (HER2), wmoHooOMeHHas xXpoMaTorpadusd
(IEC), MMMYHOTVCTOXMMM A (IHC), He3aBUCHUMOE HabJmomnaTeJbHOe
yupexieHue (IRF), DKCIIePTHHI coBeT opraHM3alun (IRB),
ubpunmusauysga in situ (ISH), BHYTPUBEHHHNM (B/B), KaOoWLIApHOe
n30BJIeKTprUeckoe QOKYCUPOBaAHME C IeTeklMel B kKanujuiape (iCIEF),
bparkumg BEIOpOCa JIEBOTO KeJlyoodKa (OBJIX) , MU TOMULIMH C,
UUCILJIaTUH, u 5-¢pTopypauni (MCF) , MaTHUTHO-PE30HAHCHOE
nzobpaxenre (MRI), MeTacTaTUUYECKUM paK MOJIOUHOM xejie3n (MPMX),

PaIrMoM30TONHASA BeHTpUuKyJoTrpadmua (MUGA), He 3HauuMMelt (NS), obmasa

BEIXMBaEeMOCTb (0S), [IOJIHEBIA [IaToJIOTMUe CKUN oTBEeT (pCR) ,
IOJIMOJIe dUH (I10) , NOJIMBUHUJIIXJIOPUL (IIBX) , IpoTrpecCcUupoBaHme
3aboJyieBaHMUA (PD), BEDXKMEAEMOCTE 0e3 OIpoTrpecCUpOBaHmA (PFS),
bapMakoOKMHE TUUECKUMN (OK) , YaCTUUHLEMN OTBET (PR), peLenTop
IpoTreCcTepoHa (PgR), KPUTEPUM  OLIeHKM OTBeTa IIpU  COJIMIOHHIX
OIIYyXOJIAX (RECIST), cepbesHHM infelelelsaziNiz sddexT (SAE),

DKCKIIO3MOHHAaA xpoMaTorpadmusa (SEK), crabuibHoe 3abojieBaHue (SD),
Tpyllla oplaHM3aluumM uccjaenoraHmusa (SMT), cCcTepuJbHasa BoOa IOJIA
MHBEeKLUM (SWFI), BpeMsa OOCTMXEeHMS MaKCHUMMAaJILHOM KOHULEeHTpaluM B
maazMe (tpax), BepxHAA T'paHMIla HOpMmH (ULN) .

I. OnpeneJsieHuUd

[IpMeHSeMBEM B HaCTOAmMeM MHOOKyMeHTe TepMMH "xXummoTepanmsa"
OTHOCUTCH K JeUeHMID, BKJOUAKIEMY BBeIeHMe XMMMOTepaluy, Kak
omnpelleJIeHO B HACTOAmMEM OOKYMEHTE HIWXE.

"BEDKMBAEeMOCTE" OTHOCUTCS K IIalMeHTy, KOTOPEM oOCTaeTcd
KBHIM, M BkJIOUaeT B ceba oOOmMyKw  BBEDKMBAeMOCTEH, a Takxe
BHIKMBAEMOCTE 0e3 MNpoTrpecCUpPOBaHUA.

"Obmasa  BekMBaeMocTb" wmygm "OS" OTHOCUTCHA K TIIalMeHTy,
KOTOPHM OCTaeTCd XMBHM B TeueHMe OlpedelIeHHOTO IIepuoma BPeMeHH,
Takoro kKak 1 r1om, 5 JeT M T.II. CO BPEMEHM IIOCTAaHOBKM OMarHo3a
VIV Hauvaja JIeUeHUS . HOis eJyen KJIMHUYUECKOT O VCIIEITaHW A,
OIIMCAaHHOTO B IIpUMepe, OOMYyK BEXMBaeMOCTh (0S) oopenelidnT Kak

BpeMAd OT IOaTH paHIOMM3allMM IIOITYJIALMM IIallMeHTOB IO IOaTH CMEPTHU
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OT JIOOOM TIPUYMHEH.

"BEIXKMBaeMOCTE 0e3 nporpeccuposaHma" wmam "PES" oTHocuUTCA K
IauyeHTy, KOTOPHM OCTaeTCHd XMBHM 0e3 yXyIOUleHUS COCTOSHUSA WK
IpoTrpecCcUupoBaHmda 3JI0KaUeCTBEHHON OIlyXOJIA . IOiia neJjen
KJIMHUYECKOT'O MCIBTaHMA, OIMCaHHOTO B IIpMMepe, BEXMBAeMOCTL 0e3
IpoTrpecCcUpoOBaHmAa (PFS) OnIpeneJdnT Kak BpeMmda oT IaTEl
paHIoMM3aluy MCCJIeOyeMoM IMONyJslMM OO IIepBOT0 IOKYMEHTAaJIbLHO
IIOOTBEPXIEHHOTO IpoTrpecCUpoBalmsa 3aboJleRaHuU4g, VI
HEKOHTPOJMPYEMOM TOKCHMUHOCTHM, WJIM CMepTM OT JioOoM [IPUUMHEH,
UTOOE HM CJYYWUJIOCH IIepBEM. [IporpeccupoBaHMe 3aboJieBaHMsSI MOXeET

OBITE IOOKYMEHTAJIbBHO IIOOTBEPXIEeHO JIOOEMY  KJIMHUYECKU IIpmeMJIEMBIMI

crnocoBamu, TaKVMU Kak, HanpuMep, peHTIeHOTpadnuueckoe
IIpOTpeCcCUpPOBaHue 3aboJieBaHu, DOKYMEHTAaJILHO IOOTBEPXIEHHOE
KpuTepusaMmn OLeHKM OTBeTa COJUIOHHX onyxojie (RECIST) (Therasse

et al., J Natl Ca Inst 2000; 92(3):205-216), KaplUMHOMATO3HLIM
MEHMHIUT, OMATHOCTUMPOBAHHEM IIyTeM LIUTOJOIMUECKOTO MCCIeIOBaHUA
CIIMHHOMO3TOBOM  KUIKOCTHU, /NI MeIULUMHCKasg doToTrpadusa IOjd
KOHTPOJIS IIOBTOPHOT'O  BO3HUKHOBEHMSA IIOOKOXHEX  OJIAIIEK  CTEHOK
TPYOHOM KJIETKHU.

[lon "yBeJMUeHMEM BEXMBaeMOCTU" IIoOpasyMeBalT YyBeJIMUeHMe
ofmel BEXKMBAEMOCTM WMJIM BEXKMBAeMOCTH 0e3 [IpOoTPecCHupPOBaHUS Y
nauueHTa, KOTOPOTO JIeumJin B COOTBETCTBUU C HaCTO AWM
nsobpeTeHMeM, II0 CpPaBHEHMIO C HeJleUeHHBM I[IalMeHTOM W/MJIM IO
CpaBHEHMIO C IallMeHTOM, KOTOPOIO JIeUMJIM OIHMM WJIM HEeCKOJIbKVMA
ONOOPEHHEIMM IIPOTUBOOIIYXOJIEBEIMM al'eHTaMM, HO KOTOPHM He IIoJyuall
JIedeHe B COOTBETCTBUM C HaCTOAMMM M300peTeHMeM. B KOHKpPEeTHOM
opuMepe, "yBeJIMUeHMe  BEKMBaeMOCTU" oO3HadaeT [IPONOJIKUTEJIbEHY
BEIKMBAEMOCTL 0e3 OporpeccupoBaHma (PFS) u/MiIM oOOmyln BEXMBAEMOCTL
(0S) NaleHTOB co 3JI0KavYeCcTBEHHOM OTIYXOJIBIO, [IOJIY Y a0 X
KOMOMHUPOBAHHOE JIeUeHMe I[I0 HaCTOoAmMeMy M300peTeHr© (HalIpUMEepR,
JleueHre KoMOMHalMeM IIepTy3yMaba, TpacTysyMaba U XuMMOTepaluwu)
[I0 CPaBHEHMI C MNallMeHTaMM, KOTOPBX JIEUMJIM TOJBKO TpacTy3yMadoMm
¥ XyUMHMOTepanuer. B IOpyI'oM KOHKPeTHOM IIpuMepe, "yBeJIndeHre
BEIKMBaeMoCcTu" O3HayvaeT OIPOOOJIKUTEJIEHYI BEIXMBAEMOCTD Des
nporpeccupoBandmg (PFS) u/uamM oOmyln BEXMBAEMOCTL (0OS) HAIIMEeHTOB

CO B3JIOKaueCTBEHHOU OITYyXOJIBO, IIOJIyYdallMX KOM@MHMPOBaHHOG JIeUeHN e
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1o HacToAmeMy  M300peTeHUD (HanpuMep, JieueHue KOMOMHaLMeMn
neprysymabda, TpacTy3yMaba ¥ XUMMMOTEpPAaIUM) IO CpaBHEHUMK C
nauMeHTaMM, KOTOPHX JIeUMJIM TOJIbKO MepTy3yMaboM M XUMMOTepaluel.

"OBOBLEeKTVBHEM orBeT" OTHOCUTCHA K n3MepaeMoMy OTBETY,
BRJIOUAS IOJIHEM oTBeT (CR) MJIM YacTHMUHEM oTBeT (PR).

Ilon "noJsHemM oTeeToM" wumam "CR" nompa3zyMeBalT MCUe3HOBEHUE
BCcex IPM3HAKOB B3JIOKAUECTBEHHOM ONYyXOJIM B OTBEeT Ha JieueHue. OITO
He BceTrga O3HauaeT, UTO 3JIoKaueCTBEeHHad OIYyxXOJIb OBJla BHEUJIEUEHA.

"JacTuuHEM oTBeT" wmiam "PR" OTHOCUTCHA K YMEeHLIIEHMIO pasMepa
OOHOM WMJIM HEeCKOJILKMX OIIyXoJel MM ofpa30BaHMuM, WJIM K YMEHbLIIeHU’IO

pacIlipoCTpaHeHMA 3JI0KaueCTBeHHOM OIIYyXOJIM B OpraHM3Me B OTBET Ha

JleueHMe.
"PeleniTop HER" IpencTaBJIdeT cobom PeLenTop
IPOTEUHTUPO3UHKNMHA 3BH, KOTOPEM [IPUHAOJIEXAT K CEeMeNCTRY

penenTtopos HER m BriwouaeT peuentopsl EGFR, HER2, HER3 u HER4.
PenenTtop HER, Kak OpPaBUIIO, COOEPXMT BHEKJIETOUHHM IOMEH, KOTOPHM
MOXET CBSA3HBBATHCA C JuUraHnoM HER ¥/MiIM OMMEPMU30BATHLCSA C OPYTON
MOJIEKYJIOM pelenTtopa HER; JIMIOOMIILHEM TpaHCMeMOPaHHEM IOOMEH;
KOHCEPBaTHBHEM BHYTPUKJIIE TOUHHM TUPO3VHKMHA 3HEI IOMEH; u
KapBOOKCUKOHIIEBOM CUTHAJIbHBI IOOMeH, conepxalmi HECKOJIbKO

OCTaTKOB THPO3MHA, KOTOPHEE MOIT'YT OHTH @OC@OPMHMPOBaHM. PeuenrTop

HER MOXeT TIIpencTaBJATL cobo¥ "HaTHMBHYIL IIOCJIemoBaTeJIbHOCTEL"
pelLenropa HER VI ero "BapMaHTHYIO AMUHOKMUCJIJIOTHYIO
nocyjenoBaTeJIbHOCTE" . IlpelmnouTuTesibHO pelenTop HER OpencTarJseT

coBo¥ HaTMBHY [OCJeOOBaTeJILHOCTL pelleniTopa HER uejioBeka.
Bepaxenmsa "ErbB2" m "HER2" MCHOOJIB3YKTCS B3aMMO3aMEHSAEMO B
HacTodAlleM HOOKyYMeHTe M OTHOoCATCHA Kk DeJIky deJioBeka HER2Z,
ONIMCaHHOMYy, Halpumep, y Semba et al, PNAS (USA) 82:6497-6501
(1985) m Yamamoto et al. Nature 319:230-234 (1986) (Genebank,

HOMep nmoctTyna X03363). TepmmuH "erbB2" oTHoOCHMTCHS K TE€HY,
KOOUpyKoleMy ErbB2 yeJioBeKa " "neu" OTHOCUTCH K TeHy,
KomvpywomeMmy pl85°°"  kpricw. IpemnouruTessHo HER2 NOperncTaBiIsgeT

cobo¥ HATMBHY IIOCJemoBaTeJIbHOCTEL HER2 uejloBReKa.
B HacToOdmeM IOKYMeHTe "BHEeKJIeTOUHEM pnoMeH HER2" wmiam "HER2
ECD" oTHocuTCA K JoMeHy HER2, KOTOPHM HaxXOIMUTCH CHapPyXM KJIETKU,

mMJinm IIpmcoenrMHeH K KJIETOUHOM MeMGpaHe, mJinm HaXoonmTc4a B
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UMPKYJIALUUN, BKJIOUA L ero bparMeHTH. AMMHOKMUCJIJIOTHAA
nocyienoBaTeJibHOCTE HERZ mokaszsaHa Ha ¢omr.l. B OOHOM M3 BapMaHTOB

OCymeCTBIJIECHNA BHEKJIETOUHE JoMeH HER2Z MoxeT cComepXaTk UWeTEIpe

noMeHa: "IJoMeH 1" (aMMHOKMCIIOTHBEIE OCTATKU I[IPUOIUBUTEJIEHO OT 1-
195; SEQ ID NO:1), "IToMeH I (aMMHOKMCJIO THEE ocTaTKM
IPUOIIUBUTEJIEHO oT 196-319; SEQ ID NO:2), "IIoMeH ITI"

(aMMHOKMCJIOTHHE OCTaTKM NpubIM3mMTeJIbHO oT 320-488: SEQ ID NO:3)
u "IomeH IV" (aMMHOKMCJIOTHHE OCTaTKM NpubIM3UTeJIbHO oT 489-630;
SEQ ID NO:4) (HyMepalMsa OCTaTkOB 0e3 CUI'HAJILHOI'O Ientuna). CM.
Garrett et al. Mol. Cell. 11:495-505 (2003), Cho et al. Nature
All: 756-760 (2003), Franklin et al. Cancer Cell 5:317-328
(2004), and Plowman et al. Proc. Natl. Acad. Sci. 90:1746-1750
(1993), a Takxe QUI'.6 B HacToANeM OOKyMEeHTe.

"HER3" wmim "ErbB3" B HacToAmeM OOKyMeHTe OTHOCATCS K
PEelLenTopy, OINMCaHHOMY, HalpuMep, B HaTeHTax CIIA NN 5183884 wu
5480968, a Takxe Kraus et al. PNAS (USA) 86:9193-9197 (1989).

3JI0KavueCTBEHHasa ONyxXoJib C "Hu3kyM HER3" mnpencrarjgeT cobon
OIIYyXOJIb, KoOTopasd »kchpeccupyeT HER3 Ha ypOBHe, MeHBIIEM UeM
CpelHUM ypoBeHb »kcHpeccur HER3 B @»DaHHOM TUIle 3JI0KAUECTBEHHOMU
OIlyXOJiM. B OODHOM M3 BapMaHTOB OCYMECTBJIEHMA 3JI0OKaueCTBEHHAasA
Oy XOJIb c HU3KUM HER3 pencraBideT cobon SIUTEeJIMAJIbLHYIIO
3JIOKAUEeCTBEHHYI OIIYyXOJIb  AUYHUKOE, OPIMMHE UM ballJIonMeBOM
TpyOLE. MOXHO OlleHMBaAThL YpoBeHb [JHK, ©Oejnxa wu/mam MPHK HER3 B
3JIOKAUECTBEHHOM OIyXOJIM, IJIS TOTO UTOOH OIpelesIUTh, SABJISAEeTCI JIU
3JIOKAUeCTBEHHAasa OIIYyXOJIb ONyXOJiblo C HM3kuM HER3. CM., HalopuMmep,
maTeHT CIlA N 7981418 oI HOOIIOJIHUTeJIL HOM MHOPMalLlUn o
3JIOKAUYEeCTBEHHOW ONyxXoJM ¢ HuskuM HER3. HeoBa3aTesbHO, IIPOBOOAT
aHaJm3 oskclpeccur MPHK HER3 mjs Toro 4UTOOH ONpPeNeliUTh, SABJISETCH
JIM 3JIOKaueCcTBeHHAasd OIIYyXOJIb OIIYyXOJIb C HM3KMM HER3. B OIHOM M3
BapMaHTOB OCYIeCcTBJeHUsa YypoBeHb MPHK HER3 B 3JI0KAaUeCTBEHHOMU
ONIyXOJIM OLIeHMBAlT, HalpuMep, IpY I[IOMOWM IIOJMMEpasHOM ILIelNHOM
peaxumum (II1IP) , TaKOM Kak KOJIMUeCTBeHHAasa I[Iap C obpaTHOM
TpaHckpunuuen (qRT-IIIP). HeoBsa3aTeJIbHO, B3JI0KaUeCTBEeHHAas OIIyXOJb
sKCIOpeccupyeT HER3 B COOTHOWEHMM KOHUEHTpaluM pPaBHOM WJIM
MeHBIIeM 4YeM OpubJm3uTesibHO 2,81 no oueHke gRT-IIIP, Hamopumep, cC

MCIIOJIb30BaHMeM npmubopa COBAS z480®.
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"InmvMep HER" B HacTosAmeM HOOKYMeHTe IpeIcCTaBJIgeT Ccobon
HeKOBaJIeHTHO CBSABaHHHM OUMep, CoOepXamul, II0 MeHBIelM Mepe, HORa
peuenTopa HER. TakMe KOMILJIEKCH MOTYT QOpMMPOBATLCH, Korma
KJIeTKa, SKCIpeccHupyrla s IoBa W OoJiee PEeLenToOpPOoB HER,
monBepraeTcs BO3IeMCTBMIO JMTaHIa HER, ¥ ¥MX MOXHO BHOEJUTL IIPU
[IOMOWYM MMMYHOIIpEeUMIUTaluuM M MCcCjenoBaTk IIpm nomomm SDS-PAGE,
Kak oIMcaHO, HampuMmep, B Sliwkowski et al, J. Biol. Chem.,
269(20):14661-14665 (1994). C guMepoM MOTYT OBTEL CBS3aHH IpyIue
OeJIkM, TaKMe Kak CcyOBelMHUIa pellelnTopa  LIMTOKMHOB {HalpuUMep,
gpl30) . IpemnoururensHo, nuMep HER BrimouaeT HERZ2.

"TereponuMmep HER" B HacToAmeM OOKYMeHTe TMIpencTaBIsgeT cobou
HeKOBaJIeHTHO CBS3aHHHM TeTepOolduMED, comepXamui, TIO0 MeHbIen
Mepe, IOBa pPasJIMUHHX pellenTopa HER, TakoM Kak TeTepoluMepH EGFR-
HER2, HER2-HER3 wmam HER2-HER4.

"AHTUTeJIO K HER" nOpezncrarjsgeT coboM aHTUTEJIO, KOoTopoe
CBA3HBaeTCa C pelentopoM HER. HeoBgszaTesqbHO, aHTUTeJO K HER
OOIIOJIHUTEJIbHO  MelaeT AKTUBALUM  WJIU dyHruMoOHUMpPpOBaHMnL  HER.
[lpennouTmTesIbHO, aHTUTeJIo K HER cBA3BBaeTCcd C pelentopoM HERZ2.
AHTUTeJIaMHn K HERZ2, IpencTaBJIAIMA UHTEepecC, B HaCTOAIleM
OOKYMEHTe HABJIATCHA IIepTy3yMad M TpacTy3yMad.

"AxkTuBaluusa HER" OTHOCHUTCHA K aKTHMBaAUUM MIM QOCOOPUIMPOBAHMII
JIIOOTO OOHOTO MJM HECKOJIBKMX pelenTopoB HER.

Kaxk mnpaeBujio, pesyjgbTaToM aKTuBalumu HER gaBideTcd IIepelnauda
CUTHaja (HanmpumMmep, BH3BaHHAa4 [IOCPenCcTBOM BHYTPUKJIIETOUHOTO
KMHa3HOT'O »OoMeHa pelentopa HER, docodopunmpyromero TUPO3UMHOBEE
ocTaTkM B pelentope HER wmam nojgunentune cybcTpaTa). AKTUMBaALUA
HER wMoxeT OBTH OIOCPpemoOoBaHa CBA3bBaHUeM JiMraHma HER ¢ »OuMepoM
HER, COCTOLAMM M3 MHTepecyKlero peuenrtopa HER. CBA3HBaHUE
JquraHna HER ¢ 1numepoM HER MOXeT aKTUBMPOBATE KMHA3HBM OOMEH
OOHOTO WMJIM HECKOJIbBKUX pelelNTopoB HER B muMepe M, TaKuM o0pasoM,
IPUBOOUTE K GQOCOOPMIMPOBAHUILD TUPOSMHOBEIX OCTATKOB B OIOHOM WJIU
HEeCKOJIbKUX pellenTopax HER u/Miv  0oCchOOpUIMPOBAHUIO TUPO3IMHOBHX
OCTaTKOB B HOOIOJIHMTEJILHOM IOJIMIIeNTUIe (—ax) cydcTpaTa, TakoM Kak
BHYTPUKJIETOUHEE KMHa3be Akt wmiam MAPK.

"dochopusmporaHue" OTHOCUTCSA K  JOOaBJIEHMIO OIHOW WU

HEeCKOJIbKMX GocdhaTHEX I'pyln B 0OeJIOK, TaKoM Kak peuentop HER wniu
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ero cyodcTpar.

AgTHTeJIo, KoTOpoOe "MHIUOUPpYeT OUMEPU3aLIMIo HER"
npencraBjigeT cobon AHTUTEJIO, KOTOpoOe MHIUOMPpYeT VI
npendrcreyeT oOpasoBaHun guMepa HER. IlpemmnouTmTesibHO, TakKoe
AHTUTEJIO CBA3EBaeTca ¢ HER2 B ero TIeTepOIMMEPHOM ydacTKe
ceazbBaHMA. Haubojiee TMNPEeOIOUTUTEJIBHEM aHTUTEJIOM, MHIMOUPYIINM
OVMepHu3alMio, B HACTOAIEeM IOKYMEHTe ABJIAeTCsA IepTy3yMad wuiaum MAb
2C4. JIpyTrMe IIPMMEPH aHTUTeJ, KOTOPHE MHIMOUPYT IUMEePpU3alNi
HER, BKJIOUAKT aHTUTEeJIa, KOTOPHE CBA3HBAKTCI C EGFR M MHIUOMPYIOT
ero IUMepMs3allMio C OOHMM WJIM HEeCKOJIbKMMM OpyTI'uMM pelenTopaMu HER
(HanmpyMep, MOHOKJIOHaJIbHOe aHTuTeJsio 806 x EGFR, MAb 806, koTopoe
CBA3EBAETCH C aKTUBUPOBAHHEM WM "cBoOonmuHemM" EGFR; cMm.Johns et
al, J. Biol. Chem. 279(29):30375-30384 (2004)); a”THUTeIa,
KOTOpPHE CBA3HBAKLTCA ¢ HER3 M MHIMOMPYIT €I'0 OMMepM3alMriK C ONHUM
WM HECKOJBKMMM IOpyImMu pelenropamu HER; M aHTUTesla, KOTOPHE
cpazpBanTCca ¢ HER4 u MHIMOMPYRT €U0 OUMepM3alui C OIHUM WK
HEeCKOJIbKMMM IOpyI'uMm pelenTopamu HER.

"MurubuTop IOuMepmszauumu HER2" nOpencraeisgeT coOoM  aTeHT,
KOTOPEM MHIUOMPYEeT obpasopaHue ouMepa VI TeTeponmmMepa,
BRJIOUAKIETO B ceba HER2.

"T'eTepOOVMMEpPHHM YyUaCTOK CBAsHBaHMA" Ha HER2 oTHocuUTCH K
o0JlacTM BHEKJIETOUYHOT'O HoMeHa HER2, KkKoTopasd KOHTaKTUPyeT WK
B3aMMoOIeMCcTBYeT C o00JacThio BHEKJIETOWHOTO noMeHa EGFR, HER3 wmiam
HER4 mnpm oO0pasoBaHUM »OuMepa C HMMM. O9Ta 06JlacTh HaxXOOUTCH B
nomMeHe II HER2 (SEQ ID NO:15). Franklin et al. Cancer Cell
5:317-328 (2004).

AnTuTesio Kk HER2, koTopoe "CBABHBaAeTCAd C TIeTepOIVMEPHBEM
y4acTKOM CBA3HBaHMA" HER2, cBg3bBaeTcsa C OCTaTKaMM B OoMeHe 11
(SEQ ID NO:2) m HeobBg3aTeJIbLHO TakXe CBS3HBaeTcd C OCTaTKaMM B
IPpYyTMX JIOMeHax BHEKJIETOUHOTO JoMeHa HERZ2, TakmMx KakK IOMEHH 1 U
ITT (SEQ ID NO:1 m 3), ¥ MOXeT IPOCTPAHCTBEHHO IIOMEMaThb, IIO
MeHbBIIE Mepe, B HEeKOTOPOM CTelleHHM, OO0Opa30BaHMK TIeTepoIuMepa
HER2-EGFR, HER2-HER3 wmam HER2-HER4. Franklin et al. Cancer Cell
5:317-328 (2004) xapaKTepMUBYeT KPUCTaJJIMUECKYK CTPpYKTypy HER2-
[lepTy3yMab, XxXpaHAmMywonCcsa B 0Oase »OaHHBIX OejqkoB RCSB (ID Code

IS78), WUIOCTPUPYA NpUMEep aHTUTeJa, KOTopoe CBA3HBAeTCA C
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TeTEepPOOMMEPHEIM YyYaCTKOM CBA3bBaHMA HER2.

AHTUTEJIO, KOTOpoe "cBA3HBaeTCHd c IOMEHOM I HERZ2,
CBA3HBaAETCH c ocTaTKaMM B IoMeHe II (SEQ ID NO:2) u
HeoB4g3aTeJIbHO, C OoCTaTkKaMM B IOpYI'OM IOMeHe (—ax) HER2, TakoM Kak
IOOMEHEI I u IIT (SEQ ID NO:1 u 3, COOTBETCTBEHHO) .
[lpennouTmTeJIbHO, aHTUTeJIO, KOTOopoe CBA3HBaeTCd C OoMeHoM 1T,
CBA3HBAETCS C COoeIMHEeHMeM MexIy IOoMeHamu I, II m III HERZ2.

IOa ueJjle¥ HacToAmeI'o OOoKyMeHTa "mneprysymad" wm  "rhuMAb
2C4", KOTOPHE MCIOJbL3YIT B3aMMO3aMeHSeMO, OTHOCHATCS K aHTUTEeJY,
comepxameMy AMMHOKMCJIO THEIE [IOCJIeIOBRAaTEeJIbHOCTHU BapuadbesibHOM
Jerko u BapuabeJbHOV TaxeJoW uener wnu3 SEQ ID NO:7 wum 8,
COOTBEeTCTBeHHO. Korma mepTy3yMad OpencTarjigseT coOoM MHTaKTHOE
AHTUTEJIO, OH IMPEeNlNoUTUTEJIEHO BKJKUYaeT aHTUTeJo 1gGl, B OOHOM U3
BapMaHTOB OCYIEeCTRBJIEHUSA, BKJIOUAKIMETO AMVHOKMCJIOTHYIO
IocJiegOoBaTeJILHOCTE JeTkoM Lenm w#u3 SEQ ID NO:11 wmmm 15, wu
AMMHOKMCJIOTHYID II0CJIEODOBATEJILHOCTDL TAXeJIOM Lenm M3 SEQ ID NO:12
mwim 16. AHTUTeJIO HeoODS3aTeJIbHO I[IPOU3BOIUTCHA PeKOMOMHAHTHBEMM
KJIeTKaMM KUTalCKoTro xXoMsadka (CHO). TepMmHH "neptTysyMab" u
"rhuMAb 2C4" B HacTodAleM OOKYyMeHTe BKJUaAT OMOBKBUBAJIEHTHHE
BepCUM JIeKapCTBEHHOT'O CpenOcTeBa C HaMMeHOBaHMeM IIpelapaTa IIo
CIIPAaBOUHMUKY HalMOHAJILHHX HelaHTeHTOBAHHEIX Has3BaHuM CHIA (US AN)
WM MeXIYHapOIHHEM HENaTeHTOBAHHEIM HaszpaHMeM (INN): neprysyMad.

IOna 1neJjey HacToAmeIo OOoKyMeHTa "TpacTysymad" m rhuMAb4D5",
KOTOPHE MCIOJb3YIT B3aMMO3aMeHIeMo, OTHOCATCHA K aHTUTEeJY,
comepxameMy AMMHOKMCJIO THEIE [IOCJIeIOBaATEeJIbHOCTHU BapuabesibHOM
Jerko ¥ BapuabeJlbHOV TaxeJioM ULemne u3 SEQ ID NO:13 wu 14,
COOTBEeTCTBeHHO. Korma TpacTysyMad OpencTarjigseT coBo¥ MHTaKTHOE
AHTUTEJIO, OH IMPEeNlNoUTUTEJIEHO BKJKUYaeT aHTUTeJio 1gGl, B OOHOM U3
BapMaHTOB OCYIEeCTRBJIEHUHA, BKJIOUAKIMETO AMVHOKMCJIOTHYIO
IIOCJIeOOBATEJILHOCTE JIeTKOoM Lenu m3 SEQ ID NO:13 M aMMHOKMCJIOTHYIO
IOCJIeIOBaATEJILHOCTE TsaXeJo uenmu ©u3 SEQ ID NO:14. AHTHUTEJO
Heo®Aa3aTeJIbHO IIPOM3BOIUTCA PEeKOMOMHAHTHHMM KJIeTKaMM KUTalCKOTO
xoMsauka (CHO). TepmmHH "TpacTysymab" m "rhuMAb4D5" B HacTOdmeM
OOKYMEHTE BKJIOUY AT OMOBKBUBAJIEHTHEE BepCcuUn JIEKapCTBEHHOTO
CpelCTBa C HaMMEHOBaHMEeM IIpelapaTa II10 CIPaBOYHMKY HallMOHAJIbHEIX

HellaHTeHTOBAHHEIX  Ha3BaHUM CIIA (US AN) WM  MeXIYHapOIHBM
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HEaTEHTOBAHHEIM Ha3BaHMeM (INN): TpacTy3ymab.

TepMuH "aHTHUTeJIO" B HaCTOANlEeM IOKYMEHTE IIPMMEHSETCS B
cCaMOM IMMPOKOM CMBICJIE M  KOHKPETHO BKJIKUaAeT MOHOKJIOHAJIEHEE
aHTUTeJla, I[IOJIMKJIOHAJIbHEIE aHTUTeJa, I[IOJUCIelUudpruueckmue aHTUTeJIa
(HanpuMep, OucneuudpmMiyeckme aHTUTeJIa) U OQpParMeHTH aHTUTEeJ, Ipu
YCJIOBUHA, uTo OHMU IPOABJIIART KeJlaTeJIbHYIo BMOJIOTUUYECKYIO
AKTMBHOCTD .

"T'yMaHU3MPOBaHHEE" GOPME He MNIpMHaIJIEeXallMX UYeJIOBEeKY aHTUTeJ
(HanpuMep, TPHBYHOB) MNpelcTaBJgRT CcoOoM XMMEepHHe aHTuUTella,
KOTOPHE COIOepXaT MMHMMAaJIbLHYI II0OCJIeldOBaTeJIbHOCTL, IIOJYUeHHYK M3
He I[pMHaAIOJeXalero UYeJIOBeKYy MMMYyHOIUIOOYJIMHa. I[lpeuMymecTBEHHO,
TYMaHM3UPOBAHHLEE aHTHUTeJa OIpelcTaBJILnT Cco0oM UMMYHOTJIOOYJIMHEL
yeJioBEeKa (peumunmMeHTHOE AHTUTEJIO) , B KOTOPOM  OCTaTKM U3
TurnepBapradelIbHOM 00JIacTy pelMIMeHTa 3aMelleHH ocTaTKaMu U3
TunepBapmuadeJibHOM  oBJjlacTV  BMIOB, He ABJIARMMXCH  UeJIOBEKOM
(DOHOPHOE AHTUTEJIO), TakMx KakK MBHIE, KpPHCA, KPOJMK WJIM He
ABJIAKIMMUMCSA UYeJIOBEKOM IIpMMAaT, UMellMMM XeJlaeMyl CIeluUMUIHOCTD,
addMHHOCTE M IOTeHLMaJ. B HEeKOTOPHX cJydasax, OCTaTKM KapKacCHOM
oBjgacTu (FR) mMMyHOTJIODYJIMHA UYeJIOBEeKa 3aMelleHH COOTBETCTRYIIIVMA
ocTaTkKaMu, He IprHaIJIeXallMI UeJIOBEKY . Kpowme TOTO,

I'YMaHM3MPOBaHHEIE aHTUTeJla MOI'YyT coIepXaTk OCTaTKM, KOTOPEX HeT

B PelUIIMeEHTHOM aHTuruTeJie 2NNz B IJOHOPHOM aHTuTeJle. 2TU
MOEM@MK&HMM ChoeJlaHEBL IOJI4d OOIIOJIHMTEeJIBHOT'O YITydlIeHM A
IIPOMSBOIMTEIJIEHOCTNM aHTmuTeJla . Kak I1paBUIIO, I'YMaHM3VPOBaAaHHOE

AHTHTEeJIO COIOepXMT IIO CyleCTBY BCe M3, IIO MeHbIen Mepe, OIOHOTIO,
1, KakK IIpaBMJIO, IBYX BapMa@eﬂbHHX IOMEHOB, B KOTOPEX BCe WMJIM IIO
CymecCTBY BCe PMHepBapMa@eﬂbHHe IIeTJIn1 COOTBETCTRBRYIOT IIeTJIAM
VMMYHOTJIOOYJIMHE, He IIPpMHaojiexameIro UeJIOBEKY, u BCe WJIM IIO

CYyImeCTBY BCe nus3 FR ABJIATCH R nus3 II0CJIeOBATEJILHOCTHU

MMMYHOTJIOOYJIMHA yeJIOBeKa. I'vMaHM3UPOBaAHHOE AHTUTEJIO
HeoOd3aTeJILHO Takxe COmEpPXUT, rio MeHbIIeM Mepe, JacTb
KOHCTAHTHOM 006JacTyM MMMyHOIJIOOYJIMHA (Fc), Kak TIIpaBUJIO, U3

VMMYHOTUIOOyYJIMHa UYeJIOBeKa. BoJjee nompobtHo, <M. Jones et al,
Nature 321:522-525 (1986); Riechmann et al, Nature 332:323-329
(1988); wu Presta, Curr. Op. Struct. Biol. 2:593-596 (1992).

T'yMaHM3MpOBaHHEEe aHTUTeJila K HERZ KOHKPETHO BKJKUAKT TpacTy3yMad
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(I'EPUEIITVMH®) , kKak oIMcaHOo B Tabjulle 3 1HnaTeHTa CIIA 5821337,
OpAMO BKJIOUEHHOTO B HACTOAIMM IJOKYMEHT B KaueCTBe CCHUJIKM, M Kak
OIpelleJIEHO B HaCTOAmEM OOKYMEHTe; U I'yMaHUM3MPOBAHHEE aHTUTEeJa
2C4, TakMe KakK IIepTy3yMalO, KakK OIMCaHO M OIpemesJIEHO B HacCTOAlleM
OOKYMEHTE.

"MIHTakTHOEe aHTuUTeJIOo" B HaACTOAMeM OOKyMeHTe IpelcTaBJIgeT
cobom aHTUTEeJIO, KOoTopoe COOEepPXUT oBe AHTUT eHCBA3HBAaM/E
obJjlacTH, n Fc-o6BJjlacThb. [MpennouTmuTesIbHO, MHTaAKTHOE aHTUTeJIO
uMeeT QYHKIMOHAJIBHYKD Fc-ofJjacThb.

"OdparMeHTH aHTUTeJ" BKJIOUYAKT 4YacThk MHTAKTHOTO aHTUTeJa,
IPenIouTUTEeJIbHO COIepXallyln €TI0 aHTUMI'eHCBA3HBawmykn  o0JlacThb.
[IpuMepsl Qpal'MeHTOB aHTUTeJl BKJKUAKnT ¢pal'MeHTH Fab, Fab',
F(ab'),, " Fv; omaTeJia; JIMHeMHEEe aHTuTeJa; MOJIEKYJIE
OIOHOIIEIIOUYEYHOT'O aHTUTEJIA; u [IOJIMCIIeIPUUeCKHUe aHTUTeJa,
oBpa30BaHHEE M3 QparMeHTa aHTUTeJ (—-a) .

"HaTMBHEE aHTuTesa" npencTaBJgnT coboi, Kak I[IpaBWio,
TeTepoTeTpaMepHEe TUIMKONPOTEMHH Macco¥ nOpubiamsmTenbHo 150000
OalbTOH, CoCToAlMe U3 IBYX OIMHAKOBHX JleTkux (L) Lenem M OBYX
OOVHAKOBEIX TsaKeJHx (H) uemnem. Kaxnas Jierxkasd Lelb CcBg3aHa C
TAXEJION Lelblo MNOCPedCTBOM ONHOM KOBAJEHTHOMW IUCYJbLOUIHOM CBA3MU,
XOTSA KOJUUECTBO IUCYJILOUOHEIX CBA3eM BapbUPyeT Yy TIXeJHX llernen
PasJIMUHEIX M30TUIIOB UMMMYHOIJIOOYJIMHOB. Kaxnad Taxejad U Jel'kKad
Ienk TakXe MMeeT uUepes OIMHAKOBEE IIPOMEXYTKM BHYTPHUIEIOUEeUHHEe
OUCYJIbLQUOHEE MOCTUMKM. Kaxmas Taxesas Lelb MMeeT Ha OIHOM KOHIEe
BapuabeJIbHEM  IOMEH (Vy) , C TIOCIenyoIyM pSaIoM  KOHCTAaHTHBIX
IOIOMeHOB. Kaxmasa Jerkas lelb ¥VMeeT BapuabeJIbHHI OOMeH Ha OIHOM
KoHlle (Vi) ¥ KOHCTAHTHBIM »OOMeH Ha IpyI'oM KoOHIe. KOHCTaHTHHM
IOIOMeH JeTKOoM lLelM CMHKaeTcd ¢ IIePBEM KOHCTAHTHEM ITOMEHOM
TAXEeJION lenu, W Bapuab®eJIbHHM »OOMeH JIeTKOM LielM CMHKaeTCcd C
BapuabesIbHEM IOMEHOM TIXeJloM ULenM. Kak I[oJaraionT, KOHKpPEeTHHEe
AMMHOKMCJIOTHEIE OCTAaTKM o00pa3yionT I'paHMIly MexXOy JeTKOoM IlLelbln u
BapuabeIbHEMM OOMeHaMM TIXeJIHX lelei.

TepMUH "TurnepBaprabesibHAaSA oBmactTe", VCIIOJIb 3y €MEI B
HacTOAIEM  HOOKYMEHTEe, OTHOCUTCH K AMMHOKMCJIOTHEIM OCTaTKaM
aHTUTeJa, KOTOPHE oTBEUAanT 3a CBABEBaHUE C AHTUT'EHOM.

PMHepBapma6eanaH ofJjlacTb, B OCHOBHOM, COOEepPXnUT aMMHOKMCIIOTHEIE



28

ocTaTKM u3 "oopeIeldomel KOMIIJIeMeHTapHOCTE objactu" wnim "CDR"
(HanmpuMep, ocTaTku 24-34 (L1), 50-56¢ (L2) wm 89-97 (L3) B
BapuabeslbHOM »OOMeHe JeTrkKow uenu m 31-35 (H1), 50-65 (H2) m 95-
102 (H3) B BapmabeJIbHOM IOOMeHe TaxeJiom Uuenu; Kabat et al,
Sequences of Proteins of Immunological Interest, 5" E4. Public
Health Service, National Institutes of Health, Bethesda, MD.
(1991)) /UM TakMe ocTaTkKu U3 "TuneppapuabesbHOM  meTym"
{HanpuMmep, ocTaTKu 26-32 (L1), 50-52 (L2) mm 91-96 (L3) B
BapuabeJIbHOM IOMeHe JeI'KoM Lenu m 26-32 (H1), 53-55 (H2) um 96-
101 (H3) B BapmuabeJbHOM JIoMeHe Tsaxesion nenu; Chothia m Lesk J.
Mol. Biol. 196:901-917 (1987)). OcraTku "KapkacHoOM objacTu" wWIHu
"FR" mOpencTaBJLIT CcOOOM OoCTaTKM BapuadeJIbHOTO OOMeHa, WHHe, UeM
OCTaTKM THUIepBaprabelbHOM 0B0JacTH, ONpeneJIeHHHEe B HaCTOAMEM
DOKYMEHTE.

Tepvuu "Fc-oGslacTe" B HaCTOAMleM OOKyMeHTe IIPUMeHSIInT IJId
onpemejieHrs C-KOHILEeBOM 0OGJacCTM TIKeJIOW Lely WMMyHOTJIOOYJIMHAE,
BKJIDUASA HaATUBHYK IIOCJIEeNOBATENLHOCTL Fc-o00jlacTM UM BapMaHTHyKL Fc-
obJjacThk. XOTHA TpaHMUH Fc-o6JacTM TAXeJloM Lely MMMyHOTIJIOOYJIMHAa
MOTYT BapbMpOBaThL, Fc-objacTek TaXeJoM Lenn 1gG UYeJioBeka, Kak
IpaBUJIIO, OINpeneJIalnT KakK [IPOCTHUPpAaKMylnCcs OT aMMHOKMCJIOTHOTO
ocTaTka B IHnoJoxeHum Cys226, wuiau oT Pro230 no kKapBOKCUJIIBHOTO
KoHIIa. C-KOHLeBOM Ju3MH Fc-objgacTu (ocTraTok 447 corJlacHO
cucTeMe HyMepaluu EU) wMoxeT OHTH YIaJieH, HalpuMep, BO BpeMs
IPOM3BOACTRBA WJIM OUMCTKM aHTUTeJa, WIM OyTeM pPeKoMOMHaHTHOM
VHXeHepUn HYKJIEMHOBOM KMCJIOTH, Kooupyome TSKEJIYIO 1enb
aHTuTeJa. TakuMmM o6pa3oM, KOMIO3MUIMA MHTAKTHHX aHTUTEJ MOXeT
comepXaThk IMONYJALUMM aHTUTEJI CO BCeMM YyIaJIeHHHMM ocTaTkammu K447,
ONONMYyJIALMY aHTUTeJI C HeylaJleHHHEMM ocTaTkaMu K447, U OonyJasauumu
AHTUTEJI, BKJIOUaAKIMUe CMeCh aHTUTEeJ C OCTaTKoOM uIu 6e3 ocTaTKa
K447.

Ecam He yKas3aHO MHade, B HaCTOAMEeM HOOKYMeHTe HyMepalus
OCTaTKOB B TIKeJIOM Leny MUMMyHOIJIOOYJIMHa COOTBETCTBYET MHIEKCY
FEU, kak y Kabat et al, Sequences of Proteins of Immunological
Interest, 5" E4. Public Health Service, National Institutes of
Health, Bethesda, MD (1991), HaOpsaMyl BKJIOUEHHOMY B HaCTOIMUN

IOOKYMEeHT B KauecTBe cCcchUIkKM. "UHpexc EU, kak y Kabat" orHocuTcsa
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Kk EBpomnelckoM HyMepalUM OCTaTKOB aHTuUTeJa I1gGl uesjioBeka.

"OyHKLUMOHAJIbHA A Fc-obimacTte" obJjlagmaeT "shbexTOpPHOM
byHKIMeN" HaTMBHOM IIOCJIedOBaTeJIbHOCTM Fc-objacTu.

TunmuHele "20dekTOpHEEe OQYHKUMM" BRJIOUAKT CBA3EBaHue ¢ Clqg;
OOYCJIOBJIEHHYK KOMILJIEMEHTOM LMTOTOKCHUUYHOCTL; CBA3HBaHMe C Fc-
PELENTOPOM; AaHTUTEJIO3aBUCKMYK KJIETOUHYK LIMTOTOKCUUYHOCTL (ADCC) ;
baroumTo3; HeTraTUBHYIO pPeryJIaLmio PelLernTopoB KJIETOUHOM
[IOBEepXHOCTK (HalnpuMmep, B-kJeToO4yHOTO pelentopa; BCR), mu T.1.
Takre 5OdPeKTOpHBE OQYHKLUMM, B OCHOBHOM, TpedlywT cCcoueTaHusd Fc-—
oBJlacTM CO CBA3HBAKIMM IOOMEeHOM {HaIpuMep, BapuabeJIbHEIM IOMEHOM
aHTUTeJla) ¥ MOTYT OBTB OIEHEHH C MCIOJB30BAHMEM pPa3JIMUHHX
aHaJIM30B, OIMCAHHHEIX, HAaIlIpPMMEpP, B HACTOAMEM IOKyMEHTEe.

"HaTuBHa 4 NMOCJIenOBaATEJIELHOCTE Fc-oBmacTm" CONEPXUT
AMMHOKMCJIOTHYK  IIOCJIeOOBaTEJILHOCTD UISHTUUHYID  aMMHOKMCJIOTHOM
nocjyienoBaTeJIbHOCTU Fc-oBjiacTy, KoOTOpas BCTpedaeTcsa B IIpUPOHE.
HaTmBHasa NocjemoBaTeJIbHOCTE Fc—o0JlacTM UeJilOBeKa BKJIUaeT B ceb4
HaTMBHYK I[IOCJIeOOoBaTeJIbHOCTE Fc-obilactu IgGl uesoBeka (He-A m A
aJIJIO TUIIEL) , HaATUBHYIO rIocJlenoRaTeJIbHOCTE Fc-obJiacTu IgG2
JeJIOBekKa, HaTUBHYI IIOCJIeIOBaTeJIbHOCTE Fc-objacTtu IgG3 dYejioBeka
¥ HaATMBHYI IIOCJIENOBaTe&JIbHOCTE Fc-obilactm I1gG4 uejioBeka, a TaKxe
VX IIPUPONOHEE BapMaHTH.

"BapMaHTHa4g Fc-o6igacTe" COOEPXUT AMVHOKMCJIOTHYIO
I[IOCJIeNOBATEJILHOCTE, KoTOopasda OTJINYaeTCH oT HaTUBHOM
nocjienoBaTeJbHOCTM Fc-oBjacTu 3a cueT, IO MeHbIleM Mepe, OIOHOMU
AMMHOKMCJIOTHOM MOOMIMKALMM, OIPedlNouTUTEeJIbHO 3aMeHH OIOHOM WM
HECKOJIBKMX aMMHOKMCIIOT. I[lpedlouTUTeJIbHO, BapuaHTHada Fc-objlacTb
VMeeT, II0 MeHbllel Mepe, OOHY aMMHOKMCIJIOTHYIO 3aMeHy II0 CPpaBHEeHU
C HaTMBHOM IIOCJIeHOoBaTeJIbHOCTbI Fc-o6JacTM WM II0 CPAaBHEHUID C
Fc-o6gacTeio POOMTENBECKOTO IOJUIIENTHIAa, HalpuMep, OIpUOJIM3UTEJIBHO
OT OIOHOM OO NPpUOIMBUTEJILHO OecATM 3aMeH  aMMHOKMCJIOT, u
OPennouTUTEJILHO NPUOIU3UTEJILHO OT OOHOM OO NPpUOJIM3UTEJILHO IIATU
3aMeH aMMHOKMCJIOT B HATHMBHOM IIOCJelOoBaTeIbHOCTM Fc-objacTu Winu
B Fc-o6GigacTu poOOUTENIECKOTO IIOJIUIIENTHIAa. BapuaHTHas Fc-objlacTe B
HacToAmeM OOKYMeHTe IPenlouTUMTeNIbHO ofbjlagaeT, I[IO MeHbIlel Mepe,
OpubamM3nuTesbHO 80% TOMOJIOTMEN C HaTHMBHOM IIOCJeOOBaTeJILHOCTEIO

Fc-oBjact wun/uamu c Fc-o6JjacTbild POIUTEJILCKOTO IOJUIeNnTuna, u
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HauboJiee MNOPenlouTUTEJIbHO, I[I0 MeHbIleM Mepe, OpubausmuTesbHOo 90%
TOMOJIOTMEN C HuMM, 00Jiee MNPeldlouTHUTeJIbHO, IIO0 MeHbllel Mepe,
OpUBIM3UTEJIEHO 95% TOMOJIOTMEN C HUMU.

B 3aBUCUMOCTHU oT aMMHOKMCJIO THOM [IOCJIEeOOBATEJILHOCTHU
KOHCTAHTHOT'O IOMEHAa MX TIKEeJEX llelel, MHTaKTHEE aHTUTeJla MOTYT
OBITE OTHECEeHH K pa3JiMuHeM "kijgaccam". CymecTByeT 5 TJIaBHHX
KJIaCCOB MHTAKTHEIX aHTUTEJ: IgA, IgD, IgE, IgG m IgM, wu
HEKOTOPEEe M3 HUX MOTYT OBTbL  OOINOJHUTEJIBHO pasldeJIeHH Ha
"momkJjiacce" (M30TMIH) , HanopuMmep, IgGl, IgG2, IgG3, IgG4, IgA u
IgA2. KoHCTaHTHHE OOMEHH TSXKeJIOM IllellM, KOTOPpHEe COOTBETCTBYIOT
PasJIMUHEIM KJlacCaM aHTUTeJ, HaseBaKwLTCA O, 5, e, Y u u,
COOTBeTCTBEeHHO. CTpyKTypa CYOBEOMHMUII M TPpeXMEepPHBEE KOHQUIYPpaluK
PasJIMUHEX KJAaCCOB MMMYHOTJIOOYJIMHOB XOPOIIO M3BECTHH.

"T'oJjoe aHTUTeJIOo" mOpencTaBJsgeT cobo¥ aHTUTeJIo, KOTopoe He
KOHBOTUPOBAHO C TeTepoJIOTUUHOM MOJIEKYJION, Takou Kak
HIMTOTOKCHMUECKasa QyHKIMOHAaJIbHasg Tpylla WM palMOoaKTMBHAaAd MeTKa.

"AdPdrHHO-3peJoe”" aHTHUTeJIO IOpedcTaBJigeT coBoM aHTUTeJIO C
OOHUM WJIM HECKOJLKMMM M3MEHeHUAMM B €T0 OIOHOM WMJIM HeCKOJbLKUX
TuriepBaprabesibHEIX 00JIaCTAX, UYTO IIPMBOIOUT K VYJIYUIIEHMID CpPOIOCTBa
aHTUTeJla K aHTUIeHY, I[IO0 CpPaBHEHMIO C POIOMUTEJIbCKMM aHTUTEJIOM,
KOTOpOe He objlamaeT TakKMUMM M3MeHeHMAMMU. [lpedllouTUTeJIbHO addMHHO
3peJiEle aHTUTeJla MMeKT HaHOMOJIAPHHE WM OaxXe  IIMKOMOJISPHEE
adPMHHOCTHU K LeJIeBOMY AHTUTEHY . APOMHHO-3pPEJIEIE aHTUTEeJIa
IPOM3BOOAT MB3BECTHEIMM B HaHHOM o6JjacTu crnocobamm. Marks et al.
Bio/Technology 10:779-783 (1992) OIIUCHEBAET co3peBaHue
abpdmMHHOCTHM NHOyTeM CJaIydalHoTO IepeMemmBaHMsa VH u VL OOMEHOB.
Ciyualueli wMyTareHes CDR  M/MIM KapKacHHX OCTATKOB OIMCaH VY
Barbas et al. Proc Nat. Acad. Sci, USA 91:3809-3813 (1994);
Schier et al. Gene 169:147-155 (1995); Yelton et al. J.
Immunol. 155:1994-2004 (1995); Jackson et al, J. Immunol.
154 (7) :3310-9 (1995); m Hawkins et al, J. Mol. Biol. 226:889-
896 (1992).

"esaMuOMpOBaHHOe" aHTUTeJIO OpelcTaBjsgeT coboM aHTUTeJIO, B
KOTOPOM  OIMH  WJIHU HECKOJIBKO acriapalMHOBHIX OCTaTKOB OBLIIN

npeodpasoBaHH B MIPOM3BOOHOE, HAIPUMEP, B aclapalMHOBYI KMUCJIOTY,
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CYRUMHVMIVIO WMJIM M30acCllapal'MHOBYK KUCIIOTY .

TepMMHE  "3JI0KaUueCTBeHHad ONyxoJs" ¥ "3JI0KadeCTBeHHHMN"
OTHOCATCHA K GMBUOIIOTUUECKOMY COCTOAHUI W ONMCHBAIT
dusmosIOTNUEeCcKOe COCTOAHUE Y  MJIEeKONUTAKIUX, KOTOpoOe, Kak

IpaBUJIO, XapaKTepu3yeTCsa HepelyJIUMPYyeMbM KJIeTOUHBM POCTOM.

"Pak xeJiyOka" KOHKPETHO BKJIOUAeT MeTacTaTUUeCKUM UK
MECTHO pPaclpOCTpaHeHHEM HepeseKTabeJbHHM pak XeJydokKa, B TOM
umcJe, Bbes oTpaHUYeHuN, TUCTOJIOTUUECKU IOATBEPXIESHHYIO
aleHOKapLUMHOMY XeJlyIKa WIM IacTpos300arajlbHOT'O COeIMHEHUSA C
HeollepaBeJIbHEM (HepeszseKTaOeJIbHEIM) MECTHO pPaclIpOCTpPaHeHHBM WU
MeTacTaTUUeCKMUM 3abojieBaHMeM, He NoAJallMMca Jiede®HOM Tepaluu,
17 IoCJIeonepallMOHHHEN PEeLUIVBUPYIMUN pacnpocTpaHeHHHN pak
XeJlynka, TaKou Kak aleHOKaplMHOMA KeJTyoKa WUIIN
racTpos300arajlbHOIO COeOMHEeHUd, B cjydae, KoI'a LeJlbl Oollepally
OBUIO M3JIeUueHMe 3aboJjieBaHULg.

"PacnpocTpaHeHHad" 3JI0KAUECTBEHHAad OIyXOJb IpeIcTaBJISAeT
cofoM OmyxXOJIb, KOTOopas paclIpoCTpaHWJIack 3a OpeleflH oplaHa WK
MecTa obpasoBaHUA, NI nyTeM MECTHOM’ VMHBA 33U NI
MeTaCcTas3UpOBaHUA. Takum oOpasoM, TepMuH  "pacnopocTpaHeHHada"
3JIOKaYeCTBEHHAada OIyXOJIb BKJKUYaAeT KaK MeCTHO pacClpOoCTpaHeHHOe,
Tak M MeTacTaTnudeckoe 3abojieBaHUE.

"PebpakTepHaa" 3Jl0KaueCTBeHHAasd OIIYyXOJIb I[IPelCTaBJIigeT Ccodou
Oy XOJIb, KOTOpasd IpOoTpeccupyeT naxe, HeCMOTpSA Ha
IPOTUBOOIIYXOJIEBHI IIpelapaT, TakoM KaK XUMMMOTepalMrsa, KOTOPHM
BBOOAT MNallMeHTy C pakoM. IlIpuMepoM pedpakKTepHOM 3JI0KaudeCTBEHHOM
ONIYyXOJIM ABJIAETCSH OIyxXOJIb, KOTOopad YyCTOMUMBa K IJIaTHHE.

"PeunnuBupyomag" 3JIOKaueCcTBEeHHad OIIYXOJIb npencrapjgeT
coboM omyxoJib, KOTOpas BHpPOCJa CHOBa, WIM B M3HaYaJlbHOM MeCcTe
WM Ha pacCTOsSHWUM, IIOCJie OTBeTa Ha HauvalJlbHYyl Tepalllio, Takyln Kak
XUPYypTUUeCKOoe BMellaTeJIbCTRO.

"MeCTHO peunovBupyomaa" 3JI0KaUeCTBEeHHAA OIIYXOJIb
OpeIcCTaBJIgeT COOOM 3JI0KAUeCTBEHHYK OINYyXOJb, KOTopas BO3HUKIA
CHOBa I[IOCJIe JiedeHMA Ha TOM Xe MeCTe, UTO U paHee JiedeHHasd
3JIOKaYeCTBEeHHAasa OIyXOJib.

"Heonepab®esbHy" wmin "HepezekTabeJIbHYR"  3JIOKAaUECTBEHHYI

ONYyXOJIb HEeBO3MOXHO yIaJIUThL (pes3elMpOBAaThL) IYyTeM XUPYPITUN.
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"PaHHAA CTaIMa paka MOJIOUHOM XeJie3H" B HacToAmeM IOKYyMeHTe
OTHOCHUTCS K pPaky MOJIOUHOM XeJie3H, KOTOPHM He paclpoCTpaHaeTCHd
3a I[IpeneJill MOJIOUHOM XKeJIe3H WM IIOIMBIIEUHHX JIMMOOY3JIOB. TaKyloo
3JIOKAUEeCTBEHHY OIlYyXOJIb, B OCHOBHOM, Jeuar npu IIOMOIIN
HeOoaIBlBAHTHOY MM albOBAHTHOM Tepaluu.

"HeoaIbloBaHTHasA Tepanua" OTHOCHUTCSA K CUCTEMHOM Tepanuu,
IPOBOIMMOM Ilepen ollepaluei.

"AOBIOBAHTHasA  Tepalua" OTHOCHUTCA K CUCTEMHOW  Tepaluu,
IPOBOIMMOM IIOCJIe Oollepallu.

"MeTacTarudeckasa" 3JI0KaUeCTBeHHasa  OIIYyXOJIb OTHOCUTCS K
3JIOKaYeCTBEHHOM OIIYXOJM, KOoTopad paclpocTpaHuilack M3 OIOHOM
yacTu opTraHmu3Ma (HaopuMep, MOJIOUHOM XeJle3H) B IOpYyIYyID YacThb
opraHMu3Ma .

B HacTodameM OOKyMeHTe, "naumeHT" wmiIu "MHOIMBUIOYYM" SBJISeTCH
naluMeHTOM—UYeJIOBEKOM. TaumeHT MOXeT OHITH "maurMeHTOM co
3JIOKaUYeCTBEHHOM ONyXoJbi" T.e. TalMeHTOM, KOTOPHM MMeeT PUCK
pPasBUTMA WJIM CTpamaeT OT OIOHOT'O WM HECKOJIBKUX CHMIITOMOB
3JIOKaUYeCTBEHHOM OIyxXOoJiM, B UYaCTHOCTM, pakKa XeJlyIKa WIKM paka
MOJIOUHOM XeJle3H .

"TlonyJidumMsa IHauMeHTOoB" OTHOCUTCA K TIpyIle I[IalMeHTOB CO
3JIOKAUECTBEHHOM ONyXOoJibl. Takue MIONYJSUMM MOXHO MCIOJBL30BaATH
IJIS IOEeMOHCTpalMM CTAaTUCTUUECKM SHAuMMOM SbOeKTHMBHOCTU WU/UJIN
0e30MIaCHOCTHM JIEKApCTBEHHOTO CpPelCTBa, TakoI'o KakK HnepTysymab.

[TauveHT ¢ "peumomBoM" IIpencTaBJgeT coboM naluueHTa, Y
KOTOPOTO eCTb IIPUBHAKM WM CUMITOMBE 3JIOKAUECTBEHHOM OIIYyXOJIU
IocJie PeMMUCCUN.

HeobazaTesbHO, v nanumMeHTa BO3HUKAET peumnanB rnocie
AIBOBAHTHOM MM HeOoaObLlBAHTHOM Tepalllu.

3Jl0KavecTBeHHasa OIyXOoJb MIM OuoJIoTHMUecKkuy obpas3ell, KOTOPHM
"HIeMOHCTPUPYET 3BKCIPECCUD, aMILNIMOMKalMD, WIM akKTuMBaumo HER",
opencraBjggeT coboM  TOT, KOTOPEIM B  IOIMATHOCTHUUECKOM TecTe
SKCIpeccHupyeT (B TOM UMCIle, CBepXBKclpeccupyeT) peluentop HER,
aMILINOULINPY ET TeH HER u/uau VHEIM  O00Opa30M  IOEMOHCTPUPYET
akTUBaUML MWK docoopuimpoBaHre pelentopa HER.

3Jl0KaueCcTBeHHAasa OIIyXOJb MIM OuoJIoTHMUecKuy ofpasell, KOTOPHM

"meMOHCTPUPYeT akTupaluio HER", nOpencraryigiT coBOM Te, KOTOPHE B
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OMaTHOCTUUYECKOM TecTe OEeMOHCTPUPYIOT AKTUBALINIO ZANIZ!
dpochopuIMpoBaHUE peLenTopa HER. Takywno AKTUBALNUI MOXHO
OIIpelelIaThk [IPpAMO (HalpuMmep, OIyTeM usMepeHus (ochopuiIiMpoBaHMA
HER [IOCpenCcTBOM ELISA) MJIn KOCBEHHO (HanpuMep, Iy TeM
onpemneJsyieHrs NOpodmIIg TeEeHHOM DSKCIPEeCcCHuM WJIM IIyTeM BHABJIEHUSA
reTepoauMepoR HER, Kak ONMCaAHO B HACTOAMEM OOKYMEHTE) .
3JIo0KaueCcTBeHHAad KJIeTKa co "CcBepxXBKCIpeccuen I
aMILINOUKalLMEen pelenTopa HER", npencraejgeT cobom KJIETKY,
KOTOpasd MMeeT 3HauMTeJIbHO Oo0Jiee BHCOKME YPOBHUM pellellTopa, Oelika
niIM TeHa HER IO cpaBHEHMIO C He3JIOKaueCTBEHHOM KJeTKOM TaKoTo Xe
THUIIa TKaHU. Takasa CBEPXBDKCIPeCcCHusd MOXeT OHITH BEI3BaHa
aMIIMomuraumen TeHa I I[IOBBINEHHOM TpaHCKpUIILMen I
TpaHcasaurelr. CBepxXsKCIpeccHuin WM aMIiMpukauuo pelleniTopa HER
MOXHO ONpelefiIiTek B OMATHOCTHUUECKOM WM MIPOTHOCTUUECKOM aHaluse
IIyTeM OIlleHKM IIOBHIIEHHHX YPOBHe¥ ©0ejka HER, OpUCYTCTBYHRIEIO Ha
IIOBEPXHOCTHU KJIETKU (HanpuMep, IIOCPEenCTBOM
VMMYyHOTUCTOXMMUUECKOTO aHaausa, IHC) . AJIL TEPHATUBHO, I
OOINOJIHUTEJIBLHO, MOXHO WM3MEepPSAThb B KJIEeTKe YPOBHM HYKJIEVMHOBOMU
KMCJIOTH, Komupyiomer HER, HamnpuMmep, IOyTeM rubpuiusauuy 1in sSitu
(ISH), B ToM umcJje QJayopeclUeHTHOM Iubpuamz3aumu Iin situ (FISH;
cM. WO098/45479, onybaukoBaH B OKTAO0pe 1998) U XPOMOTEHHOM
rubpunmusanmum in situ (CISH; cm., Hanopumep, Tanner et al., Am.
J. Pathol. 157(5):1467-1472 (2000); Bella et al., J. Clin.
Oncol. 26: (May 20 suppl; abstr 22147) (2008) ), cay3epH-
BJIOTTUHTa, WIXM choocobaMM IIOJIMMEePpa3HOM lLelHoOM peakuwm (IIIP),
TaKMMM KaK KoJudecTBeHHad IIIIP B peaJibHOM BpeMeHuM (gRT-IIIIP) .
MOXHO TakKXe  MCCJIeIoBaThb CBEPXBKCIPECCHU WK aMILINOVK A LI
peluenTopa HER OyTeM WM3MEPEHUd (CJAYIMBAKIETOCHA» C I[IOBEPXHOCTU
KJIETKHU aHTUTeHa {Hanpumep, BHEKJIETOUHOTO OoMeHa HER) B
BMOJIOTUUECKOM XMOKOCTM, TakKoM KakK CHBOPOTKa (cM., HalpuMmep,
naTedr CHA N 4933294, BopmaHdent 12 wmooHg 1990 roma; WO091/05264,
ONIyOJIMKOBaHHEM 18 anpeJiga 1991 rona; naTte"dT CIMA 5401638,
BHIDAHHEM 28 MapTa 1995 roma; u Sias et al. J. Immunol. Methods
132:73-80 (1990)) . IloMMMO BHIIEeYKa3aHHHX aHaJIM30B, CIelMaJIMCTy B
OaHHOM 0O6JIaCTM IOCTYIIHH pPasJIMUHbHEe aHaJMsbe I1in vivo. Hamnopumep,

MOXHO rnogoBepratThb KRIIETKM B OopTraHV3Me IIalllieHTa BO3IOEVCTBUIO
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aHTHTeJla, KOTopoe HeoO43aTeJIbHO IIOMeueHO IeTeKTUPYyeMOM MeTKOM,
HalpMyMep, palIVMOaKTUMBHEM M30TOIIOM, U MOXHO OILEHMBATE CBS3BHBaHUE
aHTUTeJa c KJIeTKaMM nauueHTa, HalpuMep, [IyTeM  BHENHETO
CKaHMPOBAHMSA PaIMOAKTMBHOCTM WM NOYTeM aHaJlM3a OMOICUM, B3ATOM
y rnalueHTa, KOTOPHM paHee IIOIBepTralJicad BO3OEMCTBMIO aHTHUTEJA.

"HER2-niojtoxuTesbHaa" 3JI0KaYeCTBEeHHAada Oy XOJIb COOEPXUT
3JIOKAUeCTBEeHHEE KJIeTKM, KOTOpPHEe MMelT YpoBHM HER2, BHIe, uUeM
HopMaJibHEEe . IlpuMeprel HER2-TIOJOXMTEJIEHOT'O paka BrJwodJawnT HER2-
[IOJIOXUTEJILHEI pPakK MOJIOUHOM KeJjel3bl U HERZ2-MOJOXUTEJILHEM pak
XKeJlyoKa. HeobsazaTesibHO, HER2-TIOJIOXMTeJIbHAa A 3JIOKaueCcTBEeHHAS
OIIyXOJIb UMeeT MWMMyHOTUCTOXMMMUeckuy (IHC) mnoxkasaTelb 2+ uiau 3+
U/WNIM  COOTHOmEeHMe aMIUIMpukaumm 22,0 Opu TUbpuOM3aLMM 1in sSitu
(ISH) .

B HacToAleM OOKYMEHTE, "IIPOTUBOOITY XOJIEBHIM npenapat"
OTHOCUTCH K JIeKapCTBEHHOMY CPeICTBY, I[IPMMEHSEMOMY IJIA JIeUeHUHA
3JI0KauyeCTBEeHHOM OTIYXOJIN . HeorpaHuumBamomme MTPVIMEPH
[IPOTUMBOOIIYXOJIEBEIX IIPENapaTOoB B HaACTOAMEM JOKYMEHTEe BKJIOUAKT
nperapaTs IoJIs XUMUOTeparnm, VHITUOUTOPE OVMEePU3aLnUn HER,
aHTuTeJila k  HER, aHTUTeJa, HalpaBJIEHHHE IIPOTUB aHTUIT'EHORB,
aCCOLUMMPOBAHHEIX C OIYyXOJAaMM, [IPOTMBOTOPMOHAJIBHEIE COeIVHEeHUS,
LUMTOKMHEL, JIeKapCTBEeHHEE cCcpelcTBa NpoTuB EGFR, aHTHaHTIMOI'€HHHE
CpencrTea, VHTUOUTOPE  TUPO3MHKUHASE, cpencTeBa ¥ aHTUTeJa,
MHTUOUpPpYIOIME POCT, LIMTOTOKCUUECKME CpeOcTBa, aHTUTeJla, KOTOPHE
MHOYLIUPYIOT arorTo’s, VHTUOUTOPH COX, MHITUOUTOPH
bapHesUITPaHCchepasH, aHTUTeJa, KOTOPHE CBA3EBAaKTCA c
OHKOQeTaJbHEM OejyikoM CAl125, BakuuHH HOpoTuB HER2, wmHrMOuTopH Raf
VI ras, JIUIIO COMAJIL HEIM OOKCOPYOMLIMH, TOIMIOTEKAaH, TaKCeH,
KOMOMHALUWID M3 IBYX MHIUMOMTOPOR THUPO3MHKMHa3H, TLK286, EMD-7200,
neprysymMad, TpacTy3yMad, SpJoTHMHUMO M Beralin3yMad.

"SrnuTon 2C4" npexmcTabJgsgeT cobor o6JlacTk BO BHEKJIETOUHOM
noMeHe HER2, C KOTOpOM CBA3HBaeTcda aHTUTeJio 2C4. Jiaa oTdopa
AHTUTEJI, KOTOPHE CBA3HBAKTCHA IIPEMMYINECTBEHHO C snouTornoM 2C4
MOXHO IIPOBOIMTEL OOBUHEIM I[IePeKPEeCTHHEM KOHKYPEeHTHHMW aHalu3, TaKou
Kak ommcaH B Antibodies, A Laboratory Manual, Cold Spring
Harbor Laboratory, Ed Harlow u David Lane (1988) .

[lpennouyTmTesIbHO AHTUTEJIO OIIOKUPYET OIIOCpelOBaHHOe 2C4
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CBA3EBaHUE C HERZ2 NPUOIJIUBUTEJIEHO Ha 50% W foJiblle .
AJIETEepPHaATHUBHO, KapTUpOBaHMeE DIUTOIIOB  MOXHO  IIPOBOIUTH s
OLIeHKMU, CBA3HBaAETCHAd JM aHTuTeJo K HER [OpeuMMylleCTBEHHO C
srauTornoM 2C4 Ha HER2. Smomuron 2C4 BKRJIOYaAeT OCTaTKM M3 OoMeHa 11
(SEQ ID NO:2) BO BHeKJIeTOUHOM pnoMeHe HER2. 2C4 u nepry3ymad
CBABHBATCA C BHEKJIETOUHEIM »OoMeHoM HER2 B MecTe cCcoOeIMHEHUSI C
oomeHamm I, II w III (SEQ ID NO:1, 2, M 3, COOTBETCTBEHHO).
Franklin et al. Cancer Cell 5:317-328 (2004).

"SnuTon 4D5" npenmcrTarsisgeT cobol o6JlacTh BO  BHEKJIETOUHOM
noMeHe HER2, ¢ KOTOpOM CBAB3HBATCA aHTUTeJo 4D5 (ATCC CRL
10463) u TpacTy3syMab. 3TOT SIUTOI PacIrioJIOXeH panom c
TpaHcMeMOpaHHEIM nOoMeHoM HERZ2 m BHyTpu IomeHa IV HER2 (SEQ ID
NO:4). Ims oTbopa aHTUTEJ, KOTOPHE CBA3HBAKTCA IIPEeVMyMeCTBEHHO
c BIIUTOIIOM 4D5 MOXHO IIPOBOIUTH OOBIUHEIM IepekKpeCTHHN
KOHKYPEeHTHHIM aHaJns, TaKoM Kak OIMCcaH B Antibodies, A
Laboratory Manual, Cold Spring Harbor Laboratory, Ed Harlow u
David Lane. AJIbTEepHaTUBHO, KapTUpOBaHMe BIIUTOIIOBR MOXHO
[IPOBOIUTH oI OLLeHKMU, CBA3EBAETCH JIn aHTUTEJIO K HER
IpeyMylleCTBeHHO C »snuronoM 4D5 Ha HER2 {Hanpumep, J000M OIOUH
WM HEeCKOJIBKO OCTaTKOB B 00JacTU NPUOIM3UTEJBHO OT ocTaTka 529
0o OpubiIM3UTEJBFHO OocTaTkKa 625, BrJouasga ECD HER2; HyMepauusd
OCTaTKOB, BKJIOUAS CUTHAJILHBEM IeNITUd) .

"JleueHue" OTHOCHUTCS KaK K TepaleBTUUECKOMYy JIeUeHMI0, TaK U
K NPpOodMIIaKTUUECKOMY WMJIM K I[IPEeBeHTUBHHM MepaM. Te, KTO HyXIaeTCH
B JledeHMM, BKJKOUYaAT Tex, Y KOTo YyXe eCTh B3JI0KaueCTBEHHAasd
OIIYXOJIb, a TakKxe Tex, Yy KOT'O HeoBXoOoMMO IPeldoTBPaTUTH
3JIOKAUECTBEHHYK OIYXOJIb. TakKuMM of0pasoM, IIalMeHT, KOTOPOTO HYXHO
JIEUUTE, B HaCTOAIeM OOKYMEHTE MOXeT VIMETH OMaTrHO3
«3JIOKAUECTBEHHASA OIIYXOJb» WJIM MOXeT OHTh [IPeOpacliOJIOXEH WU

BOCIIPDUVIMYKMB K 3JI0KaUYeCTBEHHOM OIIYyXOJIM .

TepMrH "20PeKTMBHOE KOJIMUeCTBO" OTHOCUTCHS K KOJIUMUECTBY
JIEKapCTBEHHOT'O Cpencrea, 50OeKTUBHOMY oid JleueHn4d
3JI0OKAUYEeCTBEHHOM OIYXOJM VYV IIallMeHTa. S30PeKTUMBHOE KOJIMUECTBO

JIEKAPCTBEHHOI'O CpelCTBa MOXeT YMEHEBIATE UWMCIJIO 3JIOKAUWeCTBEHHEX
KJIETOK,; YMEHBIATE pa3Mep OIIYyXOJIM, MHPM@MPOB&TB (T.e. 3aMemJIAaTh

B HeKOTOpOﬁ CTelleHM " npedriouTrmTeJIEHO OCTaHaBJIMBATH )
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VHOWJIE TpallMK 3JIOKAUECTBEHHHX KJIETOK B IepudpeprdyecKre OpITaHH;
MHITUOUPOBATH (T.e. 3aMenJIaATh B HeKOTOpOMn CTelleHn u
[IpenrnouTUTeJIbHO OCTaHaBJIMBATE) MeTacTas3upoBaHue OIIYXOJIN ;
MHITUOUPOBATE, OO HEKOTOpOM CTelleHH, POCT  OIIyXOJIN; n/ U
ofbjleryaTb B HEKOTOPOM CTelleHM OIMH WJIM HECKOJLBKO CUMITOMOB,
CBASAHHEIX CO  BJIOKAYUECTBEHHOM  OIYXOJIbIO. B 3aBUCHMOCTM  OT
CTelleHM, B KakKOM JeKapCTBeHHOEe CPeICTBO MOXeT IPeIoTBPalaTh
pocT u/MIM YyOMBATL CYHEeCTBYKIMEe 3JI0KaueCTBeHHHEe KJIETKM, OHO
MOXEeT OHTL LUTOCTATUYECKMM WU/MIM LIUTOTOKCHUUESCKMM. 3ShDeKTUBHOE
KOJIMUEeCTBO MOXET TIPOIJMTL BHXMBaeMOCTL ©0e3 [IpoTrpecCUpOoBaHUS
(HanmprMep, WM3MEPEHHOE IIOCPEeNCTBOM KpuUTepHeBR OIEHKM OTBeTa IIPU
COJIMOHEIX ONyxXoJax, RECIST, wiau wu3MeHenurt CA-125), nOpuBOoOsS K
OBOBEeKTUMBHOMY OTBeTy (BRJIOUAS UYACTUUHEIM OTBeT, PR, WM IIOJIHHEM
orBeT, CR), VYBEJIUUMTEL BpeMd oO0mMel BEXMBAEeMOCTM, MU/UIU YIIYUIUTH
OOVH WMJM HEeCKOJIbLKO CUMITOMOB 3JIOKaUeCTBEHHOW ONyxXOoJM (HalpuMep,
no olleHke FOST) .

[IpuMeHIeMblI B HaCTOAMEeM IOKYyMeHTe TepMMH "IMTOTOKCUUEeCKOe
cpencrtreo" OTHOCUTCH K BelleCTBY, KOTOpoe VHTUOUPpYyeT W
npenoTBpamaeT QYHKLUMOHMPOBAHME KJIETOK U/MJIM BHS3HBAET pPa3pylleHUe
KJIeToK. TepMMH IoOpa3yMeBaeT BKIIKUEeHME pPalIlMOaKTUBHEX M30TOIIOB

1—131 1125, Y9O, RelBGI RelBBI Sml53, Bi212, P32 u

(HanpuMep, Atml, ’
PaIMOaKTUBHEX M30TONIOB Lu), XUMMOTepalleBTUUECKUX CPpeICTB U
TOKCMHOB, TaKMX KaK HU3KOMOJIEKYJISAPHEE TOKCUHE MM QepMEeHTaTUBHO
AKTHBHEE TOKCUHE OaKTeprallbHOT'O, IPUOKOBOTO, PACTUTEJIEHOTO WM
KMBOTHOTO MNPOUCXOXIEHMUST, B TOM UUCIIe UX OparMeHTOB u/WiIu
BapUaHTORB.

"XummoTepanua" HOpeOcTaBJgeT CoO0M TMpUMeHeHMe XUMUUeCKOTO
COenMHEeHUS, MNOOXONAmMEeTO INJA JIeueHUSd 3JI0OKaueCTBEHHOWM OMNYyXOJIM.

[IpuMepEL XVMUOTEepalleBTUYeCKUX CpeXlCcTE, [IPUMEH I eMBIX B
XVMMOTEepalny, BKJIUADT alIKWIMPpyKRIe CpelcTeBa, Takue KaK THuoTella
1 CYTOXAN® umrigodpochaMmm, aJIKMJICYJIbLOOHATEH, TakMe KakK 0OycyJibdaH,
VMMIIpOCYyJibGaH W OUIIOCYJibGaH; as3upMIOMHEL, TakKue Kak OeH30I0Ia,
KapOOKBOH, MeTypenolla M ypenolla; 5STWUIeHUMMMHE U MeTulaMeJIaMUHH,
B TOM UMCJIe aJiITpeTaMMH, TPpUDTUIIeHMeJIaMUH, TpUaTUIeHPoCchopaMmn,

TPUSTUIIEHTHOYOCOOpaMIL, 17 TPUME TUIJIOJIOMEJIaMI/H ; TLK 286

(TELCYTA™) ; alleTOTeHMHEL (B JacTHOCTH, oyJulaTalumH u
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OyJJlaTalyHOH) ; neeTa-9-TerTparMIpoKaHHaOMoJ (DpoHa®MHOJI,
MARINOL®) ; HeTa-JlanaxoH; JlanaxoJ; KOJIXMLIMHEL; OeTYIJIIMHOBYIO
KUCJIOTY ; KaMIITOTELVH (B TOM  UHMCJEe, CUHTETHUUYECKMM  aHaJioT
TOIIOTEKAaH (I'MKAMTHH®) , CPT-11 (MpMHOTEKAaH, KAMIITOCAP®) ,
aleTUJIKaMITOTelH, CKOIIOJIEKTUH u 9-aMMHOKaMIITOTELIVH) ;
BbpuocTaTMH; KaJumcTaTMH; CC-1065 (BrJwUYasd ero CHUHTEeTHUYeCKUE
aHaJIoOTM alolleJile3MH, KapleJyle3MH ¥ OulleJle3MH); IOIOOPMIIJIOTOKCUH;
NIONOPUIIJIMHOBYI KMCJIOTY; TEHMUIIO3UIO; KPUITOPUIMHE (B UYaCTHOCTH,
KpUNTOOMIIMH 1 M KpuUOTOQMUMH 8); »OoJlJacTaTMH,; OYOKapMMLIMH (B TOM
umcije, CHUHTeTHYecKMe aHaJioTu, KW-2189 m CB1-TM1); »iaeyTepobuH;
INaHKPaTUCTATUH,; CapKOIOMKTUMH; CIOHTMCTaTUH; a30TUCTHEHE WIPUTH,
TaKrMe KakK XJopaMOyuwmil, XJopHadasuH, xoJjgodpochamMmrn, SCTpaMyCTHUH,
npochammm, MeXJIOP3TaMMH, MexJIOp3TaMMHa OKCUIa IMIOPOXJIOPHUI,

MesipajiaH, HOBOSMOMXMH, OGOeHeCTepMH, NPpeIHMMYCTUH, Tpodochamunm,

ypauuia WIIPUT ; HUTPO30MOUEBUHH, Takue Kak KapMyCTWH,
XJIOP30OTOLNMH, (QOTEMYCTHMH, JIOMyCTMH, HMMYCTMH W PaHUMHYCTMH;
onucpochoHaTH, TakMe Kak KJIOOpOoHAaT; aHTUOMOTUKM, TakMe Kak
SHeIUVHOBEHE AHTUOMO TUKU (HanpuMep, KaJMxeaMMIIMH, OCOBEeHHO
KaJuxeaMulMH TaMMall © KaJluxeaMulMH oMerall (cM., HallpuMep,
Agnew, Chem Intl. Ed. Engl., 33:183-186 (1994)); u
aHTPaUUKJIIMHEL, Takme Kak AHHaAMMULWH, AD32, aJIkapyOuLMH,
OayHOPpYyOULIVH, OeKclla30oKcaH, DX-52-1, BIUPYOULUH, GPX-100,

nnapyouimHd, KRN5500, MeHoTapwml, IMHEeMMLIMH, BKJOUas OMHEMMINVH A;
DCHepaMMIIMH; a TakKXe XpoMOQOop HeOoKaplUMHOCTATMH M CXOIOHHE C HUM
XPOMOQOPH XPOMOIIPOTEMHOBHX SHeINMHOBEIX AaHTUOMOTUKOB,

arKJIallMHOMM3VHE, aKTMHOMMIVH, ayTpaMUINVH, a3aCepMrH, ©JIe OMULIVIHEL,

KaKTMHOMULIWH, KapabuIIMH, KapMMHOMMUIIVH, KapUMHOQUJIIMH,
XPOMOMMUIIVHE, OaKTUMHOMUIIVH, oeTopyOuumnH, 6-ouaso—-5-okco-L-
HOPJIeNLVH, OOKCOPYOULINH AIIPVIAMUIIVH® (BrJIIOUA S, MOPQOIJIMHO—
OOKCOPYOUIINH, LIMAHOMOPQOJIMHO—TOKCOPYOUILINH, 2 -TIMPPOJIMHO —
OOKCOPpYOULMH, JIMIIO COMAJIEb HEI OOKCOPYOULIMH n
0e30KCUIOOKCOPYOMLIUH) , 230pYOULMH, MaplUeJIJIOMULWH, MWUTOMMUIIMHE,

TaKNre Kakxk MUTOMMIIMH C, MMKO@@HOHOBVD KMCJIOTY , HOoT'aJIaMMIIVIH ,
OJIMBOMMIIVMHEI, IIeIIJIOMMIIVIH , HOT@MPOMMHMH, IIypoMMIIMH, KBeJIaMMIIMH,
ponopy@muMH, CTPEIITOHNUTI'PVH, CTpellITO30LUNMH, Ty@epHMHMH,

yBeHuMeKC, SUHOCTATMH, B0pYyOMUMH,; aHaJoTM QOJIMeBOM KUCJIOTH,
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TakKMe KaK IeHOIITEPMH, IITEPOINTEPMH U TPUMETPEKCAaT; aHaJloTu
I[IYPUHOB, TakMe Kak QuaynapabuH, 6-MepKAalTOIyYPUH, TUaMUIIPUH,
THMOT'YaHWH ; aHaJIoTu IUPUMUONHOB, TaxKue Kak aHUMTabuH,
az’aluTUOVH, ©-a3aypulIuH, KapModyp, LUTapadbMH, IUIe30KCUYPUINH,
OOKCUQIIYPUIOVH, DHOUMUTAOMH, OQIOKCYPUIMH, AaHOPOTeHH, TaKue Kak
KaJlyCTEepOH, OPOMOCTAHOJIOH MIPOIMOHAT, DIUTHUOCTAHOJ, MEIUTHUOCTAaH,
TeCTOJIaKTOH; aHTMaOpeHaJIOBHE BelecTBa, TakKue Kak
AMMHOTJIYTETMMIUL, MMTOTAaH U TPMUJIIOCTaAH; KOMIIEHCAaTOop HeJocTaTKa
bosmMeBOV  KUCJIOTH, TakoM kKak (GoJMHOBAasS KMCJIOTa; allelJlaToH;
IPOTUBOOOJIATHEE MIPOTUBOOIIYXOJIEBEE IIperiapaTh, TakKue Kak AJIMMTA®,
LY231514 nemerpekcell, MHIMOUTOPH IUTUOpOodOJIaTpelyKTask, TakK Kak
MeTOTPEKCAT, aHTMMeTaboJIMTH, TaKMe Kak b-dTopypauma (5-0YV) m ux

HeaKTHURBRHEE bOopPMEL, Takue kak UFT, S-1 n KaneumrabuH, "

VHTUOUTOPE TUMUIOMIIaTCUHTa3H u VHTUOUTOPE
TJIMLIMHaAMUIPUOOHYKJIEO TU bopMuIITpaHCchepast, TakKue Kak
pajTUuTpeKrcen (TOMYIEKC™, TDX) ; VHTUOUTOPH
OUTUOPONIMPUMUOMHIETUIPOT €Ha 3k, TaxKue KakK SHWIIYPaLni;

albnopochamMmma TITUIMKO3UL,; aMMHOJIEBYJIMHOBYK KUCIIOTY; aMCakKpMH;
OecTpabylunii; OMCaHTPeH; BIaTpakcaT; »medpodamMmH; OEeMeKOJILLUUH;
OMAa3MKBOH; DSJIbQOPHUTHUH,; DBJUJIMITMHMA alleTaT; SIOTUJIOH; 2TOTUIYLMI;
HUTpAaT TaJlJing ; TUIPOKCUMOUEBUHY ; JIEHTHHAaH; JIOHUOAaVHWH ;
MaMTaH3UMHOUIE, TakMe KakK MaMTaH3MH M aHCaMMTOLMHE,; MUTOI'Ya30H;
MUTOKCAHTPOH;  MOIMIAHMOJI; HUTPABRPHUH; [IEHTOCTAaTHH; beHaMmeT;
noMpapyOuIIVH ; JIOBOKCAaHTPOH; 2-2TUITUIPAa3UI; npokap®as3muH;
NoJiMCcaxapuiHel Kommjekc PSK® (JHS Natural Products, Eugene,
OR); pa30okKcaH; PUBOKCUH; CHU300UPaH,; COMPOTepMaHMM; TeHYya30HOBYI
KUCJIOTY; TPUasUKBOH; 2,2',2"-TpUXJIOPTPUSTUIIAMUH;  TPUXOTELeHE
(0ocobeHHO TOKCHMH T-2, BeppakypuH A, popuIMH A ¥ aHI'BUIOMH) ;
ypeTaH; BUHIE3UH (SJIIN3BVH®, OVIINESVH®) ; naxkapbasuH;
MaHHOMYCTMH; MUTOOPOHMTOJ; MMUTOJAKTOJ; IMUIOOBpOMaH; TallMTO3WH;
apabuHo3un ("Ara-C"); TuoTena; TaKCaHH, XJOpaHOylUWJI; TIeMumuTabuH
(I'EM3AP®) ; 6-THMOT'YaHMH; MEPKalTOIypMH; IlJlaTMHAa; aHaJIOTUM ILJIaTWHE
VI aHaJIoTu Ha OCHOBE [1JIa TUHEL, TaxKue Kak LUMCILJIaTUH,
OKCaJIMIJIaATUH M kapboraTuH; BuHOJIacTMH (BEJIBAH®); »Tonoszsmun (VP-
16); wndbpochammn; MUTOKCAHTPOH; BUMHKPpUCTMH (OHKOBMH®); aJjkaJlon

OapBMHKA; BUHOPEJIOUH (HABEJIEVH®) ; HOBaHTPOH; smaTpekcar;
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OayHOMMUIIVH ; AMMHOIITEPUH ; KceJjona; ndaHOpoHAaT; MHTUOUTOP
TonomusoMepass REFS 2000; muoTopMeTUIIOpHUTMH (DMFO); peTHMHOMIH,
TaKMe Kak peTHMHOeBasa KHUCJOoTa; dapMalleBTUUECKM IIpMeMJIeMBle COJIN,
KMCJIOTE WJIM IIPOMS3BOLOHEE JIIOOOTO M3 YKa3aHHEX BHIIe; a TakKxe
coueTaHMAa OBYyX WM 0oJiee M3 YKas3aHHEX BHIle, Takue kak CHOP,
COKpalleHre ojid coueTaHHOM Tepalmmn ns uurJgodpochammna,
OOKCOPYOMIIMHA, BUHKPUCTMHA U IIPeIHM30JI0OHa, M FOLFOX, cokpaleHue
IOJIsI CXEeMbl JeueHMs oKcaJUIlJIaTMHoM (3JIOKCATHMH™), B coueTaHMM C 5-
Y U JIeMKOBOPMHOM.

Takke B 5BTO OIpelejieHMe  BKJIUEHHE IIPOTUBOTOPMOHAJEHEE
CpeIncTBa, KOTOPHEe HOeMCTBYIT KakK pPeTlVJATOPH WIM MUHIUOUTOPH
OelicTBUSA TOPMOHAa Ha OTIyXOJIN, Takue Kak AHTUDCTPOTEeHHHE
opernapaTe M CeJIEKTHMBHEE MONYJIATOPH pellellTopa »CcTpol'eHa (SERM),
B TOM unce, HallpuMmep, TaMOKCHbeH (BRIIIOUA A TaMOKCHUbeH
HOJIBAIEKC®) , pajiokcudeH, opoJiokcubpeH, 4-TUOPOKCUTaAMOKCHUDEH,
TpUOKCHUbEeH, KeokcubeH, LY117018, OHalPUCTOH, u TOopeMmnudeH
OAPECTOH®; MHIMOMTOPH apoMaTaszbl; M aHTUMaHIPOTEeHHBE IIpellapaTsl,
TakrMe Kak QiayTammn, HUJIYyTaMUm, oukaJjyTaMmm, JeyHIposaun U
TO3epesiMH; a TaKxe TpoKcauuTaduH (1, 3-IMOKCOJIAHOBHM aHAaJIoOT
HYKJIeO3M1IOa LUMTO3UH) ; AHTUCMEICJIOBHE OJIUTOHYKJIEOTULIHL, B
YaCTHOCTH, Te, KOTOPHE MHIMOMPYIOT  HBKCIPEeCCHu IT'eHOB IIyTH
epenaumn CUTHaJa, BOBJICUEHHEX B aHOMAaJIEHYIO KJIETOUHYIO
nopoqudepaumno, Takue Kak, Hamopumep, OKC-ansda, Raf, H-Ras, wu
pelLenTop »IOMaepMalJibHOTO QakTopa pocTa (EGF-R); BakKUMHE, TaKue
KakK TeHOoTepalleBTUUEeCKME BaKLVHE, Halpumep, BakuvHa ALLOVECTIN®,
BaKLMHAa LEUVECTIN® u BaKLMHa VAXID®; PROLEUKIN® ril-2;
MHIUOUTOP  TonomsoMepase 1  LURTOTECAN®; ABARELIX® rmRH; u
bapMalleBTUUECKM [IpMeMJIEMEE COJIM, KHUCIJOTH WV [TPOU3BOIHHE JIOOBIX
BHIIETIEPEUMCIIEHHEX BeIlleCTB.

"Taxkcan" npelcTaBJIgeT cobom XUMHOTeparmmo, KOoTOopad
VHTUOUPYET MUTO3 U IIPENATCTBYET MUKPOTPYDOUKAaM.

[IpyMepH TaKCaHOB BKJIKUYALT HakjguTakces (TAKCOJI®; Bristol-
Myers Squibb Oncology, Princeton, N.J.); cocTap HakJuTakcesa U3
HaHOYaCcTUll, CBSA3aHHHX C aJIbOyMMHOB, 0e3 Kpemodpopa WM nab-
nakJmuTakKcell (ABPAKCAH™; American Pharmaceuticals Partners,

Schaumberg, Illinois); wu gpouetakcesg (TAKCOTEP®; Rhone-Poulenc
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Rorer, Antony, France).

"AHTpaUUKJIMH" npencraBjigeT cobon QHTUOMOTUK, KOTOPHM
npomspoauTca Ipudom Streptococcus peucetius, NPYMepPH BKJIOUAT :
OaYHOPYOMUIIMH, OOKCOPYOMIMH M SOUPYOMUVH, M T.I.

"XuMmmoTepanmsa Ha OCHOBE aHTpaluukInHa" OTHOCUTCHA K
XUMMOTEPAleBTUUECKOM CcXeMe JeueHusd, KOTopas COCTOUT U3 OIOHOTO
VIV HeCKOJIBKMX WJIM BKJIOUaeT OIVMH MM HEeCKOJIbBKO aHTPalMKJIMHOB.
[lpyMepH BrJIOUAKT 5-0Y, snoupyOoulmH, M Lukjgopochdamun (FEC); 5-0V,
OOKCOPYOUILIUH, u HMrJopochamMmm (FAC) ; OOKCOPYOULIMH u
umnkJgodpochammn (AC),; »aupybuumMH M uukjgopochamun (EC); m T.mo.

IOj1a UeJey HacTo4mero OOKyMeHTa "xXMMMOTepanus Ha OCHOBe
KapdomyjaTuHa" OTHOCHUTCH K XUMMOTepalleBTHMUeCKOM cxeMe JeueHUs,
KOTOpasd COCTOMT M3 OIOHOTO MM HECKOJBKMX WMIM BKJKUYAET OOUH WU
HEeCKOJIbLKO KapOOIlJIaTHUHOB. [ToumMepoM ABJIAETCHA TCH
(nouerakceJs/ TAKCOJI®, kap®oILlaTMH, M TpacTy3yMatd/I'EPLEITUH®) .

"VHTUOUTOP apomMaTas3H" MHITUOUpYyeT bepmMeHT apoMaTasy,
KOTOPHM peryJMpyeT BHEHPpabOTKYy 2CTporeHa B HaOlOUeUHMKAX. I[IpUMepH
VHIUOUTOPOB apoMaTaskl BRJIOUAOT : 4 (5) —-MvmIasoJIEL,
AMUHOIJIITE TUMUL, MEGASE® MeTeCTpPOoJI aleTar, APOMA3NVH®
SK3eMeCcTaH, dopmMecTaH, bamposod, RIVISOR® BOpoO30JI, OEMAPA®
JIeTpOo30JI, n APVMMUIEKC® aHacTpoO30JI. B omHOM W®3 BapMaHTOB
OCYIeCTBJIEHU A VHITUOUTOP apomMaTaskl B HacToAleM OOKYMEHTe
npencraBiygeT CcoOoM JIeTPO30JI MM aHacTpPO30JI.

"AHTMMEeTaDOJIMUTHASL xyMmroTepanmusa" IpencTaBjigdeT cobon
VICIIOJIL 30BaHue BemeCcTBa, KOTOopoe CTPYKTYPHO CXOIOHO c

MeTaBboJIMTOM, HO HEe MOXEeT MCIOJBE30BaTHCA OPTraHVM3MOM IIPOOYKTVMBHEM

obpas3oM. MHOTHE nus AHTUMe TabOJIMTHEX XVIMMO Tepanui MemawnT
IPOOYyKUINMA HYKJIEMHOBEIX KucJjor, PHK u IHK. I[IprMepH
aHTVMMe TaOOJIMTHEIX XUMMOTepareBTUUYeCKNX CpeIncTB BKJIOUYAT
TreMUMTabrH (I'EM3AP®) , 5-¢pTopypaunn (5-0VY), KaneumTaduH
(KCEJIOOA™) , ©6-MepKalTollypPVH, MeTOTpeKcarT, 6-TMOTYaHMUH,

neMeTpeKceln, paJTUTpekrcen, apadbMHO3MIUUTO3MH ARA-C umMTapadmH
(INTOBAP-U®) , nakapbasuH (DTIC-DOME®) , as30LMTO3UH,
OE30KCULIMTO3ZMH, OUPpUMUIeH, Ooiaynapad®muH (FLUDARA®), kiaanpabuH, 2-
Oe30KCUM-D-rJjioko3a M T.I.

[Ion 3JI0OKAUeCTBEHHOMW ONYyXOJibl, "YCTOMUMBOM K XuUMMoTepanum",
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nonpasyMeBaeTCHd, uTo 3JIOKAUECTBEHHASA OIIYXOJIb y naumMeHTa
IpOTPEeCcCUpyeT, HeCMOTpSA Ha NoJyUeHMe XVMUOTEPAalleBTUUEeCKOM CXeM:
JledyeHusa (T.e. HaumMeHT "He [OOmaeTCHd XuUMMoTepanuu"), WIM OIIyXOJib
IporpeccHUpoBajla B TeueHue 12 MecsleB (HalpuMep, B TeueHHe ©6
MecHdleB) II0CJIe BaBepmeHUd XUMMOTepalleBTUUeCKOM CXEeMH JIeUueHMUd.

TepMrH "mHOpemnapaT I[LJIaTUHH" OIPMMEHAIT B HaCTOANlEM IOKYMeHTe
oJjga o60o3HaueHMsS XUMMOTepallMM Ha OCHOBe ILJIaTHMHE, BKJoUasg, 0e3
OTpPaHMUeHUM, LUCIJIaTHUH, KapOOoIlJIaTUMH UM OKCAaJIMILJIaTUH.

TepyvuH "dTOopnMpMMUOVH" [IPUMMEHSIT B HACTOSAIEM IOKYMEHTe IJIsd
oBo3HaueHU AHTUME TabOJIMTHOM XUMHOTeparnn, BKJIOUAH, ez
OTpaHMUeHuM, KaneluuUTaduH, OQIOKCYPUIMH M OTopypaums (5-0Y).

"OdukcupoBaHHaa" wamM  "nocTodHHaA"  mos3a  TepalleBTUYeCKOTO
CpelCTBa B HaACTOSAMEM IOOKYMEHTEe OTHOCUTCA K IO3&, KOTOPYK BBOIOAT
NalrMeHTy-deJIOBeKy ©Oe30THOCUTEJIEHO K Macce (WT) wmiam 1Jiomanm
noBepxHOCTM Teja (BSA) naumeHTa. OUMKCHMPOBAHHYKR WM IIOCTOSHHYK
0o3y, TakuMmM ofpasoM, »HaonT He B BMIEe OO3H MI'/KI MJIM OO3H MT /M,
a CKopee B BUIe abCOJIOTHOTO  KOJIMUECTBA  TepaleBTUUECKOTO
CpelncTrRa.

"YoapHaa" mo3a B HaACTOSAIlEeM IOKYMEHTe, B OCHOBHOM, BKJIKUaeT
HauvaJlbHY O3y TepalleBTUUeCKOI'0O CPelncTBa, BBOOUMYK IIalMeHTy, C
nocjenymomer OIHOM WM HEeCKOJbKMMM [NONOepXKMBAlMMUMY OOo3aMMu. B
OCHOBHOM, BBOIOAT eIOVMHMUHYI YyIapHYD OO3Y, HO B HaCTOAlleM
OOKYMEeHTe  pacCMaTpMBalTCAa  MHOTOKpAaTHHE yIapHee IOO3H. Kak
IpaBuJIO, BeJMUMHAa BBOIMMOM yIAPHOM IOS3H WMJIM OO3 IIPEBLIIAET
BeJIMUMHY BBOIMMOM IOIIePXKUBalIE OO3ZH MWIM HO3 U/ WK YIApHYO
003y WM -IOO3H BBOOAT OoJiee YacTO, 4YeM NOIOepXMBaKIYyKn OO3Y WU
OO3H, OJS TOTO UTOOH OOCTMUL XeJlaeMOM PaBHOBECHOM KOHIeHTpaluM
TepalleBTUUYECKOTO CPelCTBa paHblle, YeM OHa MOXeT OHTb IOOCTHUIHYTAa
IpM IIOMOMM MHOoOIepXMBaKMel IO3H MM OO3.

"TloonepxuBamwmada" @mos3a B HaACTOAMEM JOKyMeHTe OTHOCUTCH K
OOHOM WM HEeCKOJLKMM IO3aM TepalleBTMUeCKOT'O CPeaCcTBa, BBOIMMEM
nalyMeHTy B TeUeHHue Iepuona JieueHus. Kak MNpaBUIIO, IIOOIEePXMBAKMME
OO3E BBOIOAT Uepes OIpeleJIeHHEE MHTEepBaJIH B JIeUeHMM, TaKMe Kak
OPpUOIIU3UTEJIEHO KaXIOyl Helelsd, OPpUOIIM3UTEJIEHO KaXIbee 2 HeleJu,
OPpUOIIU3UTEJIEHO KaxObe 3 Henoeau, WM OIpUubIM3UTeJIEHO Kaxinee 4

HeneJir, IIpedllIOUTUTEJIBHO KaXIEbEle 3 HemeJu.
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"BauBaHuve" wmiaM "NOPOBOOUTHL BJIMBaHMe" OTHOCUTCH K BBEINEHUI B
OpTaHu3M  Uepes BeHy  pacTBopa, comepXxamero JIeKapCTBEHHOE
CpencTBo, C TepaleBTUUECKMMM  LEeJIAIMU. Kak npaswuio, 3TOTO
IOCTUT AT IIOCPEICTBOM IIakeTa OJd BHYTPMBEHHOTO (B/B) BBeIeHUS.

"llakeT mJIS BHYTPMBEHHOTO BBemeHua" wim "makeT g B/B
BBeleHUA" TIIpendcTaBJgeT coOoM I[akKeT, KOTOPHM MOXET COOepXaThb

pacTeOop, KOTOpBIﬁ MOXHO BBOIMTE UWepe3 BeHY IlalVMeHTa. B omHOM M3

BapMUaHTOB OCyIEeCTBJIEHUA pacTeoOp IpencrTaBJIgeT cobon
bMBMOJIOTHUUECKU PAaCTBOP (HanpuMmep, HOpubiausureasHo 0,9% wiu
NPUOIIN3UTEJIBEHO 0,45% NaCl). HeobsazaTeJsibHO, makeT I10Jj4 B/B

BBEIOEHUSA CIeJlaH M3 [NoJMoJiedrMHa MM NOJMBUHMIXJIOPUIA .

IToxno "CoBMeCTHEM BBenmeHuem" nompasyMeBamnT BHYTPUBEHHOE
BBeIeHMe IBYX (MM 0OoJiee) JIEKAPCTBEHHHEX CPEeINCTB BO BpeMa OIHOTO
BBEIOEeHUS, a He TIIOoCJIeIOBaTeJIbHHE BJIMBaAHMA IOBYX WM 0oJiee
JIEKAPCTBEHHEX CPEeICTB. Kak npaBwuio, 2TO BKJKOUaeT B cebd
CoenMHeHMe IOBYyxX (miam ©oJiee) JIeKApCTBEHHHX CPEeIOCTB B OJIHOM
naxKeTe OJjg B/B BJIMBaAHUA [epeld MX COBMECTHHM BBeIeHMEM.

"KapIMOTOKCUUHOCTE " OTHOCUTCHA K JIBoMy TOKCUUECKOMY
[IoOOYHOMY 20bekTy, BO3HUKIIEMY B pesyJbTare BBEeIEeHUA
JIEKapCTBEHHOTO CpelcTBa WM KOMOMHALUM JIeKapCTBEHHHX CPeNCTB.
KapOMOTOKCUUHOCTE MOXHO OLleHMBATh Ha OCHOBaHMM JOOOT'O OIOHOTO
NI HECKOJIbKUX [IPM3HaKOB nu3: YaCTOTH BO3HMKHOBEHUSA
CUMIITOMATHUUECKOM  JIEBOXEJIYIOUKOBOM CUCTOJIMUECKOM  IOUCOYHKLUEM
(COJIX) 1wmamM 3acTOMHOM CepIOeuHoM HemocTaTouHocTu  (3CH), wmau
CHWXeHMa QpaKLMM BEHOpOCa JIeBOT'O XxeJiymouka (OBIIX) .

OPpaza "Oesn YyBeJIMUEHMHA KapIMOTOKCUMUHOCTM" 1IJI4 KOMOMHAaLUN
JIEKapCTBEHHEX CpPencTB, BRJIOUAKIEN IIepTy3yMad, OTHOCUTCH K
JacToTe BCTPeYaeMOCTM KapIMOTOKCHMYHOCTHM, KOTOopasa paBHaA WK
MeHblle HabJoIaeMOoM VYV TIalMeHTOB, KOTOPHX JeuujiM JieKapCTBeHHBMA
CpelCTBaMM, WHBMM UYeM IepTy3yMa® B KOMOMHaAIMM JIeKapCTBEeHHEBX
CpencTeB (HanpuMep, paBHa WJIM MeHbIIe, UYeM BH3BaHHASA BBeJeHMEM
TpacTy3yMaba M XMMMOTEepallMM, HalpuMep, IolleTaKceJa) .

"®jakoH" mOpencTarJgeT CoOOOM KOHTeMHep, MNOOXOOANMM  IJIS
XpaHeHMSa XUIKOT'O WM JMOQUIIM3MPOBaAHHOT'O IIpernapaTa. B OIHOM U3
BapMaHTOB OCYmMeCcTBJIeHMa (JIakKoH OpelcTaBJjgeT coboM (GJIakKoH OJId

OOHOPAa30BOTO IpPUMEHEHMs, HalpuMmep, O(JakoH oobeMoM 20 cM® Ija
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OOHOPA30BOTO IMIPUMEeHeHUS C TIPoOKOM.

"BrJlaobm B yIIakoBky" npencraejgaeT cobon VHCTPYKLVD,
KOoTOopad IO TpeboBaHMK YIpaBJIeHUSA II10 KOHTPOJIK 3a IIPOOYKTaMU U
JeKapCTBEHHEIMM  CpencTBaMM (FDA) Wi IOIpyroro peryJjmpylmero
opraHa, OOJDKHA OHITE oMelleHa BHYTPb YIIaKOBKU KaXIooIo
PELEeNTYypPHOTO JIEKapCTBEHHOTO CpelcTBa. JVMHCTpYKUMSA, B OCHOBHOM,
BKJIOUAET TOPTOBOE HaszsBaHUE oJis JIeKapCTBEeHHOTO cpencTrBa,
Ha3BaHMe eTo IXeHeprKa, UM ero MexXaHU3M IeMCTBUL; Oolpenelsger
okKasz3aHu4g, IIPOTURBOIIOKA3aHMSA, npenynpexneHns, MePH
IpedoCTOPOXHOCTM, HeOJaTroIpUATHHE BO3IEWCTBUI, U JeKapCTBEHHEBE
bopMEI; ¥ COOEPXUT MHCTPYKIUM IO PeKOMeHIyeMOoM Io3e, BpeMeHU U
IyTH BBEeIEHUA.

BepaxxeHre "maHHBIE 110 Oes3omacHoCTM" OTHOCUTCHA K JaHHBEM,
[IOJIYYEHHEM B KOHTPOJMPYEMOM KJIIMHMUECKOM MCIIEITaAHUM, [1TOKa3EBAaKIMM
PaclIpoOCTPaHEeHHOCTE u TAXKECTH MNOBOOUHHIX s20berTOR, UTOOH
COPMEHTUPORBATH [MOJIE30BAaTEJA OTHOCUTEJIBHO Be30MIacCHOCTHA
JIEKapCTBEHHOTO CpencTBa, B TOM UYMCJIe PYKOBOICTBO O TOM, Kak
KOHTPOJIMPOBATE U IIpelylpexiaThk IIO0OOUHHE peaKUMM JIeKapCTBEHHOTO
cpencTrBa. Tabmuua 3 wu  Tabiamua 4 B HaACTOAmEM JOKYyMeHTe
IpenoCTaBJIbgRT HOaHHEEe 10 0e30IIacHOCTHM OJId IHepTys3yMaba. [aHHEE II0
0es30aCHOCTM BKJIOUAKLT JoOoOe OIHO MM HECKOJIBKO (HamopuMmep, HOBa,
TpM, UYeTHpe WM O0oJiee) HauboJlee pPacCIpOCTPaHEHHHEX HeXejlaTeJIbHBX
cobuTui (AE) MM HexeJaTeJIbHHX peakuuit (ADR) B Tabiamuax 3 u 4.
Hampumep, OaHHHE 1o fe30MIacHOCTH comepxaT VHQOPMAa LN e
HeMTPOIlleHnN, bedbpubHOM HeMTPOoIlleHnN, omapee n/
KapOIMOTOKCUUHOCTHM, KaK OIIMCAaHO B HaCTOAMEM HOKYyMEHTEe.

"IaHHHE 10 2PPEeKTUMBHOCTHMU” OTHOCHUTCS K TaHHEM, IIOJIYUeHHEM B
KOHTPOJNPY EMOM KJIMHUYECKOM VICIIEIT aHUU, [IOKa3EIBalMM, UToO
JIEKapCTBEeHHOEe CpPencTBO 30PeKTUMBHO JeuuT 3abojlIeBaHMe, Takoe Kak
3JIOKAUEeCTBEHHAHA OIIYyXOJIb . axHEE 1o 20PeKTUBHOCTHU oJis
neprysymMaba IMpencTaBJIeHH B IIpPMMEpax B HACTOAMEM OOKYMEHTE.
IHauHEEe 110 30PeKTUBHOCTHM OIS IHepTy3yMaba OTHOCUTelbHO HER2-
[IOJIOKUTEJIEHOTO  MeTacCTaTUUYECKOTO WM MECTHO PelUUIVBUPYKIEI'O
HeollepabeJlbHOTO paKa MOJIOUHOM XeJle3h HaxondaTcda B 2 Tabauie 2,
Tabiuie 5, ourype 8 m ourype 10 B HaCTOMdlleM HOOKYMeHTe. JaHHEeE

1o 6e30IacHOCTM BKJOUAKT JIOOYK OOHY WJIM HEeCKOJIBKO (Hallpumep,
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IoBe, TPU, yeTHpe VI BoJee) [IEPBUUHEIX KOHEUHEBIX TOUEK
(BEIXMBAEMOCTE 0Oe3 MNporpeccUupoBaHusa, PFS, no ouexHke IRF) u/uiaum
BTOPUUHEIX KOHEUHHX TOUuek (ofmasd BHXMBaAeMOCTb (0OS); BEXMBaAEMOCTHb
Bes3 HnporpeccupoBaHmMa (PFS) 1[I0 oOlleHKe MCCIeloBaTeJIsd; dYacToTa
OOBEeKTUBHEIX oTBeToB (ORR), B ToM uMucJe IoJiHoro oTBeTa (CR),
YJacTUMUYHOTO OTBeTa (PR), CTabUIILHOCTD 3aboJjieBaHMA (SD), u
IporpeccupoBaHme 3abojeBaHud (PD), u/WMIM IJIUMTEJLHOCTL OTBeTa) B
Tabauie 2, Tabauie 5, ourype 8 m ourype 10. Hanpumep, IOaHHBE II0
20OEeKTUBHOCTHU BKJIOUAIOT MHOPMAaLIMI O BEDKMBAaEMOCTHU Bes
IpOTpPeCcCUPOBaHNA (PFS) wu/uiam ofmeld BoMBaeMocTu (0S), Kak
ONIMCaHO B HACTOAMEM IOKYMeHTE.

"CrabuibHasg cCcMech" IO OTHOWEeHMI K CMecHM IBYX WM 0OoJiee
JIEKapPCTBEHHEX CpPenCcTB, TakuMx KaK IepTy3ymMad® w© TpacTy3ymad,
O3HayvaeT, UTO KaxXIoe M3 JEeKapCTBEHHEX CpPeICTB B CMeCUM IO
CYIEeCTBY COXPaHSeT CBOK XMMUUECKYK M (QUBUUECKYK CTabMJIBHOCTH
IpM OIlLIeHKe I[IOCPeIOCTBOM OIOHOTO WJIM HECKOJBKMX aHaJUMTUUIECKUX
aHaJIn30B. TUNIMYHEIE AHAJIUMTUUECKME aHaJIM3E  OJIA STOM  lLeJu
BKJIOUAOT: I1BET, BHEMHMUM BMI ¥ IPO3PadyHOCTb (CAC), aHagus
KOHLIEHTpalUuun u MYy THOCTH, aHaJn3 JacTull, BKCKJIIO3MOHHYI
XpoMaTorpadpnio (SEK) , MOHOOOMEHHYID XpoMaToTrpadpno (IEC),
KaluJIJISPHBIN 3O0HHEIM sJexkTpodopes (CZE), KaOuJIJIgpHOE
UB0ORJIeKTpUuUeckoe (QOKyCHMpOBaHMe C IeTekuueld B kamuuisape (iCIEF)
¥ aHaJM3 aKTMBHOCTM. B OIDHOM M3 BapMaHTOBR OCYIECTBJIEHMS CMecChb
IeMOHCTPUPYET CTabMJIbHOCTE BIJIOTH OO 24 uyacoB mnpu 5°C mym 30°C.

JlekapCcTBeHHOE  CpPencTrBoO, KOTOpoe  BBOLAT "OOHOBPEMEHHO"
BMECTe c OIOHVM VI HECKOJIbKUMA IpYyTVMU JIeKapCTBeHHBEMU
CpeIcTBaMM, BBOIOAT B TeUeHME TOT'O Xe ILMKJa JedeHMs, B TOT Xe
CaMbeI IEeHb JleueHnsd, uTo u OIOHO VI HECKOJIBKO OpyTUX
JIEKapCTBEHHEX CPeICTB, U, HeoOd3aTeJIbHO, B TO Xe& CcaMOoe BpeMd,
UTO M OJHO WJM HECKOJIBKO JIPYyI'MX JIEKAapCTBEHHHX CPENCTB.
Hanpumep, OJIig Tepanouu  3JOKaueCTBEeHHOM  OIIYyXOJH, IPOBOIMMOM
KaxIele TPpU HeOeJM, OIOHOBPEMEHHO BBOIMMEE JIEKAPCTBEHHHE CpPeICTBa
BBOOAT KaXIoe B IeHb 1 TpexXHeOeJIbHOTO LMKJIa.

IT. KOMIOBMLMM aHTUTEJI U XMMHUOTepalleBTUUYECKUX IIperapaToB

AuTureH HER2, [OpMMeHseMB IOJIS [IPOU3BOICTBA aHTUTEJ MOXET
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OpencTaBJIATE cobo¥, HalpUMep, PacTBOPUMMYK (QOPMY BHEKJIETOUHOTO
IoIOoMeHa pelentopa HER2 wiIM eTro YacTH, coIepXalley XeJaeMb
SIIUTOIL . AJIb TEPHATUBHO, oJis [IPOU3BOLCTBA aHTUTEJI MOXHO
MCIIOJIL30BATh KJETKM, DHBKcHpeccupywomyue HER2 Ha CBoeM IOBEPXHOCTHU
(HanpuMep, KJIETKU NIH-3T3, TpaHCOOPMUPOBaHHEE 0JId
cBepxakchopeccur HER2; wmiIM KJeTouHasa JIMHMSA KapLMHOME, TakKasa Kak
kJIeTku SK-BR-3, cMm. Stancovski et al. PNAS (USA) 88:8691-8695
(1991) ). Ipyrue O¢opMel pelenTopa HER2, nomxondamue OJIS IIOJyUeHUSA
aHTUTeJI, OyOyT OUeBUIOHHE IJIS CIelUMaJIMCTOB B HaHHOM oOJIacTH.

PazsnuHbBEe CIHOCOOHE TIIOJyYeHMS  MOHOKJIOHAJIBHHEX  aHTUTeJI B
HacToAmeM OOKyMeHTe M3BeCTHH B IJaHHoOM objacTtu. Hamopumep,
MOHOKJIOHAJIbL HEIE aHTUTeJIa MOXHO [IPOU3BOINTE [IOCPEenCTBOM
TUMOPUOOMHOTI'O cIiocofa, BlIepBHe onmcaHHoro Kohler et al, Nature,
256:495 (1975), nocperncTBoM crnoco6orB pekoMOdMHaHTHOM IOHK (maTeHT
CIIA N 4816567) .

AxTuTesyia K HERZ, 1npuMeHseMble B COOTBETCTBUM C HACTOSIMMM
n300peTeHreM, TpacTysyMad u IIepTys3yMad, ABJIAOTCI KOMMEepUeCKU
OOCTYIIHEIMMA .

(1) T'yMaHUBMPOBAHHEE aHTHUTeJIa

Crioco®Oel 1OJid TI'yMaHM3MPOBaHMA He IIpUHaOJeXallMX YeJIOBEKY
aHTUTeJI OIIMCaHEl B OaHHOM oBygacTu. [IpennouyTmuTesIbHO,
TYMaHU3UPOBaHHOE AHTUTEJIO uMeeT OOUH VI HECKOJIBKO

AMMHOKMCJIOTHEIX OCTaTRKOB, BBeII€HHEIX B HeI'O M3 MCTOUYHMKA, He

IpMHaOJIeXxamero yeJIOBEKY . LY He IpMHaOJexammue JeJIOBEeKy
AMMHOKMUCJIO THEIE oCTaTKU JyacTo oBo3HavanT Kak "MMIIOPTHEIE "
ocTaTKHU, KOTOPHE, Kak npaBujio, B3 ATH nus "yMriopTHOTO"
BapnuabesIbHOTO JIOMEHaAa. I'yMaHM3alMa [IO0 CYMeCcTBY MOXeT OHThb

BHIIOJIHEHa cCJleoyomuM crnocodbomM Winter wm xkojuier (Jones et al,
Nature, 321:522-525 (1986); Riechmann et al, Nature, 332:323-
327 (1988); Verhoeyen et al, Science, 239:1534-1536 (1988)),
OyTeM 3aMelleHUsd I[I0CJIeNOBaATEeJbHOCTAMU THUIIepBRaprabellbHOM 00JacTU
COOTBETCTBYKMMUX IIOCJEeIOBaTEJILHOCTEN aHTUTeJla dYeJlIoOBeKa. TakKum
obpaszoM, Takue "IyMaHUBUPOBaHHHE" aHTUTeJla OpelCTaBJglT cobomn
XVYMEPHBIE aHTUTeJa (maTeHT CHIIA N 4816567), TDHme IO CYymEeCTBY MeHee
ueMm MHTaKTHEIMN BapuabeJib HEl OOMEH yeJioBEKa 3aMelleH

COOTB@TCTBy@meﬁ IocjienoBaTeJIbHOCTEIO BMIOOB, He ABJIAKIMXCA
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yeJloBekoM. Ha OpakTukKe, TI'yMaHM3MPOBAHHBE aHTUTeJla, KaK IpaBWuIo,
OpenCcTaBJgT CcoBOOoM aHTUTeJla UeJIoBeKa, B KOTOPHX HEKOTOpPHE
ocTaTkM  TunepBapuadbesibHOM  objlacTu U, BOBMOXHO, HEKOTOpPHE
ocTaTkM FR 3aMemeHB OCTaTKaMM M3 aHAJOTMYHEX YUYaCTKOB aHTUTEJ
TPH3YHA .

Bribop BapmabeJIbHHX IOOMEHOB UueJIoOBeKa, KakK Ha JeTKoM, Tak U
Ha T SIKEeJION Henax, nJIs MCIIOJIb30BaHMUS B IIPOUBBOIOCTRBE
TYMAaHUBUPOBAHHEIX AHTUTEJ ABJIAEeTCS OUeHb BaXHHM IOJIS CHUMXEHUS
aHTuIreHHoOCTM. COTJIACHO TaK Ha3hBaeMoMy Ccrocody "MaKCUMaJIbHOTO
cooTBeTCTBUA", IIOCJelNOoBaTeJIbHOCTL BapuabelIbHOT'O OoMeHa aHTUTeJa
TPH3YHOB  OTOMpanT B COIOCTAaBJIeHUM C  IIOJIJHOM  OUMOJIMOTeKOM
M3BECTHEIX I[IOCJeloBaTeJIbHOCTeM BapuabdeJJbHOTO IOMeHa ueJloBeKa.
IlocenoBaTeJILHOCTEL UYeJlIoOBeka, KoTopad MABJfAeTcd HaubdoJee OIM3KOMU
K IIOCJIeIOoBaTeJIbHOCTU TPHB3YHA, I[IPMHMMAETCS B KaueCcTBe KapKacCHOMU
objactu (FR) ueJoBeka IJiA TYMaHM3MPOBAHHOTO aHTHTeJa (Sims et
al, J. Immunol, 151:2296 (1993); Chothia et al, J. Mol. Biol,
196:901 (1987)). IOpyrou crnoco® MCIOIbL3YyeT KOHKPETHYI KapKacHYI
o6JlacThk, IIOJYUEeHHYID M3 KOHCEeHCYCHOM IIOCJIeIOoBaTeJIbLHOCTU BcCexX
AHTHUTEeJI YeJIOBeKa KOHKPEeTHOM IMIOOTPYIIH JIETKMUX WM TIKEJBEX lellen.
9TOoT Xe KapKac MOXHO MCIOJb30BaATh IJIA HECKOJIBKUX pPa3JIMUHBEX
TYMaHM3UPOBAHHHX aHTHUTesl1 (Carter et al, Proc. Natl Acad. Sci.
USA, 89:4285 (1992); Presta et al, J. Immunol, 151:2623
(1993)) .

KpomMe TOTO, BaxHO, UYTO aHTHUTeJa OOJIKHE OHTb I'YMaHU3UPOBAHE
C COXpaHeHMreM BHICOKOM addMHHOCTHU K AHTUTEHY u OPYITUX
BJIATONPUATHHX OMOJIOTUUECKMX CBOMCTB. [IJI4 OOCTWXEHMS STOM LeJu,
COTJIaCHO MHOpedlouTUTeJIbHOMY CclIocofy, I'yMaHU3MPOBaHHEE aHTUTeJa
moJiydaiT B Ipollecce aHalM3a I[I0CJIeIOoBaTeJIbHOCTEN U pa3JIMUHBIX
KOHIENTYaJIbHEX  I'YMaHM3UMPOBAHHEIX INPOOYKTOB C  MCIOJb30BaHMEM
TpexXMepPHHX MomeJien POIONTEJIECKOM u TYMaHUBUPOBAaHHOM
mocjienoBaTeJIbHOCTeM. TpexMepHBEe MOoIeJM WMMMyHOTJIOOYJIMHOB IMPOKO
OOCTYIIHH M XOPOIMO M3BEeCTHH CclHelralMcTaM B IaHHOM oBJacTH.
OoCTyIIHE KOMIIBIOTEePHHE IPOTPaMMEL, KOTOpPHE WJLJIIOC TPUPRYIOT u
oToOpaxamnT BO3MOXHHE TpexMepHHEe KOHbPOPMAaLMOHHEE CTPYKTYPH
BHOPAHHHX  KaHOMIATHHX  I[IOCJIeIOBaTEeJILHOCTENM  MMMYyHOTJIOOYJIMHOB.

NzyueHue OTUX MBO@an(eHMﬁ I1O3BOJIAET aHaJIM3MpOBaThb BO3MOXHYIO
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POJIB OCTaTKOB IOJI4 (]_)yHKLU/IOHI/IpOBaHMFI KaHOMOaTHOM
MWVHOI‘J'[O@VJ’IMHOBOﬁ IrnocjienoBaTeJIEHOCTHM, T.C. aHaJIM3MpOoOBaTh
oCcTaTKrM, KOTOPEE BJIMAIT Ha CIIOCODHOCTE KaHIMOaTHOT'O

VMMYHOIUIOOYJIMHa CBA3HBATLECA C €TI0 aHTureHoM. TakuMm o6pas3oM,
MOXHO BHOVPATH oOCTaTKM FR wu3 PEeLUUIMeHTHOY ¥  VMIIOPTHOM
IO0CJIenoBaTeJIbHOCTEM UM KOMOMHMPOBATLH TakMM  ofpasoM, UTOOE
IIOJIYUMTE XeJlaeMyld XapaKTepUCTMKY aHTuTeJa, Takylh KaK I[IOBBIIEeHHAaSs
addMHHOCTE K I1eJIeBOMy aHTuUTeHy (—-aMm). Kak [OpaBWMJIO, OCTaTKU
TurepBapmradesIbHOM oByjacTu HelloCpeICTBEHHO u HauboJee
CYIeCTBEHHO Yy4YaCTBYKT BO BJIMAHMM Ha CBA3HBaHME aHTUI'eHa.

[TaTeHT CIIA e 6949245 ONUCHBAaET [IOJIydeHMe TUIINYHBEIX
I'YMaHU3UPOBAHHEX aHTuTeJl k HER2, KoTOpHe cCcea3BBanTCcA C HER2 wm
OJIOKUPYIT JIUMTAHOHYI akTUBaluuio pelenTopa HER.

I'vyMaHM3UPOBaHHEE aHTUTEIa K HER2 KOHKPETHO BKJIOUAIT
TpacTy3ymMad (I'EPIEITUH®), kak onmcaHo B Tabimile 3 mnarteHTa CIA
5821337, HemnocpedCTBEHHO BKJIOUEHHOTO B HACTOAIMM IOKYMEHT B
KaueCcTBe CCHJIKM, ¥ KaK OIpemeJIeHO B HaCTOAMEM JOKYMeHTe; WU
T'YMaHM3MPOBaHHEE aHTuTela 2C4, TakKMe KaK IepTy3ymad, Kak
OIIMCaHO UM OIpeleJIeHO B HacCTOAIlleM NOKYMEHTE.

I'yMaHM3MpPOBaHHEE aHTUTeJla B HaACTOMlleM OOKYMeHTe MOoIyT,
HallpuMep, coIepXaTb OCTaTKM TullepBapuabesbHOM  objacTH, He
nprHamjexamey ueJIoBeKYy, KOTOPHE BKJIOUEeHH B Bapuad®elIbHBEM IOMeH
TOXKEJION LelM uYeJlOBeKa, M MOT'YT INOINOJIHUTEeJIbHO CcOoIepXaTh 3aMeHY B
KapkacHo¥ obJjacTu (FR) B IIOJIOXEeHWUM, BEIOpaHHOM M3 TPYIIIH,
cocrosamer m3 69H, 71H m 73H C MCHOJBL30BaHMEM CUCTEMB HyMepalluu
BapuabesIbHOTO IOMeHa, Mu3JIoXeHHOM Yy Kabat et al, Sequences of
Proteins of Immunological 1Interest, b5th Ed. Public Health
Service, National Institutes of Health, Bethesda, MD (1991). B
OOHOM M3 BapMaHTOB OCYMECTBJIEHMS TYMaHUM3UPOBAHHOE AaHTUTEJO
COIEepXuUT 3aMeHE FR B IOBYX MIM BCeX IoJoXeHMaAx 69H, 71H m 73H.

TUIIMJIHOe T'YMaHM3UPOBaHHOE AHTUTEJIO, IpencTaBJIAgKIEES
VHTEpEeC, B HACTOAMEM JIOKYMeHTE COIEPXUT OCTaTKM, OIpemesIgrlye
KOMILJIEMEHTAPHOCTL BapuabelIbHOTO IoMeHa TsakeJon Lenu GFTFTDYTMX
(SEQ ID NO:17), roe X 4BJAEeTCHA OpenriouTuTesbHO D wim S
DVNPNSGGSIYNQRFKG (SEQ ID NO:18); wu/mam NLGPSFYFDY (SEQ 1ID

NO:19), HeoOsda3aTeJIbHO COLOEPXUT aMUHOKUCIIOTHBEE MOIOMOUMKALMM DTUX
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ocTaTkor CDR, Hallpumep, MoOOUOUMK ALY, KOTOPHE TIIO0 CYIeCTBY
NOOOepXnUBaKnT I YIIydmamnT adOMHHOCTE aHTHUTEeJa . Hanpuwmep,
BapMaHTHEE aHTUTeJla OJ4d IPMMeHeHMA B clIocobax I[I0 HacToAleMy
N300peTeHny  MOTYT comepXxaThb OPUOIINBUTEJIEHO oT oOHOM oo
OPUOIIUBUTEJIEHO CeMM WMJIM NPUOIU3UTEJIEHO [IATKM 3aMeH aMMHOKMUCIIOT B
BHIIleYKa3aHHEX I[IocjienoBaTellIbHOCTAX CDR  Bapua®eJIbHOTO  OOMEHa
TaxeJION Lenu. TaKue BapMaHTH aHTUTeJI MOXHO II0OJIYUaTh IIOCPEeldCTBOM
co3peBaHUsa a@OMHHOCTHM, HaAIPMMEpP, KaK OIIMCaHO HUXe.

T'yMaHM3UPOBAHHOE AHTUTEJIO MOXeT comepXxaThb oCTaTKHU,
openesigplle KOMILJIEMEeHTAPHOCTL BapuabeJIbHOTO IOMeHa JIeTKOM lLielu
KASQDVSIGVA (SEQ ID NO:20); SASYX'X*’X®’, orpme X' saBnsercs
npenrnourmuresbHO R mim L, X? aBruseTcs npenrnourTmuresibHO Y i E, u
X® sgBusgercs npennouruTenasuo T wuiamv S (SEQ ID NO:21); wu/wm
QOYYIYPYT (SEQ ID NO:22), HamopuMep, B IOIOJIHEHME K TeM OCTaTKaM
CDR pBapuabeslbHOTO »OOMeHa TsaXeJIoM Lelu B OpelHaoymeM ab3alie.
Taxkue TYyMaHV3UPOBAHHEE aHTUTEeJa HeoO43aTeJILHO comepxart
AMMHOKMCJIO THEIE MOIOUOUK AU BHIIEeYKa3aHHBIX OCTaTKOB CDR,
HalpuMmep, MOOUOHUKALMM, KOTOPHE I[IO0 CYMEeCTRBYy NOOOEPXUBAKRT WU
yaydmanT addMHHOCTEL aHTUTeJla. Hamopumep, MHTepecyllre BapMaHTHEE
aHTHUTeJIa MOTYT comepXxaThb NPUOIIN3UTEJIEHO oT oOHOM oo
OPUOIIUBUTEJIEHO CeMM WMJIM NPUOIUBUTEJIEHO [IATU 3aMeH aMMHOKMUCIIOT B
BHIIeYKa3aHHEX I[ocjienoBaTellIbHOCTAX CDR  Bapua®eJIbHOTO  OOMEHa
Jerkom lenu. TakMe BapPMaHTHE aHTUTEJ MOXHO II0JIyuaTh II0CPeICTBOM
co3peBaHUa a@OUMHHOCTHM, HaAIPUMEpP, KaK OIIMCaHO HUWXe.

HacTosamasa 3agBKa TakKxe OTHOCUTCH K addmMHHO 3P eJIEIM
aHTUTeJlaM, KOTOpPHEEe CBA3HBalTCa ¢ HER2. PomouTelbckoe aHTUTEJIO
MOXeT MIPedCTaBJIATL CcoBOV aHTHUTEeJIO uUeJIoBeKa MM IT'YMaHM3UPOBAaHHOE
AHTUTEJIO, HalpuMmep, AHTUTEJIO, comepxaiee BapuabeJibHEle
IOCJenoBaTeJIbHOCTHA JeTKoM enu u/nnm BapuabeJibHEe
[IOCJIEOIOBATEJIBHOCTHU T SXKeJION Lenm ns SEQ ID NO:7 u 8,
COOTBETCTBEHHO (T.e. comepxamee VL wu/mam VH neprysymaba).
APPMHHO-BPEJIEM BapMaHT IOepTysyMada NIpeldlouTUTeSIbHO CBA3EHBAETCH
c peuentopoM HER2 ¢ addmMHHOCTLI, Jyulle¥ ueM MbemuHOe 2C4 MM
HepTy3yMad (HanopuMmep, addMHHOCTL YyJydlleHa NPUOJIM3UTEJIEHO B OBa
WY TOpUOJIU3UTEJIEHO B UYeTHpe pas3a, 0o npubimsmresbHo B 100 pas

Wi OpUOJIUM3UTEJIEHO 1000 pas, HalpuMep, 10 U3MepeHuSAM C
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VCIIOJIE30BaHMEeM  BHEKJIETOUHOTO OoOMeHa (ECD) HER2 (ELISA)) .
[IpuMmepsl ocTaTKOB CDR BapMaBeJIbHOTO IOMeHa TEXeJIOW Lelr OJd
3aMeHB BKJIOUamnT H28, H30, H34, H35, Hed, HSe6, HO9, wam
KOMOMHaLUKL OBYX WM O0oJiee (Halpumep, I-OBa, TpuU, UYeTHpe, I[I4Thb,
mecThb, W ceMb DTUX OCTaTKOB) . [TprMe pE OCTaTKOB CDR
Baprab®eJIbHOTO JIoOMeHa JeTKOoM LenM, KOTOophe MOTYT OBTbL M3MEHEHH,
BKJIOYWaT L28, L50, L53, Lb6, L91, L92, L93, L94, L96, L97 wmuu
KOMOMHaLMD OBYyX MIM 0OoJiee (HaopuMep, OT IBYX OO Tpex, UYeTHpeX,
OATHM WMJIM BIJIOTH OO NPUOJIMBUTEJIEHO OeCATHM 3THUX OCTATKOB) .

I'yMaHM3allMd  MBIMMHOTO aHTUTeJa 4D5 OoJIs co3maHusga  eTro
TYMaHM3BVPOBAHHEIX BapMaHTOB, B TOM UMCJIe TpacTy3yMmaba, oIMcaHa B
naTeHTax CIMA NN 5821337, 6054297, 6407213, 6639055, 6719971, mu
6800738, a Tmakxe Carter et al. PNAS (USA), 89:4285-4289 (1992).
HuMAb4D5-8 (TpacTy3yMal) CBABHBAJOCE C aHTUI'eHoM HER2 B Tpu
pasza CuIbHee, UYeM MBIMHOEe aHTuTeso 4D5 U MMeJIo BTOPUUHY
MMMYHHY OYHKLMIO (ADCC), KoTopad oaeT BO3SMOXHOCTD oJjig
HaOpaBJIeHHOMN HUTOTOKCUUECKOM aKTUBHOCTHU T'YMaHM3MPOBAHHOTO
aHTUTEeJla B IPUCYTCTBUM 20PEKTOPHHX KJIETOK YeJjloBeka. HuMAb4D5-8
comepxaJio ocTaTkyM CDR Bapma®eJJbHOTO JIOMeHa Jerkou uenu (Vi)
BCTaBJIEHHEIE B  KOHCEHCYCHYK IIOCJIeIOBaTeJIbHOCTh Kapkaca ViK
nonrpynns I, u ocTaTku CDR BapuaBeJIbHOTO IOOMeHa TaXeJIOM Lelu
(Vg) , BCTaBJIEHHBHIE B KOHCEHCYCHYK IIOCJIeIOBaTeJILHOCTEL KapkKaca Vi
IIOOTPYIIIIE ITT. AHTHUTEJIO OOIIOJIHUTEJILHO comepxalo 3aMeHH B
KapkacHo¥ ob6Jjgactu (FR) B noJjioxenuax: 71, 73, 78 um 93 B Vy
(rymMepaumusa ocTaTkoB FR mo Kabat; m 3amMeHn B FR B MoJioxeHUMM 66 B
Vi (HyMepaums ocTaTkoB FR mo Kabat). Tpactyzymad comepxuT Fc-
obJjilacTek Yl dYeJjioBeka He—A aJjuioTuila.

PaccMaTpUBaKnTCA pasJIMuHble QOPMEL I'YMaHM3UMPOBAHHOTO aHTUTeJa
W addmMHHO 3pesioTo aHTuUTeJa. Hanpumep, TYMaHU3UPOBAHHOE
aHTHUTeJIO WM addMHHO 3Bpejioe aHTUTEJ IO MOTYT IIPeOCTaBJIATL Ccobon
pparMeHT aHTUTeJla. AJNLTEepPHATHMBHO, I'YMaHM3UPOBAHHOE AaHTUTEJIO WU
abddmMHHO 3pejioe aHTUTEJIO MOXeT IIPeOCTaBJATL CcoBoM MHTaKTHOe
aHTUTEJIO, TaKOoe KaK MHTaKTHOe aHTuTesio I1gGl.

(ii) Kowmmosmuluum IepTy3yMaba

B omoHOM u3 BapMaHTOB OCYyIEeCTBIJIEHMA KOMIIO3MUIVIVM aHTUTeJIla K
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HERZ, KOMIIOBUILIIMA COIOEPXNT CMeChb OCHOBHEIX BUMIOOB aHTUTeJla
HepTyByMa@ )z OOHOTO WJIN HeCKOJIBLKIUMX eT'o BapMaHTOB.
HpeHHOqTMTeHbHHﬁ BapMaHT OoCyleCTBJIEHMA B HacTodleM OOKYMeHTe
OCHOBHEIX BMIOB aHTUTeJa INepTy3yMad OpelcTaBJjigeT CcoboM aHTUTEJIO,
comepxaimee AMMHOKMCJIO THEIE IOCJIeNOBATEJILHOCTHU BapuabeJIbHOM
JerKoM M TaxeJiom Uenem w3 SEQ ID NO:7 m 8, wu Haubojiee

IIpedIlIouTrUTeJIbEHO coepxalee AMVHOKMCIIOTHYIO IIO0CJIeIOBaAaTeJIbHOCTD

JeTKoMn nenm mus SEQ 1D NO:11, " AMMHOKMCJIOTHYIO
IOCJIeIOBATEJILHOCTE  TsSxeJo unenm mu3 SEQ ID NO:12 (BrIIOUA S
Oe3aMUHUPOBaHHBE "/ Ui OKMUCJIEHHEIE BapMaHTH TaKUX
mocjienoBaTeJILHOCTEN) . B OOHOM M3 BapMaHTOB OCYIleCTBJIEHUA

KOMITIO3ULIMSA COIEPXUT CMECH OCHOBHHX BMIOB aHTUTeJa IepTy3yMad u
AMMHOKMCJIOTHYK  IIOCJIeIOBaTeJIbHOCTD ero BapMaHTa, ComepXalyo
AMMHOKOHIIEBOM JIMOEPHHM YIJMHAKMUMA ceTMeHT. IIpedlouTUTesILHO,
AMMHOKOHIIEBOM JIMOEPHHM YIOJUHAKIMY CceT'MeHT HaxXOIUTCS Ha JeT'Kou
el BapMAaHTHEIX aHTuUTeJ (HalpuMep, Ha OIHOM MM IBYX JEeTKUX
IIEMNAX BapWMaHTHHX aHTUTeJ). OCHOBHBIE BUOE aHTUTed K HER2 wim
BApMAaHTHEIX AaHTUTeJI MOTYT IIPeOCTaBJATL CcoboM IoJIHOpa3MepHoe
QHTUTEJIO WM OQparMeHT aHTUTeJla (HalpuMep, Fab wu3 o(parMeHTOB
F(ab=)2), HO HOPenlIouTUTeJIbHO o0a  ABJIATCA  I[IOJIHOPAa3MepPHBMU
aHTUTeJlaMM. BapuaHTHBE aHTUTeJla B HaCTofAlleM JOKyMeHTe MOI'yT
comepXaThb aMMHOKOHIEBOM JIMIESPHHMY YIOJIMHAOMMM CceTMeHT Ha Jiodon
OIHOM OOMH WIIN HECKOJIbKMX T IKEJIBIX WM JIeTKUX Lernax.
[lpennouyTmTeJIbHO, AMVMHOKOHIIEBOM  JIMOEPHHM  YIOJIUHAOIUM  CeT'MEeHT
HaxoOuTCHd Ha onoHOM WIIN OBYX JIETKUX LHemnsax aHTUTeJIa.
AMMHOKOHIIEBOM JIMIOePHEIM Y OJIVIH SIOM CerMeHT IPennouYTUTEeJILHO
CoOOoepXuT wWiau cocrouT wmu3 VHS-. I[lpucyTCcTBHUE AMMHOKOHIIEBOTO
JMOEPHOTO YIJMHAKIETO CEeTMeHTa B KOMIIO3MIMKM MOXHO BHESABJIATE IIPU
[IOMOMY Pa3JIMUHEIX aHaJIMTUYeCKMX CIOCOOOB, BKJUYAs B KadecTBe
HEOTPAaHUUMB AKX IPVMEPOR, aHaJmn3 N-KOHIIeBOM
[IOCJIENOBATEJIbHOCTHY, aHallu3 TEeTEPOTeHHOCTHM 3apAnoB (HaIpumep,
KaTMOHOOOMEHHAad xpoMaTorpadmusa W KanuJIJISPpHBN 3OHHHIM
2JIEKTPpOGOpPEs), MACC-CIEeKTPpOMEeTprS M T.n. KoJIMUeCTBO BapMaHTHHX
aHTUTEeJI B KOMIIO3MIMM, B OCHOBHOM, HaxXOIMTCS B IMalla30HE OT
KOJIMUEeCTBAa, COCTaBJIAKIETO npene oeTexkumu  JuodoIro aHamnsza

(MpennouTuTesILHO, a”HaJMusza N-KOHILIeBOM HocJjegoBaTeJILHOCTH) ,
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IIPMMEHSIEeMOTO IJIS HOEeTEeKUMM BapraHTa, OO KOJUUECTBAa, MEHBIIETO UEeM
KOJIMUECTBO OCHOBHBEIX BMIOB aHTHUTEJIa. B OCHOBHOM, IPUOIMU3UTEIBLHO
20% I MeHbIIe (HanmpuMep, NPUOIU3UTEJIEHO oT 13 oo
opmbin3uTesbHo 15%, HanopuMep, oT 5% 10 OpUbIU3UTeJIEHO 15%)
MOJIEKYJI aHTHTeJla B KOMIIOZUIMK COoIHepXaT aMUMHOKOHIIEBOM JIMIOEPHBIM
VIOJIMHAIUY cerMeHT. Takue IIPOLIeHTHHE KOJMUeCTBa IMIPedlouTUTeJILEHO
OIpeneJigioT C MCIOJbL30BaHMEM KOJIMUECTBEHHOTO aHain3a N-KOHLeBOMU
[IOCJIeOOBaATEJIbLHOCTHU VIV KaTMOHOOOMEHHOTO aHaJm3a
(MIpedlouTUTEJIbHO C MCIOJb30BaHMeM BHCOKOpaspemanmell KOJOHKM CO
ciadbom KaTMOHOOOMEHHON CMOJION, TaKou Kak KaTMOHOOOMEHHAa I
KOJIOHKa PROPAC WCX-10™). IloMMMO BapuMaHTa C aMMHOKOHIIEBEM
JIMOEPHEM YIJMHAKIMM CETMEeHTOM, PacCMaTPMBAKRTCA OOIIOJIHUTEJbHEE
V3MeHeHMSI  aMMHOKMCJIOTHOM IOCJeOOoBaTeJIbHOCTM  OCHOBHHX  BUIOB
aHTHUTeJI U/MIXM BapMaHTa, BKJIOUYAgS B KauecTBe HeOTPaHUMUMBALIMX
IpUMEpPOB AaHTUTEeJIO, coIepxamee C-KOHIIEBOM OCTAaTOK JIM3MHA Ha
omHOM WM 0oBeux  TAKeJEHX lendx, Ie3aMUHVPOBAHHEM  BapMaHT
aHTUTeJla M T.1.

KpomMe ToOI'O, OCHOBHEE BMIH aHTUTEJIAa WJIM BapMaHT MOTYT
OOIIOJIHUTEJIBHO comepxaTb V3MeHEeHM A TJIMKO3UJINPOBaHNU S,
HeoT'paHUUMBaKIMe IIPUMMEPHE KOTOPHX BKJOUAKT aHTUTEJIO, CoIbepXallee
oNIMToCaxapuIHyl CTPpYKTYpyY Gl wmm G2, nprucoenmMHeHHy®w K Fc-
oBJylacTU, aHTUTEJIO, ComepXallee YIJIEBOOHY TPYIIY, IIPUCOEOUHEHHYIO
K JIeTKOM lLenu (HaopuMep, OOHY WJIM OBe YIJIEBOIHBEIX TIPYIINHE, TakKue
Kak IJIIOKO3a MM TajlakTosa, IOIpMcoeIMHEeHHBe K OIOHOM WM IBYM
JIeTKMM LlellaM aHTHUTeJla, HalpuMep, [IPUCOeIMHEHHHE K OIHOMY WMJIM
HECKOJIBKMM OCTaTKaM JIM3MHa), aHTUTEeJIO, CoImepXallee OIOHY WIM IBE
HETJIMKO3WMJIMPOBAHHEIE TAXeJIEe 1Lelu, WJIM aHTUTEJIO, CoIOepXallee
CUaJIMPOBAHHHM OJUTOCAaXapul, IPUCOeIMHEeHHHY K OIHOM WJIM IBYM
TOKEeJIBM LIelldM M T.I.

KomMriozsuumsa MOXET OBITH [IoJIy4YeHa n3 TeHHO-MHXeHepHOM
KJIETOUHOW JIMHUM, HalIpuMep, KJIeTOUHOW JIMHUM KUTAaWCKOTO XOMSUKa
(CHO), »kcopeccupyomey aHTHUTeJO K HER2, MIM MOXeT OHTL [HOJIyUueHa
IyTeM IMENTUIOIHOTO CHUHTE3A.

IOj1g manbHeumelr MHOOpMallMM OTHOCUTEJILHO I[IPUMMEPOB KOMIIO3UILINMN
neprysymaba cM. naTeHTH CIA NN 7560111 m 7879325, a Takxe US
2009/0202546A1.
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(iii) KommosuuuM TpacTy3yMmabda

Komrniosuumusa  TpacTysyMmaba, B OCHOBHOM, COIEPXUT CMECH
OCHOBHEIX BUIOOB aHTUTEJI (coIepXamlMx IIOCJIeOOoBaTeJIbHOCTU JIeTKOW U
TaxeJsion uenmu wmu3 SEQ ID NO:13 m 14, COOTBETCTBEHHO), U UX
BapMaHTHEE bopmel, B YaCTHOCTHU KU CJIBIE BapMaHTH (BrJIIOUA A
Ie3aMMHVPOBAHHEE BAapMaHTH) . I[IPeAONouTUTENIbHO, KOJMUYEeCTBO TaKUX
KMCJIBIX BapMaHTOB B KOMIIO3ULIUM COCTAaBJIAET NPUOIM3UTEJILHO MeHee
ueM 25%, wiIM OpubIM3UTeJIbHO MeHee uUeM 20%, WMIM OPpUOIMBUTEJILHO
MeHee ueM 15%. CM. mnarenr CIIA N 6339142. CMm. Takxe, Harris et
al., J. Chromatography, B 752:233-245 (2001) oTHOCHTeJIBHO O(OopM
TpacTy3yMaba, pasnessseMex npu [IOMOIIN KaTMOHOOOMEeHHOM
XpoMaToTpaduM, BRJIOUas OMUK A (Asn30, Ie3aMMHMPOBAHHEM OO ASp B
oferx JeTrKux Lenax); MUk B (Asnbb, Oes3aMMHUPOBAHHEM IO M30-ASp
B OIHOM TaxeJion uUemnu); ouk 1 (Asn30, IDezaMMHMPOBAHHEM IO ASp B
OOHOV JIeTKOM uLenu); uk 2 (Asn30, @»Oe3aMMHMPOBAHHHM OO ASp B
OOHOV JeTkoM uUenu, ¥ Aspl02, M3OMEPM3OBaHHEM OO M30ASpP B OIHOM
TAXEeJION Lenu); IMK 3 (OCHOBHAafA NMKOBaA opMa, WM OCHOBHHE BUIH
anTuTreJsa); uk 4 (Aspl02, wun3OMEepM3OBaAHHEM OO WM30ASP B OIHOM
TaKeJION Lenu); u ouk C (AsplO02 cyxkumHMMMO (Asu) B OIOHOM TsXeJION
uenm) . Takve  BapMaHTHEE GopMEI M KOMIIO3MLMM  BKJIOUEHH B
n300peTeHMe B HaCTOAMleM NOKYMEHTe.

(iv) 5-0V um umcogaTmH

He cymecTByeT OIOHOM CTAHOAPTHOW BCEMUPHO IIPMU3HAHHOM CXEMbI
XUMHMOTEepParneBTUIECKOTO JeueHms oJis pacnpoCTpaHeHHOT O paka
XeJlynoka, HO 5-pTopypauna (5-0VY) [LJI0C LMCILJIaTUH MUPOKO
MUCIIOJIB3YITCA OJIA STOI'0 IIoKalzaHudAd. B ucciemoBaHUMAx ¢as3e 11 vy
IaluMeHTOR 0e3 IOpeldBapUTeJIbHOM XuMMoTepanuu, 5-0Y + UMCIIJIaTUH
oanT dYacToTy OTBeTOoB OpubiaumsmTesbHo 40% wu  MedouaHy  obmen
BeIKMBaeMocTu /-10, 6 MecdueB (Lacave A.J, Baron F.J, Anton L.M,
et al. Ann Oncol. 1991; 2:751-754; Rougier P, Ducreux M,
Mahjoubi M, et al. Eur J Cancer 1994; 30A: 1263-1269; Vanhoefer
U, Wagner T, Lutz M, et al. FEur J Cancer 2001; 37 Suppl 6:
abstract S27).

(v) KaneumrTa®buH

KaneunTa®buH MUPOKO MCCIenoBaJiCia y [IaleHTOB C

PacCHpOoCTPaHeHHEIM pPakoM XeJynka. Pes3yabTaTh 200eKTUBHOCTU U3
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baser II misa MOHOTepallMM  KalelUMTadOMHOM  I[IOKa3HBaKT dYacTOTy
orBeToB 19% m 26% m ofmywn BeXMBaeMocTk 8,1 m 10,0 wmMmecdaueB B
nucciygegoraHusax Koizumi et al 2003 (Koizumi W, Kurihara M, Sasail
T, et al. Cancer 1993; 72:658-62; Sakamoto J, Chin K, Kondo K,
et al. Anti-Cancer Drugs 2006; 17:2331-6). CymecTByeT pan
VCccJleDOBaHUM  OJid  KalheluuTabyHa B KoMOMHaAUMKM  C  IIJIaTUHOM,
[IOKAa3EBAaKIMX UYaCTOTy OTBETOB B OMala30He oT 28% 1o 65%, BpewMmsA
0O IHIporpeccupoBaHua oT 5,8 pmo 9 MecHdler, ¥ OOy BEXVMBAEMOCTH
or 10,1 mo 12 wmecsuer (Kang Y, Kang W.K, Shin D.B, et al. J
Clin. Oncology 2006; 24 Suppl 18:abstract LBA4018; Park Y, Kim
B, Ryoo B, et al. Proc Am Soc Clin. Oncol. 2006;24 Suppl 18:
abstract 4079; Kim T.W, Kang Y.K, Ahn J.H, et al. Ann Oncol.
2002; 13:1893-8; Park Y.H, Kim B.S, Ryoo B.Y, et al. Br J
Cancer 2006; 94:959-63).

ITI. OTOOp HAUMEHTOR IJIA Tepaluu

IOiga oTbopa [HauMeHTOB IJIA JleueHMsa B COOTBeTCTBUM C
HaCcToALMM M300peTeHMeM  MOXHO  MCIOJBb30BaTh  OeTekumo  HER2.
HexoTopre omoOpeHHEe FDA KOMMepueCKMe aHaJIM3bl CIIOCOOHEL BHABJIATH
nauyeHToB C HER2-DOJOXUTEJIEHOM 3JI0OKAUEeCTBEHHOM OIYyXOJIblD. OTHU

CIIOCOOBOH BKJIIOUAIT HERCEPTEST® (Dako) n PATHWAY® HER2®

(MMMyHOTUCTOXUMMUeCckMe (IHC) aHaJM3H), U Patthsion® um HER2
FISH pharmDx™ (FISH aHamuzH) . IlloJb30BaTesiaM cCJjelyeT o0paTUTh
BHMMAaHMEe Ha BKJAOHIM B YIAKOBKM HabOOPOBR IOJIS KOHKPETHOIO aHaljM3a
OJIg IIOJIydeHMSa MHOopMalMM O BaJiMbaluyM UM I[IPOBeOEeHUM KaXIoI'o
aHaJnza.

Hanpuwmep, CBEPX3KCIIPEeCCHUI HERZ2 MOXHO aHaJIM3npoOBaTh
nocpencTeoM IHC, HampuMep, C MCIOJb30BaHueM HERCEPTEST® (Dako) .
[lorpyXeHHEle B Iapad®MH TKaHEeBHE Cpe3h M3 OIyXOJIeBEHX OMOITaTOB
MOXHO IoOoBepraThk aHaam3y IHC u CcorJjlacoBHBATE C KPUTEPUAMU
VHTEHCHMBHOCTM OKpammBaHMsa Oejyika HERZ cienyomyM oOpasoM:

[lokazaTesp 0 - HabmomaoT OTCYTCTBMEe OKpallMBaHUA  WJIU
HaOJomapT OKpallMBaHMe MeMOpaH MeHee dYeM Yy 103 OOyXOJeBHX
KJIETOK.

[lokazaTens 1+ - cjaboe/enBa 3aMeTHOe OKpallMBaHMe MeMOpaH

BHABJIEHO OoJiee ueM y 10% ONYyXOJIEBHX KJIETOK. VY KJIETOK OKpalleHa
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TOJILKO YacThb MeMOpaHH.

[lokazaTeynr 2+ - HabOJIoIanT IO0JIHOe OKpallMBaHue MeMOpaH OoT
cJj1aboro OO YMepeHHOTo 06oJjiee ueM y 10% ONyXOJIEBHX KJIETOK.

[lokazaTesk 3+ - HabdoZawnT IIOJIHOe OKpallMBaHue MeMOpaH OT
YMEPEHHOTO OO CMJBHOTO 0OoJjiee ueM y 10% ONyXOJIEBHX KJIETOK.

OnyxoJiu C IoKaszaTelaMy OJd OLeHKM CeBepxsKclpeccum HER2 0
mmm 1+ MoTyT OHTH OXapakKTepu30oBaHH Kak HERZ2-HeTaTuUBHEE, B TO
BpeMsa Kak ONyxXOoJM C I[oKaszaTrejaMu 2+ wuin 3+ MOTYT OHTH
oxapakTepus3opaHe kak HER2-TIOJIOXUTEJIBHEE .

OnyxoJiM, CBepxXsKcopeccupykmme HER2, wMornyT OBTE OILlEHEeHH 10
VMMYyHOTUCTOXVMUUECKUM II0Ka3aTeJIsIM, COOTBeTCTBYIIMM UMCIY KOIINUM
MoJlekyJl HER2, SKCIpecCUpyIIMMCI Ha  KIeTKY, M MOTYT OHTH

onpeleJieHH OUMOXVMUUECKN :

0 = 0-10,000 xommii/KJICTKY,
1+ = 1o MeHbmEM Mepe, OpUOIM3UTesbrHO 200000 KOmMI/KIIETKY,
2+ = IO MeHbIell Mepe, NpUOAM3UTeabHO 500000 kKommMii/KIETKY,

3+ = o MeHbmeN Mepe, Opubamus3uTesbHO 2000000 kommMit/KIETKY .

CBepxnkchpeccusa HER2 Ha ypoBHe 3+, KOTOpasd IIPUBOOUT K
JUTaHO-He3aBUCUMOM aKTUBALUM THUPOBUHKMHA3H (Hudziak et al,
Proc. Natl. Acad. Sci. USA, 84:7159-7163 (1987)), BCTpeuaeTcCHd
OpuBIM3UTEJIbHO Yy 30% pakoB MOJIOUHOM XeJIe3H, U y DTUX IIallMeHTOB,
Oe3pULMIOVEBHAS BBEKMBAEMOCTBL M 00mas BEXMBAEMOCTb CHIMXeHH (Slamon
et al, Science, 244:707-712 (1989); Slamon et al., Science,
235: 177-182 (1987)).

Hanmnume cBepx>kchopeccum Oejka HER2 u aMmiaudoukaumMs T'eHa
CUJILHO KOppeinpyoT, TaKMM oBpasoM, aJlb TEPHaATUBHO, VI
OOIOJIHUTEJIBHO, HIJIS BHABJEHMA aMILIMOUKALIMM TeHa MOXHO TaKxXe
MCIIOJIE30BATE aHaJM3 Imbpuomzauur In situ rubpumomuszaums (ISH),
HallpVMep, biyopecueHTHOV THOpuOM3aumMM in sSitu (FISH), oy
oTBopa MalMeHTOB, IMIOOXONANMX IJIA JeUueHUss B COOTBETCTBUU C
HacToAmyM wu300peTeHMeM. AHaiam3u FISH, Takme xaxk the INFORM™
(mponmaeTcsa y  Ventana, Arizona) VI Patthsion@ (Vysis,
Illinois) MOXHO [IPOBOIUTE Ha dMKCUPOBaAHHOM bopmMmasiMHOM,
IIOTPYXEeHHOV B MHapadrH OINyXOJeBOM TKaHM IJIA OolIpelelJIeHUS CTelleHU
(mpy Hamuuy) amiummomukaumy HERZ2 B ONYXOJH.

Yaire BCETrO, HER2-IIOJIOXMTeJIb HEI cTaryc IIOOTBEPXIAaKnT C
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VCIIOJIb30BaHMEM apXMBHOM, MNOTPYyXeHHOM B HapadMH, OINYyXOJIEBOU
TKaHM IIPpM IIOMOIM JIIOOTO M3 YKAaZ3aHHEIX BHIIE CIOCOOOB.

[TpenmnouTnuTeJIbHO, HERZ-IIOJIOXUTEeJIL HEE naluMeHTH, nMemmmne
nokasatejsyib IHC 2+ wmiam 34+ wiaM KOTOphe aBjgawrca FISH wuiam ISH-
[IOJIOXUTEJIbHEIMY, BHOpPaHB IOJIA JIeUeHMA B COOTBETCTBUM C HaCTOANUM
n300peTeHrEM.

CM. Takxe InatedT CIIA N 7981418 wu npumep 11  nnag
aJlb TEPHATMBHEIX aHaJIM30B Jd OoTOopa IHalUMeHTOB OJ4 Tepaluu
neprysymMadoMm.

IV. dapMaleBTUUeCKME COCTAaBEL

TepaleBTHUUeCKMe COCTaBEH aHTUTeldl k HERZ2, I[IpuMMeHseMEX B
COOTBETCTBMM C HaACTOANMM M300peTeHMeM, IIOoJIydalT OJA XpaHeHud
OyTeM CMelMBaHMa aHTUTeJa C HeOoOXOIMMOM CTEeNeHBK UUCTOTH C
[IPOM3BOJIE HEIMA bapMalleBTUYECKHA nprueMIeMEIMU HOCUTEeJISAMHA,
SKCUMIMEeHTaMM WM cTabunmsaTopamu (Remington’s Pharmaceutical

Sciences 16

edition, Osol, A. Ed. (1980)), B OCHOBHOM B opMe
JIMOQUIIN3UPOBaHHEIX COCTaBOB W BOIOHEIX PacTBOPORB.
PaccMaTpuBamwTCAa TakXe KPUCTAJJIBEL aHTUTeJla (CM. I[IaTeHTHasd 3adBKa
CIIA 2002/0136719) . [MpueMsieMEle HOCHUTeJIN, SKCLUUIIMEHTEH, WJIN
CTadbuiImM3aTOPH HEeTOKCUUHH OJIs PEeLUIIMEHTOR B VICIIOJIb 3Y EMBIX
OO3MPOBKAxX ¥ KOHIUeHTpaludax, W BKJIOUawT OydeptH, TakKue Kak
bocdaTHu, HUTPaTHEI, u opyrue OpraHnueCcKue KMUCJIOTHL;
AHTMOKCUIOAHTE, B TOM UmMCJIe acCKopbMHOBas KMCJIOTa WM MEeTUMOHMH;
KOHCEPBAHTH (TakKMe KakK OKTaIeUMJIOMMEeTMJIOeH3MJI XJIOPUI aMMOHMUS;
TeKCcaMeTOHUY XJIOpHMI,; XJopun OeH3aJIkOHMA, XJopul OeH3eTOHUS;

benoJ, OyTmg wmIM OeH3UJIOBHM CIOMPT; aJlkuinapad®eHb, TakKue Kak

MeTWJI WMJIN nponMﬂnapaGeH; KaTeXoJI; Pe3O0PLMHOJI; LHOMKIJIIOT'€eKCaHOJI, 3-

IIEHTaHOJI, 17 m—KPGSOJ'I) ; HM3KOMOJIEKYJIAPHEIE (MeHee ueM
HpM@J’IMSMTeHBHO 10 OCTaTKOB) ITOJINIIEIITVIOEL; DeJiku, TakKVre Kakr
CEIBOPO TOUHBIM aJibOyMUH, XeJlaTUH, Jin MMMYHOTJIOOYJIVHEH ;
I‘I/I,JIpO(l)MJ'IbHBIe ITOJIVIMEPEI, Takr Kak IIOJIMBVHWMIJITIMPPOJIMIOOH ;

AMMHOKMCJIIOTE, TaKMe KakK TJIMUVH, TJIYTaMWH, aclhaparvH, THUCTUIWH,
APTUHUH, WJIN JIN3UH ; MOHOCAaXapunH, Oucaxapumnsl, u opyrue
YIJIEBOOE, BKJIOUaAA IJIOKO3Y, MaHHO3Y, WIM OeKCTPMHE; XeJlaTUpyllre
Cpencrea, Tak kak JITA; caxapa, TakKMe Kak caxapoza, MaHHUT,

Tperajoza WiIn COp@MT; coneo@pa:%yzomme IIPOTHMEBOMOHEI, TarkMme Kak
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HaTpuM,; KOMILJIEKCHHE COeIMHEeHMSA C MeTaJlJlaMM (HaldpuMep, KOMILJIEeKCEH
Zn-0eJI0K) ; /MUY HEMOHHHE I[IOBEPXHOCTHO-aKTUBHEHE BeIleCcTBa, TaKue
Kak TWEEN™, [IJIIOPOHVIK/™ W [IOJINR TUJIEHTJIMKOJIb (PEG) .
JIModMIM3UPOBAHHEE COCTAaBE AHTUTEJ onucaHsl B WO 97/04801, mpsamo
BKJIOUEHHOM B HACTOAMMUM OOKYMEeHT B KauecTBe CCHUJIKMU.

JIModummM3npoBaHHEle COCTABE aHTUTEeJI OIMCaHE B IIaTeHTax CIA
NN 6267958, 6685940 m 06821515, mpamMo BKIIOUEHHHX B HACTOSMUM
OOKYMEHT B KauecTBe CCHUIKM. I[IpedllouTUTeJIEHO COCTaB IEPHEHTMH®
(TpacTysymMab) HGBJIAETCHS CTEePUMJIBHHM, JMOQUIM3MPOBAHHEM [IOPOMKOM
oT BeJiorTo oo OJIeOHO—XeJITOTO IBeTa Bes KOHCEPBAHTOB,
npefHasHAUeHHEM MOJIS BHYTPUBEHHOTO (B/B) BBeIOeHMS, COIepXalluM
440 Mr TpacTy3yMaba, 400 MT o,0-TperayJio3w neruapaTta, 9,9 mMr L-
ructuaue-HC1, 6,4 wMmMr L-tumctumubHa u 1,8 wMr nojmcopbarta 20,
Oapmakomnes CHIA. BoccTaHOBJIeHMe 20 MJI GaKTeprMOCTaTHUUECKOM BOIOM
o wuHbekuuy (BWFI), comepxamet 1,1% OeH3UMJIOBOTO CIMPTa B
KauecTBe KOHCepBaHTa, IaeT MHOTOIOB0BHM pPacTBOpP, colepxamun 21
MT/MJI TpacTysymada, Opu pH OpubamMsuTeabHO 6,0. Bojee mompoBHO,
CM. MHCTPYKUMIO-BKJIAIBII IJIS TpacTy3yMaba.

[lpenrnouTmMTeJIbHO COoCTaB IepTy3yMaba Jid TepalleBTUUYeCKOI'O
UCIIOJIb30BauMsa comepxuT 30 Mr/mMia Hneprysymata B 20 MM ITUCTUOWH
aunerarta, 120 MM caxapos3wH, 0,02% noamucopbara 20, mnpu pH 6,0.
AJIb TepHaTUBHBI cocTasn neprysyMaba COOEPXUT 25 MT'/MJI
nepryzsymaba, 10 MM ructuouH-HCl ©Oydpep, 240 MM caxaposzwH, 0,02%
nosmmcopbara 20, pH 6,0.

CocTaB I1aledo, MUCIOJL3OBAHHEM B KJIMHUUECKMX MCIHTAHUIX,
ONIMCAaHHHX B I[IpMMepax, ABJAeTCH 3KBUBAJIEHTHEIM IIepTy3yMaby 0e3
aKTMBHOT'O CpeICTRa.

CocTaB B HaCTOAMeM JIOKYMEHTEe MOXeT TakKXe colepXaThk 0oJiee
yeM OJHO aKTMBHOe COeIMHeHMe II0 Mepe  HeoOXOoOMMOCTM  IJIS
KOHKPETHOTO Ha3HauYeHWsd, KOTOpoe JeuarT, IpennouYyTUTeJIbHO,
AKTHBHEE COeIMHEeHMS C OOINOJIHMUTEeJILHEMM »OeMCTBUAMM, KOTOPHE He
OKa3HBalT HexeJaTeJIbHOTO BJAMAHMA IpyD' Ha »Opyra. Pa3jnuHbe
JIeKapCTBEHHEE cpencrea, KOTOPHE MOXHO KOMOMHUPOBATH c
MHITUOUTOPOM nuMepmszaumm HER, onmcadHsl B pasfejse CroocoO HUXe.

Taxkue MOJIEKYJIE IIpeldlIOUTMTEeJIEHO IIPMCyTCTBYROT B KOMOMHAaLIUN B
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KOJIMUeCTBax, KOTOPHEe 30PEKTUMBHE IJIS HaMeUeHHOT'O MCIIOJIb30BaHMA.

CocTaBE, KOTOPHE OyOyT MCIOJB30BAHE IJIA BBeIeHMS Iin Vivo,
OOJDKHEL OBITH CTEPUIJIBHBEIMU. 3OTO JIETKO IOOCTUIaeTCsda NyTeM OQUJILETpalunn
uepes CTepuJibHEEe MeMOpaHH OJI8 QUIIbLTpaluu.

V. CrnocoOw JieueHMA

B mnepBOM aclekTe crocoba JeueHMsa B HaCTOAlleM IOOKYMEHTe,
openjaraeTcsa crioco® oJis IponOJieHU S BEIKMBAaEMOCTHU ez
[IpoTrpecCcUpoOBaHnA (PFS) N IO JIALUN NauvMeHTOB c HER2-

IIOJIOXMTEJIEHEIM pPaKOM MOJIOUHOM XeJIe3Bl Ha 6 MecdleB WIKn foJiblle,

KOTOPLIM BKJIIOUAET BBeIeHNe neprysymaba, TpacTy3syMaba "
XUMUO Tepalinm (HanpuMep, TakcaHa, TaKoITO Kak ooleTaKkce)
nalMeHTaM B  IIOIIYJISLMUM. HeobdgzaTelILHO, NONYJISLUMSa  IIallMeHTOB

BKJIOUAET IOIOXOOANee UYMCJIO INaluMeHTOoB (HanpuMmep, 200 wniam OoJee,
300 mym OGoJgee, mam 400 mam ©6oJlee IIallMeHTOB), TakK UYTOOB MOXHO
OBLIIO OLIEHUBATH CTAaTUCTUUECKHU 3HaAUMMOe IpOIOJIEHUE PF'S B
MOy JIALVMA .

KnmmHuueckue paHHEEe ¢asel III CLEOPATRA B nOpuMepe 3 HUXe
OEeMOHCTPUPYIT, UYTO MenmaHa PFS, BHUMCIEHHad MCCJeOoBaTeJIaAMHM,
cocTaBjdaya 12,4 wMecsua ¢ I[Jauebo  ILJIKC  TpacTy3yMad  IJIC
molueTakcesg M 18,5 Mecdla C IIepTy3yMadboM IUINC TpacTy3yMad ILJIoC
ooleTakceJ, TakMM o0pa3oM, VYJydlleHMe I[10 MeOMaHe PFS cocTaBJIdJo
6 MecHduer wiau 6oJee (HanpuMmep, 6,1 wMecsana) IO CpaBHEHHMIO C
naumMeHTaMu, He IoJIyYaBIIVMA nepryz3ymad (T.e. naumMeHTaMu,
[IOJIYUYaBIMMM TOJIBKO TpacTysyMa® M OoleTakKce) .

B OOIOJIHUTEJILHOM VI aJIb TEPHATUMBHOM BapMaHTe
OCYIMEeCTBJIEHN S, npenjlaraeTcsd crioco® [IOJIyYeHu g YaCTOTH
ODBEeKTUBHEX OTBeToB 80% mam 0OoJjlee B MNONYJALUMM HallMeHTOB Cc HER2-
IIOJIOXUTEJILHEIM PakKoM MOJIOUHOM XeJIe3H, KOTOPHM BKJIOUAeT BBeIeHUe
neprysymaba, TpacTy3yMaba UM XxXuUMMOoTepaluu (HalpuMep, TakcaHa,
TaKOT'O KaK HOOolleTaKCeJl) HNalMeHTaM B IIONyJSLNM.

B poICTBEeHHOM acIlleKTe, OpenajlaraeTcsa Cclnocod codeTaHMsa IOBYX
aHtuTesl k HERZ2 njna Jeuenmsa HER2-moJjioxuTes IbHOTO paka 06e3
[IOBEIIEHV S KapOMOTOKCUYUHOCTM B IIONYJIAUMM HDalMeHToB C HER2-
IOJIOXUTEJILHOM 3JI0OKAaUeCTBEHHOM OIIYXOJIbID, KOTOPHM BKJOUaeT B cebd
BBelleHUe IepTy3yMaba, TpacTysyMaba U XUMMOTepallMy IallMeHTaM B

TIOITYyJIALI NN . HeobdazaTesrsHO, TIOITYJIALINA ITIallMeHTOB BRJIKUaeT
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IonoxXondllee UMCJIO alMeHTOB (HalpuMep, 200 wmam OoJsiee, 300 wiwm
Bojsiee wmam 400 wmiam ©oJiee TalMEeHTOB), Tak UYTODOE MOXHO OBLJIO
[IPOU3BECTU CTaTUCTUUECKHU SHaAUMMYIO OLIEHKY OTCYTCTBUA
KapOMOTOKCUUHOCTHM, BOBHUKIYK B pesyJjibTaTe IIpMveMa KOMOMHAaLUMA.
Knuunueckue npaHHele u3 &aszer III CLEOPATRA B IHOpuMepe 3 HUXe
[IOKa3EBanT, uTo coueTaHMe IepTy3yMaba U  TpacTysyMaba He
obocTpsAeT KapOMOTOKCUUHOCTL. KapIMOTOKCHMUHOCTB MOXHO OILEHMBATH
[I0 YacToTe BOBHUKHOBEHMS CHUMITOMATUUECKOMV  JIEBOXEJIyIOUKOBOM
CUCTOJIMUECKOM OUCOYHKLIUM (CHOJIX) nJin 3aCTOMHON cepIeuHoOM
HepmocTaTodyHoCcTM (3CH), MM IO CHMXeHMID OQpaKLMM BHOpoCa JeBOTO
xeJlynmoduka (OBJIX), HanopuMep, KakK OIMCAHO B IpHMMepe 3 HMXe.

Heo®sa3aTellbHO, PakK MOJIOUHOM XeJjle3n IIpencTaBJgeT cobol
MeTacTaTUUeCKUV MJIM MeCTHO PeLUMIMBUPYINM, Hepe3ekTabelIbHH pak
MOJIOUHOM KeJle3H, VI CTanuo IV 3aboJieraHusAa de novo,
ompeneJIeHHEEe MMMYHOTUCTOXVMUEN (THC) Kak 3+ "/ UIn I10
COOTHOMEeHU aMIMduranmum 22,0 0Opu QIYOpecLeHTHOV IMOpUOM3aLUN
in situ (FISH).

Heob4azaTesibHO, rnanumMeHTE B IOy JIALUN He oJIyyaim
IpenBapuUTeJIbLHOTO JIeueHm VI N4 HUX OBLIT peuunous rocJie
aIBOBAHTHOM Tepaluy, MUMelT MCXOOHYHD O¢pakuMio BeHOpoCca JIeBOTO
xeJsiyonouka (OBJIK) 250%, u/MiIM UMEKT IIoKasaTeslb OfBmMero COCTOSHUA
coTJlacHO BocTouHOM OOBeOMHEHHOM OHKOJIOTMYecKOM Ipynrne (ECOG PS)
O mim 1.

B aJIb TepHaTUBHOM BapuaHTe OCYIIEeCTRBJIEHU S n300peTeHMne
OTHOCHUTCS K CIocof0y JeueHMs paHHelM cTaiuy HER2-TIOJOXUTEJBLHOTO
paka MOJIOUHOM XeJIe3H, BKJLUaKleMy B cebd BBeIdeHMe IepTysyMada,
TpacTy3yMadba ¥ XUMMOTepaluM HalMeHTy C PakKoM MOJIOUHOWM XeJle3H,
Toe XMMMOTEepanMsa BKJIK4YaeT B cebd XMMMOTEepaluil Ha OCHOBe
AHTPpalUMKJIMHA WJIM XMMMOTEepalMi Ha OCHOBe KapbollaTMHa. OSTOT
acriekT n3obpeTeHus NoNIepXuBaeTCH KJIMHUUECKVMM  OaHHBMU B
npmMepe 5. B OIOHOM M3 BapMaHTOB OCYIECTBJIEHUMS XUMHUOTepPAIIMA
BKJIOUAeT B cebd XMMMOTepallMld Ha OCHOBE aHTpalMKJMHa, HallpUMEpR,
BKJIDUYAKIIYO 5-0Y, DIUPYOULIVH " nMrJopochamMmm (FEC) . B
aJlIb TEPHATMBHOM BapMaHTe OCYIECTBJIEHUA XUMMOTepalMsa BKJIOUAET B
cebd XMMMOTEepalMK Ha OCHOBEe KapOOoIlJlaTWUHa, HalpMUMep, BKJIIOUAKIY

TakcaH (HanpuMep, molueTakcel) , KapBoIlJlaTMH B  [OOIIOJIHEHUE K
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TEPIEITUH®/TpacTy3yMady (HaopuMep, cxeMa Jeuenusa TCH). B oOHOM
M3 BapMaHTOB OCYIMECTRBRJIEHUA IIepTy3yMad® BBOOAT OOHOBPEMEHHO C
XVMMOTepanrell Ha OCHOBe aHTpallMKJIMHa MM C XUMMOTepalueyr Ha
OCHOBe KapbOoIulaTuHa, HalpuMep, IOe IepTysyMad, TpacTysyMad u
XYUMUOTepalMn BBOOAT B TpexXHeOeJIbHBEIX LMKJax, I'Ie IIepTysymad,
TpacTy3yMad ¥ XMMMOTEepaluio BBOOATCA B IepBHM IOeHb KaXIoI'o
LIMKJa. JaHHBE B IIpUMepax B HaCTOLdlleM OOKYMEHTE IEeMOHCTPUPYIT,
UTO BBEeIOeHMe IepTy3yMaba He VYBeJMUMBaeT KapOMOTOKCUUHOCTE IIO
CpaBHeHMI C JedueHueM 0e3 neprtysymaba (T.e. IO CpaBHEHUID C
TpacTy3yMadoM C XMMHUOTepaluel Ha OCHOBEe aHTpalMKJIMHa (HalpuMmep,
FEC) wm ©0e3 mneprysymMaba; WIM TII0 CpPaBHEHMIK C TpacTy3yMaboM C
XVMMOTepalrel Ha OCHOBe kapborjaTuHa U 06e3 neprys3ymada (T.e.
TCH) . PaccMaTpuBaeMas B HacToAmMeM »OOKYMeHTe Tepalusa paHHeu
cTanmm HERZ2-IIOJIOXUTEJIEHOT'O paka MOJIOUHOM  KeJIe3H  BKJIUAET
HeOaIBIBAHTHYK M albBBAHTHYK Tepalluio.

N300peTeHre B HaACTOAmNEM OOKYMeHTe  TaKXe OTHOCUTCH K
CIIOCOBbyY JIeUeHn A HER2-IOJIOXMTEJIEHOT O paka N rnauueHTa,
BKJIOUAKIIEMY COBMECTHOE BBeIeHMe I[IallMeHTy CMecHu IepTy3yMaba u
TpacTysyMaba M3 OIOHOTO [akeTa -OJIA BHYTPUBEHHOTO BBeIOeHUMA. IOTOT
BapMaHT OCYIWEeCTRBJIEHU A IpUMeHUM oJisa JleueHusAa Jodon HER2-
IIOJIOXKUTEJIbHOTO  paka, B ToM umcje HER2-IOJOXUTEJBLHOTO pPaka
MOJIOUHOM KeJie3Hl, HER2-TIOJIOXUTEJILHOT O paka XeJgynoka, HER2-
[IOJIOKUTEJIBHOTO MeTacTaTUUeCKOT'0o WM MECTHO pPeuuIvMBUpPpYRIEeIo,
Hepe3eKTabeJIbHOTO paka MOJIOUHOM KeJlesH, W cTagmum IV
3abojieBaHua de novo, PpaHHeM cTamuy HERZ2-IIOJOXUTEJILHOTO paka
MOJIOUHOM XeJIe3H U T.I. Heobsa3aTelIbHO, STOT CIOCOO IOMOJIHMUTEJILHO
BKJIOUAET BBeIeHMe TMallMeHTy XUMHOTepalluu.

B eme OIOHOM BapMaHTe OCYIIECTBJIEHUSA CIOCOOH JIeUeHMSI II0
HaCcToAlleMy M300peTeHM BKJKUAKT, IO CYIeCcTBY COCTOAT, WU
COCTOAT M3 BBeleHUA IIepTy3yMaba, TpacTysyMaba ¥ XUMHUOTepanuwu,
TakoM Kak TIpelnapaTH  I[1JJaTWUHH (HanpuMep, HUMCILJIa TVH) n/nnm
dTOpPIUPUMUOMH (HaIOpuMep, KaleuuTaduHd u/mam 5S-dTopypaumi (5-0V))
nJiga JiedyeHrsda HER2-TIOJIOXMTEJIEHOTO paKa XeJlyIOKa.

B UYacTHOCTM, CIHIOCOOH JIeUueHMA I[IO0 HaACTOAULleMy MW300peTeHMo
BKJIOUAT, o CylmecTBY COCTOAT, MW  COCTOAT M3 BBeeHUd

nepry3ymada, TpacTysyMaba M XUMMOTepaluy, TaKoW KakK IIpelapaTH
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I1JIa TMHH "/ mim dTOPIUPUMUIONVIH, HalpuMep, LMCILJIaTUH "/
KaneuuTadbuH u/min  5S-pTopypaumi (b-0Y), rauMeHTy—4JeJIOBeKy C
MeTacTaTuueCKUM pPaxKoMm XKeJyInoKa, HepeseKTabeJIbHBM MECTHO

PacIpOCTPaHeHHEM pPakKoM  XeJyIoka, WY  PEeUMIMBUPYIIMM  IIOCJIE
orepaumuy pakoM XeJjlyIka. B olpeleJIeHHEX BapMaHTax OCYylleCTBJIeHUA
pak XeJjlyoka He IoIbaeTcd JIEKapCTBEHHOM TepalllM.

B aJIbTEPHATUBHOM  BapuaHTe OCYIWEeCTBJIEHUI openjaraercsd
crioco® JieueHus HER2-MOJOXUTEJBHOTO paka MOJIOUHOM XeJie3H Y
nauneHTa, BRJIOU AN BBeOeHME nauueHTy neprysymabda,

TpacTysyMaba M BUHOpeJiOMHa. Pak MOJIOUHOM XKeJIe3H COTJIACHO 5STOMY

BapUaHTy OCYIIEeCTBJICHUS opencTaBJIgeT cofour HeoOdg3aTeJILHO
MeTacTaTUUeCKUV WJIM MeCTHO pPacHpocTpaHeHHEM. Heobsa3aTellbHO,
IalMeHT paHee He roJiydall HeToOpMOHAaJbLHOM CUCTEeMHOM

IPOTUBOOIIYXOJIEBOY Tepaluu IO CcxXeMe JeueHMsa MeTacTaTUuUueCKUX
bopM.

B nmpyroM acrekTe M300pPEeTeHMe OTHOCUTCHS K CIOoCo0y JIeueHUd
HER2-IIOJIOXUTEJILHOTO paka MOJIOUHOM KeJle 3k N lalumMeHTa,
BKJIOUAKIIEMY BBEeIeHMEe IIallMeHTy IepTy3yMaba, TpacTysymaba U
MHTUOUTOpa apoMaTas3s (HallpMMep, aHacTpas3oJjla WX JIeTpo3oJa) .
CorJjlacHO 5TOMY BapMaHTy OCYMeCTBJIEHMSA, pPak MOJIOUHOM XeJie3EH
npencTaBjseT coOoM pacOpOCTPpaHeHHHY pak MOJIOUHOM XeJIel3H, B TOM
yycJe pak MOJIOUHOM XeJie3H, IIOJIOKUTEJILHEM [0 pelelTopy I'OpMOoHa,
TakoMy Kak pelenTop 5cTporeHa (ER-IOJOXMUTEJILHEM) W/MUIM PeLelTop
nporecrTepoHa (PgR-MOJOXUTEJILHENM) . Heo®43aTeJIbHO, IallMeHT paHee
He TIoJIyuyaJl HeTOPMOHAJILHOM CUCTEMHOM I[IPOTHUBOOIIYXOJIEBOM Tepalllu
[I0 CXeMe JIeueHMAa MeTacTaTHUuecKMx OQOpM. OSTOT CIocof JeueHUdA
HeoOga3aTeJIbHO OOIOJIHUTEJIBLHO COOEepPXUT BBEeIOeHUe naumMeHTy
VMHIOIYKIVOHHOM XUMMMOTepaluM (HalpuMep, coIepXxalel TakcaH) .

TepanMsa B COOTBETCTBMM C HACTOAIMM M300peTeHMeM IIpOoIJIeBaeT
BEIXMBAEeMOCTb Oes NIpoTrpecCUpoOBaHnAg (PF'S) /NI (eleliinY:e
BEKVMBaeMoCThb (OS) mauMeHTa, KOTOPOTI'O JIEUaT.

AHTHUTEeJIa WU XEMOBMIE  TepalleBTUUYECKOT O JIeUeHn BBOIOAT
NaleHTy-4JeJIOBEKY B COOTBETCTBUM C  WM3BEeCTHHMMU criocobamu.
KOoHKpeTHEE pPeXuMBEl BBEIOEHMS UM COCTaBH OIMCaHH B I[IpMMepax B
HacTOoAlleM NOKYMEHTE.

[Io omHOMYy U3 BaplMaHTOB OCYIEeCTBIIEHUA nepTVByMaG BBOIOAT B
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mose, KoTopasd Cco3TaeT PaBHOBECHYI KOHUIeHTpaluo Cpin220 MKT/MI Y
90% mauMeHTOB, IIOJYydYaKlMX HepTy3yMad M TpacTys3ymal.

[Io OOHOMY KOHKPETHOMY BapMaHTy OCYIEeCTBJIEHUS KU300peTeHusd,
BBOOAT NpubIu3uTeslbHO 840 MI nepry3yMaba (ymapHad mDosa), C
rnocJjenymomen OHOM VI HECKOJIbKMMA 0o3aMu aHTUTeJIa
npubam3uTresibHO 420 M (HomlepXMBakmas no3a(—H)) . [logIepXuBallye
IOO3H IIPEeNNoUuTUTEJILHO BBOOAT NPUOJIM3UTEJILHO KaxIhle 3 HemeJiM, B
ofmel CJIOXHOCTM, IIO MeHblle¥ Mepe, IOBe @OO3H, OO HACTYILJIEHUS
KJIMHUUECKOTO IIpoTpeccUupoBaHMsa 3abojieBaHMsa WM HepeTryJIupyeMomn
TOKCUYHOCTHM, IIPEeOloUuTUTeJIbHO BILJIOTH OO NPUOIM3UTeILHO 6, wWin 7,
wm 8, wm 9, wim 10, wmm 11, wnwmm 12, wim 13, mwmm 14, mm 15,
mwimm 16, wmimm 17 wmim 0O6oJjiee p1o3. Takke paccMaTpuBamoTcda 0OoJee
OJIMHHEIE TIEPMOOE JIEUEHMSA, B TOM uUumMciie OOJIbIle IMKJIOB JIEUEHUS.

[lo OpyroMy KOHKPETHOMY BapMaHTy OCYIECTBJIEHUSa, IIepTy3yMad
BBOIOAT B mJo3e 840 MI' mJjid BCeX LMKJIOB JIeUeHMS.

TpacTy3ymad, Kak I[OIpaBuUJIO, BBOOAT B BMIEe BHYTPMBEHHOM
YIOApHOM HO3H NPUOJIMIUTEJLHO 8 MI/KTD, ¢ I[DOCJHedyl MM BBeIeHMeM
Oos 6 MI'/KI' B MDOCJEeOylIMx LMKJIax. TpacTysymad, Kak IOIpaBUIIoO,
BBOOAT KaxOohe 3 HeIeJu oo HaCTyILJIEeHUSA KJIMHUUECKOT O
oporpeccupoBaHua 3abojieBaHMAa WMJIM HepeTyJIMPpYyeMOoM TOKCUUYHOCTH,
NPEenIoOUTUTEJIEHO NPUOIIM3UTENIEHO 00 17 uiam OoJiee OO3.

B KOHKpPEeTHOM BapMaHTEe OCYIEeCTBJIEHUMA TpacTy3yMa® BBOOAT B
BUIEe BHYTPMBEHHOM (B/B) MHOY3UM B [NEepPBLI »OeHbL Kaxool'o LMKJIAa
JledeHusda IO OporpeccupoBaHmsa 3abojieBaHMA 10 OlleHKe MCcJemoBaTeid
WM HepeIryJupyeMol TOKCUYHOCTM, B YyIapHOM pose 8 MI/KI 14
umkJa 1 1 mose 6 MI/KD OJIS [NOCJeOYKIUX LMKJIOB.

B IpyTroM KOHKPETHOM BapMaHTe OCYMeCTBJeHUI IepTy3yMad
BBOOAT B BUIEe B/B MHQY3MM B IIepPBHM IeHb KaXOoTo LMKJa, B ofmel
CJIOXKHOCTM B TEeUeHMe mecTM LUMKJIOB WIM OO IIpOT'peCCUpOBaHUSA
3aboJieBaHUA 1o OlleHKEe MCCIIENOBATEISA VIV HepeTyInpyeMon
TOKCUYHOCTHM, UYTOOH HM IIPOMBOIJIO IepPBHM, WM B yIapHoW no3e 840
MI' OJId UMKJa 1 ¥ @»po3e 420 Mr mOJd THOocJelIyllMX LMKJIOB, WK
yoapHou moz3e 840 Mr miasg umMkiya 1 m pose 840 MI' OJIg IIOCJHEenyIomMX
LIVKJIOB .

IOJ1g JedeHMd paka XeJjylka, BBOOAT uLucrjaaTuH 80 MT'/M?, Kak

IIpaBmJIo, B BUIE B/B MH@yBMI/I B HepBBIﬁ IOJEHE KaXnooIr'o ILIMKJIa, B
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ofmel CJOXHOCTM, IO MeHbIleM Mepe, B TeueHUe MeCTU ILUKJIIOB.

Iiisa JledyeHMs paka XeJjyllKa, BBOOAT KaneumTadbmu 1000 MP/M%
KaK I[IpaBWJIO, IIepopalJlbHO IOBaXIh B CYTKM, C Beuepa IIepBOI'O IOHHA IO
yTpa IOHA 15 kaXmoro LMKJa, B ofmeM CJOXHOCTM, IIO MEeHbIIeN Mepe,
B TeueHMe MeCTM LUKIIOB. BeBelleHMe KalleuTabOuHa MOXeT OHTb
NPOIJIEHO II0 YCMOTPEeHMIO Jieuamero Bpaua I[I0CJe TmaTeJLHOM OlleHKU
COOTHOMEHMS PUCKAa M IOJIb3HE OJIA KOHKPETHBEX [IalMeHTOB.

PexrMbl HOOBUPOBAHMSA M CXEMbl I[IPMMEeHeHMsa OJId XUMMoTepalluu,
UCIIOJIb3YeMOM IJis JieueHusda HER2-TIOJOXMTEJILHOTO paka MOJIOUHOM
XeJles3H, OIMCaHH B IIpMMepax HMXe, HO OpyI'Me PeXMMbE OO3UPOBAHUS U
CXeMBl TIPMMEeHeHMS WM3BECTHE M pPacCMaTpUBaKTCH 10 M300peTeHMID B
HaCcTOAmMEM OOKYMEHTE.

VI. [pOMEBIIJIEHHEE M3OeJIUA

OOVH ™3 BapMaHTOB OCYNMECTBJIEHUA I[IPOMBIIJIIEHHOTO WM3OeJMS B
HacTodmeM IOOKYMEHTe BKJOUaeT TIakeT OJS BHYTPUBEHHOTO (B/B)
BBeIeHUsd, comepxammi CTadbMIILHYIO CMecChb neprysymMada nu
TpacTy3ymMaba, MOOXOOAMYK  IOJIS BBEeIOEeHuS  IalMeHTy C  pakKoM.

HeobdazaTelbHO, CMeChb HaXoInMTCcA B OUBUMOJIOTUUECKOM pacTBoOpe,

HalpuMep, comepxameM NPUOIU3UTEJIEHO 0, 9% NaCl VI
npubansurensHo 0,45% NaCl. IlpuMmep TlakeTa HJig B/B BBeIeHUA

npencTaBjseT CcoOOM MOJMOJIEOUMHOBHINM WM TIOJUBUHUIIXJIOPUIOHEM IIaKeT
IJIS BBeIOeHMUSd, HalpuMep, IakKkeT IOJsa B/B BBeleHus obbeMoM 250 wmil.
[Io omDHOMY M3 BapMaHTOB OCyMecCcTBJIeHUS wu300peTeHUsd, CMecChb
COOEepPXUT Opubian3uTesbHO 420 M- MM OpudbiamsuTesbHO 840 MO
neprysymaba u OpubamzmuTesibHO oT 200 mMr pgo npubamsmresbHo 1000
MI TpacTysyMaba (HanpuMep, NPUBIIN3UTEIJIEHO oT 400 MO 0o
npubiam3uTeabHo 200 M TpacTy3yMaba) .

Heob64d3aTelbHO, CMeCk B IlaKeTe IJIA B/B BBeIcHMA ABJIAEeTCA

cTabuILHOM BIUIOTH no 24 uyacoB npu 5°C mim 30°C. CTabMiIbHOCTDL
CMeCb MOXHO OLeHMBAaThL I[IpM IIOMOIM  OOHOI'O  WMJIM  HECKOJBKUX
aHaJIM30B, BHOPAHHHX W3 TPYINIH, COCTOAMNEN M3: I1BeTa, BHEMHETO
BMIa WM nOpospadHocTu (CAC), aHalIM3a KOHIEHTpaluM W MYyTHOCTH,
aHaJM3a YacTUll, DKCKJI3MOHHOM xpoMaTorpadumu (SEK), MoHOOOMeHHOM
xpoMaTorpadum (IEC), KaOoWJJIAPHOT'O 3OHHOTO BJeKTpodopeza (CZE),

KallMJIJIAPHOT'O M30BJIEKTPMUYECKOT'O (]_)OKyCI/IpOBaHMH C oeTekuMemn B
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kamnuigigpe (iCIEF) m TecTa IOJ4 OLEHKM aKTHMBHOCTH.

B aJIb TEPHaTMBHOM BapMaHTe OCYIIEeCTRBJIEHUA n300peTeHMe
OTHOCUTCH K [NIPOMBIIJIEHHOMY  M3IOeJIMIO, BKRJIOUaKIEMY  QJIaKOH  C
nepTy3yMaboM ¥ BKJAOBI B YIAKOBKY, I'le BKJAOBI B YIaKOBKY
NpenoCTaBJIAeT OaHHHEe 10 0e30NacHOCTM B Tabiule 3 miau Tabiauie 4
U/UIM OaHHHe 10 sbbekTUBHOCTM B Tabiauie 2, Tabiuie 5, ourype 8,
i durype 10.

Heob643aTesIbHO, dJ1aKoH npencraejgeT cobom dJjlakoH  OJig
OOHOPAa30BOI'O IIPUMEeHEeHUd, comepXxamuy  OpubIM3uTenbHO 420 MT
neprysymMada. B OIOHOM M3 BapMaHTOB OCYIIeCTBJIEHUA dJIaKoH
I[IOCTAaBJIAETCS BHYTPUM KapTOHHOM KOPOOKMU.

B poOIOCTBeHHOM acIlleKTe U300peTeHre OTHOCUTCHA K CIOCOBY
[IOJIyYEHU T NIPOMBIIJIEHHOT'O n3neamns, BRJIOUAKIETO COBMECTHO
yllakKOBaHHEEe QJaKOH C IepTy3yMaboM M BKJIAIHN B YIAaKOBKY, TIIe
BKJIAOHEII B YIAKOBKY TIIPemOoCTaRJIAEeT OaHHHEe IO ©0e30MIacHOCTU B
Tabauie 3 uiaM Tadtiuie 4 u/WMIM TaHHHEe 10 20PeKTUBHOCTM B Tabjule
2, Tabmuue 5, ourype 8, mam ourype 10.

B OONOJIHUTEJIEHOM POIOCTBEHHOM aclleKTe M300peTeHMe OTHOCUTCH
K CHocoby ofecrneueHusa 0e30M0aCcHOTO ¥ 5300eKTUBHOTO IIPMMEHEHUSA
neprysymabda, BRJIOUAKIEMY COBMECTHO yIIakOBaHHEE bJIaKoH C
IepTy3yMaboM ¥ BKJAOBI B YIAaKOBKY, I'le BKJAOHI B YIaKOBKY
IpenoCTaBJIAeT OaHHHEe 10 0e30NacHOoCTM B Tabiule 3 uiau Tabiauie 4
U/WIY OaHHBEe 10 5bOeKTUBHOCTM B Tabjamule 2, Tadbiauue 5, durype 8,
i dmurype 10.

VII. XpaHeHMe OMOJIOTHMUYECKUX MaTepualiob

Cilenyomye TIHOPUIOOMHEE  KJIETOUHHE JIMHMM OBUIM CHOaHB Ha
XpaHeHMe B AMEPMKAHCKYK KOJIJIEKIMI TUIIOBHX KyJIbTyp (ATCC), 10801

University Boulevard, Manassas, VA 20110-2209, USA:

O6osHaueHHUe ATCC N JaTa OelIOHMPOBaHUSA
aHTUTEJIA
4D5 ATCC CRL 10463 | 24 mas 1990 roma
2C4 ATCC HB-12697 8 amnpesia 1999 roma

Bojiee T10onpoBHO M300peTeHMe IPOWJLIDCTPUPOBAHO CJIEIYION/MA
HeOTPaHUUKMBALIMMU [IpUMepaMM. PacCKPHTHE BCexX CCHJIOK B ONMCaHUU
OpaMO BKJIOUEHO B HACTOSMMM HOKYMEHT B KadeCcTBe CCHUIKH.

NIPMMEP 1
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®asa ITa KJIMHMUECKOT'O UCCIEeOOBaHUA IJIS OLIeHKM IIepTys3yMada B

KOMOMHALIMKM C TpacTy3yMa®oM UM XMMMOTEepalrel y INaluMeHTOB ¢ HER2-

ITOJIOXMTEJIEHEIM PacCIIPOCTPaHEHHEIM PaKOM XeJIyIOKa

HecMOoTpsa Ha pes3Koe CHMXEHMe B MHUpe CllydaekB 3abojieBaeMOCTU
Y CHWXeHMEe CMEepTHOCTM BO BTOPOM IIOJIOBMHE »OBaAllaToT'o BeKa, pak
XeJlyIka OCTaeTCsad BTOPOM  OCHOBHOM  IIPUUMHOM  CMEPTHOCTM  OT
3JIOKAUYeCTBEHHOM ONYXOJIM B MUpe IocJe Ppaka Jerkux (Parkin, D.
Oncogene 23:6329-40 (2004)) . 3aboJyieBaeMOCTE  pakoM XeJyIoKa
MMPOKO BapbMpyeT B 3aBUCKMMOCTM OT TeoTl'padMueckoro peTruoHa
(Kelley et al. J Clin. Epidemiol. 56:1-9 (2003); Plummer et al.
Fpidemiology of gastric cancer. In: Butlet et al., editors.
Mechanisms of Caucinogenesis: contribution of molecular
epidemiology. Lyon: LARC Scientific ny6amumkaumm N 157, IARC
(2004)) . B AnoHuwy, Kopee, Krumae ©  oONnpemejieHHEX CTpaHax
eHTpalbHOM ¥ IXKHOM AMepUMKM dYacToTa 3abfojleBaeMOCTUM COCTaBJIAET
or 20 pmo 95 cuyuaeB Ha 100000 uyenoBek. Hanporme, B COEIMHEHHHX
MTaTax AMEpPUKH, Nuoum u TaujaHIe JacToTa 3aboJIeBaeMoOCTH
cocTapJgsger oT 4 @mo 8 ciaydaeB Ha 100000 wu4ejyioBek. UYacToTa
3aboJIeRaeMOCTM B 3analHoM EBpolle BapbMUpyeT B IOualnasoHe oOT 37
ciayyaerR Ha 100000 uyejyioBeK B HEKOTOPHX UYacTdAx HWrTanmum no 12 Ha
100000 wyeyoBek BO OdpaHuuM. UYacToTa 3abojieBaeMOCTM Yy KEHIUH
IpUIepXUBaeTCA aHaJIOTUYHOT'O TreorpadmuuecKoro aTTepHa, HO
OpubiIn3nuTeJIbHO Ha 50% Hmxe, uYeM Y MyXuMH. CymecTBYT UYeTKMe
SOUOEMUOJIOTUUECKME pPa3JIMuMsa MexOy 3J0KaueCTBEeHHOM  OIIyXOJIbIo,
JIOKaJIM30BaHHOM B KapanMaJbHOM  OTIele xKeJlyoKa (*KeJIyIOUHO—
IUMEeBONHOE COeIMHEeHMre) U ONyXOoJhbl, JOKalIM30BaHHOM B OCTAaJIbHEIX
YacTax XeJlyoka. Ha 3JI0KadeCTBEeHHYK ONyXOJlb KapIMallbHOTO OTIela
npuxonuTcsa 39% ciIydyaeBR paka XeJyloka |y  OeJIiXx MyXduH @B
CoemmHeHHHEX lTaTax AMEpPUKM, HO TOJBKO 4% pakoB XeJlyokKa y MyXuuH
B AnoHumM.

[Io HesCHBIM IIPMUMHAM BCTPeUYaeMOCTb 3JIOKAUeCTBEHHEIX OIIyXOJieu
KapOMaJIbHOTO OThejla XeJlyODkKa WM HMKXHeTO OTHeJa IMIeBOoIa pPesKo
BO3pOCJia B Pas3BUTHX CTpaHax Cc 1970-x Tomos.

Ha ceTroOHAMHUNM OeHb EeIOMHCTBEHHOM IIOTEeHIMAaJIbHO M3JIeUMBaKIen
TepalMel IJa paka XeJlyIKa ABJAeTCsa xupyprud. KosddnumeHTH

BEIKMBAEMOCTHM 3BHAUUTEJIBHO VIYVUIMIIMCEL 3a I[IOoCJIenHMe TOOE B AIOHUU
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B pe3yJyibTaTe 0o0Jiee PaHHEeTO BHABJIEHUMSA M JIYUIIMX CIOCOO0OB XUPYPIUU
(Inoue et al. Postgrad Med J 81:419-24 (2005)). OnHako, B
BanmagHo  EBpomne ¥ CeBepHOM  AMepUKe, pak XeJyOkKa  dYacTo
OIVMaTHOCTHUPYIT Ha I[IO3OHUX CTaludax, KoT'mDa pesekuusa OoJiblle
HeBO3MOXHa. TakuMm oBpas3oM, ofmas NATUIIETHSSA BEXMBAEMOCTbL B DTUX
IIONyJIALUMAX He HOpeBbmaeT 25% (Ajani, J. The Oncologist 10 Suppl
3:49-58 (2005); Catalano et al. Clin Rev Oncol/Hematol. 54:209-
41 (2005)) .

HeszaBUCHMO oT TeoTrpadmuecKroro peruoHa, nalyeHTH c
Hepes3ekTab®elbHEIM 3abojlIeBaHMeM WM3-3a MeCTHO pPaclIpOCTPaHeHHOTO
paspacTaHusa WJIIN pacnpoCcTpaHeHusd MeTacTa30B VIMET
HeBOJIaTONPUATHHEY TPOTHO3 C ofmel NOATHUIIeTHEeM BEXMBAEMOCTBI B
nvanazoHe 5-15% (Cunningham et al., Annals of Oncology 16 Suppl
1:122-3(2005)) . [IOaa nauMeHTOB C HepeseKTabeJbHEM 3abdoJieBaHueM
IpM IIOCTAHOBKEe IMaTHO3a M OJIA HNallMeHTOB C PelUMIMBOM 3aboJieBaHUA
Iocjie XUPYPIMM OCHOBHHM BapMaHTOM TepaluMu ABJIAETCI XUMMOTepalnd
(National Comprehensive Cancer Network. NCCN clinical practice
guidelines 1in oncology. Gastric cancer. Version 1. National
Comprehensive Cancer Network, (2006) ) . Beulo 1mokaszsaHo, yTo
XUMMOTepalusa, KOTOpYyl JanT C HaJJIMaTUMBHOM LEeJIbID [IPeBOCXOOUT
HaWJIy4dllylo IIOONepXUBaKIyl Tepalui Y HalMeHTOB C paclpOoCTpaHeHHBM
pakoM xeJynka (Wagner et al. J Clin. Oncol. 24:2903-9 (2006)).

VccienoBaHue BO 18255 (ToGA) IpencTaBJIAJO cobom
PaHIOMM3UPOBAHHYIO OTKPHITYIO MHOTOLIEHTPOBYIO MeXIYHaPOOHYIO
CpaBHUTeJIbHYID (¢aszy III KIMHMUECKMX MCCJIeOoBaHUM, paspaboTaHHYI
oJjidg OLLEHKU 50PEeKTUMBHOCTHA u e30IIacCHOCTH TpacTy3syMaba B
KOMOMHaIMM C XVMMMOTepaluely [0 CpaBHEHUMID C XMMHUMOTepaluer IO
OTHeJILHOCTM B KauecTBe TepaluM [OepBOM JMHMM Y MHalMeHTOB C
HeorepabelIbHOM MEeCTHO PaCHPOCTPAHEHHOW WM PelUuIUBUPYIMEr W/UIn
MeTacTaTuuecko HER2-NOJOXUTEJIEHOV adeHOKAPLUMHOMOM XeJlyIKa WK
KeJIy DOUHO-TIMIMEBOIHOTO COenVHEHUS . [lepBUYUHOM 3amaden
MCcJenoBaHUAa ABJIAJIOCE CpaBHeHUe obmen BEIXMBAEMOCTHU s
IalueHTOR, KOTOPHIX JIeunIn TpacTy3yMaboMm B coueTaHUM c
dTOPIMPUMUIVHOM (5-0Y VI KaneunuTaduH) ILJTI0C LUMCILJIaTUH .
PesyJbTaTe MCCIJIenOBaHN 4 BO 18255 IPOOEMOHCTPUPOBAJIN

3HauUTeJILHOe KJIMHUUECKOe IpeuMylIecTBO, ecu TpacTy3yMad
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OpUMEeHSIJIM B KOMOMHALMM C XMMMOTepaluer Yy HalMeHTOB C pPakoM
XeJlynoka. OOmas BEXMBaAeMOCTh, IIepBMYHas KOHeUHas ToOuka, OBJla
SHAUUTEJILHO YJIyUdlleHa B TIpPYyIIle TpacTy3yMal ILJIC XMMMUOTEepalus I10
CpaBHEHMD C TPYIIION TOJIbLKO C XUMMOTepaluen (p=0,0045,
JoTapudMMUECKUM PaHTOBHM KPUTepuM; OTHOWleHMe puckor, 0,74).
MemmaHa BpeMeHM BHEXMBAHUSA CocTaBJaja 13,8 MecsleR B TIpPYIIe
TpacTy3yMad ILJIC xXuMmmoTepanusa M 11,1 MecsdaleBR B TI'pPyIle TOJbBKO C
XVMMOTepanrel, M PUCK CMepTr OhJI CHMXeH Ha 26% OJd HalMeHTOB B
TpyIlle TpacTy3yMad IJIC XUMMMOTepalMsa. Bce ocTaJIbHElEe BTOPUUHEE
KOHeUHBEe TOUKM IIPOIEMOHCTPUPOBAJIM KJIMHMUECKYH 3HAUMMOCTB C
AHAJIOTUMUYHEIMM OTHONEHMEM PUCKOB WM OTHOIIEHMEM [MaHCOB. (C™m.,
HanpuMmep, Bang et al., Lancet 28; 376(9742):687-97 (2010)).

B pesyiabsTaTe 2TOTO0 MCCIJIeIOBaHMA TpacTy3yMa® B HacTodlee
BpeMsa IIokasaH, Briwuad EU m CoenmHeHHble IllTaTe, B KOMOMHALUU C
HUMCILJIATVHOM IUJIDC KaneluTabuH wuiam 5-0Y nJjd JIedeHuSs TIIallMeHTOB C
HER2-TIOJIOKUTEJILHOM MeTacTaTUUeCKOW XKeJIYIOUHOM aleHOKAapLMHOMOM
MM aOeHOKaPLUMHOMOM KeJIYOOUHO-IIMIIEeBOOHOTO COeIMHEeHMS, KOTOopHe
He ToJlydaJlM PaHee JIeueHMS JIA MeTacTaTUUeCKOoIo 3aboJieBaHuAd.

B HacToOdlmee BpeMs, He CymecTByeT OIOHOM CTaHOapTHOM
BCEMMPHO TIIPM3HAHHOM CXeMbl XMMUOTEPAIleBTUUEeCKOTO JiedeHud MOJIA
PaclIpoOCTpaHeHHOTO pakKa XejlyokKa. HeCcMOoTpdA Ha YClIexX KIMHUUYEeCKOI'O
nucciyienoepanuda ToGA, cymecTByeT OoJbllad NOTPeOHOCTL B oOeClleueHUM
HOBEIMM U 52QPeKTHMBHEMM BapMaHTaMM JeueHMS »OJIS STOI0 Cepbe3HOTO
COCTOSHUSA. B YJaCTHOCTH, CymeCcTByeT HeoOXOOMMOCTb HOBERIX
TepalleBTUUYEeCKMX  IIOOXOIORB, KOTOPHE  HalleJIeHE Ha  TOo, UTOOH
nz3bexaThb 3aboJieBaeMoCTH, CBA3aHHOM c JleueHreM /WU Ha
[IOBEIIEHVE  BBIKMBAEMOCTM  IIallMEHTORB C pakoM XeJyIKa. TaxkumM
oBpazoM, 2TOT HOpUMep NOpeIcTarjigeT CcoboM paHIOMUIUPOBaHHOE
MHOTOIIEHTPOBOE OTKPHETOE MCCJeOOoBaHMe NIJIS OLeHKM IOBYX pPas3JIMUHEIX
oos neprysymada Y IaluMeHTOB c HER2-IIOJIOXMUTEJIL HOM
aleHOKapLUMHOMOM XeJlyIKa WIM XeJIyIOUHO-INUIEeBOOHOTO COeOMHeHM.
[TallMeHTH PaHOOMUBUMPYIT B COOTHOmMeHUM 1:1 o TpylmnaM C pa3JIMUHBM
JedyeHueM. IlallMeHTH B TpPYIIle A [DOJyYalT YIOapHy©n OO3Yy IepTy3yMmaba
840 Mr misa LUuMkJa 1 M o3y 420 M Oojsa LUMKJIOB 2-6, a IallMeHTH B
rpynne B nogayuvanoT 840 Mr neprysyMaba 840 M OJid BCexX IeCcTH

UMKJIOB. I[lauMeHTH B o00eux TPYINax JeueHMs IIoJIydaJlM TpacTy3ymad,
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UMUCILJIaTVH ¥ KaneuurabmH. CxeMa MCCJIelOoBaHMA IIpelcTaBJIEHa Ha
dur.6. I[IpOOOJIKUTEJIBHOCTE MCCIIENOBaAHMSA COCTAaBJIAET NPUOIMU3UTEIBLHO
24 wMecHdua (4 w™Mecdusl mygg Habopa naumeHToB U 20 MecHdleB
mocJjienypiiee  HabOJoIeHUe, rocJie TOTO Kak Ha®paH [OOCJIeIHUM
nmauMeHT) . JicciemoBaHME 3aKaHUMBaeTCsda, KoI'a IIpOoTpecCHpOBaHue
3abo0JIeRaHMA NIPOUCXOIUT Yy BCexX I[alMeHTOB, WM BCe IIalMeHTH
BHIOHIBAOT MJIM I[PEepPHBalT MCCJeloBaHMe, UTOOH HM IPOM3OIJIO PaHbIIe.

LeJjsierasa MONIYJIALUSA

Knmuuuueckoe UccyenopaHye BKJIOUYAJIO OIPUOIIUBUTEJILEHO 30
NaluveHTORB.

[TauMeHTHE OOJIKHHEL OBUIM OTBEUATH CJIeOYRIMM KPUTEPUAM OJI9
BKJIOUEHVA B MCCJeOOBaHUE:

— T'MCTOJIOTUUEeCKM [NONTBepPXIeHHAasa aleHOKapLMHOMAa XeJlyoKa WU
KeJIYOIOUHO-IIUIIEBOOHOTO COeOMHEHN A C HeollepabeJibHEM MEeCTHO
PacrIpoCTpPaHEeHHEM VI MeTacTaTUUYeCKMM zaboJjieraHMeMN, He
IoONOanmMMCA PagUKaJIbHOMY JIEUEHUD.

— IauMeHTH C pPaclIpoCTpaHeHHEM 3abojieBaHMeM, Y KOTOPHIX
IPUCYTCTBYET IIOCTOIEPAallMOHHEM peluIMB (KoTga LeJbl XUPYPIUM
OBJIO M3JIEUEHME) , TaKXe NOOXOOAT OJA BKJIOUEHUA.

- B3BaboJieBaHMe, KOTOpOe MOXHO WM3MEPUTE COIJIaCcHO KpuTepmam
OLIEHKM OTBeTa IPpM COJMIOHEX onyxojax (RECIST), v 1.1, oOlLleHeHHOe
C MCIOJIE30BaHMEM CIOCOOOB BU3yalM3aluM (KOMIILITEPHOM ToMOoIpadum
(KT) VI MaTHUTO-Pe30HaHCHOM ToMOTpadum (MPT) ), VI
HeusMepsaeMoe 3abojieBaHMe, 3a KOTOPBM MOXHO HabJoIaTh.

- HER2-moJjioxmuTeJilbHasa OIIYyXOJlb, OolIpenejleHHas WM kak IHC 3+
i IHC 2+ B xkoMmOuHaumm c ISH+, @O OlleHKe I[epBUYHOM WM
MeTacTaTuueCcKou OIIYXOJIN LIeHTpalbHOU JabopaTopuen.
[IOJIOXUTEJILHOCTE IO I1SH omnpemesidoT KakK OTHOomeHMe 22,0 OJjg ducia
KoM TeHa HER2 K UMCJIly CUTHaJIoB nOJjg CEP17.

- ObsazaTelbHOM ABJIAEeTCH OOCTYIIHOCTB dMKCHMPOBAHHOM
bopMasMHOM, TIOTPYXeHHOM B HapadmH (FFPE) TkaHM, I[I0 MeHbLIIEN
Mepe, C 5 MM UMHBasMBHOMU OIIYXOJIM  IOJIA LIEHTPaJIM30BaHHOT'O
IOOTBepXOeHUsa oTbopa HERZ2.

- [loxkazaTelb oBmero COCTOAHUA COTJIaCHO BocTouHOM
OOBeOIMHEeHHOM OHKOJIOTHMUYeckoM Ipyhnne (ECOG) 0 mim 1.

- McxomHasa opakumsa BeOpOCca JIeBOTO XeJiymouka (OBJIK) =255%
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(M3MepeHHasa IIOCpenCcTBOM 2X0oKapIMNOIPaMMEL (Ox03KIY) NI
CKaHOTpaMMH PaguoM30TONHOM BeHTpHUKyJoTpaduu (MUGA)).

- OxmupmaeMasd OPONOJIKUMTEJILHOCTE XM3HM, II10 MeHbIle Mepe, 3
Mecdua.

- MyxXurHa WM XeHIMVHA.

BoszpacT 218 JerT.

- TlognmMcaHHOe MHOOPMUPOBaAHHOEe coIJlacue.

- IJIgd XeHIMH »OeTOPOOHOT'O BO3pacTa M YUYaCTHUKOB-MYXUUH C
napTHepaMMr OeTOPpOOHOTO BO3pacTa: CcoIJlalleHMe 00 MCIOJIb30BaHUMU
nalMeHToM U/MIXM [HapTHEPOM  BHCOKOSOOEKTMBHOM  HeTOPMOHAJILHOM
bopMEHL KOHTpaLeNUuM WIM IOBYX 20PeKTUBHEIX QOPM HeTopMOHAaJIbHOM
KOHTpAal el .

- IlpMeM KOHTPAUeNTMBOB IOJIXEeH [NPONOJIXKaTbCSa BO  BpeMd
JleueHMsa B MCCJeOoBaHMM ¥ B TeueHMe, I[I0 MeHblleM Mepe, IecTH
MeCcdlleB IocJie TOCJHeIHeM  HOO3H MCCJedyeMOoTOo  JIeKapCTBEHHOTO
OpenaparTa.

[TauMeHTOB, KOTOPHE OTBEeUalnT JIIOOMYy M3 CJAeIYyKINX KPUTEPUEB,
MCKJIOUAT M3 Habopa B MUCCIeIOBaHUE:

— IlpenmecTrynmadad XMMMOTepanMsa OJIA PacOIpoCTPaHeHHOTO WU
MeTacTaTudeCcKoTo 3aboJieraHuAa, 3a VCKJIIOUeHEeM TOTO, uTo
OOIIyCKaeTCd NpenpapuTesibHasas  aIbloBaHTHAd MM HeoalblBaHTHAaL
Tepanmusd, ecyiM  [IpouJIo, 10 MeHbIeM Mepe, 6 MecdaleB Mexny
3aBepIlleHrEM Ao BIOBAHTHOM W HeoaOBloBaHTHOM Tepanuemn u
BKJIOUEHVEM B MCCJIeIOBaHUE.

- AOBOBAHTHasa WM HeoalObBlBAHTHasa  Tepanmsa IIpernapaTaMu
[JIaTUHE He OOIIyCKaeTcCHd.

- TloTepsa OUBMUECKOM LeJIOCTHOCTM BepxHeT'o oTiesla XeJYOOUHO-—
KMIIEUHOTO TpaKTa MM CUHIPOM Majlbabcopblumy (HaopuMep, I[IallMeEHTOR
C YaCTMUHOM MJIM IIOJIHOM TAacCTPORKTOMMEN  MOXHO  BKJIOUATL B
MCCJeqOoBaHMe, HO He C eKHOCTOMOM) .

- AKTMBHOe (3HauUMTEJIEHOE WM HeKOHTPOJMPYEeMOe) XeJIyIOUHO-—
KHUIIEUHOE KPOBOTEUeHUE.

- OcTaTouHada OTHOCUTEJILHAA TOKCUUHOCTE B pe3yJibTaTe
OpenuHnymer TepaluM (HaopuMep, HeBpoJioTMyecKas TOKCUUHOCTL CO
CTeleHbln TaxecTr =22 (NCI CTCAE)), Ba MCKIKNUEeHMEeM aJIollellvM.

- Opyroe 3JIOKadYeCTBEHHOEe HOBOO@paBOBaHMe B TedueHNre
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IOCJHeNHUX TIATH JeT, 3a WCKInUeHMEeM KapUMHOMBL MelMKM MaTKM In
situ Wi 6as3aJIbHO-KJIETOUHOM KapLUUHOME.

- JoboM M3 CIeOyKMMxX He COOTBETCTBYKIMX HOPMe Jiab®opaTOpPHEX
TECTOB HEIOCPEeINCTBEHHO Iepel paHIoOMU3alMel:

OBmut CHBOPOTOUHHM Ouiupy®muH >1,5 pasa BHIle BepxXHETO
nopenejia HopMel (ULN) wmiaImM OJa4 HaUMeHTOBR C M3BEeCTHBEM CUHIPOMOM
Xnnbbepa oOmMUM CHBOPOTOUHHY OMINPYOUH >2XULN

[ maumMeHTOB 0e3 MeTacCTa30B B IIeUeHb M KOCTHU:

AAT wmym AJIT >2,5xULN, m meJjiouHas ¢docdarasza (Md) >2, 5xULN

IJId [aluMeHTOB C MeTacTa3aMM B IledeHM U 0e3 MeTacTas3OoB B

kocTM: AAT wmiam AJIT >5xULN, m IId >2, 5XULN

IJI TIallMeHTOB C MeTacCTazsaMMM B IIedeHM ¥ MeTacTa3aMM B

kocTM: AAT wmiam AJIT >5xULN, m Id >10xULN

IOJIg mnaumMeHTOB C MeTacTasaMrM B KOCTHM M 0e3 MeTacTas0B B

neyeHb: AAT wmam AJT >2,5xULN, u 0Md >10xULN
ANEByMUH <25 T/J

KinvpeHc kpeaTwHMHa <60 MJI/MWH
OfBmee umMcIO JeMKourMToB (OLUI) <2500/Mkir (<2, 5x10°/1)
ABGCOJIIOTHOE UYMCJIO HerTpoduiyior (ANC) <1500/mMrJj (<l,5X109/H)

TpoMEOLUMTH <100000/Mrsr (<100x10%/71)

- CepbesHoOe 3aboJieBaHMe cephlla WM MeOMUMHCKME COCTOAHUA,
BKJIOUAKIME, HO He OTPaHMUYMBAKIMECHT:

DOKYMEHTHPOBAHHYK MCTOPMI CepOeuHOM HeDOoCTaTOUHOCTU WM
CUCTOJIMUEeCKOM mUcOyHKUMM (OBJIK <50%) ;

BEHICOKUM PUCK HEKOHTPOJINPY EMBIX apUTMUML, TaKnUx Kak
aTpuagbHas TaxuKaparsa C YaCTOTOM CepleuHHX cokpameHusa =2100/Mmu
B IIOKOE;

3HauUUTeJIbHAad XKeJIyoOUKOBas ApUTMI A (KeJIlyoouKOBaid
TaxMKapIusa) WM BHCOKasa CTeleHb AB-0Ojokans (AB-0OJokala BTOpPOM
cTeneHu Tuna 2 (Moburu II) mim AB-0JokKala TpeThbel CTeleHu) ;

CTeHOKapoMia, Tpebynlad IIPOTUBOMIIEMUUYECKUX JIeKapCTBEHHEX
IpernapaTosB;

KJIMHMYECKM 3HAUMMEIM I[IOPOK KJjallaHa cepnla;

IIPU3HAaK TPaHCMypaJIbHOT'O MHOapKTa Ha SKI'; ILJIOXO

KOHTpPOJIMpyeMad T'UIIepTEeH3UA (Hanpyﬂvlep, CHUCTOJIMYEeCKOE
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apTepmralJibHOe  maeJjieHne >180 MM pT.CT. WY  OMaCTOJIMUeCKOoe
apTepualibHOe napJieHue >100 MM pT.CT.);

OINBIIKA B [IoKoOe n3-3a OCJIOXHEHUN PaCIPOCTPAHEHHOT O
3JIOKAQUEeCTBEHHOT'O HOBOOOpPAa30BaHMA WM IOPYTOTo 3abojieBaHUA, WK
HeOoOXOOMMOCTE IMOIIepPXMUBAaKIel TepaluM KUCIOPOIOOM;

OJIMTeJIbHOEe JIeUeHMe KOPTUKOCTEepOoOMIaMM WM Tepalrud BECOKMMU
no3aMu KOPTUKOCTEPOUIOR;

OOIIyCKaKnTC4d VHIT'aJIALUUN CTEPOULOB n KOPOTKHKE KYPCEHL
[IEPOPAaJIbHEIX CTEPOUIOB OJIA IIPelOOTBEpalleHUSI PBOTHE MJIM B KadecTBe
CTUMYJIATOPa alleTuTa;

KJIIMHMUECKM 3BHauMMOe HapylleHMe CJlyxXa; W3BeCTHHU »OeduuuT
OUTUOPOIUPUMUOIVHIETUIPOT€HASBE

HaJiMure B aHaMHe3e WM KIMHUUECKMUE IIPOABJIEHMA MEeTacTaszsoB
TOJIOBHOTO Mo3ra; cepbesHoe HEKOHTPOJIMPYEMOE CUCTEMHOE
CONIYyTCTBYKIEE 3aboJieBaHue (HanpuMep, MHOEeKIINU VI ILJIOXO
KOHTPOJIMPYEME IuabeT) .

- BepemeHHOCTL MJIM I'PYIOHOE BCKapMIMBaHME

XeHMMHEL OeTOPOOHOTO BO3pacTa OOJDKHEL MMEeTh  HeTaTUBHEM
pes3yJbTaT TecTa CHBOPOTKM Ha OepeMeHHOCTHL B IIpelnejiax / IOHeM IO
pa”HioMM3alMy, HEe3aBUCHMMO OT MCIOJBE3YeMOT'O clIocoba KOHTpAalelllMu.

- JlyuyeBad TepallMsa B Ipelejax 4 HeneJib OO Hauajla JIeUeHUS B
uccJenoBaHuy, WM B IIpenejlax 2 HeneJb OO Hadajla JedeHUA B
MCCJelOoBaHnM, €eCJIM TOJIbKO HNalJIMaTUBHYK JIYUEeBYK TepalMin He
IPOBOOMIIM MECTHO Ha YYaCTOK C KOCTHEIM MeTacTa30M UM IIalMeHT
IIOJIHOCTBI BOCCTAHOBMJIICA OT JIOOOM OCTPOV TOKCHUUHOCTH.

- OOmMpHOEe OllepaTMBHOE BMeWATeJILCTEO B Ipelejlax 4 HeOelb
0O HauaJla JIeUeHMI B MCCJEeOOBaHUM, 0e3 IIOJIHOT'O BOCCTAHOBJIEHUA.

- Tekymasa akKTMBHasag MHOeklnsa BUY, BUpycOM TenaTuTa B WK
BUpPYCOM TenaTtmura C.

- lV3BeCcTHad TI'UMIEPUYBCTBUTEJILHOCTL K JIIOOOMYy M3 MCCIeOyeMBIX
JIEKAPCTBEHHEIX CPenCcTB.

- HecCcnocoOHOCTE BHIIOJHATE IIPOLUEOYPH WM TeCTHUPOBaHME IIPU
nocjienypmeM HaOJOOeHMM, KaK OIpeleJIeHO MCCJienoBaTeJIeM.

VccienyeMele JIEKapPCTBEHHEE TIpellapaTE. OO3El, IIYTE BBEIEHUA U

CXeMa JIeUeHNA

HpOILOJ'DKMTeJ'[bHOCTb IMKJIOB JI€UEeHNMA CcoCTaBJideT TpM HeneJll.
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TpacTy3yMa®d BBOIST B BUIe BHYTPUBEHHONM (B/B) MHOY3MM B
IepPBHM IOeHb KaXxIooIo LMKJIIa JeueHMs oo IpOTpPEeCcCUpPOBaHmA
3aboJIeBaHUA 1o OlLleHKE MCCIIenoBaTEIA WM HepeTyJanpyeMon
TOKCMUHOCTM, B YyIapHOM mose 8 MI'/KT mJjd LMKJIa 1 ¥ mo3e 6 MI/KT
OJIS [IOCJIeOYKRIMX LIUKJIOB.

[lepTysyMa® BBOIST B BUIe B/B UHOY3UM B IIEePBHM IeHbL KaXIOTO
UMKJIa, B ofmel CJOXHOCTM B TeueHMe eCcTM LIMKJIOB MWJIM OO
nporpeccupoBaHmusa 3aboJjieBaHUA  TI0 OlLleHKe  MccJeloBaTesd WK
HepeI'VIMPyeMOo¥ TOKCUUHOCTM, UTOOH HM I[IPOMSBOIJIO IIePBHEM, Kak
yKasaHO »maJjiee IJIS KaXOoW TI'PYIINIH:

T'pynmna A: HaUMeHTH I[IoJIydalT OepTysyMad® B yIapHoM nose 840
MI OJId LMKJIa 1 M B mose 420 MI' OJId LUKJIOB 2-6.

T'pynmna B: DalMeHTH I[IOoJydalT IIepTy3yMad B nose 840 MI 14
LIMKJIOB 1-6.

HeucciienyeMele JIeKapCTBEHHEIE IIpellapaTH

[IpOOOJIKUTEJNIEHOCTE LUMKJIOB JIEUEHMS COCTARBRJIAET TPU HeIOelM.
IrcrtaTve 80 MI'/M° BBONAT B BUIe B/B VHOY3UM B IIepPBHM IeHb
KaXxOoro LMKJIa, B ofmel CJOXHOCTM B TeueHMe IeCTU LMUKIIOB.
KanmeumTadmuu 1000 MP/MZ, BBEOOAT IIepopaJibHO OBaXOH B CYTKHY,
C Beuepa IIepBOTO OHA OO YyTpa IOHA 15 Kaxmoro LUMkKIa, B ofmen
CJIOXHOCTM, B TeueHME IeCTM LUKJIOB. (BBemeHHMe kamneumTadbrHa MOXET
OHITHL MPOOJIEHO I[I0 YCMOTPEeHMIO MCcJeloBaTelid Iocje THaTeJbHOM
OLIEHKM COOTHOIEHMS PUCKa U IIOJIbE3HE IJIS KOHKPETHHEX IIallMeHTOB.)
CoCcTaBEL

CocTaB neprysymada

Kaxmasa napTud pPeKOMOMHAHTHHEIX aHTUTEeJ, I[IpOoM3BeleHHas IJIA
KJIMHUUECKUX lLiejleM oTBeuaJla Tpe®oBaHUAM BUPYCHOV ©Oe30IaCHOCTU U
TpeboBaHMAM K  CcTepuiabHocTM  ®apmakomnem  CoenMHeHHHX [ITaToB
AMepuku U EBpomnerckou dapMakoneu. Kaxmaa mnaptuda oOTBeudasa
HeOoOXOOMMEIM TpeOOBaHUAM 1o MIOEHTUYHOCTH, YMCTOTE u
crieundrUUeCcKoOM aKTUBHOCTMU.

[lepTy3yMab TIMoOCTaBJSETCS B BMIe CcoCTaBa IJS OJIHOPa30BOTO
UCIIOJIE30BaHMg, comepxamero 30 MT/MiI oeprysyMmada B cocTaBe ¢ 20
MM L-I'MCcTHUOMH-alleTaTa (pH 6,0), 120 MM caxaposwe, u 0,02%
nosmcopbara 20. Kaxmem 20 cm®  dmaxkoH (14,0 My pacTBOpa Ha

bsaxkoH) colepxall Npubim3uTesibHO 420 M neprysymaba.
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CocTaR TpacTysyMmaba

VccrenyeMent TpacTy3ymMad [IOCTABJIAETCH B BUIE
JIMOQMIIM3MPOBAHHOTO IIpelapaTa C HOMMHAJIBHEM comepXaHuemM 150 M
Ha (GJuiakoH B OOJIBIIMHCTBE CTpaH (pas3Mep QJjakoHa BapbUpyeT B
3aBUCHMOCTKM OT CTPAaHH) .

TpacTysyMab KOMOMHUPYIOT C TUCTULOVHOM, TperaJjio30M1 n
nosucopbaTtoM 20. IIpM BOCCTAHOBJIEHMM KaXOBEM PacTBOP comepxuT 21
MI'/MJI aKTMBHOTO JIEKAPCTBEHHOTO CpelcTBa C pH OpUbIM3UTELHO
6,0.

OLleHKHU

50PeKTUMBHOCTD

OTBeT ONYyXOJIM TIIO OlleHKaM MCCJIeloBaTeJId MWCIOJbL30BaJIM OJIA
oBobmeHMa HaWJIyUllero o00mero oTBeTa B KOHIle IMKJIOB 3 M 6 @OJ4g
KaxIoy TPYINL JiedeHUd, OIpelelJIeHHOTO KaK I[TallMeHTH C IIOJIHEIM WJIM
YaCTUUHEIM OTBeTOM, Kak omnpenejieHo RECIST.

BesomnacHoCTb

Bes30omacHOCTE OlLleHMEBAJIM C MUCIOJIBE30BaHueM O0030p0OB MNTOOOUHHIX
3bpdexTOB, MB3MEeHeHUN B pesyJbTarax JJadopaTOpPHEIX TeCTOB "
MB3MEeHEeHUM XM3HEeHHO BaXHHX IokKas3aTeJlel.

PapMaKOKMHeTHKa/PapMakKoOMHAMUK A

OLeHMBaJIM OCTATOUHYK KOHLEHTpaluln IIepTy3yMada B CHBOPOTKE
(Cmin) B HeHb 43. KpomMe Toro, oueHuBaimM OK mapaMeTpr, TaKMe Kak
CL, Vss, AUC, u noJjgyBeBeOeHMe. OlueHka ©OK mnapamMeTpoOBR IO IOaHHEM,
[IOJIYYEeHHEIM KO OHIO 43, coejiajla BO3MOXHEIM MOINEJIMpOBaHME U
CUMY JISALIVIO 0JIs V3MepeHHOU OO3H, KOoTOpad IpelCKas3EBaeT
PaBHOBECHOE COCTOSHME C OCTaTOUHOM KOHIeHTpauuer =220 MKTD/MI Y
90% mauMeHTOB.

CTaTUCTUUEeCKMEe aHaJIM3H

@apMaKOKMHeTquCKMe aHaJIlM3EL

VHOIVBUOYaJbHEE W CcpeldHMe OaHHHe 3aBUCHMMOCTM KOHIEeHTpaluM
OT BpeMeHM @OJd I[IepTy3yMada B CHBOPOTKEe BHOCUIM B Tabauuy u
CTPpOMJIM TpadMk I[IO0 YPOBHI »OO3H. JdapMakKOKMHETMKY IIepTy3yMada B
CEHIBOPOTKe o060o00maniy, OolleHMBasg CyMMapHOe BOB3IEeMCTERHUe ([Jjlomanb [IOX
Kpueor (AUC)), MaKCUMaJIbHYID KOHIEHTpaluul B CHBOPOTKEe (Cpax),
MUHMMAJIbHY KOHIIEHTpalMio B CHEHBOPOTKEe (Cpin), BPeMsa IOCTMXEHUSA

PABHOBECHOTO COCTOAHUS M Cpin, OOmMMM CHBOPOTOUHHIM KJIMPEHC, oObeM
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pacrnpenejyieHusa W IIepuoln IoJyBHBeneHmsa (t¥s) . OlueHKM IJI9 BTHUX
IapaMeTpOB BHOCUIM B Tabimuily M obobmalM OpM IIOMOIM OIMCaTeJIbHOM
CTaTUCTUKA (cpenHee, CTaHIapTHOE OTKJIOHEHUE, MMHVMYM u
MakKCUMyM) . B 3aBUCHMMOCTM OT HaOJ©OOaeMbIXx HOaHHHX 3aBUCUMOCTU
KOHLEeHTpaluuru OT BpeMeHU OJid I[IepTysyMaBa B CEHBOPOTKe, MOXHO
MCIIOJIb30BATh IONYJIAUMOHHEM OK MeTOonm IJid OLEeHKM HOO3H, IIpu
KOTOPOM HOOCTUTATCHa LeJjieBue OK KOHLeHTPpaluu.

HaobmomaeMble Cpax U Cpin OJS TpacTy3yMaba BHOCWUJIIM B Tabiuily U
o6o0bmanu npu IIOMOIIN onmcaTeJIbHOM CTAaTUCTUKU oJis Kaxmgom
YCTaHOBJIEHHOV BpeMeHHOV Touku 3abopa OK obpas3ua. [asa Bcex OK
aHaJIM30B MCIOJIL30BaJM IeMCTBUTeJILHOe BpeMsa cbopa odpa3loB (a He
3allJIaHMPOBAaHHOE) .

OK mnapameTpel (AUC, Cupax, ') neprysymaba pacCuMTHBAaIMU C
VCIIOJIE30BaHMEM HEKOMIIapTMEHTHHX  CclocofoB, a obmmM KJIVMPEeHC
IoJydaly M3 KOHIEeHTpalluM B ILJla3Me C MCIOJIL30BaHMeM CTaHIapPTHBX
CriocoBoB.

AHaJM3 IIOIIYJISLUUN

llonmyJjiaum4d I[10 HasHaAUYEeHHOMY JIeUeHUID

Bce paHIOMMU3UPOBAHHEE [IalMeHTH, KOTOpPHE  [OJYUYWIIN, 110
MeHBbIIe¥ Mepe, OIOHY O3y MCCJedyeMoI'o JeKapCTBEeHHOTO IpelapaTa,
BKJIOUEHH B IIONYJIALMIO II0 Hal3HaAUeHHOMY JIeUeHMI (IaluMeHTH OynoyT
OTMeuUeHH B Tpyllax JeueHud, KakK paHIOMM3UMPOBAHHHE MOJIS lLeJjen
aHaJmnz3a) .

Monyaaumsa OJg OlleHKM 0e30IIacHOCTHU

Bce mnaumMeHTH, KOTOPHE IIOJYUMIIM, I[I0O MeHbIleM Mepe, OIOHY IO3Y
uccJlegyeMoTo JIeKapCTBEHHOTO IIpelapaTa, BKJIOUEHH B IIONYJIALIMID IJIA
OLleHKM B0es30MlacHOCTM (HaluMeHTH OyIOyT OTMeUeHH B I'pyINax JeueHUs,
Kak JeueHHHe) .

PasMep BEOOPKU

eyibl0  BTOTO MCcJleDoBaHU A ABJIAJIAaCh OLleHKa Cpin  OJIA
neprysymaba B OeHb 43 Yy [IallMEHTOB, IOJIyUYaBIMX  JIeUeHMre
nepTy3yMaBoM 1[I0 OBYM pPasJIMUHBIM CXeMaM JO3UMPOBaHMUA. OTK ITaHHHE
3aTeM aHalM3UPOBaJM C MCHOJL30BaHMeM IIONyJIAlIMoHHOM OK wMomesu
IJIS BHEISABJIEHMS HOO3H IMepTysymaba, IpM KOTOPOM IOCTUTaeTcd liejieBasd
OK MUHYMAaJIbHAa A paBHOBeCHa4 KOHIeHTpalusa 220 MKT'/MJI

opudams3uTesIbHO vy 90% I[auMeHTOB C  PaclIpOCTPaHEeHHHM  pakoM
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XeJlyoka. AHalIM3 C MCHOJB30BaHMEM IOOIylMeHMs, UYTo [IepTy3yMad
BeneT cebs aHAJOTMUHO TpacTysyMaby IIpM paclIpOCTpaHeHHOM pake
XeJlyoKa, I[IO3BOJISAeT IIPenloJIOXKMTL, UYTO C pasMepoM BHOOpPkM B 15
IauMeHTOR Ha TIpynmny (¢ ofmmuM kKoJaudecTBOoM 30 HDALMEHTOB B
uccJenoBaHun) , nosy s OOCTWXEeHY A xKeJjlaeMom eJjieBOM
KOHLEHTPpaluMMUM MOXHO OlleHMBaAThL C I[IpHUeMJIeMOM CTeleHb TOUHOCTH
(kondduLMeHT Bapualum <15%) .

KimmHmrueckue Pe3yJIETaTh

KiimHMueckue pes3yJbTaTh 2To¥ dassl Ila MccIemoBaHMUA pPaka
xeJlyoka (PX) mnpemcTaBJeHH Ha ¢our.32-37. Ha ¢ur.32 npencTaBJIeHH
B34TEHEe OOpaslb M BPEMEHHEE TOUKM.

Ha our.33 npencTaBJIeHH oeMoTrpadmuueckKkue nokasaTesn
MIONYyJIALUMM  [TalMeHTOB B IBYX TpyIrnax B VCCJeIOBaHUU PX,
nogyuaBmmx 420 mr (rpynna A) wiam 840 Mmr (rpynmna B) mneprysymaba.

Ha owmr.34 npencrarjieHa wucTopusa OOJIe3HM MHallMeHTOB C PX B
I'pylnax A 1 B, COOTBETCTBEHHO.

Ha our.35 npemcTaBJIeHO pacllpelleJIeHMe IIalMeHTOB B I'pylnax A
n B, COOTBETCTBEHHO.

Ha ¢wmur.36 mnpelncTaBJIeHa dYacToTa OOBEKTUBHHX OTBETOB B
I'pynnax A M B, COOTBETCTBEHHO.

JaHHEE 10 0e30MNaCHOCTU

Inapesda Owula HamboJiee dYaCTHM COOHTHEM, BCTpedabmmuMmca y 90%
VHIMBUAOYYMOB U, Kak IIpaBUJIO, IIpeIcTaBJifdjla cobo¥ ypoBeHbL 1 U 2 C
HayvaJIoM B LMKJEe 1; HUKTO M3 I[IalMeHTOB He IpepBall Tepalluio M3-3a
ouapeun.

HexeJjlaTeJbHEIe sBJIeHMa (AE) C ypoBHeM TsxecTun =23 (>13%)
BKJIOUAJIM OMapen, CTOMATUT, YTOMISEMOCTb/acCTeHM,  I[TOHVIKEHHLI
anneTuT, THUIOHATPUEMMI, AaHeMMK WU HeUTPOleHMD. 3a MCKJIIUeHUEeM
HEeVTPOIeHUM ¥ TUIOHATPMEeMMM (BEIIe B Tpyone A) ¥ IOHMXEHHOTO
anneTuTa (BeHme B TIpyHdle B), YacToTa BCTPEUYAEMOCTHM DTHUX COOHBTUN

Opla CXOIOHOM IOJIA TPYII CO CTaHIapTHOM ¥  BHEHCOKOM IJO3aMM

neprysymabda.
BeccuMIITOMHOE M3MeHeHne BO bpakumnmU BEIOpOCa (EF),
HelTpolleHMUeckKasa Jmuxopanka, BEICHIIIAHM A " peaxkumAa

T'NIIepdYyBCTBUTEIJIBHOCTHM K JIEKAaPCTBEHHOMY CpelCTBY He OBLIIN

ACCOLUMMPOBAHE C IIOBHIIEHHOW IO30OM IIepTy3yMaba.
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CepbesHEEe HexejlaTeJIbHEEe SBJIeHUI (SAE) caydanmce y  60%
naluyMeHTOB, M 4YacToTa BCTpPeuaeMOCTM He ObJIa accoluuMpoBaHa C
IIOBHIMIEHHOM IO30M MHNepTy3yMabda.

XoTd OoJibllee UMCIO IIallMeHTOB OTKas3aJloCk OT JIeUeHUSd B
Tpymmne B, He OUeBMIHO, UYTO BTO OBJIO CBA3aHO C IIOBHIIEHHOM OO30M
neprysymMmaba, IIOCKOJIBKY  COOHTHUSA, KOTOpPHE I[IPpUBEJM K OTKasy
IPpOOOJIXaTh JeueHMre, He ObJIM OOMHAKOBHMM.

OapMakokuHeTHuueckyre (OK) pes3yJibTaTH

Ha owur.37 nOpencTabBJIeHH pPes3yJbTaTh OLEHKM KOHIEeHTpaluu
neprysymaba B »OeHb 42 nOpu pake xejgynoka (PX) (JOSHUA) 10
CpaBHEHMID C MeTacTaTnudeCKMM pPakoMm MOJIOUHOM’ XeJie 3H
(MeTacTaTuueckmt PMX) (CLEOPATRA).

CYIHOCTEL pPe3yJIETaTOB

OCTaTOUHEE KOHIEHTpaluu nepTysymMaba Hmxke 1npu PX 1o
CpaBHEHMI C MeTacTaTuueckmum PMXK.

KoHULeHTpauumM Mexny LIMKJIamMu (T.e. »OHM 7, 14) cornjacywoTcsa C
OXUOaeMBEIMM KOHIIEHTpalMAMM IIpM MeTacTaTudeckoM PMX, T[IOCKOJBKY
KJIVpPeHC OBl JIMHEMHBIM IIPY 2TUX BHCOKMX KOHIIEHTPpalMaX.

MyHMMaJIbHEIE YPOBHM C npo3o¥ 840/420 M HOpubIM3UTENILHO Ha
37% HMKe IO CpaBHeHMI C uccienoBaHmeM CLEOPATRA (mnpumep 3),
BEPOSATHO M3-3a HEJMHEMHOTO KJIMPEeHCa IIPpM HUBKMX KOHIEeHTpalMax
(HeNoJIHOE HaCHIeHMVEe PelLEelTOPOR) .

Ioza 840/840 MI npu PX obecrieumBaeT OCTaTOUHHE
KOHIEHTpaluUM CXOIHHEe C no3or 840/420 M 0OpM MeTacTaTUUdeCKOM
PMX.

KorapmaTH He OKa3bBRalT BJIMAHMA Ha OK.

BEIBOIE

Ha ocHoBaHMM (QapMaKOKMHETHMKM IepTy3yMaba npmu PX posa
840/840 wMr ©OymeT MCIOJbL30BaHa MOJS JIeUueHMS paka KeJyIKa.
OxupmamnT, 4YTO BSTa »Oo3a OyIeT IIONIepPXMBATE MUHUMAJIBLHEE YPOBHU
Bpole IejeBoro >20 wMxD/MaI Yy 90% HALUMEeHTOB, n obecrneuur
MMHVMAaJIbHEE YPOBHU TaxKue xe, KakK u HaOJomaeMele npu
MeTacTaTnuyeckoM PMX.

[IPMMEP 2

G®asa IT] KIMHMUECKOT'O MCCIIeODOBaAHUA IJIS OLIeHKM IIepTys3yMaba B

KOMOMHAIIMM C TpacTysyMad®oM UM XUMMOTepanuel y NaluMeHTOoB ¢ HER2-
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ITOJIOXMTEJIEHEIM PacCIIPOCTPaHEHHEIM DPaKOM XeJIyIOKa

3TO dasza IT1T PaHIOMUIMPOBAHHOTO, OTKPETOTO,
MHOTOLEHTPOBOTO KJIMHUUECKOT'O MCCJenoBaHud, pas3paboTaHHOTO IOJid
OLeHKM 20PeKTUMBHOCTHU IIepTy3yMaba B KOMOMHALMM C TpacTy3syMadoM U
XUMMOTepanuen N4 auMeHTOB C HER2-IIOJIOXUTeJIb HEIM
MECTHOPACIPOCTPAaHEeHHEM WMJIM MeTacTaTHUUeCKMM pPaKOM XeJlyIoKa.

[TauMeHTH B TPYIIe JIeUeHUs IIoJydanT TpacTy3yMmab, LIUCIJIaTUH
U KamneuuTadbmH u/mwim 5S5-dTopypaumii. B Opyro¥ Tpylle, IIalMeHTaM
oawnT aunedo MM neprysyMad.

CxXeMEl JleueHMd:

MepTysymMab:

IDoza 840 MI mJjigd LMKJIOB 1-06.

TpacTysymMab:

YnapHas pnosa 8 MI'/KD C mocluenywomer 6 MID/KD KaxOee TpU
Henenu

Kaneunradmy:

1000 Mr/M* OBa paszsa B CyTKM, OHU 1-14 kaxOele TpU HeIeJu X6

5-0Topypalni:

800 wMr/M°/CyTKM HellpephHBHAaA BHYTPMBeHHasa MHQY3MA IOHM 1-5
KaxIOele TpU HemoeJm X6

[mrcrjaTmH :

800 Mr/mM® Kaxmbe TPY HeOeJu X6

[lepBMUHasad KOHeUHasd TOUYKaA:

Obmasa BEKMBaeMOCTh (0OS)

BTOpPMUHEE KOHEUHEE TOUKU:

BEDKMBaEeMOCTb tes NpoIrpecCcCUpoOBaHUA (PFS), BpeMsa pife)
nporpeccupoBaHmsa 3abosepaHua (TTP), obmas uyacTtora orBeTa (ORR),
YacToTa KJIMHUUECKOTO IIpeMMylleCTeBa, OIMTeJIBHOCTE OoTBeTa, Qol,
0e30MlaCHOCTL, MHTEHCUMBHOCTL OOJIM, YIOTpelJieHMe aHaJIbTeTUKOB,
VM3MeHEeHMe MacCCH, (apMaKOKMHETHUKA.

AHKeTHEEe KPpUTepUM oTOopa MNallMeHTOB

KpuTepun BRJIOUEHMA :

- AHGHOKapHMHOMa KeJlyoka I KeJIYOOUHO~IIMIMEBOIHOT'O
COeIIMHEHNA

- HeonepabenbHoe MECTHO pacnpocTpaHeHHOe n/Uim
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MeTacTaTudeckoe 3abojieBaHMe

- Usmepumoe (RECIST), wmIM HeM3MepMMOe IIofmawnlieecsa OLeHKe
3aboJieBaHue

- HER2-noJioXuTesibHad OoNyxXoJik: IHC 2+ miam 3+ u/uim ISH+

- AekBaTHOe (QYHKUMOHMpPOBaHME OPITaHOB M IIoKasz3aTeJlb oO0lero
cocrosaHusa ECOG <2

- IIncbeMeHHOEe MHOOPMUPOBAHHOE CoTJlacue

KpuTepum MUCKJIIOUESHNUSI

- HpenmeCTBymmaq adblBaHTHaA XVMMMOTepallMmd B IIpernejiax o
MecCcAdleR

- XyMmoTepanmsa OJd PaclpoCTpaHeHHOTO 3aboJieBaHuAg

B3acToVHas cepOedyHasd HeTOCTaTOUHOCTL MM McxomHas OBJIIK
<50%

- Kimpenc kpeaTuHmHa <60 mi1/MuH

OxnaeTCcsi, UYTO CIOCODOH JieueHWs, OIKCHBaeMbele B HaCTOAIEM
OOKYMEHTe, BKJOUaKIMe BEBEeIOeHMe IlepTy3yMaba, TpacTy3yMaba u
XUMMOTepalny, HallpuMep, UMCIJaTHa M KaneumuTabuHa, OyoyT
COOTBETCTBORATHL IIepPBUYHOM KOHeUHOM Touke (0S). B uyacTHOCTH,
OXMIOaeTCsa, UYTO CIOCOOH JIeUeHMsa B HaCcTOdAlleM OOKYyMeHTe OyOyT
TepalleBTUUeCKM SOOeKTHMBHEIMM Yy IIalMeHTOR C pakoM XeJlyokKa,
KOTOPEIX JeuaT, HallpMUMep, 3a CuUeT YyBeJIMUYeHMHA BEKMBAEMOCTM, B TOM
uyciie oBmen BEIKMBaEeMOCTHU (0S) u/ BEDKMBAEMOCTHU Bes
IpOoTpPecCUpoBaHm g (PFS) U/UIM  BPeMeHM OO0 IIPOTIPeCCUpPOBaHUM
zaboseanusa (TTP) u/wiam ofmeV uyacToTh oTBeTa (OR) IO CpaBHEHU
C JleuyeHMEM TOJIBKO TpacTy3yMadoM U XUMHMOTepaluei.
[IPMUMEP 3

PesynabTaTH ¢as3u 111 paHIOMM3UMPOBAHHOTO OBOMHOTO CJENOoTo,

HHaHGGO—KOHTpOHMpyeMOPO INpepermcTpallMOHHOI'O MCCJIEOOBAaHMA OJIA

OLIeHKM 5OPeKTUBHOCTU M 0e30MNacCHOCTM Iaunedo + TpacTy3symad +

molieTakceJl IO CpaBHEHUMIO C IIepTy3yMad + TpacTysyMmad + IoleTakceJll

y MaluMeHTOB C paHee HeJlIeueHHBHM HERZ2-TOJIOXUTEJIEHEM

MEeTacCTaTUUEeCKUM PakKoM MOJIOUHOM xkejesbsl (CLEOPATRA)

[IpoTOKOJI mOJig OLeHKM IepTy3yMaba nOpu HERZ2-IIOJOXUTEJIEHOM
MeTacTaTUYeCKOM pake MOJIOUHOM’ XeJle 3B HaxoInUTCAa Ha

http://clinicaltrials.gov/ct2/show/NCT00567190 u B Us
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2009/0137387, a Taxkxe W02009/154651.

STOT INIPUMEP OTHOCUTCH K KIMHUUECKMM JaHHEM, I[IOJIYYEHHHM B
base ITI PaHIOMU3UPOBAHHOTO OBOVHOTO cJlernoro, mwranedo-
KOHTPOJIMPYEMOT'O MCCJelOoBaHUAd Yy DaluuMeHToB C HER2Z2-TIOJOXUTEJIbHEM
MeTacTaTuueckmMm PMX, KoOToOpee He IoJydaly XUMHMOTepaluu WIINU
BUOJIOTHUUECKOM Tepanuy OJsS UX MeTacTaTUuueckoro 3adojieBaHUA.
[MaumMeHTH OBUIM PaHIOMM3MPOBAHH 1:1 ©OJ4 [ODOJyYeHMA Ij1alnedo ILJIC
TpacTysyMad IUJIC »OOolLeTaKCeJl WM IIepTys3yMad ILJIC TpacTy3syMad
TLJII0C ooleTaKkceJl. [lepBUUHOM KOHEeUHOM TOUKOM ABJIAJIACH
BEIKMBAEMOCTEL 0e3 mnporpeccupoBaHmusa (PFS), ocHOBaHHad Ha OlleHKax
onyxosi. PFS omlpemenanu Kak BpeMa C¢ MOMeHTa paHIoOMM3alWM IO
[IEPBOTO  HOKYMEHTHMPOBAHHOTO  paIuorpadUUecKM [IpOoTpeCcCHUpPOBaHUA
3abojieBaHMsa (PD) cCcoOIJIaCHO KPUTEPUAM OIEHKM OTBEeTa IIPU COJMIHEIX
onyxoJigix (RECIST) Bepcum 1.0 (Therasse et al. J Natl Cancer
Inst 92:205-16 (2000)) wimM cCMepTM OT JIOOOM OPUUMHLE, eCJIM OHa
opoMs3oIJla B IOpelejax 18 HemeJbk C MOMeHTa IIocJelHeM OlleHKU
OIIYXOJIM IallMeHTa.

BTOpMUHEIE KOHEUHEE TOUKM BKJKUYAKT OOmMYyKw BEXMBaeMocTb (0S),

PFS 1o olleHKe uMccJelgoBaTeJid, dYacToTy obmero oTBeTa (ORR) u

0e30IIacHOCTE .
[TallMeHTH ; IIOOXOOAamme IalMeHTH MeJIn LEeHTPaJIn30BaHHO
IOATBEePXIESHHHM HER2 -TIOJIOXU T eJIbL HED (ompenesieHHBI Kak

UMMyHOTHCTOXUMMUS (IHC) 3+ wu/uiam ypoBeHb amimméukalnum 22,0 Opu
biyopeclueHTHOM TubOpuIM3aumum in situ (FISH)) (Carlson et al. J
Natl Compr Cane Netw 4 Suppl 3:51-22 (2006)), MeCTHO
PeluuIVBUP YOI, Hepes3ekTabelbHEN, WM  MeTacTaTUUeCKUMM  pak
MOJIOUHOM XeJie3H, WM cTraguik IV 3abojeBaHMsA de novo. IlalMeHTH
OHJIM B BO3pacTe =218 JjeT, MMelM (pakliupn BHOpoca JIeBOTO XeJIygouka

(OBJIX) =250% B Hauvajle MCCJIelOoBaHMd (OoOpemesIeHHYID IpM IIOMOUIU

BDXOKAPINO TP aMMEI MJIIN PaIroM30TOIHOM BeHTpUKYJIOTpadmuen) , u
rokaszarTelb obmero COCTOSAHMSA BocTouHOM oOBeIMHEeHHON
OHKOJIOTMUECKOW  TPYIIIH (ECOG PS) 0O wmmm 1. [TauMeHTH  MOIVJIM

roJjiydaTb OIOHO TOPMOHAJIBHOE JieueHMe OJ4d MeTacTarudeckoro PMX @mo
paHIoMM3almum, MJIM HeOoaOBKBAHTHYKD WMJIM aOBOBAHTHYIR CUCTEMHYD
Tepallo paka MOJIOUHOM KeJle3H, BKJIIOUA A TpacTy3yMad W/ Ui

TaKCaHEH, I1pn YCIJIOBUM, uTo OHUI Inepexmealin VMHTEepBalJl tes
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zaboyieBaHusa 212 MecsleB MexOy 3aBeplleHMeM HeOaOBoBaHTHOW WU
aIBOBAHTHOM TepalMyM ¥ IMAarHO3O0M MeTacTaTHMUecKoTo 3aboJjieBaHUA.
KpuTepur MCKIIOUEHMS BKJOUAKT Tepanuio OJIS MeTacTaTudeckKoro PMX
(MHY©, YeM OIMCaHHafd BHIIE); MeTacTa3H LeHTpaJIbHOM HepBHOMU
CUCTEMEH; B aHaMHe?se BO3IOEeVCTEUE HaKONUTeJILHOM IOO3H
DoOKCOpyOuLuMHa >360 MI/M° MM eTo SKBMBAJIeHTa; B aHaMHese
cHmxeHMe OBJIX mo <50% BO BpeMsa WM I[IOCJe IIpelmecTBYIEV Tepaluu
TpacTy3yMadboMm; CyleCTBYIOMYIO HEeKOHTPOJIUPYEMYIO TUIIEPTEeH3UIO;
HapylleHre CcepOedyHoM (QVHKUMM B aHaMHe3e; HapylleHre QyHKLUUU
KOCTHOTO MO3Ta, IIoOUeK WIM IedueHM; TEeKYIyD M3BEeCTHYD MHOEeKIIMUO
BUY, HBV, mmam HCV; ©OepeMeHHOCTL; JaKTallMi; M OTKa3 MCIOJL30BaTh
HeTOPMOHAJIBHYID KOHTpAallelluio.

VccoenoBaHMA: IMIallMEeHTH IIOJIYUMIIM YIapHYyID OO3y TpacTysyMaba
8 Mr/Kr, C HOocjelyiomel HoooepXuBabomel »Oo30M 6 MI/KT Kaxooe 3
HeIeJM OO KJIMHMUECKOTO WIM paluorpadpuueckoro PD 1o oOlleHKe
uccJegoBaTessa, WIM  HEeKOHTPOJMPYEMOM TOKCHMUHOCTM. [JlolleTakceJl
BBOIMIM KaxIie 3 HemeJM B HadaJbHOM nose 75 MU/M°, [OBHmMAS IO
100 wMr/M Opu IHIDepeHOCUMOCTH. IIo [IPpOTOKOJY, MCCIemoBaTeJlb MOT
yMeHbIIaThk »OO3y Ha 25% mo 55 Mr/M? w75 Mr/MP (eci maumMeHTy
BBOIMJIM TIIOBHIIEHHYI IOO3Y) IJIS YIPaBJIeHUS II€peHOCUMMOCTBI. BHIJIO
PEeKOMEeHIOBAaHO, UTOOH IIalMEeHTH I[IOJIyuWJIM, IIO0 MeHbllel wMepe, 6
IMKJIOB OolleTakceJsa. llepTysymMad MWIM OaBajJyM B OUKCUPOBAHHOM

yonapHo¥ mo3e 840 MI', C nocJjenywomel nos3o 420 MI' Kaxnbole 3 HeOeJu

oo KIIMHNMYEeCKOT'O MJIN panmorpa@mquKoro PD I10 OlleHKe
mcciliegoBaTeJid, I HeKOHTpOJ'H/IpyeMOﬁ TOKCUMUYHOCTHN . B cllydae
HeBO3SMOXHOCTM IIpOoOoJIXaThb XVIMMOTeparlilio ns—3a HaKOIMBIIEMC A

TOKCUUHOCTM, Tepaluil aHTHUTeJlaMM OPpONOoJIKaau Oo PD, HeIOoIoyCTHUMOM
TOKCUUYHOCTHM, WM OT3EBa COIJlaCUiad. Bce JeKapCTBEeHHHE CpPenCcTBa
BBOOUJIM BHYTPUBEHHO.

OueHkm: PFS oOlLeHMBaJIM [OPpM I[IOMOWM CTAHOAPTHEX IIPUHATEX
RECIST cmnocofoB kKaxnble 9 HemeJlb B KaXIOM LeHTpe U IIpK IIOMOIIN
IRF mo PD mno ouexHke IRF., OueHxu OBJIX npoBoOuiIM IIepell HayvuaJioM
MCCJIenoBaHma, Kaxnoele 9 HeleJlb B TedeHMe Ilepuoma JeueHUsa, IIpU
OOCPOYHOM 3aBeplleHUMM TepaluM KaxIble 6 MeCdLeBR B IIePBHM I'OX
[I0CJIe OOCPOUYHOI'O 3aBeplleHMA Tepaluy, 3aTeM eXelOOHO BIJIOTH OO 3

JeT B Hocjenyoumy nepmon. JlabopaTopHEE HapaMeTpel M cTaTyc ECOG
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OlleHMBAaJI1 B KaxgoM LIMUKJIIE . HexeJsiaTeJIbHEIE ABJIEHUSA (AE)
KOHTPOJIMPOBAaJIN IIOCTOSAHHO u OLIeHUBAJIN COTJIaCHO obmen
TEPMUHOJIOTUNY  KPUTEpUEeB  HexXeJaTeJIbHBX  ABJIeHMM  HallMOHaJIbHOTO
MHCTUTyTa MCCJIeODoBaHuUA paka (NCI-CTCAE), Bepcua 3.0. Bce
cepIeuHele COOBTMSA W Cepbe3HBEe HexXeJlaTeJlbHBe sABJieHMs (SAE),
KOTOPHE IIPOHNOJIKAJIMChE BO BpeMA IOOCPOUYHOTO IIpeKpalleHUud Tepaluur,
OTCJIEXMBAJIM OO MX paspeleHra WMIM CTadbuiIm3aluy B TedeHMe OIOHOTO
Toma Irocje ¢ouHaJbLHOM IOO3H. CepmeuHnle coOuTMa M SAE, CBS3aHHHE C
JleueHreM, C MaHubecTalmMey IIocjie JIeueHUs.
PESBYJIBTATEI

McciegoBaHHasa nonyjaaumsa: Bcero 808 mnalMeHTOR OBUIM BKJIIOUEHH
B MCCJeNOBaHME ¥ pPaHIOMM3MPOBAHH IJIA I[IOJy4UYeHUd I1anedo ILJIC
TpacTy3yMad  ILJIC molleTakce (n=400) Wiy  nepTysymalb  ILJIoC
TpacTy3ymMab TLJIIOC ooleTakces (n=402) (our.7) . OCHOBHEIE

XapaKTepPUCTUKN OBUIM CXOIOHHE MeXIY T'pylIlliaMy JIeYeHNMA (Tabmua 1) .

Tabauua 1
OCHOBHEE XapaKTEePUCTUKM [IONYJAUUM 10 Has3HaUYeHHOMY JI€UeHMI
[Inaiebo + NepTysymMab +
TpacTysymMab + TpacTysyMab +
OolieTakcen OoLieTaKcel
(n=406) (n=402)
IToJi, n (%)
XeHCkUM 404 (99,5) 402 (100,0)
BozpacT, JertT
MenmaHa 54,0 54,0
InamnasoH 27-89 22-82
Paca, n (%)
A3MaTH 133 (32,8) 128 (31,8)
UepHBe 20 (4,9) 10 (2,5)
EeJnle 235 (57,9) 245 (60,9)
Ipyrue* 18 (4,4) 19 (4,7)
PermvoH, n (%)
Azusa 128 (31,5) 125 (31,1)
EBpona 152 (37,4) 154 (38, 3)
CeBepHasa AmMepHKa 68 (lo,7) o7 (lo,7)
IOxHasa AMepuKra 58 (14, 3) 56 (13,9)
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CraTyc ECOG, n (%)

0 248 (01,1) 274 (68,2)
1 157 (38,7) 125 (31,1)
22 1 (0,2) 3 (0,7)
CTaTyC HOpedmecTByKmeIro JedeHus, n (%)
MeTacTarmuueckuit PMX de

214 (52,7) 218 (54,2)
novot
[lpenmecTRylOmad
aIbloOBaHTHaS WM 192 (47, 3) 184 (45, 8)
HeoalOBlOBaAHTHASA Tepalnsd
[lpenmecTBylIee JedueHMe

41 (10,1) 47 (11,7)
TpacTy3ymaboM, n (%)
[lpenmecTByKIee JedeHMe

lecd (40,4) 150 (37,3)
aHTpaluKJIMHaMM1, n (%)
[lpenmecTByKIee JieUeHUe

94 (23,2) 91 (22,6)
TakcaHamM, n (%)
[lpenmecTRyKIEE
TOPMOHAaJIbHOE ﬂequme*, n 107 (26,4) 114 (28,4)
(%)
Tun z3aboJjieBaHMUA IIPU CKPUMHMHITe, n (%)
He-BuUClLepaJibHOE 90 (22,2) 88 (21,9)
BucuepaJjyibHOE 316 (77,8) 314 (78,1)
CTaTyC pelLelTopoOBR TOPMOHOB, n (%)
ER u/man PgR

199 (49,0) 189 (47,0)
[IOJIOXUT &JIb HEI
ER m PgR oTpullaTeJbHBM 1960 (48, 3) 212 (52,7)
HemsBeCcTHHN 11 (2,7) 1 (0,2)
CraTyc HER2 mo IHC, n (%) 405 (100) 401 (100)
0O m 1+ 2 (0,5) 4 (1,0)
P 32 (7,9) 47 (11,7)
3+ 371 (91, 06) 350 (87, 3)
CraTyc HER2 mo FISH, n

387 (100) 385 (100)
(%)
[TOJIOXU T &JIb HEIM 383 (99,0) 384 (99,7)
OTpulliaTeJIbHEM 4 (1,0) 1 (0,3)
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*BrJoyanT B cebsS aMepMKaHCKMX MHIOeWlIeB M KOPEeHHHX XUTeJlen
AJIacKHU.

tBe3 mpelmecTBYOIMEN XVMMMOTEepalUM MJIM OMOJIOTMUYECKOM Tepallu.
pn HeOoaOBoBAHTHOM/ aIBOBAHTHOM WM MeTacTaTUUEeCKOM

COCTOAHUN .

BekBaHMe 0e3 NOpOoT'peCcCHMpoBaHMA: JleueHMe MHepTy3ymald ILIoC

TpacTy3yMab TIJII0C moleTaxkcesl 3HAUUTEJIEHO YVIIYUIINIIO PFS-IRF,
CTPaTUOUMLIMPOBAHHYIO 1o crartycy npenumecTBYyRIeTro JIeUeHus u
PEeTMOHY, IO CpaBHEHMK C IJlalefbo  ILJIC  TpacTy3yMad  ILJIC
nounerakcesa (HR=0,62; 95% CI or 0,51 mo 0,75; p<0,0001) (¢our.8).
MennanHa PFS-IVRF Orwula npolJjieHa Ha 6,1 Mecdua oT 12,4 mMmecdua C
mwraunedbo IUJIC TpacTys3yMad I[Jmc JoleTakces @po 18,5 wMecdua ¢
neprTysyMad IIJIC TpacTysyMad I[Ionc OoleTakcels. IllpeumymecTBo PFEFS
oT JleueHus  IepTy3yMab [LJTIOC TpacTy3symad ILJTC noleTakcel
HabOJonajll BO BCeX IPenolpelleJIEHHHEIX MNOOTrpyHmnax (omur.9).

OueHka PFS wmccienmoBaTesiaMM IIOJIHOCTBI COOTBeTCTBOBAaJla PEFS-—
IRF. MemmaHa PFS 10 oOlleHKe MCCJemoBaTeJleM cocTaBuia 12,4 mMecsdla
C Imrauebo IUINC TpacTy3yMab I[oc noleTakcen u 18,5 Mecdua cC
nepTys3yMad ILIOC TpacTy3yMad I[ioc noleTrakces (HR=0,65; 95% CI ot
0,54 mo 0,78; p=0,0001).

KiiroueBEle BTOPUUHEE KOHEUHEE TOUKM OLEHKU 5OOEeKTUBHOCTU &

IPOMEXYyTOUHHY aHaiu3 OS I[IPpOBOOMIIMU, KoTma npoucxommio  43%
cobuTuit  (n=165), KOTOpHEe ILJIaHMPOBAJMCEL IOJIS KOHEUHOT'O aHaJlu3a
0S. [TpomszouIIo DoJible cMepTen B Ipylme C malebo TLJTI0C
TpacTy3yMad ILJIoC »OolueTakces (n=96; 23,6%), uyeM B TpyIlle C
neprysyMad IIJC TpacTy3yMad IJIcC OolleTakKcel (n=69; 17,2%)
(pur.10). HR (0,64; 95% CI or 0,47 mo 0,88; p=0,0053) miaa OS He
YIOBJIETBOPAJ KPUTEPUIO OOCPOYHOTO 3aBepIeHn s VCCJIeIOBaHNA
O'BpalieH-QJIeMUMHT QYHKUMM 3aBUCUMOCTUM BepOATHOCTM ommbku I poma
OT TIOJIYUeHHOW IOJM Heod®xonouMow wuHOopMaluu JlaHa-JemMeTca OJIA
3TOTO MNPOMEXYTOUHOTO aHajiM3a BiXMBaemocTu (HR<0,603, p<0,0012),
M TakuMMmM ofOpasoM, He OBJI CTaTUCTHUUeCKM 3HauuM. OIOHaAaKO MOaHHHE
[IPOOEMOHCTPUPOBAJIN CUJIBHYIO TeHOEeHLIVD, YKa3HBaKlly Ha
IpeuMyIeCTBO oJis BEIKMBAaEMOCTH B [IOJIE3Y neprysymad TLJIIOC

TpacTy3yMad IJIoC moleTakcels. K MOMEHTY OKOHuUaHua coopa HmaHHHX
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mauMeHTH B ofeux Tpylnax JeueHua TPYNNH HaxXOOWJIMCL 11010
HabmomneHreM 3a 0SS ¢ wMemmaHoM 19,3 wmMecdana (olleHka KarglaHa-
Menepa). ORR cocTaBraan 69,3% u 80,2% B rpynmne maaunedbo ILIOC
TpacTy3yMad TLJTIOC ooleTaKkcel u TpyIime nepty3ymab TLJTI0C
TpacTy3yMad IJIIOC IOOlLleTaKCceJl, COOTBEeTCTBEeHHO Paszjuuye B UYacTOTe
OTBETOBR MeXOy TIpyllamMu JedueHMsa cocTaeujo 10,8% (95% CI oT 4,2

no 17,5; p=0,0011) (Tabguua 2).

Tabnuiua 2
YJacToTa ofmero OTBeTa
[lnauebo + NepTys3ymMab +
TpacTysyMad + | TpacTtysyMad +
OolleTaKcel OolLleTaKCell
MauMeHTH C TOOIAKMYMCSI
U3MepeHMD 3aboJjileBaHueM C
oueHkoM IRF Ha MCXOOHOM
YPOBHe, n (%) 336 (100) 343 (100)
YJacToTa OOBEKTHMBHEIX OTBETOB 233 (69, 3) 275 (80,2)
YJacToTa IIOJIHOTO OTBETAa 14 (4,2) 19 (5,5)
YJacToTa 4aCcTHMUHOI'O OTBeTa 219 (65,2) 256 (74,06)
CTabuiibHOe 3aboJieBaHme 70 (20,8) 50 (14, 0)
[lporpeccupyriee 3abojieBaHMe 28 (8,3) 13 (3,8)
HeBO3MOXHO OLIEHUTH 2 (0,0) 2 (0,06)
HeT olLeHKM OTBeTa 3 (0,9) 3 (0,9)
IRF, He3aBUCHMOEe HabOJIOaTeJIEHOEe VYUpexXIeHMe.
BoszmelcTBMe JieUeHMSa: CcpelHee UMCJO LUMKIOB, I[IPOBEeIeHHHX

naumMeHTy, cocTaBuJo 15 m 18 co cCcpeIHMM BpeMeHeM JIeueHusd,
KOTOopoe oleHuMBaerca B 11,8 m 18,1 wMecsana »nag mwaaunebo ILJIOC
TpacTy3yMad IJIIOC »OOLeTakceJl UM IJ4 IIepTy3yMab IInc TpacTys3yMab
[JIIOC OOolleTakceJl, COOTBETCTBEHHO. He pa3pemaljioCb YMEHBIIEHME 03
oJa rnaunedo, HOepTy3yMaba WM TpacTysymMada. [lalMeHTH OoJydalld B
CpeIHeM BOCeMb LMKJIOB IOolleTakKceJla B KaxIoy Ipylne. Ha OCHOBaHUU
MIONYyJIALMM IO OlleHKe ©Oes3omnacHocTu, 61 (15,4%) maumMeHTH B TI'pyIIe
c r1anebo IUJIC TpacTy3yMad IJInC  OOLEeTaKCceJ IoJydalu 03y
ooleTakcesia, IIOBBIIEHHYK IO 100 wmr/m® B KaXIoM LMKJIe IIO
CpaBHeHuro Cc 48 (11,8%) DauMeHTOB B TpPVYIIe IepTy3yMad ILJI0C

TpaCTyByMaé TIJTIOC JoueTakKcell. CpenHad VMHTEHCHMBHOCTDB O3l
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molleTakcesja cocTaBmia 24,8 MID/M°/HeIeno B TPyNoe C ILIalefo IJIoC
TpacTy3yMad ILJIOC OoleTrakcesl u 24,6 MI'/M°/Hemeso B TpyIIe
neprysymad TLJII0C TpacTy3yMad TLJII0C moleTakceJ. [IPUYUMHE
IpeKpalleHrs [IpMeMa BCeX MCCJEeOYyeMHX IIperapaToB IMIpelCTaBJIEHH Ha
bur.7.

[lepeHOCHMMOCTE ¥ 0e30IacHOCTb IJS cepala: Opoomsas AE  BO

BpeMsa Iepuoma JedueHus OBJI, B OCHOBHOM c0OaJlaHCUMPOBaH Mexmny
TpylnaMm JiedyeHuda (Tabamia 3). YacToTa BCTPeUYaAeMOCTM CJeIylIrUx
AF. (Bce cTeneHu TaxecTH) OvJIa Ha >5% BeIIEe C IIepTy3yMad ILJIC
TpacTy3yMad ILJIOC »OOlLleTakceJl: IOuapes, BHCHIIaHMUA, BOCIaJIeHue
CIIMBUCTHX, OGedpuibHasg HEeMTPOIeHMSI U CYXOCTh KOXM.
Tabmuiza 3
HexesiaTeJibHEIE SBJICHMSA (BCe CTEIIEHM TaXecTHu) ¢ =225% yacToTon
3aboJIeBaeMOCTM B JIOOOM M3 TPYIN MIM 25% pasjnumueM MeXOy
TPpyIlaMM UM HexejlaTeJIbHEE SBJIeHUS CO CTelleHb TIKeCcTU 23 C

JacTOTOM BCTpedaeMOCTM 22% B IIOITYJIALIMIM IIO OLleHKEe

0es30IaCHOCTH
[Inauebo + NepTysyMab +
TpacTysyMad + | TpacTysymMad +
IoueTakcesn OoleTakcesn
(n=397) (n=407)
HaunBoJjiee pacrnpocTpaHeHHHe AE (BCe CTeleHM TaXecTH), n (%)
Inapeda 184 (4¢6,3) 272 (66,8)
Ajioneuus 240 (60,5) 248 (60,9)
HeMiTponeHus 197 (49, 0) 215 (52,8)
TomHOTa 165 (41,6) 172 (42,3)
YTOMIIAEMOCTE 146 (36,8) 153 (37,6)
BrICHIIaHUSA 9¢ (24,2) 137 (33,7)
CHMXeHMe alllleTuTa 105 (26,4) 119 (29,2)
BocrniajyieHue CIM3UCTEX 79 (19,9) 113 (27,8)
AcTeHUsa 120 (30,2) 106 (26,0)
[lepudpepmuuecrme OTEKU 119 (30,0) 94 (23,1)
Bamnop 99 (24,9) 61 (15,0)
OebpuiibHag HeMTpPOoIleHUSd 30 (7,06) 56 (13,8)
CyXOoCTh KOXU 17 (4,3) 43 (10, 06)
HexeJlaTeJbHEIE SABJIEHMS CO CTeleHb TSKeCcTM 23 C YacTOoTOu
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BCTpeuaeMoCTu =22%, n (%)

HeliTponeHus 182 (45, 8) 199 (48,9)
OebpuiibHag HEeMTPOIIeHUS 30 (7,6) 56 (13,8)
JIeMKOoIIeHns 58 (14, 06) 50 (12,3)
Inapes 20 (5,0) 32 (7,9)
Ilepubeprueckas HeMponaTUs 7 (1,8) 11 (2,7)
AHeMM s 14 (3,5) 10 (2,5)
AcTeHUd c (1,5) 10 (2,5)
YTOMIIIEMOCTD 13 (3,3) 9 (2,2)

I'paHyJIOUMTOIIEHU A 9 (2,3) o (1,5)

CucTosiMueckasa OUCOYHKIMI

JIEBOTO XeJlyIoouka 11 (2,8) 5 (1,2)

OnmIIKa 8 (2,0) 4 (1,0)

AFE, HexeJlaTeJIbHOe dBJIeHMe.

JacToTa BCTpeUYaeMOCTHM cJenyiommx AE CcO CTeleHbl TSKeCTHU =23
OpJIa Ha >2% BHIIe C IIepTy3yMad IJIC TpacTy3yMal ILJInC OolLeTaKCell:
HeWTponeHusa, GeOpuiibHass HEWUTPOINeHUsa, U Ouapes (Tabmuua 3).
YacToTa BCTpEeUuaeMOCTH beOpuiIbHOM HelTpOolleHUNU co CTEIIeHELI0
TOKEeCTM 23 y [NallMeHTOB M3 A3MM COCTaBMja 12% B I'pylne c IJjauedo
IUIIOC TpacTy3yMad IUJIIC OolLeTakKcell U 26% B TpYIIle IIepTy3yMad ILJIoC
TpacTys3yMad IUJIIOC HOOoLleTakKCeJl; BO BCeX IpyI'MX Teol'padnuecKuUx
perrmoHax uYacToTa BCTpeuaeMoCcTu Owbwia <10% B ofeux TpylIlax.

CIOJIX (Bce CTeleHM TSXKEeCTH) BCTpeuaJylack 0oJilee YacTo B
Tpyle C Ijaunedo IJIC TpacTy3yMad IJIC IJolleTaKceJl IO CPaBHEHU
C Tpyooor IneprTy3yMad IIJIoCc TpacTysyMad IJmoc moleTakces (8,3% wu
4,4%), cooTBeTCTBeHHO). CIJIX co cTeleHbl TSKeCTM =23 BCTpeuyallach
y 2,8% OauMeHTOB, I[oJydYalmMx IJIauebo ILJIC TpacTy3yMad ILJIoC
moluerakceld u y 1,2% [OauMeHTOB, [NOJy4danIUx I[IepTy3yMad ILJInC
TpacTy3yMad IIJIoC »OolleTakcelJ. Cpelu I[IallMeHTOB C OLleHKou OBJIK
Iocjie IepBoHauvaJIbLHOM, OBUIM IIOKasaHE CHMXeHus OBJIX or 210
IPOLIEHTOB OT MCXOIHOTO Ho <50% Ha moboM CcTaguM BO BpeMs JIeUeHUHd
y 6,6% m 3,8% oDauMeHTOB B TIpyIIle C IJaluebo IJIC TpacTy3yMad
[UIIOC  JOOolLleTaKCeJNl M B Tpylle I[NepTy3yMad ILJIC TpacTy3yMad ILJIC
OolleTaKceJl, COOTBETCTBEHHO.

B monyjggauumM OO OlLleHKe 0e30IacCHOCTM, OOJILUIMHCTEO CMepTeIZ B
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oBemnx Tpynmnax JleueHuAd OBLIIO CBA3aHO C nporpeccrupoBaHMeM

3abojeranmusa (PD) (81 (20,4%)) B rpymnne c mjauedo, 57 (14,0%) B
Tpylre cC Iepry3yMadboM). CMepTH, CBSA3aHHEE C UVHBEMU IIPUUYMHaMU,

ueM PD, ©OwvuiM, B OCHOBHOM, cOaJlaHCUPOBAHE, ¥ CXOOHOE UMCJIIO
mauMeHTOBR yMepJo u3-3a AE (10 (2,5%) B rpynne c mjaueto, 8
(2,0%) B rpynmne c neprysyMadboM, IIpM 2TOM MHOekUMM OBUIM HamboJiee
pPacrIpoOCTpaHeHHEIMU [PUUYMHAMM CMEePTM, CBA3aHHEMU C AE.

OBCYXIEHME

5T  OaHHBE I[IOKas3HBawT, YyTO  KOMOMHALMS  MOHOKJIOHAJIBHEIX
aHTuTeJl k HER2 neprysymaba u TpacTy3yMaba C JOOlleTaKCeJIOM
yvIOJiMHgIeT PFS y mnalumMeHTOB ¢ HER2-TOJIOXMTEJILHEIM MeTacTaTHuueCKUM
PMX B YCJOBMAX TepaluM IIepBOV JMHMM. JledeHMe IMHepTy3yMad ILIoC
TpacTysyMad IUIC OOLeTaKCeJl I[IPeB30IUIO OXMIaHWAg, opuBensa K
CTaTUCTUUECKU 3HAUMMOMY CHWXEHUI pHUcCKa PFS (HR=0, 62) "
VIIyUleHMI0 MenMaHe PFS mo 6,1 MecsdleB.

KoMOMHaumMa XOpOoWlo IIepeHOoCUIlack, " IIepTys3yMad® He IIOBHECUII
YPOBHM CUMIITOMATUUECKOTO MJIM OeCCHMMIITOMHOTO HapyleHMS CcepleuHOoM
OyHKLIMM. O IIOJIYUYeHMS IOaHHHX B HACTOAIEM IOKYMEHTEe, OXUIAJIOCh,
UTo JleueHune OBYMHA aHTUTEeJIaMA K HER2 MOXeT YXYOIUTE
KapOMOTOKCUUYHOCTE . OOHaAKO 5STM TaHHBE I[IOKa3BBalT, UTO STO OBUIO

He TaK, Ha OCHOBaHMM TeCTOB B HacCcToOAlleM OTOKYMeHTe IIJIA OLeHKU

KapOMOTOKCUUYHOCTH : yacrToTa BCTpeuaeMOCTH CUMIITOMATHUUYECKOM
CUCTOJIMUECKOM IOMUCOYHKUMM JIEBOTO XeJlyIoouka (COJIX) , BKJIOUA A
3aCTOMHYID CepOeuHyld HeIoCTaTOWHOCTDb (3CH), CHMUXeHVe OQpaKuum

BHIOpOCa JIeBOTO XeJjiymouka (OBJIX) .

HexeJiaTeJIbHBEIE [ABJI€HMA, CBA3aHHBE C IepTys3ymMadtoM, B TOM
UMCJIe KOXHEE BHICHIIAHWSA, BOCHAaJIeHMe CIM3UCTHEX ¥ CYXOCTh KOXWU,
OBIM, B OCHOBHOM, JIETKMMM. DBBEJIa TIOBHIIEHA YacToTa IOMapem co
CTeleHbld TSXeCcTu 23 U (eOpUIILHOM HeWTPOIeHMM OPpU  JIeUeHUH
HepTy3yMad IUIOC TpacTy3yMad ILJIC noleTakces. KOHTpoJbHad I'pylila
B CLEOPATRA wmmMmeJia PFS, CXOIHYI C NPeNHOYIIMMM PaHIOMUI3MPOBAHHEMU
HUCCJIeOOBaHMAMM, KOTOPHE IIoKa3allM, UYTO KoOMOMHalLMS TpacTy3yMaba u
noleTrakcejsa IOpu HERZ2-TIOJOXMTEJIBHOM MeTacTaTudeckoM PMX maem
MenuaHy PFS 11,7 mecsaua. Marty et al. J Clin. Oncol. 23:4265-74
(2005) .

Ees cBaABM C Kakom-Jubo TeopHuel, 5STU IaHHEEe YKa3hBalT Ha
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TO, uTo HalleJiuBaHue Ha HERZ-IIOJIOXUTeJIL HEE ONIYXOJIM  OBYX
MOHOKJIOHAJIBHEIX  aHTuTeJ k HERZ ¢ ZDONOJHAKIMMKY MeXaHW3MaMy
OeVICTBUSA [IPUMBOIUT K OoJiee HOJHOM OJiokanme HER2 ¥ BHIOBUTAeT Ha
IIepPBEM JjiaH KJIMHUUYE CKYIO BaXHOCTE npenoTBpalleHmnsa JMTaHm—
3aBMUCUMOTO obpaszoBaHMAa OMMepOB HER2 nJisa OIITMMAJIEHOT'O
IpekpalleHUA IIepelauuM cuTHajsla HER2. 35To mccienoBaHMe IIOKa3bHBaeT,
uyTO KOMOMHMPOBaHHas OJokaza HER2 TpacrtyzymMaboM M IepTy3yMadoM
yJaydmaeT KJIMHUUYECKUNM MCXOI NOJIS IallMeHTOB C pacHpoCTpaHeHHBM
HER2-MIOJIOXUTEJIEHEIM ~ 3aboJieBaHUEeM B YCJIOBMAX  Tepaluy IIepBOU
JUHUM . 3TU OaHHEE MMEKT BaXHOe 3HaueHMe, I[IOTOMYy UTO OHU
[IOOOEPXUBAIT nepsoe OmOBpeHHOe [IpUMMeHeHNE MHTUOUTOPAa
nuMepmszauumu  HER2 104 TepaluM OaluMeHTOB ¢ HER2-TIOJIOXUTEIBHOM
3JI0KAQUEeCTBEHHOW ONYyXOJbIo.
[IPUMEP 4

[IpOMBIIIJIEHHOE M3eJIMe, BRKJIKUaKiee B Ccebd neprysyMad

Kimmunueckue naHHee OQa3u 11T wu3 opuMepa 3 I[IPUMMEeHANM IJIA
pa3paboTKKM IIPOMHBIIJIEHHOT'O M3IOeJMd, CcoIepXaller'o (QJIaKOoH (HalpuMep,
dJJakoH C OOHOKPATHOM  IO30M) Cc Hepry3ymMad®oM UM BKJIAOLI B
YIIakoBKYy, ofecneurBaomui wWHOOpMALMIO O eTo 0e30HacCHOCTU U/UIKU
30PeKTUBHOCTHM, a Takke OJjd crnocofa IIPOM3BOLCTBA IIPOMBIIJIIEHHOTO
MU3OeJuda, comepXamero ylakKoBaHHEHE BMeCcTe IepTysyMad® BO QJakoHe
(HammpuMep, BO GJakoHe C OIHOKPATHOM OO30M) M BKJAOBI B YIIaKOBKY
C MHCTPYKLUMEN IO IPpMMEeHeHMI0 OTHOCUTEJILHO IepTy3yMaba Ha
BKJIAOEIIEe B YIaKOBKY, KaK B HaCTOAIlEeM HOOKYyMeHTe HIXE.

[lepTy3yMad® OpelcTaBJgeT COoOOM CTepMJIBHYKR [IPO3pPauHyln WK
cJIeTKa ONalleCUMpPpYyoIyln XUIKOCTL IJIS B/B MHOY3UM, OECUBETHYHD WMJIU
BJIe DHO—XeJITY . Kaxnoenr  GJIakoH  OJS  OOHOKPATHOTO  IIPUMeHeHUS
comepxuT 420 Mr neprysymata B KoHIeHTpauny 30 mr/mia B 20 MM L-
rMcTuauH aunetaTte (pH 6,0), 120 MM caxapozse m 0,02% nojmucopbaTe
20.

[lepTy3yMad I[IOCTaBJSEeTCS BO (QJIakoHe C OIOHOKPATHOM HO30M,
comepXalleM XUIKUM KOHIIeHTpaT ©0es3 KOHCEePBAaHTORBR, C KOHIeHTpalueu
30 Mr/mMi, TOTOBHEM mJia uHOY3MM. Kaxnemi GJIakoH JIeKapCTBEHHOTO

OponoyKTa IIepTy3yMad comepxuT B LejoM 420 Mr nepry3syMaba.

XpaHUTE (QJIAaKOHEl B XOJOIMJIbHUKe oT 2°C mo 8°C (oT 36°F mo 46°F)
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OO MOMEHTa MCIIOJb30BaHMA. [epxuTe OGJIakKoH B HapPYXHOM YyIaKOBKe,
UyTOOH 3allMTUTE OT CBeTa.
[IoslHAST MHCTPYKLIMS IO IIPMMEHEHMI0 JIEKapCTBEHHOI'O IIperapaTa
[IpenynpexmeHne : BSMOPMOOeTOTOKCUYHOCTD

BozmerncTBHue HepTy3yMada MOXeT IIPMBECTM K CMepTu sSMOpMOHa U
IJioga M BPOXIOEHHHM IOedpeKTaM.

VccienoBaHUA Ha X B O THEIX IIPUBOIOUIIN B pesyiabTaTre K
MaJIOBOIOMI, 3aMeIJIEHHOMY Pa3BUTHI I[IO0UeK UM CMepTM. YBeIOMUTe
[nalumMeHTOB oB DTUX PUCKax u HeoBXOoOMMOCTH 20heKTUBHOM
KOoHTpauenuun. (5.1, 8.1, 8.6)

1. TloxkazaHMA ¥ TIPUMEHEeHNE

[lepTy3yMab MpelHaszHadueH OIS I[OIpYMMeHeHMS B KOMOMHaIMM C
TpacTy3yMaboM ¥ JOOleTaKCeJIOM HIJIS JIeueHMd HDallMeHToOB C HER2-
IOJIOXUTEJILHEIM MeTaCcTaTUUeCKMM PakKoM MOJIOUHOM XeJle3hH, KOTOPHEe He
noJydajay OpelmecTByoIed aHTu-HER2 TepaluM WM XUMMOTepaluM OJIg
MeTacTaTUuJYeCcKoTo 3aboJiIeBaHuAd.

2. Jo3upoBaHMe M BBEIEHUE

2.1 PexoMeHIOyeMble HOBEH M PEeXMM IO3MPOBAHMSA

HauvasibHad no3a IepTysyMaba cocTarBjgsgeT 840 MI', KOTOPHE
BBOIOATCA B BuIe 60-MMHYTHOM BHYTPMBEHHOMW MHQY3UM, C II0CJEOYIVM
BBeIeHMeM Kaxiee 3 HejeJu mos3w 420 M, BBOOMMOM B BUIE
BHYTPUBEHHOM MHOY3MM oT 30 mo 60 MuHYT. IIpM BBEeIEHUM COBMECTHO
C nepry3ymMadboM  peKoMeHIOyeMas HavajJlbHasg  »Oo3a TpacTy3yMaba
cocTaBJydgeT 8 MI/KT, KOTOpEE BBOOATCA B BuIe 90-MUHYTHOM
BHYTPMBEHHOV MHOY3UM, C IIOCJedyllMM BBeldeHMeM KaxIbhe 3 HeIoeJlu
OO3H 6 MI'/KI', BBOIMMOM B BUIEe BHYTPMBeHHOM MHOY3UM oT 30 mo 90
MUHYT. IlpyM BBeIeHMM COBMECTHO C IIepTy3yMaboM peKOMeHIyeMas
HavaJlbHad JHo3a »OolleTakcela COCTaBJIAET 75  wMT/M, KOTOPHE
BBOIOATCSA B BMIEe BHYTPUMBEHHOM MHOYy3UM. [Jo3a MOXeT OHTL yBeJMUeHa
mo 100 MT/M?, KOTOPHE BBOOAT KaXIbEe 3 HeOeJu, eCJM HadaJlbHad
no3a IIepeHOCUTCS XOpPOoIlo.

2.2 MommpuKaluMsa IOO3EH

[lpy 3BamepXKe BBEOEeHUS WM IIPOINYCKe 03, E€CJIM BpPeMsa MexXnay
OBYMS IIOCJIeIOBaTeJIbHEMM MHQY3MAMM COCTAaBJISET MeHee UeM b6
HeneJb, CJleOdyeT BBeCTU HOO3Y IepTys3yMabta 420 wMr. He xouTe OO

cllenyomem 3alJIaHUPOBAaHHOM OO3H. Eciu BpeMa MexXnoy — IOByMS
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[IOCJIeNOBATEJIbHEIMM MHQY3UMAMM COCTaBJIAeT 6 HemeJib WM 0OoJiee,
HauvajlbHad nosza HnepTy3yMaba 840 MI' moJpkHa OBTE BBeIeHa IIOBTOPHO
B BuIe 60-MMHYTHOW BHYTPMBEHHOV MHOY3UM, C IIOCJEOYMVMM IO3aMU
420 MI kKaxngele 3 HeOeJM, KOTOpPHEe BBOIAT B BUIOE BHYTPMBEHHOM
nHOy3mum oT 30 mo 60 MMHYT. CKOPOCTE MHOY3UM HepTy3yMada MOXeT
OBHTE 3aMeljieHa WM MHOQY3UA MOXeT OHTH [IPMOCTAHOBJIEHa, e€eCJIu Y
nalumMeHTa pasBMBaeTCcd MHOY3MOHHasA peakKumsa. HWHQY3MIO CJeOyer
HeMeJIeHHO IpepBaThk, eCclIM Yy I[HallMeHTa pPa3BMBaeTCd CepbesHasd
peakumsa TUINIEPUYBCTBUTEJILHOCTH [cM. lIpenynpexoeHuss U MepPH
IpenoCTOopOoXHOCTH (5.2)].

dpakiusag BEOpOCa JIeBOI'O XeJjiyzZouka (OBJIX) :

OTJIOXNTH OO3UPpOBaHUeE neprysymaba wu TpacTy3ymMaba, 1o
MeHbIIeV Mepe, Ha 3 HeOeJM, OpU JIOOM M3 MIPM3HaKOB:

- namexHmre OBJIX mMeHee ueMm mo 40% wmim

- OBJIX oT 40% mo 45% ¢ 10

oo

UM  OoJpIUM  aB®COJIOTHEM
YMeHbIIeHMeM HIMKe 3HaueHUM OO JieueHusa [cMm. IllpelynpexieHUS U MepH
IpenoCcTopoXxHoCcTru (5.2) 1]

MepTysymad MOXeT OBITH BO30OOHOBIJIEH, ecJin ORJIX
BOCCTaHOBMJIack OoJjiee ueM no 45% wmam ot 40% nmo 45%, CBA3aHHEX
MeHee uyeM ¢ 10% wiam OoJiblvM afOCOJIOTHEM yYMEeHBIIeHVMEM  HUXe
3HAUEeHUM OO JIeUueHMUS.

Eciu 1nocjie INOBTOPHOM OLIEHKM He II030Hee, YeM NPpUBIU3UTEJLHO
3 HenmeJu, OBJIX He yiyuminMjiack WJIM OOMNOJIHUTEJIBHO CHU3MUJIACh,
TpedbyeTcss HaACTOATEeJIbHO pPacCMOTPeTh IIpekKpalleHue IepTy3yMadba u
TpacTy3yMaba, IO Tex I0op, IIO0Ka BHITOOE IOJS9 KOHKPETHOTO IallMeHTa
He CTaHyT I[IepeBelMrBaTh PUCKU [cM. TlpenymnpeXOeHMS WM MEPH
IPenoCTOPOXHOCTU (5.2)17. [lepTy3ymMad cyjaenyer OTJIOXNTH VI
IPeKpPaTUTh, €CJM JIeUueHMe TpacTy3yMadoM OTJIOXEHO MM IIpeKpaleHOo.
Ecim npekpameH OpMeM »OolleTakcesa, JieueHMe TI1epTy3yMaboM U
TpacTy3yMaboM MOXHO IPOIOJDKaThk. He peKoOMeHOyeTCHd yMeHBbIIeHME 103
nJis neprysymada. Hos MOOMUKaLUN OO3E  OolleTakKcela, CM.
VHCTPYKIMKD II0 MNPMMEHEeHUK IolleTaKcela.

2.3 llpenapaT OJid BBEeOEHUS

BBOOVMTL TOJBKO B BUIOEe BHYTPUBEHHOM MHOy3MM. He BBOIUTH
BHYTPMBEHHO CTPYMHO WMJIM BHYTPMBEHHO OOJIOCHO. He cCcMemrBaTh

HepTyByMaC') C IOIpyI'vMIM JIeKapCTBEHHEIMM CcpeOCcTBaMM.
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[IpenapaT: [IpUTOTOBLTE pacTeop s MHQY3UH, c
JVCIIOJIb30BAHMEM acCelTUMUYeCcKOoI'o CIocofa, CJeOyllyM o0pa3oM:

- IlapeHTepaJibHEE JIeKAPCTBEHHEHE I[POOYKTH  HOOJDXKHEL  OHTH
IIPOBEPEHH BM3YaJIbHO Ha HaJMuMe UYacTULl M HapylleHMe OKpacCKU Iepel
BBeIeHMEM.

- HabGepuTe COOTBeTCTByIIMM o0O0BEM pacTBopa IIepTy3yMaba U3
dJj1axoHa (-0B) .

- Pacteoputre B 250 My 0,9% xjopmma HaTpma B I[IBX wmau He-IIBX
noJnoJiedMHOBOM HakeTe OJS MHOY3UM.

- TlepememaliTe pa30aBJIEHHHM PacTBOP IIPM IIOMOIM OCTOPOXHOTO
IepeBOopauMBaHusa. He BCTpaxuBamnTe.

- BBOOMTe cCpa3y Xe II0CJe NPUTOTORJIEHUSA.

- Eciam pas3BeleHHHN PaCTBOP IJ4 MHOY3UM He OBJI MCIOJIB30BaH

cpasy ke, eTro MOXHO XPaHUTL IpKM TeMrIepaType oT 2°C mo 8°C BIJIOTH
no 24 yacos.

- PacTBopATe ToOJBKO B 0,9% xJopuIe HaTpMa OJ4 MHBeKLIMM. He
VCIIOJIE30BATE PACTBOP IeKCTPO3H (5%).

3. JlekapCcTBeHHEE QOPMHL U IO3UPOBKU

llepTysyma® 420 wMr/14 M (30 wMr/MiI) BO (dJjakoHe IOJig
OOHOKPATHOTO I[IPpMMeHeHMH

4. TlpoTMBOIOKAa3aHMA

OTCyTCTBYOT

5. IllpenynpexoeHUsS UM MepPH NIPedoCTOPOXHOCTHU

5.1 5MOpMOPEeTOTOKCUUHOCTD

[lepTy3ymMad  MOXET HaHOCHUTE Bpen mjiony — Ipu BBEeIOEeHUN
BepeMeHHOM KeHIMVHE . JleueHue BepeMeHHEX ABAHCKUX MakKak
nepTy3yMadboM TIPMBEJIO K MaJIOBOOMI, 3aMelJIEHHOMY Pas3BUTUID IIOUeK
Jjioma M CMepTM 5SMOPMOHOB M ILJIOOOB. Ecam nepTysymMa® BBOIAT BO
BpeMsa OepeMeHHOCTHM, WM IallMeHTKa 3afepeMeHe]Jla BO BpeMda IIpMeMa
TOTO JIEKAPCTBEHHOTO CpPEeICTBa, I[alMeHTKy CJelyeT O3HaKOMUTE C
IIOTeHUIMAaJLHOM BO3MOXHOCTLIO Bpema IJd IJloda [cM. IIpMMeHeHMVEe B
ompeneJIeHHEIX TIOIIYJIALMAX (8.1)1. lMooTBepIuUTe cTraTtyc Ha
OepeMeHHOCThL OO HaudaJla JeueHusda NepTysymMabom. CoobmmTe MauuMeHTam
O PpHCKax CMepTu IJoma M b5MOpMOHA M BPOXIEHHHX JedpeKTax U O

HeOoOXOOMMOCTHA IpenoxXpaHeHnA BO BpeMA n I1IoCJie JIEUEeHNA.
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I[locoBeTyMTe MHalMeHTaM HeMeIJIeHHO 00paTuThbCcad K UX JedalleMy
Bpauy, €CJM OHM IIOHO3peBanT, UYTO MOI'YT OHTb OepeMeHHHMM. Eciu
neprysymad BBOIOAT BO BpeMsa OepeMeHHOCTM WM eCJM IalMeHTKa
3abepeMeHeJla BO BpeMd IIpueMa I[epTy3yMaba, HeMeIJIEHHO coofmmTe O
BOBOEMCTBMM Ha JMHUIO MOJS HexeJaTeJIbHEX ABJeHul Genentech 1o
HOMepy 1-888-835-2555. HacTo4TeJIbHO pPeKOMeHOyMTe  XeHmMrHaM,
KOTOPHE MOIJIM IIOIBEPIHYTLCS BO3IOEMCTBMIO BO BpeMs OepeMeHHOCTH,
3aperucTpupoBaThCcsa B MotHER Pregnancy Registry mo HoMmMepy 1-800-
690-6720 [cMm. Mudpopmaumsa nmJjasa nDauvedHTa (17)]. KoHTpoJIupynTe
nalumMeHTOB, 3abepeMeHeBIMX BO BpeMA TepaluM OepTy3yMaboM, Ha
IpeIMeT MaJIOBOOMSA . Ecimu [IPOM3OMLIIO MaJIOBOOME, IpoBeInTe
TeCTHUPOBaHMe IJIoHa, I[OOXONAlee IJIA BHYTPUYTPOOHOTO BO3pacTa U
corJlacywmeecs C O BMmyMM CTaHDapTaMM  KJIMHUUECKOM  MIPaKTUKMU.
S0PeKTUMBHOCTL BHYTPMBEHHOW TIMIpaTaluM IIpM Tepaluy MaJIOBOIUSA,
BHI3BAHHOTO BO3IOEeMCTBMEM HepTy3yMmada, HeM3BeCTHAa.

5.2 IncoyHKLIMA JIEBOTO XeJIyODouka

OnmcaHE CcHWKeHMAa OBIIX nOpu nOpMueMe JIeKapCTBEHHEX CPencTsB,
KOTOpHE OJOKMPYKRT aKTMBHOCTE HER2, B ToM uucie neprysymaba. B
PaHIOMU3UPOBaHHOM KJIMHUYECKOM MCCIeloBaHnu, neprysymad B
KOMOMHaLUUM C TpacTy3yMaboM UM OoleTaKCceJloM He ObJI aCCOUMMPOBAH C
yBeJIMUeHNEeM YaCTOTH BCTpeuaeMoOCTH CUMIITOMATUYECKOM
CUCTOJIMUECKOM OMCOYHKLIUN JIEBOTO XeJlyoouka (CIOJIX) I c
noHmxeHmueM OBJIX 110 CpaBHeHMI C I[Jlauedto B KOMOMHaUUM  C
TpacTy3yMaboM M JoleTakceJioM [cM. KiMHMUeCcKMre MCCJIeOoBaHUsAa
(14.1)]. IncdyHKLUMSA JIeBOTO XeJIyOouKa Ipomz3oma y 4,4% naluMeHTOB
B Tpylle JiedyeHMA IepTy3ymMaboM M y 8,3% [HaUMeHTOB B TIpPYyIIe
JedueHusa T1anebo. CUMIITOMaAaTUYECKasa CUCTOJIMYecKkas OUMCOYHKIMSA
JIEBOTO KeJlyoodKa (sacToMHaga cepneuyHasd HENOCTATOUHOCTE )
npomsomjya y 1,0% mauMeHTOB B TI'PYIIIEe JIedueHMA IepTy3ymMadbom m 1,8%
nalnurMeHTOB B TpyIIe JIeueHm s mianedo [cM. HexejaTelbHEE
peakuum (6.1)]. IlauMeHTH, KOTOpPHEe IOJydallMd paHee aHTPaUUKJIMHE
WM M[OpedmecTBYRNYy JIYyUeBYHD Tepaluio Ha o00JacTh IPYOHOM KJIEeTKHU,

MOTYT MMeTb ©OoJiee BHCOKMM pPUCK CcHMXeHMs OBRJIK. IlepTysyMad He

MCccJenopalJicd Ha HaluMeHTax ¢ ypoeBHeM OBJIX npo Jgieuenus <50%, cC

OIpedmecTBYKIEe 3acTOMHOM CepOedHOM HeJocTaTouHoCcThi (3CH) B
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aHaMHe3e, CHmXeHreM ORJIX 1nmo <50% BO BpeMsa [OpedlleCTBYKIEN
TepalMy TpacTy3yMaboM, WIM C COCTOSHMAMM, KOTOPEE MOTJIM O
YXYIIUTE OQYHKLUMI JIEBOTO XeJIYOOUKa, TaKMMM KaK HeKOHTPpOJMpyeMasd
TUIIEPTEH3MA, HeOaBHMM MHOAPKT MMOKapOa, Cepbe3Had cepledHasd
apuTMmMsa, Tpelbyrasd JIeUeHMS WM @ KYMYJIATUMBHOE IIpedlleCTByKIee
BOBOEMCTBME aHTpalMKJIMHa OOKCOPpYyOUIIMHA WMJIM eTo SKBUBAJIEHTa IO
>360 Mr/M°. OuenmTe OBJIK mo Hauama Tepanmu IIepTy3yMaboM U uepes
pPaBHEE MHTepBaJIb (HanpuMep, KaxOoele TPpM  MEeCHLH) BO BpeMA
JleueHu4d, yToOH YOemIuTbLCH, yTo OBJIX HaxomuTCcd B IIpenejiax
YCTAaHOBJIEHHOTO HOPMAJILHOTO IMalla30Ha 3HauveHuM. Eciam OBJIK <40%,
i cocTaBasgeT oT 40% mo 45% ¢ 10% wmim ©oJapmyM  aOCOJIOTHEM
CHMXEeHMEeM II0 CpaBHeHMI C BeJIMUMHOM HO JieueHud, IIpeKpaTure
Tepanmp I[IepTy3yMadboM M TpacTy3yMaboM UM TIIOBTOPUTe OleHKy OBJIX
NIpUOIM3UTENILHO B IIpenejlax Tpex Helelb. OTMeHUTe IepTy3yMad u
TpacTysymab, ecJin ORJIX He YVIIYUIIMIIACh I OOIIOJIHUTEJIBHO
CHM3WJIaChk, IO Tex IIOp IIOoKa IoJib3a IJS KOHKPETHOTO IIalMeHTa He
[lepeBeCUT pUcku [cM. [JosupoBaHMe M BBenmeHme (2.2)].

5.3 NHQYy3MOHHEE peaxkuuy, peaxkumumn
TUINIEePUYBCTBUTEJILHOCTHY/ aHaduIakcus

[lepTy3ymMa® CcBA3aH C MHOY3SMOHHHMM pPeakKUMAMU U peakKUUaMU
TUIIEePUYYBCTBUTEJBHOCTA [cM. HexeJlaTeJIbHble pearuuu (6.1)1.
VHOYBUOHHYID peakKLM OIpemesiajiM B PaHIOMU3BUMPOBAHHOM MCCIIeNOBaHUM
Kak Jmoboe  CcoOHTUE, ONMCHEHBaeMoe Kak TIHMIepUYyBCTBUTEJILHOCTD,
aHapuIakTMUeCcKasd peaklud, oCTpasa MHQY3MOHHas  peakKLuusa WK
CMHIPOM BEICBODOOXIEHMSA LMTOKMHOB, KOTOpOe CcJydaeTcd BO BpeMsd
VHQY3UM WJIM B Te Xe CYTKM, UYTO U MHOYy3MA. HavaldbHYy© O3y
neprysymMmaba mamowT 3a CYyTKM IO TpacTysyMaba M »OoleTakcela, 4YTOOH
IPOBEeCTY MCCJeloBaHMe peakKlMuM, acCOolUMMPOBAHHHX C IepTy3yMadoM.
B mHepBHM @OeHbL, KoI'Ia BBOIMJIM TOJLKO IepTysyMad, obmasa uYacToTa
VMHOY3MOHHHX peaklui cocTaBuia 13,0% B TpyIine, [IoJIydaBlen

neprysymatd, m 9,8% B Tpylne, OoJydaBmel Ijauebo. MeHee ueMm 1%

VMeJI CTeleHb TaxecTn 3 wiam 4. Hawmbojlee pachnpoCcTpaHeHHBMU
MHQPY 3MOHHEMMA pearumaMm (21,0%) OBLIN JMxopanka, 0O3HOO,

YTOMIIAEMOCTE , TOJIOBHasa O0Jb, acTrTeHmn4dg, T'NMIIepuYyBCTBUTEJIEHOCTE U
pBOTa. BO BpeMd BTOPOTO LMKIIa, KOI'Ia BCe JIEKAPCTBEHHEE CpeldCcTRBa

BBOINMIIN B OOHM U’ TEe xe CYyTKM, HamuboJiee paclipoCTpaHEHHEMN
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VMHOYSMOHHEIMM peakLUMSaIMM B TpPYINe, IoJydaBlel HeprTysymad, (21,0%)
OBJIM YTOMIISEMOCTL, HOUCTEB3USA, IUIEPUYYBCTBUTEJIBHOCTEL, MUAJITUA U
pPBOTa. B paHIOMUBMPOBAHHOM MCCJIemoBaHMM, oO0mMas YacToTa peakKlun
TUIIEPUYBCTBUTEJLHOCTHK/ aHadujlakcuy cocrTaBuja 10,8% B 1Tpylne,
noJjiyuaBmer neptysymad, u 9,1% B Tpynne, I[oJydaBumey I1Jaiedo.
JacToTa BOB3HUKHOBEHUA peaKUUlM IUIePUYYBCTBUTEJbLHOCTHU/aHabduiIaKCcuUu
CO CTelleHbl TaxecTu 3-4 cocTaBuia 2% B TpyIllde, II0oJIyuaBlen
neprysymatd, u 2,5% B TIpylne, I[oJiyuaBmey I1anedo, COIJIacHO
HaumMoHaJbHOMY MHCTUTYTY PakKa — ofmasd TepMMHOJIOTHSA KPUTepMeB IJIA
HexeJlaTeJIbHEX  SBJIEHUM (NCI-CTCAE) (Bepcua 3). B uwejgoMm, VY
YeTHpex I[IallMeHTOBR B TPYIIe, IIoJydaBmel OepTy3ymad, U YV OBYX
IalMeHTOR B TpyIlle, IIoJydyaBmel IJjaliedo, pa3BUIach aHaduiIakCUsg.
BHuMaTeJIbHO HabJjomalTe 3a HallMeHTaMM B TeueHMe 60 MHMHYT I[ocCJe
nepBoM MHOY3UM UM B TeueHMe 30 MMHYT IIO0CJIe IIOCJHeIYIMUX WHOY3UN
neprysymMaba. ECIM OpOoMCXOIUT 3HAUMUTEJNbHad MHQY3MOHHad peakKuusd,
3aMeJIuTe VIV IpepBUTE VMHQY 310 u BBEOUTE MIONXO I AIYI0
JIEKapCTBEHHYID TepalMrio. BHMMaTeJlIbHO HabJjwomalTe 3a HalMeHTaMM IO
[IOJIHOT'O VICUEe3HOBEHUSA [IPM3HaKOB u CUMIITOMOB . PaccmoTpuTe
BO3MOXHOCTE I[IOJIHOT'O IIpeKpalleHMsa TepaluM y I[HalMeHTOB C TAXeJIEMU
VHQY3MOHHEMM PeaKUMAMM [CM. OO3UpOBaHMe M BBeleHue (2.2)].

5.4 TectupoBaHue HER2

IDeTeklLnsa cCBepxskchpeccunu Oejka HER2 dpjgeTcsda HeoOXOOUMOM
oJjga oTdopa HDalMeHTOB, [IOOXOOANMX OJS Tepaluu IepTysyMabom,
[IOCKOJIbBKY OHM SABJIAITCS EIMHCTBEHHBEIMM MCCJIeOOBAHHHMM IIalMeHTaMu
M OoJa Hux Ovbla IIOKa3aHa I[IoJik3a TepaluMuM [CM. I[IOoKa3aHua U
IprUMeHeHre (1) " KJIMHUUYEeCKMe MCCJIegoBaHMsa (14) 7. B
PaHIOMM3VMPOBAHHOM MCCJIEOOBaHUM, NallMeHTE C PakoM MOJIOUHOM
XKeJie3h HOJDKHE OBUJIM MMEeTh JOoKa3aTeJIbCTBa CBepxskchnpeccum HERZ,
ompeneyggeMo¥ kak 3+ IHC mo Dako HERCEPTEST® mMiM CTeleHb
AMIIMOUKALIMM IO FISH=22,0 rio TecT-Habtopy Dako HERZ FISH
PHARMDX™, TOJIBKO OT'pPaHMUEeHHEEe OaHHEE OBLIIN OOCTYIIHH oJid
IallMeHTORBR, UYeM pakK MOJIOUHOM XxeJjle3H OBJI [IOJIOXKMTEeJIbHEM o FISH,
HO He »OeMOHCTPpMPpOBaJl CBepXdKclpeccuwn Oejgka no IHC. OueHka
craryca HERZ2 IOOJDKHA [IPOUBBOIUTECSH JabopaTopmUaMA, KOTOPHE
IEeMOHCTPUPYIT NpodecCHuoHal lbHOE BJaleHMe KOHKPETHOM MCIIOJNb3YeMOn

TeXHOJIOTUEN . Henaniexamee BHITIOJIHEHNE aHaJimsa, B TOM  UMCJIe
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MCIIOJIL30BAaHME HeOoNTHMMAaJIbHO OKpalleHHOM TKaHM, HeOpeXHOCThL B
VICIIOJIE30BaAHUM KOHKPETHHX pPeal'eHTOB, OTKJIOHEHMS OT KOHKPETHHX
MHCTPYKLMM IIO0 aHaJlM3y, ¥ He MCIOOJIbE30BaHMe COOTBEeTCTBRYIIOMMX
KOHTpPOJIeV IJIS I[IPOBEepPKM aHaJlu3a, MOXeT IPUBEeCTM K HeHaldeXHBM
pesyJbTaTaM.

6. HexeJlaTeJIbHEE peaKLUU

Cilemyomye HexeJaTeJlbHEEe peakluM obcyxnmanTcsa 60oJiee MOOpOoOHO
B IpYyITuUX paslellaXx MHCTPYKLUMN:

- OMmOpuodeTasibHad TOKCUYHOCTL (CM. IIpenOyIpeXOIeHMS U MEPH
npenocTopoxHocTr (5.1) ]

- JMCOYHKUMSA JIEBOTO XeJIygouKa [CM. MNOpenylnpeXIeHUS WM MepH
npenocTopoxHoCcTr (5.2) ]

- VHQY3MOHHEIE peakumu, peakumm
TUIIEPUYBCTBUTEJLHOCTH/AHadMUIIakKCcUd [CM. NOpelyIpeXIeHMdI W MepH
npenocTopoxHoCcTr (5.3) 1]

6.1 OIHT KIMHMUECKMX MCCJIeOOoBaHUM

[IOCKOJIBKY  KJIMHMUYECKME  MCIIEITaHUA [IPOBOOAT B  Pa3JIMUHHX
YCJIOBUSAX, YPOBHU HexeJlaTeJIb HEX peakum, HabJomaeMele B
KJIMHUUECKMX  MCIHETAaHUAX  JIeKapCTBEHHOTO cpencrTea, HEe  MOTYT
CpaBHMBATLCSA HalpaAMyl C YPOBHAMU OJIA KJIMHWUECKUX MCIIHTAaHUM
OPYTOT'O JIeKapCTBEHHOTO CpencTBa UM MOI'yT He OTpaXaThk YPOBHH,
HabJmomaeMele B KJIMHUMUECKOM MOPaKTHUKe. B KIMHUUECKMX WMCIHETAaHUAX,
OnlJIa IpoBeIeHa OolleHka nepTysayMmaba y 06oJjiee uem 1400 maumMeHTOB C
pasJINYHEMU 3JI0KaUYeCTBEHHEMN HOBOOOpAa30BaAHUAMHA, u JedueHMe
nepTy3yMadoM TMIPOXOOMJIO IIPEeMMYIEeCTBEHHO B KOMOMHaAIMM C IPYIUMHU
IIPOTUMRBOOIIYXOJIEBEIMM IIpelapaTaMM .

HexejlaTeJlbHEIE  peaklLuu, ONIMCaHHEE B Tabuile 4, OBLIIN
BHIABJIeHH y 804 mnaumMeHToB ¢ HERZ2-TIOJOXUTEJILHEM MeTacTaTUUueCKUM
PaKoOM MOJIOUHOM KeJIe3H, KOTOPHX JIeUMJIM B PaHIOMMUM3UPOBAHHOM
VccyielgoBaHuu. llauMeHTH OBJIM PaHIOMM3UMPOBAHH OJIS I[IOJIYYEHMS WU
neprysymaba B KOMOMHaAIlMM C TpacTy3yMaOoM W IOOLleTaKCeJIOM WU
mIanedo B kKoMOMHaALIMM C TpacTy3yMaboM M »OOolleTaKceJioM. MenmaHa
OJIMTEeJIbHOCTY MCCJIeOYyeMOoT'o JiedueHMHa cocTaeuia 18,1 wMecsdana IJid
IalMeHTOBR B TpYyIIe, I[oJydaBmel nepty3ymad, u 11,8 wMecdlua Ooa4
IaluMeHTOR B TpyIe, IIoJydaBmey jaunedo. He OONyCKaJMCh HUKaKMue

KOPPEKTUPOBKY HO3 MIJd IepTy3yMaba WM TpacTy3yMaba. YPOBHU
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HeXeJlaTeJIb HEIX ABJIEHUN, KOTOPHE B pesyJbTare [IPUBEJIN K
[IpeKpalleHrld BCEeX MCCIelyeMBIxX IperapaToB, COoCTaBuUIM 6,1% 1JI4d
IalMeHTOR B TpyIle, HoJydaBlel nepty3ymad, u 5,3% IJ49 HDalMeHTOB
B Tpylle, IOoJydaBmel IuJaliebo. HexeJsaTeJbHBEE SABJIeHMS IIPUBEJM K
IpeKpalleHMIo IIpYeMa TOJIBKO OIOHOTO »OolleTakcejyla y 23, 6% DalMeHTOB
B TpyIe, I[oJiydaBmey nepryzymad, M y 23,2% NalMeHTOB B TIpYIIle,
noJiyuaBmelr r1Jaueto. B Tabumue 4 nOpencTaBJIeHB HeXxeJlaTeJlbHBe
peakuuy, KOTOPHE IIPOM3OUJIM, II0 MeHblled Mepe, y 10% mauMeHTOB B
TpyIe, IoJiyuaBien neprysymad. Hamboee pacnpoCcTpaHeHHBMN
HexeJiaTeJIb HEIMU pPeaKLumaMm (>30%), KOTOPHE HabJonaian o4
neprysymaba B KOMOMHALMM C TpacTy3yMaboM M IOolleTaKceJioM, OBUIM
ovapes, aJollellusa, HeWMTPOoIleHMs, TOMHOTa, YTOMJIAEeMOCTL, BHICHIIAHUI
1 nepubpepmrueckas HeVponaTudg.

HamBoJjiee pacOpOCTPaHEHHHMM HeXeJaTeJIbHEMY pPeaKUUIMM  CO

CTeIlleHbD TSXKEeCTHU 3-4 NCI-CTCAE (Bepcusa 3) (>2%) OBLIIN
HeUTponeHusd, bebpmiibHa A HeUTpOoIlleHnsd, JIeVIKOoIleHun s, omapesd,
nepudpepryueckas HeUponaTusda, aHeMMd, acTeHMsa U YTOMIISAEMOCTE.
[IOBHIIEHHYIO JacToTy BCTpeuaeMoCTH bebpuiabHOM HelTPOIleHUN

HaOmomaay OJS asmMaTCKUX [HalMeHTOB B 00eux I'pyIllliiax JIedeHMA TII0

CPpaBHEHNMIK C IIallMeHTaMM IOPpYyI'MX pac M M3 JPpYyITuXx PeOPpaQquCKMX

perMoHoB. CpelM a3MaTCKMX [IallMeHTOBR, dYacToTa BO3HMKHOBEHMUA
bebpunbHOM HeVTpOolleHUn OrlJIa BRHINIE B TpylIie, noJiyuaBuen
neprysymad (26%), IO CpPpaBHEeHMIO C TPYIINOM, I[oJiyuaBmeMr Iialedo
(12%) .

Tabauiia 4

KpaTkoe M3JIOXKEeHME HexXeJlaTeJIbHHX peakKlul, IPOUCXONAmMx y 210%

IIallMEeEHTOB B T'PYIIIIe JIeUeHNA HepTyByMaGOM B PaHIOMMISMPOBaAHHOM

nCccCJIlejOBaHVM
CucTeMa NepTysymMad + Onauebo +
opraHmsMa/HexenaTesnnHue TpacTysymMat + TpacTysyMat +
peakumm JoLeTakcen JolieTakces
n=407 n=397

[lokasaTesib 4YacTOTH, [lokaBaTelb

% YacToTh, %
Bce cTerieHun | CrerieHun Bce CrerteHn
TSIKECTM, % TSIXKECTU cTerieHn TSIXKSCTU
3-4, % TSIXKSCTH, 3-4, %

%
OfmMe pacCTPOMCTBA M HapylleHMS B MeCTe BBeIeHUS
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YTOMIIIEMOCTE 37,6 2,2 36,8 3,3
AcTeHud 26,0 2,5 30,2 1,5
[lepudepnUeCKU OTEK 23,1 0,5 30,0 0,8
BocniajieHue CIM3UCTEIX 27,8 1,5 19,9 1,0
Jlnxopanka 18,7 1,2 17,9 0,5
HapymeHrs CO CTOPOHH KOXM ¥ INOIOKOXHHX TKaHeM
Ajionieumsda 60,9 0,0 60,5 0,3
BHICEIIIaHM A 33,7 0,7 24,2 0,8
I[IaToJIOTMSA HOI'TeM 22,9 1,2 22,9 0,3
3yn 14,0 0,0 10,1 0,0
CYXOCTb KOXU 10,06 0,0 4,3 0,0
XKellyDOUHO-KMIIeUHEEe pPacCCTPOMCTBAa
Iuapesda 66,8 7,9 46,3 5,0
TomHOTa 42,3 1,2 41,6 0,5
PeoTa 24,1 1,5 23,9 1,5
3amnop 15,0 0,0 24,9 1,0
CToMaTUT 18,9 0,5 15,14 0,3

HapymeHMH CO CTOPOHE KPOBM U HMM@aTquCKOﬁ CHICTEMEI

HeniTponeHus 52,8 48,9 49,6 45, 8
AHeMu s 23,1 2,5 18,9 3,5
JleMKoImnneHns 18,2 12,3 20,4 14,6
OebOpuiibHaA

13,8 13,0 7,6 7,3
HeMTPOIeHUs*

PaccTpolCcTBa HEPBHOM CUCTEME

[lepudpepuueckad

32,4 3,2 33,8 2,0
HelponaTusa
T'ojioBHasa 60Jb 20,9 1,2 16,9 0,5
Increpsmud

18,4 0,0 15,6 0,0
(paccTpoMcTBO BKyCa)
T'oNIoOBOKPYXREeHUE 12,5 0,5 12,1 0,0

HapymeHMH CO CTOPOHE CKeJIETHO-MBIIEUHOM M COeIMHUTEJILEHOM

TKaHU
MuaJjrmga 22,9 1,0 23,9 0,8
ApTpanrmug 15,5 0,2 lo,1 0,8
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VHbOeKUMM M MHBa3UM

VHQekIMA BEepPXHUX

16,7 0,7 13,4 0,0
OBEIXAaTeJIbHEX IIyTel
HazobapuHruT 11,8 0,0 12,8 0,3

HapymeHnsa CO CTOPOHH IHXATEJILHOM CUCTEMH, OpIraHOB TPYIOHOM

KIJIETKM M CpedOCTeHMA

OnpmkKa 14,0 1,0 15,6 2,0

MeTaboMueckKre ¥ MIMIEBHE PaCCTPOMCTRBA

CHMXeHMe alllleTuTa 29,2 1,7 26,4 1,5

HapymeHre CO CTOPOHHE OPTaHOB B3pPeHUS

[IOBHIIEHHOE
14,0 0,0 13,9 0,0
CJIe300TIOeJIeHMEe
[IcuxmuaTpuuecKre pacCcTpoMCcTBa
BeccoHHULIa 13,3 0,0 13,14 0,0

*B  maHHOM TabiMile 5STO O3HauvaeT HexeJaTeJbHYIO pearumio, O

KOTOpOﬁ coofmalyiM B CBA3M C JIeTAJIbLHEIM MCXOIOOM.

Cienyomye KIJIMHUUECKM 3HaUMMHE HeXeJlaTeJIbHBE peaKUuy OB
3aperUMCTPUPOBAHE Y <10% NauMeHTOB B TpyIne, IoJiyJdaBien
neprysymat:

HapymeHrs CO CTOPOHHE KOXM ¥ IIOIKOXHEIX TKaHeM: I[lapOoHUXUS
(7,1% B rpylmne, OojJyuyaBmen IHepTy3yMmad, IO cpaBHeHMio c 3,5% B
TpyIIe, I[oJiyuaBmel Ilaledo); HapylmeHMsS CO CTOPOHH IOHXaTeJIbHOM
CUCTEMEl, OpPTIaHOB TIPYIOHOM KJIETKM WM CPeldOoCTeHUs: ILJIeBpallbHuM
BHIIOT (5,2% B Tpylle, IIoJyuaBHey IepTy3yMad, 10 CpaBHEHMI C
5,8% B TDpynme, noJjiyuaBmey 1jauneo) ; CeplleuHEle HapyIeHUd:
IncoyHKLML JIeBOTO XKeJIyIoodKa (4,4% B TpyIine, [oJIydaBlien
nepty3ymad, IO CpaBHeHUIO C¢ 8,3% B Tpylle, IIoJydaBmed 1jauebo),
BKJIIOUA S CHUMIITOMAaTHUYECKYIO CUCTOJIMYECKYI OIMCOYHKIIVIO JIEBOTO
XeJIygouKa (3CH) (1,0% B r1pyIne, IoJy4dyaBmeM OepTy3ymad, o
CpaBHeHuio ¢ 1,8% B Tr©pylle, IOoJydaBmey 1anedo); HapymeHusd
VMMMYHHOM CUCTEMEH IMnepuyBCTBUTENIEHOCTE (10,1% B TpyIe,
IoJiydaBmen nepTy3ymad, IIO CcpaBHeHMIO C 8, 6% B T'pyIe, IIoJydaBlen
miaunebo) .

HexejlaTeJIbHEIE peaKLuwu, 3apeIMCTPUMPOBAaHHEE Yy IIallMeEHTOR,

TIOJIYyYaBIIMX HepTYBYMaG " TpaCTVSVMaG [1ocJjie TIpeKpalleHMA Tepalllili
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IOOlLlETaKCeJIOM

B paHOIOMM3MPOBaAHHOM MCCJIENOBaAHMUM, HeXeJlaTeJIbHEEe peakluu
BCTpedvaJMChb C MeHbIleM dYacTOoTOoM TIIocJe IpeKpaleHud JeUeHUd
ooleTakKkceJIoM. Bce HexeJlaTeJIbHBEE peakKuMM B TPYIIle JeUeHUd
neprty3ymMaboM M TpacTysyMaboM ciydalauck Yy <10% [naumMeHTOB, 3a
UCKJIoUeHueM nouaper (19,1%), uHOeKUIUM BEePXHUX OHXATEJILHHX IIyTeu
(12,8%), BEICHIIAHUM (11,7%), T'OJIOBHOM BoJim (11,4%) u
yroMigemMocTr (11,1%).

6.2 VMMMyHOT'@HHOCTDL

Kak m 1OJjd Bcex TepalleBTUUeCKUX OeJIKOB, eCTb BEepPOSATHOCTH
VMMYHHOTO OTBeTa Ha I[epTy3yMad. IlallMeHTOB B PaHIOMM3VMPOBAHHOM
VCCJIeIOBaHUM TEeCTUPOBaJIM B HECKOJIBKMX BPEMEeHHEX TOoukKax Ha
aHTHUTeJa K IIepTy3yMady. IIpudamMsuresbHo 2,8% (11/386) DalMeHTOB
B TpyIIe, IIOJydyaBleM OepTy3yMad, u 6,2% (23/372) OauMeHTOB B
Tpyle, TMoJiydyaBmeM I[Llallefo, IIoKa3aJM I[IOJIOXKUTeJIbLHEe TeCTH Ha
aHTUTeJla K IHepTy3yMaby. W3 3TmuMx 34 [ODaluMeHTOB, HM Yy KOI'O He
pasBUIlack aHaduiIakcud/peakury TUIePUYYBCTBUTEJBLHOCTM, KOTOPHE
OpJIM OB HENOCPEIOCTBEHHO CBSA3aHBE C aHTUTeJlaMM K JIeKapCTBeHHBM
npenapatam (ATA) . IlpucyTcTBHe IepTy3yMaba B CHBOPOTKE IIallMEeHTOB
B OXMIOAaeMEX VYPOBHAX BO BpeMAa 3abopa obOpasua Ha ATA MOXeT
[IOBJIMATE Ha CIOCOOHOCTEL HSTOI'O aHaJiM3a BHABJATL aHTUTeJla K
nepTys3yMady. KpoMe TOro, aHajJlM3 MOXeT BHABJATL aHTUTeJla K
TpacTy3yMady. Kak pe3yaesTaT, »OaHHHEe MOTYT He TOUHO OTpaxXaTh
VCTUHHYI YacToTy o0O0pa30BaHMA aHTUTeJI K I[IepTy3yMady. [aHHHEe IO
VMMYHOT €HHOCTU CUJIBHO 3aBUCAT oT UYBCTBUTEJIBHOCTHU u
CIeunMPUUHOCTHU VICTIOJIb 3Y EMEBIX crnocofoB TEeCTUPOBAHUA .
IomoJIHUTEeJIbHO, HabJoIaeMble YaCTOTH BCTPEUYAEMOCTHU IIOJIOXMUTEJIEHOTO
pesyJibTaTa B TeCcTe MOTYT 3aBUCETH OT HECKOJBKMX (QaKTOpPOB, B TOM
uycjie oT obpadoTku npod, BpeMeHM cbopa Opod, JeKapCTBeHHOM
VHTepbepeHl, COINYyTCTBYKRIETO JEeUeHUMS M OCHOBHOTO 3aboJieBaHMA.
[lo »TMM [OpPUUMHAaM, CpaBHeHME UYaCTOTH TIIOABJIEHMS aHTUTEJ K
nepTy3ymMady C YacCTOTOM TIOABJIEHMS aHTUTeJl K IPpyTMM IIPOOYyKTaM
MOXEeT BBeCTM B 3abiIyXIeHHue.

7. BzaMMOOeMCTBMSA JIEKAPCTBEHHHEX CPelCcTB

Hyukakmux MeXJeKapCTBEHHHBX B3aMMOIEMCTBUNM He HabJomoall Mexnoy

neprysyMadom u TpacTy3yMadboM WJIN MeXIy neprysyMadom u
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OOLleTaKCeJIOM.
8. IIpuMeHeHMe B OTOEJILHBEX IIOIIYJIALMAX
8.1 BepeMeHHOCTH

EepeMeHHOCTEL kaTeropusa D

0630p PUCKOB

AeKBaTHEE 7 XOPOO KOHTPOJIMPY eMBIe MCCJIeoOBaHn A
nepTy3yMaba Ha OepeMeHHHX XEeHIMHax OTCYTCTBYKT. Ha OCHOBaHUMU
PesyJIbTaTOB MCCJIeOOBAaHUNM Ha XMBOTHHX IIepTy3yMad MoXeT MNIPUUMHUTH
BpEen iony npu BBEIEeHUU BepeMeHHOM KEHIUHE . SbdberTr
nepTy3yMaba, BepOsATHO, MOIYT IIPUCYTCTBOBATE B TeUEHMEe BCEX
TPUMECTPOB OEepPeMeHHOCTH.

lepTy3yMad, KOTOPHM BBOOMIM OepeMeHHHM SBaHCKMM MakKakaM,
OpUBOOMII K MaJIOBOOMIO, 3aMelJIeHHOMY pPa3BUTHMI IIoUek ILJIola WU
CMepTM 5SMOPMOHOB ¥ IUJIOHOB B KJIMHUMYECKM 3HAUMMEIX KOHIEHTpaluiax,
KOTOpHe OvIM B 2,5-20 pas3s OoJbme, UYeM J03a, PeKOMeHIOyeMas IJIiA
JeJiIoBeKa, Ha OCHOBaHMU Cprax. EcaM HeprysyMad BBOOAT BO BpeMd
DepeMeHHOCTV, WM [HalMeHTKa 3abepeMeHejla BO BpeMs IIpMeMa 3TOoIO
JIEKAPCTBEHHOTO cpelcTea, NaluVeHTKY clienyer O3HaKOMUTH C
IIOTEHIMAJIbLHOM BO3MOXHOCTEID BpeXa OJsa IJioja. Eciau DepTy3yMad
BBOIAT BO BpeMa OepeMeHHOCTM WJIM eCJIM [IallMeHTKa 3abepeMeHejla BO
BpeMsa IIpueMa IIepTysyMaBa, HeMeIJIeHHO coofmuTe O BO3OEMCTBUM Ha
JVHMIO IJIS HeXeJlaTeJIbHHX sABJIeHuM Genentech no Homepy 1-888-835-
2555, HacTosaTesqbHO PEeKOMeHIOyMTe KEeHIMHaM, KOTOPEHIE MOTJIN
[IOOBEPTHYTHLCSH BO3OENCTBUIO BO BpeMsa OepeMeHHOCTH,
3aperucTpupoBaThCcsa B MotHER Pregnancy Registry mo HoMmMepy 1-800-
690-6720 [cMm. mHOoOpMauuMsa nojg HaumeHTa (17)].

IaHHEIEe, TIOJIYUEHHEE B MCCJIENOBAHMSAX Ha XMBOTHHX

ViccoenoBaHMA I[I0 PENPOOYKTUBHOM TOKCUKOJIOTUM IPOBOOMIM Ha
ABAaHCKMX MakakKax. DBepeMmeHHBM o00e3bsgHaM Ha IOeBATHAOLATHM OeHb
fepeMeHHOCTM HaBaJlM YyIapHele -OO3E NepTy3ymaba or 30 g»mo 150
MI'/KI', C IDOCJHeOVIMMM DO3aMM OBaxXOu B Hejeymo oT 10 mo 100
MT/KT. OTM YPOBHM O3 INPUBOOWIM B pPes3yjbTaTe K KIUMHUUECKU
3HAUMMEIM KOHIIeHTpalMsaM, KOTOopee OvuiM B 2,5-20 pa3 OoJklle, UeM
nosa, PEeKOMeHIyeMa nJis yeJIOBEeKa, Ha OCHOBaHMUU Chax -
BHYTPUBEHHOE BBeIOeHMe IepTys3yMaba B OHU OepeMeHHoCcTM C 19 mo 50

(mepuonm opraHoTreHesa) OBJIO SMOPUMOTOKCHUUECKMM, C HOO303aBUCHMBM
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YBeJIMUeHeM CMepTHU ILJIOOOB M SMOPMOHOB B Iepuon ¢ 25 no 70 mHU
fepeMeHHOCTM. YacTOTH IIOTEPb ILJIONOB M DSMOPMOHOB CoOCTaBuMIM 33,
50, m 85% @mig caMOK, KOTOPHX JIEUMIIM OBaXOE B HeOeJn IOO03aMu
neprysymada 10, 30 m 100 MIP/Kr, COOTBeTCTBeHHO (B 2,5-20 pas
BoJiblle, UYeM OO3a, PeKOMeHOyeMasa IJIA UYeJiIoOBeKa, Ha OCHOBAaHUU
Chpax) - I[IpM KecapeBOM CeUeHMM Ha COTHM IeHb OepeMeHHOCTM, BO BcCex
TpyInax Cc nosaMyu IepTysyMada ObJIM BHSBJIEHB MaJIOBOIME, CHMKEHHLIM
OTHOCHUTEJIbL HEIM BeC JIETKUX u Iouex u MUKPOCKOIIMUECKME
IokKasaTeJIbCTBa I[IOUeUHOM IMIIOILJIa3UM, YKal3HBallMe Ha 3aMelJIeHHOe
pasBuUTHE [IOUEeK. KoHlleHTpaumga neprysyMada OBlJIa omnmMcaHa Y
[IOTOMCTBa M3 BCexX TPy, I[IOJYyYaBIIMX JedeHMEe, Ha YPOBHAX OT 29%
no 40% oT YypoBHeM B MAaTEePUMHCKOM CHBOPOTKE Ha COTHM »OeHb
DepeMeHHOCTH .

8.3 Kopwmamre MaTepwu

HemsBecCTHO, BHIOEJSAEeTCA JM TIIepTy3yMad C  UeJIOBEUeCKMM
MOJIOKOM, HO IgG ueJjioBeKa BKCKpeTHpyeTCcsda B MOJIOKO UeJIOBEKa.
[IOCKOJIBKY MHOTHME JIEKAPCTBEHHEE CPelNCTBa CEeKPeTUPYITCHS B MOJIOKO
yeJiIoBeka, M B CBA3M C BO3MOXHOCTBK CEepPbe3HBEX HeXeJlaTeJlbHBIX
peakuuyl y TPYIOHHEX »OeTey Mu3-3a IHepTysyMaba IOJDKHO OBTH [IPUMHATO
pelieHue JMOO O IpeKpalleHUM KOPMIIEHMS Ipylbl, JMOO O IpeKpalleHUM
opreMa JIeKapCTBeHHOT'O CpelcTBa, C YUeTOM Ieprola IIOJIyBHBeIeHUSA
nepty3yMaba ¥ BaXHOCTM JIEKAPCTEEHHOTO CpelcTkBa OJd MaTepu [CM.
openylpexneHmMsa M MepH I[IPpeOOCTOPOXHOCTU (5.1), Knmmuuueckasd
bapmakoJsiormusa (12.3)].

8.4 IeTcKUM BO3pacCT

BesonacHOCTe M 50OeKTHMBHOCTEL IepTy3yMaba He OlEeHUBAJIUCE VY
IalleHTOBR HOeTCKOI'0 BO3pacTa.

8.5 ToxMJION BO3pPacCT

ns 402 raueHTOoB, r1oJIydaBIIMX neprysymMmad B
PAHOOMMU3UPOBAHHOM MCCIIEeOOBaHuy, 60 maumMeHTOB (15%) OBIM B

BO3pacTe >65 JleTr M 5 naumeHTH (1%) O B BO3pacTe >75 JeT.
Mexny »TuUMM HalMeHTaMy M 0OoJiee MOJIOOBIMM IIallMeHTaMM B ILeJIOM He
HabJomoaaM HUKaAKMX pas3JMuui [0 200eKTUBHOCTM U 06e30MIacHOCTU
neprysymMaba. [lo pesyJjbTaTaM NONYJIALMOHHOTO (QapMaKOKMHETHUYECKOT'O
aHajM3a He  HaOmoIalM  3HAUYMMBIX OTJMUMM B  dapMaKOKMHETHUKE

neprysyMaba Mexny HaumeHTammy <65 JjierT (n=306) » nDaumeHTamm >65
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Jer (n=175).

8.6 XeHIMHH OeTOpOOHOI'O BO3pacTa

[lepTy3yMad MOXET IIPUUMHUTE Bpel IJIOOY WM 5SMOPMOHY IIPU
BBeIeHUM BO BpeMsa OepeMeHHOCTM. IIPOKOHCYJIBTUPYNTE [TalMeHTOB
OTHOCUTEJILHO I[IpenynpexneHud OepeMeHHOCTM U €€ ILUJIaHMPOBaHUA.
CoBeTyHNTe KEeHIMHaM OETOPOOHOTO BO3pAacTa MCIIOJIE30BAaTh
S20DeKTUBHYI KOHTpAaALEeNUMio B IIepuon I[IpueMa IepTysyMaba U B
TeueHre 6 MecdleB I[OoCJe TOocJenHel Oo3H IepTy3yMaba. Eciau
nepTy3ymMa® BBOOAT BO BpeMsa OepeMeHHOCTM WM eCcJM IIalMeHTKa
3abepeMeHella BO BpeMd IpueMa lepTy3yMaba, HeMeIOJIeHHO coofmmuTe O
BO3OEMCTBMM Ha JMHUID MOJA HeXeJlaTeJIbHHEX HABJeHuMr Genentech 1o
HOMepY 1-888-835-2555. HacToATeJIbHO pPeKOMeHOyMTe  KeHMMHaM,
KOTOPHEE MOIJIM MNONBEPTHYTHCH BO3IEMCTBUI BO BpeMsa OepeMeHHOCTH,
3aperucTpUpoBaTeCca B MoTHER Pregnancy Registry mo HoMepy 1-800-
690-6720 [cMm. mHOOpMauMsa njg HaumeHTa (17)].

8.7 IlloueuHas HeIOCTATOUYHOCTH

HeT HeOoOXOOMMOCTM  KOPPEKTUPOBATH 0O3H IHepTy3yMaba VY
IaluMeHTOB C JIeTKOM (KJIMPeHC KpeaTuHuMHa [CLcr] or 60 mo 90
MJI/MMH) WIM yMepeHHoM (CLcr or 30 mo 60 MJI/MMH) TIOUYEUHOM
HeIOCTaTOUYHOCTRI. HMkakad KOPPeKTHMPpOBKa MHDO3E He MOXeT OHTH
peKoMeHIOOBaHa OJiA IHallMeHTOB C TAXeJIOM IIOUeUHOM HeOOCTaTOUHOCTLIO
(CLcr wMeHee uyeMm 30 MI/MMH) M3-3a OTPAHUUEHHOCTM OOCTYIIHBIX
bapMakOKMHETHUUECKUX IOaHHBX [cM. KJIVMHUYEeCKasa bapMakoJioTMAa
(12.3)1.

8.8 IleueHOUHas HEeOOCTATOUHOCTH

He mOpoBOIMJIM HUKAKUX KIMHMUECKUX MCCJEeIOBaHMM IJIS OLIeHKU
BJIMSHUSA IIeYeHOUHOM HEeOOCTaTOUHOCTHU Ha bapMakOKMHETUKY
neprysymMada.

10. IlepenosupoBKa

K HacTodmeMy MOMEHTY He OIMCAaHO HHUKaKUX I[IepelO3UPOBOK
JIEKapPCTBEHHOT'O IIpellapaTa C IIepTy3yMadoM.

11. OmnmcarHue

MepTysymad npencraejgeT cobom PEKOMOMHAHTHOE
I'YMaHM3MPOBaAHHOE MOHOKJIOHAJIBHOE aHTUTEeJIO, KOTOopOoe HalleJIeHO Ha
BHEKJIETOUHHM »OUMepuU3ylmui noMeH (cybimomeH I1I) ©OeJka pelenTopa

sNMIepMaJIbHOTO dakTopa pocTa 2 dejyoBeka (HER2). IleprysyMad
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IIPOU3BOOAT IIPM IIOMOIM TEXHOJIOTUM pPeKOMOMHaHTHEX [THK B KyJbTYypEe
KJIETOK MJIEKOIMTaKIeI'o (KMTAaMCcKoT o XoMdauka) , comepxamemn
AHTUOMOTHUK TeHTaMUMUMH. ['eHTaMMUMH He OIpeleliseTCsad B KOHEUHOM
nponykre. llepTy3yMad uMMeeT NPUOIMU3UTENBHYKD MOJIEKYJIAPHYD Maccy
148 xIa. IleprysyMad® nOpencrarjigeT coboM CTepUJbHYID, IIPO3PauHyo
WM CJlerKa olajleCUUpyolyl, OeCLUBeTHY WM OJeIHO-KOPUUHEBYIO
XUOKOCTDb oJisa BHYTPUBEHHOMN VHQY3UN . Kax 1w dbiaxoH oA
OOHOKPaTHOTO IpYMeHeHM COOEepPXUT 420 MI nepTy3ymMaba c
KoHIleHTpaluuerr 30 mr/mia B 20 MM L-TMcTHIMH alerara (pH 6,0), 120
MM caxapo3e u 0,02% nojgmcopbarta 20.

12. KiumHuueckad QapMakoJIoIMA

12.1 MexaHu3M IeViCTBUI

[lepTy3yMa® HalleJJeH Ha BHEKJIETOUHEM [OUMEPUIYKMUN  OOMEH
(cybmoMen II) OeJika pelelTopa 32NMOePpMaJIbHOTO QaKTopa pocTa 2
yejioBeka (HERZ2) wu, Taxkum o6pa3oM, OJIOKMPpYeT JMTaHI—-3aBUCUMY
TeTepoIuMepu3almuw HER2 ¢ IpyI'MMM dJleHaMu ceMelMcTBa HER, BxJouas
EGFR, HER3 " HERA4. B pesyJbLTare, neprysymMmad MHTUOUPYyET

VMHNIVMMPOBaHHYIO JIMT'TaHOOM BHYTPHVMRKIIETOUWHYIO Inepenaydy CHUT'HaJla

IoCpelCTBOM IOBYX OCHOBHEIX CUT'HAJIbLHBIX nyren, MUTOT'€H—
AKTUBUPYEMOM  [IPOTEMHKMHA3H (MAP) u  pochoMHOBIUTHI  3—-KMHASBH
(PI3K) . VHTMOMpPORBaHME STUX oyTen Irepenauu CHUTHaJla MOXeT

IPUMBOOUTE K apecTy KIJIETOUHOT'O pocCTa M allolTo3y, COOTBEeTCTBEHHO.
KpomMe Toro, mnepTysymMad ornocpelyeT aHTUTEJIOBaBUCHUMYH KJIIETOUHYIO
HMTOTOKCUMUHOCTEL (ADCC). B TO BpeMsa Kak IepTy3yMad® caMm 1o cebe
MHTUOUPOBAJI HpoJMdpepaluio OIIYXOJIEBEX KJIETOK UeJloBeKa, KOMOMHAalMA
neprysymada u TpacTy3yMaba 3HAUUTEJBHO yCUIMBaJa
IIPOTUMRBOOIYXOJIEBYK aKTHMBHOCTE Ha MOIOEJNIAX KCEeHOTPAaHCIJIaHTAaTOB CO
CBepxskcIpeccuer HER2.

12.2 dapMakOKMHETHUKA

[lepTy3ymMad IEMOHCTPUPORAJ JIMHEMHYIO bapMakKOKMHE TUKY B
oMamnasoHe no3 2-25 wr/xr. Ilo pesyjabTaTaM ODONYJISIMOHHOTO OK
aHaJiM3a, KOTOpeHM BKJouUaJ 481 naumeHTa, MeauaHa KJaupeHca (CL)
neprysymaba cocramya 0,24 J/CcyTKM ¥ MeIMaHa IIOJIyBHBEIeHUS
cocTaBmyla 18 cyTok. C HauaJIbHOM po30M 840 Mr C 1[ocJenyoilen
nonmepxupammer posom 420 M KaxOele TpM HeOeJM, paBHOBeCcHad

KOHIIeHTpalund neprysymatda OwlIa OOCTUTHYTAa rnocJje IepBOMn
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IoImepXrBamme OO3b. I[ONYyJISUMOHHEHM OK aHaluM3 He BHABMI OK
pazJanMuMi IO BO3PAacCTy, IIOJY UM STHMUECKOM OPMHAOJIEXHOCTM (SAMIOHIIH
10 CPpaBHEeHMIO C He ANoHLamMu). HadaJlbHHM YPOBEHEB CHBOPOTOUHOTO
alb0yMMHa M Ccyxasd Macca Tejla B KaueCTBe KoBapMaT oKas3allM TOJIBKO
He3HauMTeJIbHOe BJMAHMe Ha ©OK napamMeTrpe. TakuMm oOpasoM, He
TpebyeTcd HUKaAKMX KOPPEeKUMM MOO3E Ha OCHOBAHMM MaCCH TeJla WK
VMCXOOHOTO YPOBHHA aJbOyMMHa . Huxaxmx MeXJIeKapCTBEHHEX
B3aUMOIEMCTBUN He HabJoIalx MexIy IIepTy3yMadboM M TpacTysyMadoM,
IV Mexnoy IHepTys3yMaboM M JolleTakCceJIoM B TIOoO-MccleloBaHum 37
IaluMeHTOB B PAaHOOMUBUPOBAHHOM MCCJIEOOBaHUM. He npoBomouiam
HMKAKMUX MCCJedoBaHUM @OJId IIepTy3yMada, CBA3aHHEX C IIOUEeUHOU
HENOCTATOUHOCTBIO. Ha OCHOBaHMUM pPesvyJLTaToOB MIONYJIALMOHHOTO
bapMakKOKMHETUUECKOT O aHaJms3a, BO3IelcTBUE neprysymada Ha
nauuMeHToB C Jerkoi (CLcr or 60 mo 90 mi/MmmH, n=200) M yMepeHHOM
[IOUeYHOM HeIoCTaTouHoCTer (CLcr or 30 mo 60 mii/MmH, n=71) OBJIO
CXOIOHHM C BO3OEMCTBMEM Ha IIallMeHTOB C HOPMaJIbLHOM IIOUeuHOM’
byHKLIMEeN (CLcr foJibie ueM 90 MJI/ MUH, n=200) . Hukxaxon
B3aMMOCBA3M Mexny CLCr M BO3OeMCcTBMeM IIepTy3yMaba He Habiomasu
B OMarasoHe Habjsonmaemelx CLcr (oT 27 mo 244 wmj/mub) .

12.3 KapaonosieKTpodu3noJIoT U

BoszmerncTBue IHepTy3yMada C HauvaJbHOM gpmozoM 840 wMI cC
nocjenyomen Inonmepxupanmer mpos3od 420 M KaxIOele TpM HeIeJau Ha
MHTepBaJl QTc oLeHMBaJIM B IoOrpylne u3 20 naumMeHToB C HER2-
[IOJIOXU T &JIb HEIM PakKoM  MOJIOUHOM XeJie 3H B PaHIOMM3UMPOBAaHHOM
uccJiegoBaHuM. HUMKAKMX SHAUUMTEJILHHX M3MEeHeHUM B cpelHeM 3HaueHUU
nHTepBajie QT (T.e. OoJjbme yueM 20 MC) IO CpaBHeHMI C ILJ1alnebo Ha
OCHOBaHMM KOpPpekKLUMM 10 ¢popmysie Odpuiepnura He OBJIO OOHaAPYXEeHO B
VccyeloBaHMM. HeJlb34 MCKJOUaTh HeDOJbIoe YBeJMUeHMe CpelHeTo
3HaueHMsd MHTepBajla QTc (T.e. MeHee ueM 10 MC) M3-3a OTpaHUUEHUM
B IOM3alHe MCCcJeldoBaHMUAg.

13. HekJauMHMUYeCKas TOKCUKOJIOTUS

13.1 KaHIepoTreHe3, MyTal'eHes3, CHMKeHMEe QepTUIIBHOCTHU

IV TeJIbHBIX rccJenoBaHum Ha XIB O THEIX IoJIg OLLeHKMU
KapLUMHOTEHHOTO  [IOTeHLMala neprysymMmabba  He IPOBOOUJIOCK . He
OPOBOIMJIM  MCCJeOOBaHuM  IOJ4 OLIEHKM MYyTal'@éHHOT'O I[IOTeHLMala

HepTyByMaéa . He IIpoBOONMIIN HUKaKMX ClieliMaJlbHEX VccJelOoBaHUM
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GepTUIJIEHOCTM Y XMBOTHBEIX IJIS OLIEHKM BJMAHUSA IHepTys3yMaba. HMKaKMX
HeOJIaT ONIPU A THEIX BO3IOeNCTBUN Ha MyXCKME VI KEeHCKME
PENpOnoyKTUBHEE OpIT'aHbl He HabjmomaljM B MCCIeldOBaHMAX TOKCUUHOCTHU
Ha SABaHCKMX MaKakax C I[IOBTOPHEIMM JOO3aMM IJIUTEJIBHOCTBIO O 6
MeCcHdleB.

14. KIMHMUYECKMNE MCCJIeOOBaHMUSI

14.1 MeTacTaTHUeCKUV pPakK MOJIOUHOM XeJie:3H

PaHOOMM3UPOBaAHHOE VccJeloBaHue IpencTaBJIAJO cobom
MHOTOILIEHTPOBOE, OBOMHOE cJyenoe, mJ1anedo—-KOHTPOJIUPYEMOE
uccJenoBaHmre 808 mnaumMeHToB ¢ HER2-IIOJOXMTEJILHEIM MeTacTaTUueCKMM
PaKoM MOJIOUHOWM XeJjle3h. BHJIM HeOoOXOOMMH O0pa3lLbE paka MOJIOUHOM
XeJless OJIS IOeMOHCTpaluM CcBepxakchnpeccumu HER2, omopemeildgeMoM Kak
IHC 3+ MM COOTHOmEeHMe aMIIMdMUKalum no FISH22,0, KoTophe OBJIMU
omnpeneJieHs B lLieHTpaJlbHOM JabopaTopuu. [IallMeHTOB PaHIOMU3UPOBAJIU
1:1 pmns noJydeHus TI1anedbo ILJIC TpacTy3yMad M OolueTakcell WIn
neprysymad TLJIIOC TpacTy3yMab u ooleTakce. PaHIooMM3alno
CTpaTUOMUIMPOBAJIM  IIO NIpelIecTBYIEMY  JIEUEHUO (Hanmuuue - WK
OTCYTCTBME IMpedmecTBYOMel aIboBaHTHOM/HeOaOBIOBAHTHON Tepalluu
npoTmMe HER2 wmiIM  XMMMOTepalluu) M Teol'padrMueckKoOMy PEIUOHY
(EBponia, CerepHasa AMepHKa, IOxHaga AMepuka ¥ A3ug) . IlalMeHTH C
nNpenmecTBYIEY aIbloBAHTHOW WM HeOoalBOBAHTHOM TepalmMel IOJDKHE
OBUIM MMeTh MHTepBball 0e3 3abojieBaHuA OoJee UueM 12 MecHAleB Iepern
BKJIOUEHVEM B McCcJiedoBaHmue. Ilepry3yMad® ITaBaJlM BHYTPMBEHHO B
HauvaJlbHOM pmose 840 M ¢ nocienyioomumm 420 MI' KaxXngepe 3 HeIeJu.
TpacTy3yMa® IaBajlM BHYTPMBEHHO B HauvaJlbHOM QJose 8 MI/KD C
nocjenyomyMr 6  MD/KD KaxIoe 3 HelelJu. [lallMeHTOB  JIEUWIIU
neprysymMadboM M TpacTy3yMaboM OO OpoTpeccCUMpoBaHMA 3abojieBaHuUA,
OT3HEBA COTJIaCUA WMJIM HelpreMJIeMOM TOKCHMUHOCTM. JolleTakKceJl OaBaJil
B HauaNbHOM nose 75 Mr/M° mOyTeMm BHYTPMBEHHOM MHOY3UM Kaxnoe 3
HeIeJu, I[IO MeHbIleM Mepe, B TeueHMe 6 LMKJIOB. Jo3a IolleTakceJa
MOTIJUla OHTE IHOBEmeHa npo 100 MT/M° TIO YCMOTPEHUI MCCJeloBaTelsd,
eCJIM HadvaJlbHad Jo03a XOPOoIo IIepeHOCUIIach.

Bo BpeMsa NepBMUHOTO aHajlM3a, CcpelHee UMCIO LMKJIOB BBOIMMOM
rcciyenyemMom Tepanmmn COCTaBWJIO le,2 B TpyIne, noJiyJyaBien
mianedto, u 19,9 B rpyimne, HOJydYaBmeM HepTy3yMad.

[IepBUUHOM KOHEUHOM TOUKOM pPaHIOMUIMPOBAHHOTO MCCJIeOOBaHUSA
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OBLIIO BEIXMBaHMKE Oes NIpoTrpecCUpoOBaHUAg (PF'S) I10 OlleHKe
He3aBUCHUMOT'O HabjmomaTeJIbHOTO yupexneHusa (IRF). PFS onpeneindinu
Kak BpeMd OT HOaTH paHIOMMU3alMKM OO LOaThH [IpOoT'pecCUpOBaHMA
3a00JIeBaHMAa WM  CMepTH (oT JOOM  [IPUUMHEH) , ecJiM  CMepThb
npous3omjia B IOpelejlax 18 HeleJb OT IIoCJenHeM OLeHKM OIIYXOJM.
IHONOJIHUTEJIbHEE KOHEUHBe TOUKM BKJIOUAT OOmMYyl BEXMBaeMOoCTb (0S),
PFS (o olLleHKe MCcJeIoBaTesid), 4YacToTy OOBEKTHMBHHX OTBETOB
(ORR) M OJMTeJILHOCTEL OTRETAa.

IemMoTpadnueckme U HadaJlbHBEE XapPaKTEepPUCTUKM I[IalMeHTOB OBJIM
cOaJlaHCUPOBAHE  MEeXIy TpyInaMm1 JIeUueHus . MenvaHa BO3pacTa
cocTarmJsa 54 (mmamnazoH oT 22 nmo 89 Jjer), 59% 0Opum OejymmMM, 32%
OpUIM as3maTaMv, ¥ 4% ObUIM UYepHOM pachH. Bce OBUIM XeHIMHaMM, 3a
VCKJIDUeHVEeM 2 MallMeHToB. CeMHalllaThk I[IPOLIEHTOB IallMeHTOB OBUIM
BKJIOUEHH B MCCcJIeIoBaHuMe B CeBepHOM AMepUuKe, 14% B IOKHOMU
Avepuke, 38% B Erporne 1z 31% B A3zumM. [IpOTHOCTHUUECKUE
XapaKTepUCTUKY OIyXOJiM, BKJKYaAS CTaTyC PeLeITOPOB T'OPMOHOB
(mojoxuTenbHEM 48%, oTpullaTesJbHEM 50%), HaJIMuMe BUCLHepaJlbHOTO
3abojieBaHMsa (78%) M He BUcCLepalJlbHOTO 3abojleBaHMA TOJIBKO (22%)
OBJIM CXOIOHEIMM B ODEeMX MCCIelyeMbIX I'pyIllax.

[IpUOIN3UTEJIEHO I[IOJIOBMHA IIallMeHTOB IIoJiyyalla IIpellleCTBYIIIY
aOBIOBaHTHYIO MM HeOoaIBIOBaHTHYIO Tepanmo IIPpOTUB HER2 W
XYMMOTepanuin (mjauebo 47%, neprysymad 46%). CpeIM HDalUMEHTOB C
OMIYXOJIAMM, IIOJIOXUTEJILHEIMM II0 CTaTyCy PelelToOpOB I'OpMOHOB, 45%
IoJIydyaJiM IMNpellleCTBYKRINYD albloBaHTHYI TOPMOHAJIBHYI Tepamuio M 11%
[IOJIydyaJl¥ TOPMOHAJIBHYK Tepaluio IJIS MeTacTaTuueckoro 3abojieBaHmuAg.
OOMHHAIIATL IIPOLEHTOB MNalMeHTOB IoJIYyYaJlM PpaHee aIbiOBaHTHHEM WMJIU
HeOoaOblBAHTHHM TpacTy3yMad.

PaHIoMM3MPOBaHHOE VCCcJeloBaHue IPOIEMOHCTPUPOBAJIO
CTaTUCTUUECKM 3HauuMMoe YyJiyulleHme PFS 1o ounenke IRF B rpyllle,
IoJydaBmel IepTysyMad, TI[I0 CcpaBHeHUIO C TPYINOM, IIoJydaBlen
rtanebo [OTHOMEHNE PUCKOB (HR)=0, 62 (95% CI: 0,51, 0,75),
p<0,0001], wm yBeJlmueHMe MeIuaHH PFS Ha 6,1 Mecsuna (MenmaHa PFS
18,5 wMecdua B Tpylne, IOoJy4YaBmeM IIepTysyMad®, IO CPaBHEHMIO C
12,4 wmecsaua rTpylloe, OoJdydaBmeM njaueto) (cMmM. our.8). PesysabTaTH
oJis PFS 1o OlLleHKaM MCCIIenoOBaTEIA OBLIIN COIIOCTaBUMEL C

HaOjonaeMeMr g PES 1o oueHke IRF. ConocTaBMMEE pPe3yJIbTAaTEH
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HabOJomajJM I10 HEKOTOPBEM [IOAOTPYIIaM I[allMeHTOB, BKJKUAasg BO3pPacT
(<65 mim 265 Jjer), pacy, TeorpadMuecKUl PeTMOH, IIpelmeCTBYIIY

a,JI'T::IOBaHTHYIO/Heoa,]I"bIOBaHTHyIO Tepalirn IIPOTHUE HER2 wam XVIMMOTepalllio

(Da wWIM  HeT) ¥ [OpenmecTBYIUn AIBIOBAHTHEN/ HEOa O BioBaHTHEIM
TpacTy3yMab (Da uiamM HeT). B momrpylle HDalUMEeHTOB C 3abojleBaHUeM,
OTpULlaTeJIbHEM 1o crarTycy PELEeNTOpOB TOPMOHOB, (n=408),
OTHOMEeHVe PMUCKOB cocTaBujo 0,55 (95% CI: 0,42, 0,72). B

InogrpyIirie IIallMeHTOB C 3aboJIeBaHueM, IIOJIOXMTEJIBEHEIM IIO CTaTyCy

PEeLenTopoBR TOPMOHOB (n=388), oOTHOmMeHMe PUCKOB cocTaBmyo 0,72

(95% CI: 0,55, 0,95). B nomrpynmne nauMeHTOB C 3abojieBaHMEM,
KOTOpOe OTPaHUUMBAJIOCh HEBUCLEPAJIbHEIMM MeTacTaszaMu (n=178),

OTHOIeHVEe PUCKOB cocTaBumiyo 0,96 (95% CI: 0,061, 1,52).

Bo Bpems aHaimuz3a PFS 165 naumMeHTH YMepau. B @ Tpynne,
noJydaBmel I1aleto, Ovpuio OoJiblle cMepTel (23,6%), uUeM B TpYIIIe,
IoJIydaBme IepTy3yMad (17,2%). B 1npoMexyTodHOM aHaJnze 03
aHaJn3, pPe3yJbTaTh OBJIM HEe3aBEpPIEeHHBEMM WM He YIOBJIETBOPAIU
3apaHee OIpeleJIEHHOMY KPUTEPUIO OOCPOYHOTO 3aBepleHn
VccJeldoBRaHMsa OJIS CTAaTUCTUUYECKOM SHAauMMOCTM. CM. Tadauuy 5 wu
omur.10.

Tabnuiia 5

KpaTkoe M3JIOXeHUE 20beKTUBHOCTU U3 PaHIOMMU3MPOBaHHOTI'O

MCccIJenoBaHmnAa
NapaMeTp NepTysyMad + Onauebo + HR (95% CI) | Bemuuu-
TpacTysymMab [Tpacrysymat + Ha p
+ OoleTakcesi| goleTakcen
n=402 n=406
BerxmMeBaHMe 0es 0,062 <0,0001
IpOTPEeECCUPOBAHNA (0,51,
(HezaBUCHUMOE 0,75)
MccJenoBaHue)
KommuecTBO
[IallMeHTOB C
CODOHETHMEM 191 (47,5%) | 242 (59, 06%)
MenmaHa (MeCsLH) 18,5 12,4
Ofmasa BBEKMBAEMOCTDb 0,64 (0,47,]10,0053~*
(IpoMeXxy TOUHBIM 0,88)
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aHams3)
KommuecTBO

IIallMeHTOB C

COOHETHEM 69 (17,2%) 96 (23,0%)
YacToTa
OO BEKTUMBHEIX

orBeTOB (ORR)
KosmmuecTBO
IPpOaHaIMU3UPOBAaHHEX
IaluMeHTOB

OB BeKTUBHEIM OTBET

(CR+PR) 343 336

Momment orseT (CR) 275 (80,2%)|233 (69,3%)

YaCTUUYHEM OTBET
(PR) 19 (5,5%) 14 (4,2%)
256 (74,6%)| 219 (65,2%)
MenuaHa

OJINTEJILHOCTHU

oTBeTa (MeCHdLH) 20,2 12,5

*HR M BeJIMUMHA P OJIS [OPOMeXyTOUHOTO aHasjM3a oflleld BEXKMBAEeMOCTU

He YIOBJIETBOPAIT 3apaHee OllpeldeJIeHHOMY KpUTepMrioo JOCPOYHOI'O

3aBepmeHna uccjaenoraHusa (HR<0,603, p<0,0012).

16. dopMa BHIIYCKa/XpaHeHMe ¥ TPaHCIOPTUPOBKA

16.1 dopmMa BHIIyCKa

[lepTy3yMa® BHIIyCKawnT B BuUIe GJakoHa IJII OIHOKPATHOTO
npuMeHeHrs 420 wmr/14 wiu (30 Mr/min), comepXxamero pacTBop 06es

KoHcepBaHTOB. NDC 50242-145-01. XpaHUTb OQJIAKOHE B XOJIOOWUJIBHUKE

or 2°C mo 8°C (or 36°F 1mo 46°F) @mo MOMEHTa WMCIIOJIL30BAHUA.
IepxrTe GJAaKOH B HAPYXHOM YHNakKOBKe, UTOOH 3allMTUTL OT CBeTa.

HE 3SAMOPAXVBATEH. HE BCTPAXMBATE.

17. VHOOopMauMsa OJA IIalueHTa

[IporHbOPMUPYVITEe OepeMeHHBIX XEeHMMH ¥ KEeHIUHB TeTOPOIHOTO
BOBpacTa, UYTO BO3IEVCTBMEe IepTy3ymMaba MOXeT [IPUUMHUTE Bpen

IJionmy, BKJIKOUad CMEePThB IIJIOOOB U SMépMOHOB VJiri BPOXIOEHHEIE He@eKTH
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[cM. mOpenynpexneHusd KU MePh IPefoCTOPOXHoCTH (5.1) u HOpuMeHeHHEe
B OTHEJIBHBIX HONyJjdAnmuax (8.1)].

PeKOMeHIOyNTe XeHMMHaM »OeTOPOOHOTO BoOo3pacTa MCIOJbL30BaTh
50PeKTUBHY  KOHTpAalellluo, B TO BpeMda Kak OHM  I[IOJIydamT
nepty3ymMad ¥ B TeueHMe 6 MecdleB IIOCJe IOCJenHel  IO3H
neptrysymaba [cM. OpenynpexneHUs U MEPB NPpefoCTOpOXHocTH (5.1) u
IPpUMMEHEeHMEe B OTIOEJIBHEIX HNONyJaanusax (8.6)].

PekoOMeHIOYMTe KOPMIMMUM MaTepaM, KOTOPHX JeuaT IIepTy3yMadoM,
IpeKpaTUTh KOpMJIeHNE A oNS155:0) VI IpeKpaTUTh Tepalnio
IepTy3yMaboM, YyUMTHBAaA BaXHOCTH JIeKAPCTBEHHOT'O CpencTBa IJisd
MaTepu [CM. HOpHMMEHEHME B OTHAEeJIBHBEIX HonyJssanmusax (8.3)].

HacTosaTesbHO PEeKOMeHIyNUTe KeHIMHAaM, KOTOPHE MO T'JIN
[IONBEPTHYTHCH BO3IeNCTBUIO BO BpEeMsa OepeMeHHOCTH,
3aperucTpUpoBaTeCca B MoTHER Pregnancy Registry mo HoMepy 1-800-
690-6720 [cM. HODpeXyHNpeXOeHUA KU MEeph IpedOoCTOpOXHocTu (5.1) wu
IpuMeHEeHHe B OTHAeJIBHEIX HonyJsanmusax (8.1)].

TakuM o0B0pasoM, NOOPpOOHHe HOaHHHEe ¢pasel 11T 1o 6e30IacHOCTU U
50PeKTUBHOCTHU IJId IepTy3yMaba, KaK B IIpUMepe 3, IIPUBEIEHH IJIA
[IPOMEILJIEHHOTO M3OeJIMda B STOM IIpHMMepe. O35TO IIPOMEBILJIEHHOE M3IeJIMe
MOXHO  MCIIOJIE30BaTh criocoboM, obecrneurBaKmuM  ©Oe30IacHoOe WU
50PeKTUBHOEe IIPMMeHeHMe IepTysyMaba IJiA JieueHUd [IalUMeHTOB.

[IPUMEP 5

Tepanus nepTys3yMab®oM paHHEeM CcTaguy paka MOJIOUHOM XeJie3H

AHTPALUUKJIMHE (B OCHOBHOM, IIpPMMeHsIeMble B KoMOMHalLuM C 5-0Y
1 uukJobochaMmmoM) UIpalT LEeHTPalbHY pPOJIb B TaKTHUKe BeOeHUd
paka MOJIOUHOM XxeJjle3n. Romond et al. NEL 353(16):1673-1684
(2005), n Poole et al. NEJM 355 (18):1851-1852 (2006).

TaKCaHBE TakKXe ABJIATCA HEOTHEeJIMMOM UYacCTbl CTaHOAPTHHX CXEeM
JledeHMsa paKa MOJIOUHOM XeJjle3H U I[IPMMEHSKnTCHS B KOMOMHALUM C
AHTPAUMKIMHaAMM B CXeMe JIleueHMs, WU3BeCTHOM kxak TAC (Martin et
al. NEJM 52 (22):2302-2313 (2005)), wmIm 1nocJelgoBaTeJIbLHO C
JVHUEN aHTPaUMKIMHOB B CXeMe JeueHHusa, M3BeCTHOM kKak AC—>T
(Romond et al., Beme; Joensuu et al. NEJM 354 (8):809-820
(2006)) .

KapbormimaTuH npencrTaBJsgeT cobomn AKTUBHEIM u XOPOIO
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IIePEHOCUMEIM XVMUOTEPAaleBTUUECKHUN IIpelapaT, M eCThb MCCJIeIOBaHUA
paka MOJIOUHOM KeJIe3H, KOTOpPEE IokKaszsaju ero OUEBUIHYK
S20PEKTUBHOCTEL B KOMOMHaALMM C TaKCaHOM U TpacTy3yMaboM B CXeMe
JeueHMsa, M3BecTHOM Kak TCH (Slamon et al. BCIRG 006. SABS
(2007); Robert et al. J. Clin. Oncol. 24:2786-2792 (2006)).
ODHakKoO HJIg MeTacTaTUMUYeCKOI'O paka MOJIOUHOM XeJjle3h CymeCTBYT
HeTaTHBHEE IJaHHBHEe (Forbes et al. BCIRG 007 Proc. Am. Soc. Clin.
Oncol. Abstract N LBAbl6 (2006)).

[IpenmecTryKIlee HeOaANOBBAHTHOE MCCJIeHOBaHMe C IIepTy3yMaboM
(NeoSphere) OLEHMBAJIO eI'0 B KOMOMHaAUMM C »OOLEeTaKCeJIoOM U
TpacTy3yMaboM (Gianni et al. Cancer Research 70 (24) (Suppl. 2)
(December 2010)), HO He B KOMOMHALIMM C XMMMOTepalMel Ha OCHOBE
AHTPAUMKIVMHOB WMJIM C XVMMOTepaluel Ha OCHOBe KapOoljaTHHa.

B »sTOM IpMMepe OLEeHMBaJIM CJelyolMe XMMUOTepalleBTUUYeCKUe
CXeMbl JIEUEeHN :

FEC Tepamnmsa paka MOJIOUHOM XeJle3H, BKJLUawmasg S5-dTopypalni,
SNUPYOULMH M LUKJIodochammr.

FEC—T IlocysiemoBaTeJlbHad XMMMOTepalund, BKRJIIOUAKIAS  KYPCH
XxuvmoTepanumu FEC ¢ HocJelyllyMM KypcaMM OolieTakcesa.

TCH XyMmoTepalleBTHuUecKad cxeMa JIeUeHU nJjida HER2-
IIOJIOXUTEJIbHOTO pakKa MOJIOUHOM Xejle3H, KoMOMHAallMg, CcoIepXamasd
TakcaH (molueTakceJi), kKapboraTuH U TpacTy3ymad (IEPLHEITUH®) .

T'pyHne JledeHUS B STOM MCCIeIOBaHMM OBUIM CJIeOYyIOIVIMIA :

I'pynna A

Kypce 5-0Topypalumnia, >»OUMpybuLMHa M LOukJgodpochdammma (FEC) c
nmocjenyomyMy kypcamu poletrakcen (T) (FEC—T) ¢ TpacTty3yMaboM u
nepTy3yMaboM, KOTOpHEe OalT B Hadalle XVMUOTEepaleBTUUeCKOM CXEeMEH
JleyeHMsa (T.e. OODHOBPEMEHHO C aHTpalUUKJIMHaMU)

5-0Topypalumni (500 wMrn/M%), SIUPYOUITVH (100  mMT/M?) c
nocijienyommM Lukjopochammgom (600 MP/MZ) B TeueHMe TpeXxX LIUKIIORB,
C IO CJIe OYVIM ooLueTakCceJioM B TeueHue Tpex LUVKJIOB C
TpacTysyMadtoM (8 MI'/KT B IOeHb 1 IIepPBOTO JIEUEHMS SOUPYOUIMHOM U
6 MI/KD Kaxoee 3 HeIeJ M II0CJe 5SToTo) ¥ IepTysymad (840 Mr B
oeHb 1 JeueHusa FEC ¢ nocienyomyyy 420 MIT KaxOele 3 HeOeJM IIOCJIEe

5TOT0) . HauaJjibHasd nOo3a OJg OolleTaKceJla cocTapejdgeT /75 MI‘/M2 IOJIA
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uukJga 4 ([IepBHM LMKJ »OolleTakceJa), 3arem 100 MT /M OJIS LMKJIOB
5-6, ecJM He IIPOUCXOOUT JUMUTHUPYIRIAad D03y TOKCUUYHOCTE. Bce
JIEKapCTBEeHHEE CpelCcTBa BBOOAT BHYTPUBEHHHM IIYyTEM.

VI

I'pynmna B

FEC—>T ¢ TpacTysyMaboM U I[IepTy3yMaboM, KOTOPEHEe HawT C
Hauajla JiledeHMs TakKCcaHOM (T.e. IOCJe aHTpaluKJIMHAa)

5-dTopypalmi (500 wMr/M%), BOUPY OULINH (100  wmr/M?) C
nocijienyomyM Lukjodochammgom (600 MP/MZ) B TeueHMe TpexX LIUKIIOB,
c [IoCJIe OIyKRIUM OOolLleTaKCeJIOM B TeueHUE Tpex LMKJIOB c
TpacTysyMadtoM (8 MI'/KT B IOeHb 1 IIepPBOTO JIEUEeHMS IOolleTaKCeJIOM U
6 MI/KD Kaxiee 3 HeIeJ M II0oCJe 5SToTo) M IepTysymMad (840 Mr B
OeHb 1 JledyeHMAa JoleTakKceJloM C HOocJenyiommumy 420 MDD KaxOoee 3
HeleJM IIoCJie BTOoTro) . HauvalbHad Oo3a MOJS OolleTaKceJla COCTaBJIAET

75 wmr/m? oJig uUMkJIa 4 (IepBHM LMKJI JolleTakceJa), 3aTem 100 MT /M

oJisa LUKJIOB 5-6, ecnmn He IPOUCXOIOUT JIMMUTHUPYOIA I oosy
TOKCHMUHOCTE. BcCe JIeKapCTBeHHEE CpelcTBa BBOIOAT BHYTPUBEHHEM
oyTeM.

ZNJRZN

I'pynna C

TakcaH (ImoueTakceJ), KkKapbomjaTuH ¥ TpacTtysymad (TCH) c
NepTy3yMaboM, I'Ie oBa aHTHUTeJla DakT C Hauvajla XMMMOTepalluWu.

Kap6omymaTuan (AUC6 Cc wMcHoJb30BaHMeM QopMyJiel KajBepTa) C
ocjiegyomyM OolleTakceJIoM B OeHb 1 ¢ TpacTysyMmMaboMmM (8 MI/KI' B
OeHb 1 HOepBOTO JleueHMS KapOOoIUIaTMHOM M HolLleTakKceJIoM M 6 MI'/KTD
Kaxnoele 3 HemeJM II0cJie 3Toro) M neprtysymad (840 mMrr B OeHb 1 C
nocjenyomyMu 420 MIDT Kaxnele 3 HeIeJM IIOCJIe BTOoTro) B TeUeHMe
mecTH LMKJIOB. Jlosa IolleTakcejla cocTaBiser 75 Mr/M?° BO BCex
IMKJIaxXx. Bce JIeKapCTBEeHHHE CpPeIOCcTBa BBOIAT BHYTPMBEHHEM IIYTEM.

Bce mnaumeHTH OyIOyT [DOJIyYaThk TpacTy3yMal® KaxXIele TPpY HeOeJu
oBmyM CpPOKOM OIMH T'OJl OT HaudaJa JedeHuMsa (oT uukJa 1-17 14
IaluMeHTOR B Tpynmnax A m C mo uukiga 4-20 Ojad HOalMeHTOB B TIPYIIIe
B), HEe3aBUCHMMO OT  TOTO, [IoJIyyamT JIM OHM  HOOIOJIHUTEJIBHYK
XYMUOTEepalnmn WM HeT.

[lepBHUUHaA I1eJIb
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[TepBUUHYID LeJib OolLieHMBaJIL, KoTrma BCe IIallMEeHTEI IIOJIy4YMJIN
meCcTs LOVMKIJIOB HeOaOBOBAHTHOI'O JIE€UEeHIMA, IiepeHedcjiM ollepallio, u
OBJIM B3ATH BCe HeOOXOIOMMEE o@paguﬂ, WMJIM TallMeHTH OBUIM MCKJIIOUEHE
n3s MCCcJjeloOBaHMA, He3aBMCHMMO OT TOI'O, UWTO CJIYUMJIOCE PaHbBIEe.

BTOpMUHEIE 11eJIU

[lporecTHU npelBapUTeSIbHYIO OLIEHKY AKTUBHOCTH,
ACCOLUMMPOBAHHOM C KaxXIoM CxXeMOoM JeueHMs, Ha UYTO YKas3hBaeT
JacToTa IIOJIHOTO IIaTOoJIOTMUYEeCKOTO OTBeTa.

OLeHUTL OpoduiM 0e30MNacHOCTU KaXIoM CxXeMbl JIeUeHMSI, B TOM
umcije  OOONEepalMOHHOTO (HeoamwBaAHTHOE) M IIOCJIEONepPallMOHHOTO
(amwlOBaHTHOE) JIEUeHUA.

VccienoraTh OOMyK BHXMBAEMOCTHB, BpeMa IO KJIMHMYECKOTO
orBeTa, BpeMdA OO OTBeTa, BHIXMIBaEeMOCTD ez zaboJjieBaHUA U
BLHIKMBAEMOCTEL 0e3 MNPpOoTPpeCcCUPOBaAHMA OJI4 KaxXxIoy I'PYIINHE JeUueHUS.

VccienoraThk OMOMaApPKEPH, KOTOPEE MOTYT OBTE aCCOUUMMPOBAHH C
IIePBUYUHEIMM ¥ BTOPMUHEIMM KOHEUHBIMM TouKaMu 520OeKTHBHOCTM B
COOTBETCTBUM C KaxXIoy TI'PYIINOM JIeueHUd.

VccienoBaTh JacToTy KOHCepBaTUBHOM XUPYPTUM  MOJIOUHOM
XKeJiess JIA BCeX IIallMeEHTORBR C ONyxXoJiaMmu T2-3, OJIS KOTOPHX IIPU
[IOCTAaHOBKE OMarHo3a IJIaHMpOBRaJlaCbk MaCT®KTOMMA .

BymeT mnpou3BemeHa OlleHKa COOTHOIEeHUA pPUCKa U IIPpeMMyIleCTB
KaxIoM CxXeMbl JIeUeHU.

0O630p IM3alHa MCCJeIOoBaHus

CLie) OBLIIO OTKpPEITOE, PaHOIOMU3UPOBAHHOE MHOTOLIEHTPOBOE
nuccyienoepaHve ¢asel II OJj4d OLEHKM IIEPEHOCHMOCTM U aKTUBHOCTH,
CBA3AHHEIX C TpacTy3yMadboM M IIepTy3yMadoM, KOoI'Da MX IIPUMEHIIT B
IOOIIOJIHEHME K cxeMe JleueHusAa XVUMMOTepanmuen Ha OCHOBe
AHTPAUMKIVMHOB WM XUMMOTepalMel Ha OCHOBe KapOoljlaTMHa B
KauecTBe HeoalBOBAHTHOM Tepanmnun N nalnmMeHTOB c HER2-
IOJIOXUTEJIEHEIM ~ pPakKoM MOJIOUHOM  XeJIe3H, KOTOPHM HaxXOIMUTCSa Ha
paHHeW cTamguM W >2 CM B OMaMeTpe WM  ABJAETCS MeCTHO
PacnpoOCTpaHEeHHBEM WJIM BOCHAJMTEJNBHEM (CM. our.l11l).

BBOOMIIM MEeCTb LUKJIOB AaKTUMBHOM XMMMOTepaluu. OOHaAKO €CJU
cumMTagM, UYTO IHalMeHTaM HeoOXOoAMMa HaJlbHelmlasd Tepalud IOocCJe

ollepaunn, TO OBLIIO INpenJIoXeHO, UTOOH TEe ITIallMieHTEI, KOTOPEE
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noagydyaiu FEC—-T, noagyumam CMF (umuxigopochamMmp, MeTOTpekcaT M 5-
dTopypauuil), M Te IalMeHTH, KOTOophHe noJgydasiu TCH, HO KOTOpPHE,
KakK CUMTalnT, HYXIAlTCH B JaJIbHeNWmel XuMMoTepaluu, nojydasu FEC
(5-¢Topypaunil, DOUPYDOUMUMH M LUMKJIoQoCchamMmm) .

[TocJie 3aBeplleHN I orepalun (1 rocJie 3aBepleHn
IOCJIeONepallMOHHOM XUMMOTepaluu, IIPpU HeOoOXOOVMMOCTM), IIallMeHTH
IoJIydyaJiM JIydeByl TepalMio B COOTBETCTBUM C MECTHBIMM KJIIMHWYECKUMU
CTaHIapTaMu, a Te IaluMeHTH, N KOTOPHX Oy XOJIN OBLIIN
[IOJIOXU T €JIb HEIMI 1o crartycy pelenTopa SCTpPOTeHa, oJIydam
TOPMOHAJIbHOE BO3OEMCTBME B COOTBETCTBMM C MECTHBMM KJIVMHUUECKUMA
CTaHIapTaMu .

I[Io cymecTBY, BCe IMNallMeHTH I[IOJIyuUMJM, I[IO MeHbIler Mepe, ©6
LIVKJIOB AaKTMBHOM XMMMOTepaluu M IBa aHTuUTesa, IepTy3yMmad wu
TpacTy3yMad IUIC XUPYPIMIL U JIYUEeBYK Tepalun (B COOTBETCTBUM C
Me CTHBIM CTaHIOapTOM) TLJTIOC Jmoboe [IPOIIMCaHHOE TOPMOHAaJIbHOE
BO3IecTBMe (B COOTBETCTBMM C MECTHBEIM CTaAHOAPTOM) M OIPOIOJIKUIIU
IoJiyyaThk TpacTy3ymMad B ILIeJIOM OO OIOHOTO I'ona.

[laueHTOB, Y KOTOPHX HeOoaOBBaAaHTHOE  MCCJIemoBaTeJIbCKOe
JledeHue OBUJIO IIPEPBaHO OO OllepallMM, BeJM B COOTBETCTBUM C
JIOKaJIbHOM  HOpakKTukoM. lpubaImM3uTesIbHO depe3 28 CyTOK IIOCJe
nocJiegHey HOO3H MCCJeIYyeMOoTO MeOMUIMHCKOTO IIpelapaTa I[IalMeHTOB
PO CUIIN IPONTHU IO CJIe THKI OLIEHKY Bes30MacHOCTHU (koTOpasa
Ha3BBaeTCsa BUBUT BaBepIeHUrd) .

NccriegyeMasa TIONYJIALMUSA

0B30p

[lallMeHTH XEHCKOT'O IIoJla, B Bo3pacTe 18 JerT wmiam 0oJjiee, C
paHHel cTanueyd HERZ2-TIOJOXUTEJILHOTO Paka MOJIOUHOM XKeJlel3H, VY
KOTOPHX IEepBUUYHLEE OIYyXOJM >2 CM M HeT MeTacTas3OoB.

KpuTeprun BRJIOUEHVSA

1. [TallMeHTH KEeHCKOTI'O I1oJia C MECTHO pacIlipoCTpaHEeHHEM,
BOCIIaJIMTEJIb HEIM MJIn Ha paHHeIZ craomm, OOHOCTOPOHHVM n
TMCTOJIOTMYECKNM TIIOOTBEPXICHHEM MHBa3VMBHEIM PaKOM MOJIOUHOM XKeJIe3H.
HauaJjibHad OlLleHKa Prakra MOJIOUHOM XeJle3H MOOJDKHa OBThH IIpoBelcHa
BpadoM C OIIHTOM XUMPpYypI'MM pPakKa MOJIOUHOM XeJIe3H. [TalilMeHTE C

BOCIIaQJIMTEJIBHEIM PaKOM MOJIOUHOM KeJle3k IOOJDKHE OBTHL B COCTOSHUMU
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IPOMTU TOJICTOUTOJILHY OMOIICUIO.

2. llepBuuHasa ONyXOJib >2 CM B OUaMeTpe.

3. HER2-TIOJIOXUTEJILHEM pPakK MOJIOUHOM XKeJie3H, I[IOATBEePXIESHHHN
LIeHTpaln30BaHHOM JlabopaTopuen. ONyxoJM IOOJDKHE OHTE HER2 3+ 1o
IHC wmymm FISH/CISH + (IIOJIOKUTEJILHEI —cTaTryc TIno FISH/CISH
oBgazaTesieH OJjg omnyxoJjeyn HER2 2+) .

4. HOCTYIIHOCTB FFPE TKaHU (mpuemsieM croco® ouKCcauuu
3abybepeHHEM OQOopMaJIMHOM) IOJIS LEeHTPaJM30BaHHOTO I[IOATBEPXIECHUA
IPUTOOHOCTU  IIO HER2 (FFPE onyxoJjleBasd TKaHb 2aTeM OynmerT
VCIIOJIE30BaHa IJIS OLIEHKM CcTaTyca OMOMapKepoB) .

5. IlaLMeHTH XeHCKOI'O IIOoJla, BOo3pacT =18 JeT.

6. MWcxomHasa OBJIK >55% (uM3MepeHHasd »sxokapiuoTpadueyrt WM
PAIMOHYKJIMOHOM aHTHoTpaduenn (MUGA)).

7. IlokazaTelsb ofmero cocrTtogHusa o ECOG <1.

8. Tlo MeHbmeM Mepe, 4 HemeJluM C MOMeHTa CepLe3HOM He
CBA3aHHOM C pakKoM ollepaluM C IIOJIHEIM BOCCTAaHOBJIEHMEM.

ConlyTCTRyKIME JIEKAPCTBEHHEIE IIpEllapaTH VM JIEUYEeHINE

PaspelleHHasa Tepanuda

ConyTCTByKIlee JIeUeHHMEe IMpencTaBjisgeT cobom Jimobbe IpOoNMCaHHHE
JleKapCTBEeHHEE npernapatTH, OespelellTypPHEE nperapatTH,
JeKapCTBeHHEEe CpelcTBa M3 pPacTUTEJIBHOTO CHPbS WIM JIYUYEeBYIO
TepallMln, KOTOPYK IHalMeHT IIoJiydaeT B MHTepBaJle, HauMHaKIEMCsS 3a
7 mHe @pmo Habopa B UCCIeIOBaHMe M IOpoIoJiKammeMcs BO BpeMs
VCCJledOBaHNA.

Clenyomye BUIH JIEUEHMSA pPa3pelleHb BO BPeMsS MCCIeOOoBaHMUS:

1. JOJDXHH MCIOJIE30BATHECA IIpUeMJIEMBIE CIIOCOOB KOHTpPAallellllnHu,
ecJIM HNallMeHT—XeHIMHa WIM [IapTHEP-MyXdMHa He OBUIM CTepUIIM30BaHH
XUPYPTUUECKM I[IYTEM WM I[allMeEHT He COOTBEeTCTBYET OIpelelJIeHUD
IIOCTMEHOIIay3H, NPUHATOMY B MCCJeIoBaHuM (212 MecsdleB aMeHOopeHu) ;

2. H; n H, AHTaTOHUCTEH (HanpuMep, IMGEeHTUIOPaMVH,
UMMeTUIONH) ;

3. AHaJIL T e TUKHU (HanpuMep, napalieTamoJ1/alleTaMMHObEH,
MeTllepuIOnH, OIIMOWIERL) ;

4. KpaTKOCPOUHOE IIPUMMEHEeHME KOPTUKOCTEPOUIOBR IJIS JIEUEeHUS

MJinm HpO@MHaKTMKM aJIJIePIMUYEeCKIUX WMJIN MH@yBMOHHHX peaKuMﬁ;
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5. IIpOTMBOPBOTHEE CpencTBa (OODODPEeHHEEe IpoduiiakKTUUeCKHUe
AHTATOHUCTE CEPOTOHMHa, OeH30OMa3elMHE, OHIOAHCEeTPOH M T.I.);

6. JlekapCTBEHHBEM IIpeHapaT »OJI4 JiedeHMA »OIuapeu (HalopuMmep,
JlornepamMmum) ;

7. KojoHMecTuMyMpyomMe GaKToOpH (HanpuMmep, G-CSF);

8. AHTATOHMUCTE pellellTopa DCTpOoTleHa (HalpuMep, TaMOKCHUdeH)
IV MHIMOMTOPH apoMaTasb (HaopuMep, aHacTpas3oJl, D>K3eMecTaH)
IoCJIie 3aBepmeHrsa II0CJIeOolNepallMOHHOY XMMMOTepalusa B COOTBETCTBUMU
C MEeCTHOM TMPaKTUKOM.

HepmonycTuma s Teparind

Clenyomye BUOH JieUeHMS He OOINYCTUMEL BO BpeMsa IIepuona
JleueHMsS B MCCJIeOOBaHUN:

9. IlpoTuBOpPakoBas Tepanusa, KMHad ueM, Ta, KOTOpyl BBOIOAT B
OaHHOM rccJenoBaHun, B TOM umcie HUTOTOKCHUUECKNE
XVMMOTepaleBTUUeCKMe IMIpelapaTH, JiydeBad Tepalua (3a MCKInUeHVEeM
aIBOBAHTHOM JIYUeBOM Tepanmuu IJIS pakKa MOJIOUHOM XeJle3H IIocJIe
3aBepleHns XVIMMO Tepalnmn W OOIOJIHUTeJILHOM aIBIOBAHTHOM
XVIMMO Tepannmu cpasy rmocJje olepauumn, Ipu HeoBXOoOMOCTHA) ,
VMMyHOTepanmsa, ¥ OuojloTMuecKas IPOTUBOpaKOBasa Tepanus;

10. Jlwbag TapreTHad Tepalmud;

11. JleueHuMe cCTepouOaMi, 3a MCKJIOUeHMEeM 3aMeCTHUTeJILHOM
TOPMOHAJILHOM  TepanuMy MUTOBUOHOM  XeJle3H UM KpaTKOBPEeMeHHOT'O
npuema KOPTUKOCTEPOUIOB nJIs JleueHus nIm IpodUIIaKTUKIA
AJJIEPTUUYECKUX MM MHQY3MOHHBX PeaKLMUM;

12. BHICOKME HOO3H CHUCTEMHEIX KOPTUKOCTEPOMIOB. BHCOKOM HOO30M1
cumTanT >20 MI JeKcaMeTasOHa B CYTKM (MJIM DKBMBAJIEHT) B TeueHMe
>7 mocJenmoBaTeJIbHEIX CYTOK;

13. Jioboe wmccIenyeMoe BeMeCTBO, 3a MUCKJOUeHVeM Tex,
KOTOPHEE MCIOJbL3YIT B IHAaHHOM MCCJeOOBaHUM;

14. HauvajJo npueMa JIeKapPCTBEHHHX CPelCTB U3 PacTUTEJILHOTO
CHpbA. IlpueM JIeKapCTBEHHHBX CPeIOCTB U3 pacTUTeJIbHOTO CHPLA,
HauaTeElM OO HauaJa MCccJeldoBaHud M IpOOoJIXKalmMMCSa BO  BpeMd
MCcJIeIOBaHMUA 3alpemedH UM JOJIKeH OHTL 3alrMcaH B - 2JIEKTPOHHOM
ncrtopun 6oJsiesHu (eCRF) ;

15. Jlobele TI[epopalJibHEE, MWHBEKIUMOHHEE WIXM MWMIIJIaHTUPYEMEBE

I'OPMOHAJIBEHEIE CIIOCOOH KOHTpallelllvil .
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PESVIJIBTATH
VICXOOHHE XapaKTepUCTUKM DalMeHTOB C paHHeM cTanueyr HER2-
IIOJIOXUTEJILHOTO paka MOJIOUHOM XKeJie3b NPpUMBeleHH B Tabjuile © HMXEe.
Tabanua 6

VcxonmHEle XapaKTepUCTUKM B IMOIYJIAUMM OJIA OLIeHKU Be30I1aCHOCTHA

FEC+H+P x3 FEC x3 — TCH+P x6
—T+H+P x3 T+H+P x3 n=76
n=72 n=75
CpenHuM BO3pPacT, TOOH
49,0 (27=-77)| 49,0 (24-75) |50,0 (30-81)

(Dvanas3oH)
ECOG PS 0, n (%) 65 (91,5) 66 (88,0) 67 (88,2)
1,n(%) 6 (8,5) 9 (12,0) 9 (11, 8)
ER u/umm PR-

39 (53,4) 35 (4e6,7) 40 (51,9)
[IOJIOXMUTEJILHEM, n (%)
ER m PR-oTpHUllaTeJbHHM,

34 (46,06) 40 (53,3) 37 (48,1)
n (%)
Tun =zabojieBaHmMa, n (%)

53 (72,06) 54 (72,0) 49 (63, 0)
OnepabesibHEM
MecCcTHOpAaCHOpPOCTPaHeHHEMN 15 (20,5) 17 (22,7) 24 (31,2)
BocnaamTeJib HeM 5 (6,8) 4 (5,3) 4 (5,2)
HER2 IHC O m 1+, n (%) 1 (1,4) - -
2+, n (%) 5 (6,8) 1 (1,3) 2 (2,6)
34, n (%) o7 (91,8) 74 (98,7) 75 (97,4)
HER2 FISH-

69 (94,5) 69 (92,0) 73 (94, 8)
[IOJIOXUTEeJIbHag, n (%)
FISH-oTpuuaTesibHadg, n

- 1 (1,3) 2 (2,6)

(%)
HemzBecTHO, n (%) 4 (5,5) 5 (6,7) 2 (2,0)

CBE, KJIMHMUUECKOe MUCcJeIOoBaHMEe  MOJIOUHOM  XeJle3H; ECOG PS,
mokasaTeslb 00mero COCTOAHMSA COTJIacHO BOCTOUHOM OOBeIMHEeHHOMU
OHKOJIOTUUECKOM Trpylrme; ER, pelenTop SCTpOoTreHa; FEC, 5-
bTopypaunii, SOUPYOUIMH, LIHUKIooochammrn,; FISH, QdayopecleHTHada
rubpuaomusaurs in situ ; H, Tpacrysymad; IHC, VMMyHOTUCTOXUMMS;
P, mneprtysymad; PR, peuentop nporecrepoHa; T, pouerakces; TCH,

noueTakcels/KapfornaTul/ TpacTy3yMad .
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IaHHBEEe 110 0e30IIaCHOCTM IIOKa3aHHE Ha ourype 12 m B Tabiauiax
7 m 8 HUXe.
Tabauia 7

CepoeuHEle COOBTUA B LeJIOM

FEC+H+P x3 FEC x3 — TCH+P x6
— T+H+P x3 | T+H+P x3 n=76
n=72 n=75
CumnrTomMaTmueckoe CIJIX
(cTerneHb TaxecTH 23), n(%) - 2 (2,7) 1 (1,3)
CHJIX (Bce cCTelleHUM TIXeCcTH),
n (%) 5 (6,9) 3 (4,0) 5 (6,0)
CHmxeHMe OBJIX Ha 210% oT
MCXOoOHOTO mo <50%, n (%) 5 (6,9) 5 (6,7) 5 (6,6)

FEC, b-dTopypauwui, »OUpyOMIMH, LIMKIopochammn; H, TpacTyszymabd;
ORITK, odpakumda BHEHOpOCa JeBOTO XeJynouka,; CIJIX, cucTolIMuecKad
OVMCOYHKLIMA JIeBOTO XeJlynouka; P, neprysymad; T, »DoueTakcel;
TCH, mouleTakceJ/kapboljaTuH/TpacTysyMad.
Tabnuiia 8
IOecaTe HaumboJiee PacCOpPOCTPaHeHHHX HexXeJlaTeJIbHHX SBJIeHUM CO

CTeleHbd TAXeCTU 23 BO BpeMAad HeOaOBIBaAHTHOI'O JIEUEHMA

HexesnaTenbHOE SABJISHUE, FEC+H+P x3 FEC x3—>T+H+p | TCH+P x6
n (%) T+H+P x3 x3 n=76
n=72 n=75
HeMiTponeHus 34 (47,2) 32 (42,7) 35 (46,1)
PeBpuiibHaAS HEeMTPOIIeHUS 13 (18,1) 7 (9, 3) 13 (17,1)
JleMKOoIIeHms 14 (19,4) 9 (12,0) 9 (11, 8)
Iunapesa 3 (4,2) 4 (5,3) 9 (11, 8)
AHeMM S 1 (1,4) 2 (2,7) 13 (17,1)
TpoMBOUUTOIIEHN A - - 9(11, 8)
PeoTa - 2 (2,7) 4 (5,3)
YTOMIIAEMOCTE - - 3 (3,9)
IIOBHIIEHHA S
- - 3 (3,9)

aJlaHMHaMMHOTpaHchepasa
JlekapCTBeHHada

2 (2,8) - 2 (2,0)
HEIEPEHOCUMOCTD

FEC, 5-0Topypauwi, »»nupybuuuH, Lurjgodpochammn; H, TpacTyszymad;
P, neprysyMad; T, OoleTaxkces; TCH,

noueTakcels/KapbornaTul/ TpacTy3yMad .
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B Tadbmmiax 9 m 10 Hmxe.

a TaKxe

Tabauiia 9

YacToTa KIMHUUECKUX OTBETOB BO BpeMAd HeOaOBIKBAHTHOI'O JIEUEHMA

FEC+H+P x3| FEC x3 — | TCH+P x6
T+H+P x3 T+H+P x3 n=77
n=73 n=75
YJacToTa OOBEKTHMBHEIX OTBETOB,
n (%) o7 (91,8) | 71 (24,7) 69 (89, 6)
QaCTOTa IIOJIHEIX OTBEeTOB 37 (50’7) 21 (28,0) 31 (40,3)
YacToTa YaCTUMUHHX OTBETOB 30 (41,1) | 50 (66,7) | 38 (49, 4)
4 4 7

CrabuibHOoe 3abojieBaHMe, n (%) 3 (4,1) 1 (1,3) 5 (6,5)
[lporpeccupyllee 3abojieBaHue,
n (%) 1 (1,3) -
HeTr ouenkwu, n (%) 3 (4,1) 2 (2,7) 3 (3,9)
FEC, b-dTopypauwi, »OuMpyOMIMH, LIMKJIoQochammn; H, TpacTyszymabd;
P, neprysymMad; T, ooleTakxkcesl; TCH,

noneTakceJs/KapbomaTul/ TpacTy3yMat .

COXpaHHDmaH XMpyprm4a MOJIOUHOM XeJIe3kl Y IIallMeHTOB,

IJIaHMPpOBaJIaCk MaCTSKTOMMA

Tabmauiia 10

OJIA KOTOPBIX

FEC+H+P x3 FEC x3 — TCH+P x6
— T+H+P x3 T+H+P x3 n=37
n=46 n=36
IDocTurHyTa, n (%) 10 (21,7) c (lo6,7) 10 (27,0)
(95% CI) (10,9-36,4) (6,4-32,8) (13,8-44,1)
He mocTmrHyTa, n
(%) 36 (78,3) 30 (83,3) 27 (73,0)
CI, IoBepMTeJILHHM WMHTepBaJ; FEC, bLb-dTopypaumi, >SOUPYOMLMUH,
unrkigodpochammn; H, TpacTysymMad; P, neprysymad; T, »OoLeTakcel;
TCH, @moueTakceJ/kapboljaTHUH/TpacTys3syMad.
BBIBOIIBI
- PesyJibTaTH 5STOTO0 MCCJIEeOOBaAHMSA  YKa3HBHBAKLT Ha  HUBKYD

YJaCTOTY BO3SHMKHOBEHNMA CUMIITOMATUUECKOM M acHUMIITOMaTUUeCKOM CHJIX

BO BCeX TI'pyIllliax
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- IapaJsiesibHOEe BBeleHMe IIepTyszyMal I[JocC TpacTysymad ¢
SOUPYOULIMHOM HOPUMBOOUT K CXOIOHOM CepHedUHOM IIE€PEeHOCUMMOCTHU B
CpaBHEHUM C IIOCJI€IOBaTEJILHEM BEBeINeHMEeM WM CXeMOM JiedeHus 0Oes
AHTPALMUKIIMHOB

- HeliTponeHus, o¢eOpuibHas HeWTPOINeHWUA, JIEMKOIeHUS U Ouapes
OpuiM  HamboJjlee UYacCTO pPEeTrUCTPUPYEMEMM HeXeJlaTeJIbHEMY —ABJICHUAMU
(cTemeHb TAXeCTM 23) BO BCexX TpyIlax

- BHe 3aBMCHUMOCTM OT BHOPaHHOM XMMMOTepaluy, KoMOMHAalMA
HeprTys3yMaba ¢ TpacTy3yMadboM B CXeMe HeOaOblBaHTHOTO JeUeHUA
IIPUBOIUT K BEHCOKMKM YPOBHAM IIOJIHOT'O IIaToJlIoIMuecKoI'o oTeeTa (pCR)
(or 57 mo ©6%)

- IHDaHHOe wucciemoBaHMe (TRYPHAENA) nonmepXmMBaeT IIPUMeHeHMe
neprysymada u TpacTy3syMaba ILJII0C XUMMOTepannn Ha OCHOBe
QHTPALMUKIIMHOB WMJIM XUMHUOTEpAMIO Ha OCHOBe KapOoIljlaTMHa B CXeMe
HeoalIBIBAHTHOTO M AaOBOBAHTHOTO JiedeHMA pPaHHeW cCcTaluu paka
MOJIOUHOM XeJIe3H .

[IPUMEP 6

COBMECTHOEe BBeIeHMe IepTysyMaba M TpacTysyMmada

B dbaze IT1T KIIMHUUECKUX VICIIEITaHUM, OonMcaHHOM BHOLIE,
neprysymatd BBOIOUJIU oyreMm BHYTPUBEHHOM (B/B) MHOQY3UM B
brsMoJIOTUUECKOM pPacTBOpe B IIakeTe IOJiS B/B BBeIeHUM HalMeHTaM C
HER2-MOJIOXUTEJIEHEIM MeTacTaTUUYeCKMM pPakoM MOJIOUHOM  KeJIe3H C
[NOCJIeOYIMM  BBeIOeHMeM  TpacTys3yMaba U XUMHMOTEpAaAlleBTUUECKOTO
cpeIncTBa [molleTakceja, Takke C MUCIOJL30BaHMeM B/B UHOY3UNA C
dMBUOJIOTUUECKMM pacTBOPpOM. Ilpollecc B/B MHOY3UM OJIS IepTy3syMada
N TpacTy3yMaba 3aHuMMaeT OpUbIM3UTesbHO oT 60 mo 90 MMHYT 10JId
KaXIoTo IperapaTa C IIepuoloM HabooeHmMs naumeHTa oT 30 mo 60
MUHYT IIOCJIe KaXIOoI'o JIeKapCTBEHHOTO CcpeIcTBa. M3-3a 2TOM CXEeMH
JleueHMI KaxXOBl BUBUT MOXeT B IeJJoM 3aHuMaTs 1o 7,5 uacos.
[TOCKOJIEKY MeOUMUMHCKME BHILJIATE, KaK 3a JIeKapCTBEHHEEe CpPencTrBa,
TaK ¥ 3a YCJIyI'M I[IO BBEeIOeHMK JIEKAPCTBEHHEIX CPencTB, B HelaBHeM
NPOIJIOM HaXOOWJIMCHL IIOL IIPUCTAJIBHEIM BHMMAaHMUEM, akKIeHT B OIpakTUKe
PadoTE OBUI Ha YyMEHBIIeHMe BPeMeHM U Ha YyBeJIMUeHMe MCIOJIB30BaHUAg
MeOUUMHCKUX PeCyYpPCOB B YCIOBMAX KIMHUKK UM TOocCOUTand. OXMOaeTCHd,
UTO I[IOBHIIeHMe 5HBOPeKTMBHOCTM yXOHa 3a I[IaluMeHTOM, COOJInIeHUd

PexrMa TepalllM M JIeUYEeHUA HpOMSOﬁHeT 3a CcueT YMEHBIIEeHVA BPpEeEMEHN,
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KOTOpOEe IMalMeHTH IIPOBONAT B KJIMHMKE B TeUeHMe KaXIoI'o LIMKJa
JIEUEeHUs .

Kak wyactp Gaszu II1 KIMHMYUECKMX MCIBTaHUM IHepTy3yMaba,
neprTysymMad M TpacTysyMa® BBOLOAT IHallMeHTaM I[I0CJIelOBaTeJIbHO IIYyTeM
BHYTPMBEHHOM (B/B) uUHOY3MM, T.e. OOHO JIeKApCTBEHHOE CPEeICTBO
nocjie Opyroro. B To BpeMsa Kak IepTysyMa® OalonT B BUIOE IOCTOSHHOM
Oo3e (420 Mr mJjsa nogmepxaHusa, 840 MI' OJIS HaAaTPYy3KM), TpacTy3yMmad
maloT Ha OCHOBAHMM MacCCH (6 MID/KID OJId HOoOOepXrBalmMx OO3) . IJ4
[IOBEIIEHMSA  yIOOOCTBa ¥  MMHMMM3aAUMM OJS IallMeHTOB  BPEeMeHN,
[IPOBEIEeHHOTO B KJIMHMKE, OILEHMBaJIM I[IPaAaKTUUECKYK OCYMeCTBMMOCTE
COBMECTHOTO BBeIeHmus IepTy3yMaba C TpacTy3yMadboM B  OJIHOM
noymmoJsiebuuHoBoM (II0) MM HONMBUHMIXJIOpMOHOM (IIBX) makeTe IJsS B/B
HOY3uM c 250 M 0, 9% PUBMOJIOTMUECKOTO pacTBoOpa. MOHOKJIIOHAJBbHHE
aHTUTEeJla IO OTIEJBHOCTM IEeMOHCTPUPOBAaIM CTabMIBHOCTE B IakeTax
ojg uHbOysum (II0 m/uam IIBX) B TeueHme 24 uyacor npu 5°C m 30°C. B
2TOM MCCJIeIOBaHUM, OLlIeHMBAaJIM COBMECTMMOCTBL U CTaOMIIBHOCTH
neprysymMada (420 ™M wm 840 wMr) cMemaHHoOTO MM ¢ 420 wMT
TpacTy3yMaba (mosa 6 MI'/KT »OJd naumeHTa BecoM 70 xr) mim 720 MT
(Dosa 6 MI/KT [mJg I[aluueHTa BecoM 120 Xr) B IakeTe nOJIg B/B
BBeIOEeHUM BIJIOTHL n0o0 24 uyacoB npu 5°C umm 30°C. KoHTposm (T.e.

nepTysyMaE') OTOeJIEHO B IIakKeTe IOJIA B/B BBelIeHMA, TpaCTVBYMaG

OTHOEeJIBHO B IIareTe OJIA B/B BBeIeHU) u O@pa?ﬂ_[bl CMeCHt
MOHOKJIOHAJIb HEIX aAHTUTEeJI (MAT) OLleHMBaJI C VCIIOJIE 30BaHMeEM
CylleCTBYKIMX AHaJIMTUYEe CKMX criocoboB IOJI4 HepTysyMa6a u

TpacTy3yMada, KOTOPHE BKJOUAIT LBeT, BHEMHMM BUI M IPO3PAaUHOCTL
(CAC), KOHUEeHTpalMl® M MyTHOCTE IIpM IIOMOIM CKaHMpOoBaHuA YOo-
CIIEKTPOMETPOM, aHajJims3 JaCcTHUI] pn ITOMOIIN HIAC-Royco,
DKCKII3MOHHYK xXpoMaTorpaduio (SEK) M MOHOOOMEHHYK XpoMaToTpaduio.
(IEC) . JOIOJIHUTEJILHO, OBUIM  MCIOJIL30BAaHE  KaOMJIJIAPHBEM  BOHHBIM
aJekTpodpopes (CZE), KaoMIJIApHOE M303JIEKTpUUeckoe OQOKYyCUMPOBaHME
C @»eTeklrer B kanwgape (iCIEF) u aHaJM3 akKTUMBHOCTM (TOJBKO
aHaJIM3 aHTU-NPOJIMPEepPaTUBHOM aKTUMBHOCTM IepTy3yMaba) IOJg OlLIeHKU
cMmecel, conepXalmnx 1:1 nepTysymab: TpacTysymad u 17D:4
COOTRBeTCTBylIMe KOHTpoJu (420 MI' ToOJIBKO IepTy3yMaba u 420 wMr

TOJIBKO TpaCTYBYMaGa) TOJIBKO B KauecTBe pelipe3seHTaTMBHOTI'O
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ciydas.

PesyJsIbTaTH BHIIeyKa3aHHBEX aHallM30B He IokKa3aJiM HaOJoIaeMbIX
pasamumnii B CMecAax I[epTy3ymab/TpacTys3ymMad Mexmy KOHTPOJIEM B
TOUKe oOTcueTa BpeMeHM (TO0) m oOpas3el, KOTOPHM XpaHMJIM »HO 24
yacoB wuiu npu  5°C wim npu 30°C. OMBUKO-XMMMUECKME aHaJIM3H,
[IepEeUMCJIEHHEe BHIIe, OBUIM CIIOCOOHBE BHABUTH O0e MOJIEKYJIH, a TakXe
MMHOPHEIE BapMaHTH B CMeCHU JIEKAPCTBEHHHEX CPEeOCTB, XOTS HEeKOTOPHE
[IepEeKpPLBAHMA  BMIOOB  MOHOKJIOHAJIBHEIX  aHTUTeJl ObUIM BUIOHEL Ha
XpoMaToI'paMMax . Kpome  TOTO, CMeChb JIeKapCTBeHHHX CpPenCcTB,
KOTOPYK TeCTUMpOBaJiM HIpM IIOMOIM  aHajlM3a Ha  Cclelupuueckoe
VHTUOUPOBaHUE nepTysyMadom npoaudpepalmum KJIETOK, rokasala
CONIOCTaBMMy® 5BOQeKTMBHOCTE OO M IIOCJe XpaHeHud. PesyJbTaTH
3TOTO MCCJIenOBaHUA okKasalwu, uTo cMecH IepTy3yMaba u

TpaCTYBYMaGa @MSMHGCKM M XUMUUECKM CTaOMJIBHEL B IIakKeTe IJI4 B/B

nHOy3Mit mo 24 uyacor mnpu 5°C wmam 30°C, M ¥MX MOXHO MCIOJIL30BaTh
IpM HeoOXOOMMOCTM IJIS BBeIOeHMA B KJIMHUKE.

Hoza 1I: cMech IHneprysyMmad/TpacTysymat 840 wMrT (420 w™Mr
neprysymatba m 420 M TpacTysymaba)

[IpuroToBJIEHNKE obpasua: BCe IpOoLIe Y PH IPOBOOMIIN B
acelTUUeCKMUX YCJOBUAX B BHTSKHOM IIkady C JaMMHAPHBEIM IIOTOKOM.
IJIS STOTO MCCJEeNOBaHMA MoJyuasu obpasus [0 [akeToB mJjs B/B
MHOY3UM C TpeMs TulamMy KoMOMHalMM JeKapCTBEeHHOTO cpencTBa 1)
cMeck 420 M neprysyMmata/420 M TpacTysyMmada, 2) 420 wMT
neprysymaba oTOoeJbHO, U 3) 420 ™Mr Tpacrty3yMaba OTHOeJIbHO.
Obpasusl IHnepry3yMaba ¥ TpacTy3yMaba I[IO0 OTIOeJBHOCTU  CJIYXWUIIU
KOHTPOJISAMUA .

TpacTysyMad pasBoouau 20 M OGaKTepMOoCTaTUUeCKOM BOIH IJIA
uHbekuit (BWEFI) ¥ oCTaBJAJIM Ha JlabopaTopHOM CToJie B TeueHUe
OpubIU3UTEJIEHO 15 MMHYT HOepel MCHOJb30BaHMeM. [IJId OPUIOTOBJIEHUSI
Oo3H ofpas3lla IepTysyMad/TpacTysymad 14 M meprysyMmada (420 wMr)

pasbaBiaaM OpAMO BHYTPM IakeTa OJ4 B/B  MHOY3MM, KOTOPHIA

comepxaln HOMMHAJIEHO 250 MJI (£25 MJI overage) 0, 9%
OMBMOJIOTNUECKOTO pacTBOpa, tes yIoaJleHnud pPaBHOTO obweMa

OUBUOJIOTMUECKOTO pacTBOpa, Cc rnocyenywomuMm nodapjeHmeM 20 MII

pasBeleHHOTO TpacTys3yMaba (420 MI') C MCIOJIB30OBaHMEM MIUJIEL 18-T0
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kKaJmubpa OpM  KOMHATHOM TeMllepaType. OxMpoajiocs, uTo ofmasa
KOHIIeHTpalud OBYX OeJIKOB, oO0meIMHeHHHX B 250 MJI DakeTe OJsg B/B
BBeIeHUd, COCTAaBUT MNPUOIMUIUTEJLHO 3 MI/MJI. AHaAJOTMYHO, IIaKeT
I0JI9 B/B BBeIeHMUS TOJILKO C IHepTy3yMadbom (420 M) noJydaau IIpu
noMomy 14 MIJI JIeKapCTBEHHOTO npomykTa 30 Mr/mi, pPasBeIeHHOTO
HeloCpeINCTBEeHHO BHYTPM IlakeTa mOJd9 B/B  UMHOY3UN. KoHeuHasd
oxumaeMasd KOHIEHTpalMd cocTaBuila OpubamMs3uTesbHO 1 Mr/mMiI. Ilaker
oJiE B/B BBeIeHUd TOJLKO C TpacTysymMadtoM (420 wMr) TOTOBUIU
CXOOHHM OOpa30M, 3a MCKJInUeHMeM Toro, 4YTo 20 MJI JIeKapCTBEHHOTO
npomykra 21 wMr/mia  pgobaBiaaiaM B 0 HakeT. KoHeuHad —oxXuIaeMad
KOHIIeHTpalud CcOoCTaBuila NPUOIUIUTEJBEHO 1 MI'/MII.

[I0 makeTH OJIS B/B BBeleHUd THATEJLHO IIepeMellMBaJ BPYUYHYO
IyTEM OCTOPOXHOTO IIOKauMBaHUA TyIa—-o0paTHO HECKOJBKO pas IJiA
oBecrniedyeHrd OIOHOPOINHOCTM. Ilociie TnepememmBaHMsa, 10 ™M obpasla
oTbrpalin M3 KaXIoT'o IakeTa IIpM I[IOMOMM MIpuUila WM XPaHWuJIM B
CTEePUJIIL HEIX npoBupKrax OMPMEL Falcon O0DBEMOM 15 oM’ OJIA
VCIIOJIE30BaAHUSA B KauyeCTBE KOHTPOJIA pPa3BeIeHHOTO obpa3lla B TOUKE

oTcdyeTa BpeMeHIN (TO) . IlakeTH 5nOJ4g B/B BBellcHNMA 3aTeM XpaHWJIM,

MNOKPHTHE dosbron npu 30°C B Teuenme 24 uyacor (T24). Cpasy xe
[IoCJie XpaHeHMA, OCTaBlleeCd KOJUUeCTBO oOpasla YOalaau MUIIPpKUIIOM
Y3 KaXIoT'o IakeTa M IIOMelasd B CTepPUJIbHEHE KOHTEeMHepH O00BeMOM
250 M M3 HDOJIMATUIIEH TepedTasaT conomMmepa (PETG). Obpasus TO u
T24 o006pa3UH XpaHUJIM BIJIOTH OO 24 uYacoB npu 5°C uaIm cpasy xe
aHaJMsupoBaJM IocperncrsoM CAC, CKaHUPOBaHUA Ha YO-CIeKTpoOMeTpe
(KOHLleHTpaluusa M MyTHOCTL), SEK, IEC, CZE, iCIEF, HIAC-Royco, a
TaKxe aHaJmns3 AKTUBHOCTH. KauecTBO IPOOYKTOB B oBpasuax
TeCTUPOBAJIM IIPM IMIOMOIMM NPOOYKT-CIelUMdUUecKux crnocodor SEK m IEC
o8 HOepTy3yMaba UM TpacTy3yMaba, B TO BpeMa KaK CHelududecKUm
TeCT Ha aKTMBHOCTL IIPOBOOWUJIM TOJBKO IJ4 I[IepTy3yMaba. HDpyrue
VCIIOJIb30BaHHEE aHaJIM3H NPpelCTaBJIAIM CcOoBOM He cCchHeluduueckKre IJisg
[IpOOyKTOB CIIOCOOH. Bce aHaJV3HE  OBUIK KBaJIUOUUIVPOBAHE  OJIA
IpennojlaraeMor'o MCIHTAHUA I[IO CBOMM COOTBETCTBYKIMM MOJIEKYJIAM U
OBJIM MCIIOJIE30BAHE 0e3 OOIOJIHMTEJIBHEX CIIOCOBO0B OITUMUI3ALUN.

IOoza II: cMmMech TIepTysyMmMad/Tpactysymad 1560 wMr (840 wMr

neprysymatba m 720 M TpacTysyMmaba)
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[IpuroToBJeHMe oOpas3lla: MCCJAedoBaJ M BepXHUNM OMala30H O3
MAT 1Jjid COBMECTHOTO BBegmeHusa (Bcero 1560 wmMr cMecu: 840 wMr
neprysymad m 720 M TpacTyszymMat®) B obpasuax II0 m IIBX DakKeTOB
ojga B/B MHOY3UM. B ciydae ecyM HaOJOIAnT YBeJIUMUeHMe arperaluu
OeJIKOB, IIpPempaclloJIOXEHHOCTE K 0O0pal30BaHMI BEHCOKOMOJIEKYJISPHEIX
coenuHeHuyr (HMWS) ©OymeTr ©OoJiee BepOATHO CJydYaThcsa IIpu 0OoJiee
BHICOKOM mose 1560 mr MAT B ULeJIOM B OTJMUME OT CMeCH, coIepxamemn
840 wMr. UTOOH CHM3UTL PMCK TIIPM BHCOKOM IJ0O3e IIPpM  HOAaHHBIX
YCJIOBUAX, MCcJemoBaiiM kak [10, Tak u [IBX HakeTs OJ9 B/B MHQY3UIHA,
yTOoBH yOeOIMUTLCI, UTO He HabomaeTcad HUKAKOTO B3auMMOIEVCTBUL.

Ilodgydyaau TpM TUIIa KOoMOMHAlMM  JIeKapCTBEHHOTO CpPeIOCcTBa
(cmecb, 840 wMr nepry3yMaba oTmeJsbHO, UM 720 M TpacTy3yMaba
oTHeJIbHO) ¥ obOpabaTHBaJIM aHaJIOTMUYHO MCCJeNOoBaHMK OO3H 1. CMech
neprysymad/TpacTy3yMad comepxala 28 M Heprysymaba (840 wmr),
pasBedeHHOTO HeIocpeICTBeHHO B IO wmiam IIBX T1makeTe mJgd B/B
MHQY 33U, c IO CJIe oYM nobapJieHMEM 34 MJI pPasBelleHHOTO
TpacTy3yMaba (720 MI') C MCHOJB30BaHMEM WUIJIEL 18-T70 kajgmbpa IIpu
KOMHATHOM TeMIepaType. IlpennojaraeTcd, UYTO KOHIUeHTpalusa IBYX
MAT, oOBeOMHEeHHHX B opmHoM 250 M1 nakeTe mjig B/B BBeIeHUd,
COCTaBUT NPpUOJIU3IUTEJILHO 5 wMr/mi. g KOHTpOJEeN, roJiydaJin
oBpas3Ubl IepTy3yMaba M TpacTy3yMaba IO OTHEeJILHOCTM B IIaKeTe IJid
B/B uHOY3MM u obOpabaThHBajiM aHaJJOTMUHO MCCHeIOBaHMIO IOO3H 1, 3a
UCKJIIOUeHMEeM TOTO, UTOo 28 MI IepTysyMada C KoOHUeHTpaumen 30
MT'/MJI u 34 MJI TpacTy3yMaba C KOHIleHTpalumuen pa3BoauIIn
HemocpencTBeHHO B IO mim IIBX nakeTe mjid B/B MHOy3umM. KoHeuHad
oxumaeMasd KOHIeHTpaluusa IJa o00pa3LoB II0 OTIOEeJJbLHOCTM COoCTaBuia
OPpUOIU3UTEJIEHO 3 MT/MJI OJId HepTysyMada (840 M) u TpacTysyMmada
(720 Mr) . TakeTH XPAaHWJIM HENOKPHTHMU Hpu 5°C mam npm 30°C BIJIOTH
mo 24 uyacoB. OOpasusl TO m T24 xpadmiam oT 24 mo 48 uyacoB mpu 5°C
WJIM aHaJIM3MpoBaJlM Ccpasy Xe nocpencreomM CAC, CKaHMpOBaHMA Ha YO-
CIIeKTpoOMeTpe (KOHLEeHTpaluusda M MyTHOCTE), SEK, IEC m HIAC-Royco.

IeTanu  TWUIIOB  HO03, naxeTu OJS B/B  MHOY3UNA, nozsa mu
IPUTOTORJIEHNUE, TEMIIEPATYPH XpaHeHMsS M  aHaJu3e OOOOIMEHHE B
Tabiauue 11.

Tabauiia 11
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TUIl rnaxkerTa IOJIdg B/B BBelcHNMA, IOTO34a, IIPHUI'OTOBJIEHNVE M YCJIOBUA
mMccijlienoBaHMA
Tun nakeTa Onust CymMapHas PasBeneHne (B TeMmnn-pa AHaNMBH
B/B BBemeHus nosa, naker gns B/B XpaHeHUs
(mpubausuTenb—| KOHLEHTPALIUS BBeOCHUSI C (mo 24
HOo 250 M, npUbAMSUTENIBEHO 4acoB)
0,9% NacCl) 250 M)
ODoza I (n=1)
1o JoBaruTb 14 M CAC, CKaHMUpPOBAaHMUE
840 wmr,
P (~30 mT/MIT) Ha VYd-cnexkTpoMmeTpe
OpUBIN3UTEIILHO 30°C
+ 20 M1 T (~21 (KOHLIeHTpaums "
3 Mr/Mi
D/ 1) MYTHOCTB) , SEK,
120 P IEC, CZE, icIEF,
14
OobaeuTe 14 M1 HTIAC-Royco,
OpUBIUSUTEIILHO
2 o/t P (~30 mr/mi) aKTUMBHOCTDL
420 Mr°,
IoBaruTe 20 M
OpUBIUSUTEIILHO
T (~21 MT/M™mi)
1 Mr/mi
HDozsa II (n=1)
IoBaBuThe 28 M 5oc CAC, cKaHMpPOBaHUE
1560 wmr,
P (~30 mr/mn + 30°C Ha Yo-—
0 m MIBX*® NPUBINEUT .
34 Mg T (~21 CIIEeKTpoMeTpe
5 Mmr/mMi
MD/MiT) (KOHLleHTpauus u
840 mrP° MyTHoOCTb) , SEK,
14
S HoBaBuTb 28 MT IEC, u HIAC-Royco
P (~30 mp/mMa
3 mr/ma
[0 um IIBX
720 mr®,
JoBaruTb 34 MJI
OpuUBIN3UT .
T (~21 MmT/M™M7)
3 Mr/Mi
fn=2
b
KOHTPOJIb

P=nepry3ymatd; T=TpacTy3ymMad

AHAJIM 3L

Bce o00pasun xpaHuiu Opu 5°C MM cpasy Xe aHaJlM3MPpOBAaJIMU.

Kak mpaBuiio, oOpasli aHalM3MPOBAaJM B HIpemeyax oT 24 mo 48 yacos

oT TIIPMI'OTOBJIEHMA M XpPaHeHMA. Crlepynmre aHaJIM3H IIpoBOOMIIMM IOJIA

OoIlipeneJIeHnA KadecCTBa IIpoOyKTa u KpaTKOCquHOﬁ CTadUIILHOCTHU

00pasloB CMecHu IIepTysyMad/TpacrtysyMmad, HepTysyMaba OTIEJLHO U

TpaCTVBVMaéa OTHOEeJIEHO, PpPaCTBOPEHHEX B OUBUOJIOTUUECKOM pacTBOpE

B Iaxkerax mjiagd B/B UHOY3UM. I[IOCKOJBKY HEKOTOPHE aHaJM3H, T.e.
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SEK, IEC, CZzZE, iCIEF " aHaJIn3 AKTUBHOCTH, He OBIN
ONITUMM3UPOBAHH @OJIA KOJMUECTBEHHOM OleHKM cMecerm MAT, TOJBKO
XpoMaTorpadnueckue WJIn DIIEKTPOPOopeTUUECKUE aHaJIM 3L

I[IePEeKPEBAJIMCH Ha OTHUX O@paSLLaX, n 3O0eChb IIOKa3aHH nx

UHIMBUIOYaJbHEE KOHTPOJM IO U IOCJe XpaHeHMs npu 5°C wmiam 30°C.
Ions COTJIaCOBAHHOCTH, He PAaCCUNTHBAJINA HUKaKUX 3HAUEHUN,
HaopuMmep, IUIomamb IMKa B I[OIpoleHTax, IJd BcCex Tpex TUIOB
00pasloB B IIPOBEeIeHHHX aHalMs3ax XKUIKOCTHOM xXpoMaTorpadum u
BJIEKTPOOOPETUUECKUX aHaJM3ax.

I[BeT, BHEMHUV BUI M NOpos3padyHocTb (CAC)

IIBeT, BHEMHWM BUI M OIPO3PAUHOCTL OO0pPAa3LOB OIpeleIaIM IIYyTeM
BM3YaJILHOT'O OCMOTpa IpM OeJioM QIIYOPEeCLEHTHOM CBeTe C UEepPHBM U
BeyeiM  pOHOM IIPM KOMHATHOM  TeMIepaTrype. CTeKJISHHEM  (QJIaKOH
06BeMOM 3 CM° SaldoHMIM 1 MI KaXIoTo obpasua nmusa aHaamszsa CAC.
IO1g cpaBHEHMS OPUMEHIJIM OTPUIATEJILHEM KOHTPOJL (ouumeHHas BoIa)
C COOTBETCTBYIMM OOBLEMOM O0paslia.

CriekTpodoTOMETPUUECKOE CKaHMPOBAaHKE B Vo u BUOVIMOM

oBJlacTax CHeKTpa OJS MU3MepeHMd KOHIeHTpalun

KoHIleHTpalMio onpenesisaimn 1o M3MepPeHNIO YO-0oOTHUUEeCKON
[IJIOTHOCTHA Ha CcliekTpodpoTOMETPE HP8453 npm [IOMOIIN
BOJIIOMETPUUECKOTO IPUTOTOBJIEHNA obpasua. KOHTPOJIBHYK  [IPpOOYy

CpaBHeHusa nejaau c 0, 9% OMBMOJOTMUECKMM PaCcTBOPOM.

g kaxmoro ofpa3lla  M3MepasJM OITUUEeCKYKR IIJIOTHOCTL IIpHU
Apax (278 HM mim 279 HM) m 320 HM B KBapleBOM KiOBeTe C IJMHOM
OnTHMUecKoTro nOyTum 1 cM. OnNTHYecKyl IIJIOTHOCTL IHnpm 320 HM
VCIIOJIL3YIT NIOJIS IIOoNpaBKM Ha (QOHOBOEe CBeTOpaccesHMe B pacTBOpe.
KouuenTtpaumuo PaCcCUMTEERBAaJIA C MCIIOJIL30BaHUEM abcopBbUMOHHOM
criocobHoCTHU 1,50 (mr/M1) tomt OJI9  MOJIEKYJ IepTy3yMaba u
TpacTysyMaba.

Konrieurparmsa 6eska (Mr/mMi)=[ (Apax—Azz0)/1,50]xpaxTop
pazBeneHusax (1/0imMHy ONTUYECKOI'O IIYTHU KIOBETE)

SKCKJII3MOHHAaa xXpoMaTorpadmda (SEK: neprysymab-crnenmpmnuyeckas

U TpacTys3yMab-crneumpmiyecrasd)

Kaxnei ofpa3ell HaAHOCHMJIM Ha KOJOHKY TOSOHAAS® G3000 SWXL,

7,8x300 MM HOpM TeMIepaType OKpyXaKlMell cpelb Ha Opubope njsa BIXX
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AGILENT 1100®. OJmoMpOBaHHBE I[IMKM OTCJeXuBau Opu 280 HM.
XpoMaTorpadmueckme MHTETIPUPOBAHMUA  aHaJM3UPOBAaJM IIPM  I[IOMOIIM

nporpaMMHOTO oObecneueHruda CHROMELEON®. TewmmnepaTypy aBTomO3aTopa

YO EepXUBaJu npu 2-8°C Ha BCEM [IPOT SIKEeHUN IpoT'OHa, a
MCIIOJIb30BaHHEE IIOOBWXHEEe (a3 OpelcTaBJaau cobon 0,2M odochar
rkamsga, 0,25 MM xJjopun kaiausa, pH 6,2 m 100 MM docdaT kauamsa, pH
6,8 oJjig aHaJiM3a neprysymMada " aHaJiM3a TpacTysyMmaba,
COOTBETCTBEHHO. PeKOMeHIyeMHM o00heM BBOOMMOM MIPOOH, KakK YyKa3aHO
B MEeTOIMKe MCIHTaHMsa, cocTaBuil 200 MKD Ha o6beM uHXekuum 20
MKJI. Pa3sBeleHHHM of0pasz3en 420 MI' BBOOMJIM B OOLeMe, MeHbIeM ueM
PEeKoOMeHIyeMoe KOJIMUeCTBO, B CBA3M C HM3KOM KOHIeHTpaluel OeJika
IocJle pa3BelleHMd B IIaKeTaxX IOJIS B/B BBeleHMM. MaKCUMaJILHEI 0O0BLeM
VMHXEKIUM NOpoOoTOopHOM mHeTsau B3IXX cocraBasgser 100 MKJI, UTO
OT'paHMYMBaeT obBeM, KOTOPHM MOXeT OHITH VHXEeKTUPOBaH
OIOHOMOMEHTHO . B pesyJbTaTe, BBOIOVIMEIE 0BBEMH npo6 OBLIIN
MoouomumupoeaHsl o 100 wMryg nopm 160 MKD OeJIoKk IJig  Oo0pas3LoB
neprysymaba OTHOeJIbHO M TpacTy3yMaba OTIOeJIbHO o6pa3lb (Tpyla C
nozsom 420 wr) n 73 wMrx mopu 200 MKD  OeJka IOJIA  CMeCHu
neprysymad/Tpacty3symad (rpynmna ¢ pgosoi 840 wMr). Moamdmkaumsd
00BEMOB BBOIOMMEIX IIp0oO0 I[IPMMEHAJIachk B IIPemOBOYIMX MCCIeOOBaHUAX
nakeToB MJIS B/B BBeIeHMA U SBJISETCS HeOoOXOoIOMMOM IIpu ob0pabdoTke
00pasloB C HUBKOM KOHIEeHTpalueln.

JloHooOMeHHasa xpomaTorpadus (IEC)

AHasns TeTepOTeHHOCTHA 3apdna paclerJie HHEIX
KapbokcunenTunazo B (CpB) neprysyMaba M TpacTysyMada BHIIOJIHIJIU
OJId Kaxmgoro obpasua rpu TIOMOIIN 1EC. Hiisa neprysymMad-

crneuupmueckon IEC, oBpaslUus aHaJdMsupoBaaM JMOO OpM  [IOMOIMU

craHmapTHOoM IEC ("cTaHnmapTHasa IEC nnsa neptysymadta") wimM nOpu
IIOMOMM MOOUOGUUUMPOBaHHOM "OrHcTpou" Bepcumu IEC ("OGwncTpas IEC miud
nepTy3yMaba") IOJIA BECOKOIPOM3BOOUTEJILHOTO CHocoBa OJ4 Lejn STUX

SKCIEPUMEeHTOB. AHamM3e IEC NOpOoBOOIMIIM C MCIOJB30BaHUEM KOJIOHKMU
co craabo KaTMOHOOOMeHHOM cMoJio DIONEX® WCX, ypaBHOBEMEeHHOM
pacTBopuUTesieM A (20 MM MES, 1 ™M NaEDTA pH 6,00) u
pacreopuTeJyieM B (250 MM xJjopuIa HaTpud B pacTBOpuUTeJie A) C

MOHUTOPMHIOM HOpu 280 HM »Ojd cTaHmapTHoM IEC @mjda nepTy3yMmaba u
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OricTpor IEC nya neptTy3yMaba, B TO BpeMsa Kak pacTeopuTenb A (10
MM ¢ocdaTr HaTpMg, pH 7,5) m pacrBOopMTes i B (100 MM xJjopuma
HaTpud B pacTBopuTeJle A) C MOHUTOPMHIOM IpM 214 HM [IPMMEHAJN
oJiga TpacTy3yMaba Ha HOpubtope mid B3IXX AGILENT 1100®. Iuku
SJIOVMPOBAJIM  IPM  CKOpOCTM InoToka 0,8 MI/MMH C  [IOBBIIAKIM
rpanueHToM 18-100% pacTBopuTesa B B TeueHue 35 MuHYT u 90 mjsa
crTaHmapTHOM IEC mnjisa mneptry3ymMaba m OoicTpor IEC mia neprysyMmada,
COOTBEeTCTEBeHHO, M 15-100% pacTeopuTesda B B TeueHMe 55 MUHYT IOJI4
IEC misa TpacTtysyMaba. TeMrepaTyph KOJIOHOK IOOOEPXMUBAJIM WMIIM Ha
ypoBHe 34°C wmiam 42°C ¥ Ha YpPOBHe KOMHATHOM IJg CTaHmapTHOM IEC
oJs HepTysyMadba win ©OwcTpol IEC §njaa neprysymadta u IEC nias
TpacTy3yMaba, COOTBETCTBEHHO, B TO BpeMd Kak TeMllepaTypy
aBTONO3aTopa coxpaHsanm 2-8°C Ha BCeM MNPOTSKEHVM IIPOTOHA.

HIAC-ROYCO™ crioco® CBETOTEeHU OJIis yacTull, HEBUOVMEIX

HEBOOPYXEHHEIM I'JIa30M

[logcyeT YacTHI B pPaCTBOPEHHOM JIEKAPCTBEHHOM IIPOIOYKTE
IIPOBOOMJIM C MCIIOJIB30OBaHMEM CHUCTEMBl IJIS IIOICYeTa dYacCTUl B
xmnkocTm HIAC-ROYCO™ wmomesmm 9703. CpellHee COBOKYIIHOE UMCJIIO
yacTul, c pasMepoM =210 MKM ¥ 225 MKM B MWUIIMIMTPE BHOCWUJIM B
Tabauuy IoJA KaXmoro obpaslla ¢ MCHoJb30BaHMeM PHARMSPEC v2.0™.
TecToBag ImOpolenypa OpJla MOIUOMUIMPOBaHa OJid crocoba paboTH C
MaJibMM OO BbeMaMM, C MCIOJb30BaHMEM WM uUeTHpex 1 MI UTeHUM WIKu
yeTHpex 0,4 MJI UTeHMM Ha TEeCTOBYID CeCCHuln C oTOpachHBaHUEM
[IepBOTO UTeHMd Kaxmoro obdpaslua. OBpasusl HIAC-ROYCO™  Obuin
Oera3MpOBaHEl B BaKyyMe B TeueHue Opubian3nuTedbHOo 10-15 MMHYT
KaxnOuii. PasmMep MeHbme 10 MKM He coBupalu IJiS DSTOM HDapTUM
oBpasIlioB.

CrIekTpodOOoTOMETPUUECKOE CKaHMpPOBaHMe B Vo u BUOVIMOM

oBJacTax CIIEKTPpa IJIA M3IMEPpEeHMA MyTHOCTU

ONTMUYEeCKY IIJIOTHOCTL 0O0paslloB M3 IakeTa g B/B BBeIeHUS
(1 Mmr/Mn winm 3 MTD/MI) M3MepsaJaM B KBaplleBOW KiBeTe C IJIMHOM
ONTUYEeCKOTOo IIyTu 1 CcM Ha cHhekTpodporoMeTpe HP8453., UreHud
00pas3lloB CpPaBHMBAJMUCEL C OUMIIEHHOM BOIOM. M3MepeHUS OITUUECKOMN
IJIOTHOCTU permucTpupoBaau opu 340 HM, 345 ©HM, 350 HM, 355 HM u

360 HM, ¥ BHpaxajiM MyTHOCTL, KaK CpeldHee OT B3TUX IJIMH BOJIH.
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KanuJJIapHE 30HHHM 2JeKkTpodopes, CZE

CZE IIpoBOOIMJIMM C MCIIOJIBE3OBaAHMEM KaHMHHHpHOﬁ CHYCTeMEl IOJIA

aiekTpodopesa PROTEOMELAB PASOO™ (Beckman Coulter) ¢ xaouJJISpOM
C HeMTpaJbHBEM IOKpHTHMeM (50 MrMm x 50 cwm). Bybep cocroan m3 40

MM €-aMMHOKAIPOHOBOM KMCJIOTH/YKCYCHOM KucJoTe, pH 4,5, 0,2%
TUOPOKCUIIPONIMIIME TUIILeJIIoJIo3s  (HPMC) . Obpaszusl paszbaBijaaiau no 0,5
MI'/MJI B BOOe U MHXEKTUPOBaJIM B Kaowuidp opu 1 byHTe/monM® B
Teuenre 10 CcekyHI. PasnmeJsieHre TIPOBOOMIIM C  MCIIOJBb30BaHMEM
HanpsaxeHrs 30 kB B TeueHMe 15 MMHYT, a CcOeIMHEeHUS IeTeKTUPOBaJIU
npu nomomu Y& npm 214 HM.

KanuijigapHueM/ JIEeKTPpoOdopes B IIPUCYTCTBUN SDS C

biyopeclieHlen, VHOYUIMPOBAHHOMN Jla3epoMm (CE-SDS-LIF), B

BOCCTaHOBJIEHHEIX M HeBOCCTaHOBJIEHHEX YCJIOBMAX

Kaxnoeni ofOpasell OepUMBATUBMPOBaM HOpM IIoMomM 5S5-kKapBoKcu
TeTpaMe TUJIPOIaM/H CYKUVHUMWONII 20upa, bIIyopeCcleHTHOT'O
KpacuTeynga. llocie ymajieHMS CBOOOOHOTO KPaCHTeJd IIPKY I[IOMOMU I'eJib—
bunpTpauuM (C MCHOJB30BaHMEM KOJIOHOK NAP-5), HeBOCCTaHOBJIEHHEHE

obpaslub HoJydaau nyTeM pobaBjeHusa 40 MM MomoalleTaMMIa M HaT'peBa

npu 70°C B TeueHme 5 wmuHyT. [JI4 aHaJM3a BOCCTAHOBJIEHHEHX
0Bpas3loB, OepuBaTU3UPOBaHHEE obpas3us cMemmBaiu ¢ SDS  @mo
KOHEeUHOM KOHIeHTpalun 13 (06./006.) u 10 MJI  pacTBOpa,

comepxamero 1M DTT, u HarpeBaJu opu 70°C B Teuenue 20 MUHYT.
[looroTOBJIEHHEE OOpa3LB aHaJlM3UpoBaJiM Ha cucTeMe Beckman Coulter
Proteomelab PA800 ¢ wmcnosgep3oraHuMeM 31,2 CcM Kaowigapa U3

IJIaBJIEHOTI'O IVMOKCHIOa KpeMHHMA C BHYTPEHHNMM IOMaMeTpOM 50 MM,

KOTOPHM Oepxasyu npu 20°C Ha BceM NPOTIXKEHMM aHajlu3a.

OBpasus BHOCUIIM B KalWUJIJIAP [NOCPEOCTBOM BJIEKTPOKMHETUUeCKOM
maxeruumu npu 10 kB B TeueHme 40 cekyHI. PaznejyieHre I[IPOBOOUIIN
IpM IIOCTOAHHOM HalOpsxkeHur 15 kB ¢ oBpaTHOM M[OJAPHOCTBI (OT
OTPULATEJILHOTO K IIOJIOXUTEJIELHOMY) C MWMCIIOJIE30BaHUEM 3JIeKTPOIHOTO
Oybepa CE-SDS B KauecTBe Cpeld Ojaa (uiabTpalluu. VCHOoJb30BaJu
APTOHOBHM Jaszsep IJia BO30yXKIeHMSa OQJayopecleHUMu nopu 488 HM C
[IOCJIeOYKRIYM CHUITHAJIOM MCIIYCKaHMa Ipu 560 HM.

KamiigpHoe M302JIeKTpuueckoe (QOKYCHMPOBaAHMSA C IOeTeKLUMel B

kamigpe (1CIEF)
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PacnpeneﬂeHme SapAXEHHEIX BapMaHTOB B CMeCH

neprysymad/TpacTtysymad, neprysyMadba oOTOeNIbHO ¥ TpacTysyMaba

OTIOeJILHO OLleHMBaJIM pu TIOMOIINU iCIEF C MCIIOJIE30BaHMeM
aHaimMszaTopa 1CE280™ (Convergent Bioscience) C KapTpuImxeM
KaouJJIApOB, [OKPHTHX OGTopyrJjeponoM (100 MxM x 5 cMm). PacTsBop

amposiMmTa cocToayd wmu3 cMmecu 0,35% wmMeTmsneJunoJiosel (MC), 0,47%
dapmMasmUT 3-10 aMPoOJIMTOB—HOCUTEJIeN, 2,06% dapmMasmuT 8-10,5
amposmToB-HOCUTeJier, u 0,20% MapKepoB M30DJEKTPUUECKOM TOUKU
7,05 m 9,77 um oummeHHas BOHOa. AHOJIMTOM cJyxwuja 80 MM dochopHad
KM1cJoTa, a karojguroM was 100 MM ruopokcmun HaTpusga, oba B 0,10%
MeTuJIleJJiojIo3e. O0pa3lu PpasBOOMIIM B OUMIIEHHOV BoIOe M I00aBJIAIM

CpB K KaxIOIOMy pa3BelleHHOMY 0O0paslly ¢ COOTHOUeHVeM G(epMeHT—

cybeTpar 1:100 ¢ nocienyiomel uMHKyOaumel npu 37°C B Teuenue 20
MUHYT . O6pa3s3lH, oBbpaboraHHrle CpB, CMENMBAJIM C PaCTBOPOM
amMmposIMTa, a 3areM (QOKYCHMPOBAaJIM BKIKUeHMEeM IoTeHIMaJa 1500 V B
TeueHMe OIOHOM MMHYTH C IIOCJelyllMM IIoTeHIMaJioMm 3000 V B TeueHHUe
10 wMmHyT. V300paxeHue COOKYCUMPOBAHHEX 3apsSXKeHHBEX BapMaHTOB
neprysymMaba IroJydaju NpU OpolycKaHum Y@ 280 HM Uepe3s KaouJJigp M
Ha O0OBeKTUMBE LUOPOBOM KaMepH C YCTPOMCTBOM C 3apAaloBOM CBA3bI.
370 M300paxeHMe 3aTeM aHaJlM3MPpOoBaJM OJIS TOT'O, UYTOOH OIIpPelelIuTh
paclrpenesieHUe pasJIMUHBEX 3BapsaXeHHHX BapUMaHTOB.

AHanms aHTM—HpOHMQGPaTMBHOﬁ AKTMBHOCTU

STa crnoco® aHaJlM3a OCHOBAH Ha CIOCOOHOCTHM IIepTy3yMaba
MHIUOUPOBATL MOpoJMdpepallMio KJIETOK KAaPLUMHOME MOJIOUHOM  XeJie3H
yejioBeka MDA MB 175 VII. B KpaTKOM M3JIOXEeHMM, KJIETKM BEHCEBaJIM B

96—ﬂyHOqHHe MMKPOIIJIaHIIEeTEl IJIA TKaHeBOM KYJIETYPE U MHKy@MpOBaﬂM

B TeueHMe Houm npu 37°C ¢ 5% CO, @njad OpUKpeIJleHMd KJIeTok. Ha
clenyoiye CyTKM YIOAJAalu cpeny IJS KYJbTUBMPOBAHMSA M OODaABIIAIU K
[JIaHMeTaM CepHuMHBE pasBeleHMA KaxIoI'o CcTaHOapTa, KOHTpoJen u
obpazua (-oB) . I[lJIaHmMETH 3aTeM MWHKYOMpPOBAJM B TEUEHMEe UeTHPEeX
cyTok mpu 37°C ¢ 5% CO; M KOJMUECTBEHHO ONpenesiSjiM OTHOCUTEJILHOEe
UMCJIO XMUBHECIOCOOHEIX KJIETOK HENPAMEM CIOCODOM C MCIOJL30BaHUEM
KpacureJid BOCCTAHOBJIEHMA-OKMUCIeHUd, ALAMARBLUE®, I[IO I[IPOTOKOJY
OpomMsBoOUTENS. Kaxowli obpa3z3ell OleHMBaM TPWXIOH, M M3MeHEeHUS B

OKpacke, 1o U3MEepeHNaM bIyopecueHUIUN, OBLIIN [IPAMO
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JIVHKM

96-JIYHOUHEIX

BEHP aXX€HHEIX

neJjanm,

TakuMm obpas30oM,

B OTHOCUTEJIEHEX €eIVHHMIIax

VI

coBoM TOJILKO CPpaBHEeHNMA KPUMBEIX IJO3a—-0TBeT.

Hosa 1:

PE3YJILTATE M OBCYXIEHUE

neprysymaba m 420 M TpacTyzymaba)

KauecTBO NOponyKTa 840 MI' cMecHu IepTys3yMad/TpacTysyMmad

MI' nepTysymaba m 420 wMT

(420 w™M1)

VHOY 3UM

olleHMBaJIM IocpencrsoM CAC,

CKaHMPOBaHMA

U TpacTysyMad®a OTIOeJILHO

(n=1)

(Tabmmua 12) .

Ha

TpacTysymMmaba),

MSMepPeHMAd KOHIOEeHTpallM TIIpM IIOMOIIN

YO-crnexTpodpoTOoMeTPE,

(420 w™MT)

Ha

IIJIaHIIEeTOB .

nux

pesyJbTaTH

OTHOCHUTEJIBEHO KOHIeHTpallMlM aHTHUTeJl.

IIpedCTaBJIAKRT

Bcero 840 MI' cMecH IIepTys3yMad/TpacTysyMmad

3aTeM M3MepAIn
GIIyOopeCcLleHTHOM

Crpouniin

Hukaxkmx

OBIJIO HEeBO3MOXHO

IIOCKOJIBEKY He CymecCTBYyeT ITOCTYIIHEIX OSTaJIOHOB IJIA CMeCHt

(420 wMr

(420

neprysyMmada oOTHeJIBHO

B IIaKeTaX -IOJjAa B/B

MYyTHOCTM U

oo ¥ nocje xpaHenmsa npu 30°C BmjoThe 1o 24 YacoB

HIAC Royco

llepTy3yMad M TpacTysyMmMad IO OTIeJILHOCTM B IakKeTax OJsS B/B

VMHOY3UI CUMTAJIMCh KOHTPOJISIMMU,

IJIA

OLEeHKM

aTPUOYTHE MNPOOYyKTa.

IDoza 1840 wMr:

CIIOCODOHOCTHU

neprysymMabd/TpacTy3symMad,

KOTOPEIE TaKXe OB IIPUT'OTOBJIEHE!

aHajJinmsa

BEIOEJIATE

COOTEETCTRYyKINME

Tabauila 12

OaHHBIE II0 OlleHKe CTabMJIIBHOCTHU OJIS CMeCH

neprysyMaba miam TpacTysyMaba B 110

nakerax moJjg B/B uHOy3uil ¢ 0, 9% PUIUOJIOTUUSCKMM pacTBOpoM (n=1)
OBpasery Tun
nakera (Komx-eo, | Bpe- | TeMm— CAC? KoHuieH- MyT-— CBeTOoTeHb
st MDD MeH- | pa Tpaums HOCTB
B/B Has oc Xum— Mr/mn | Egummu | Beero | Beero
BBeOe- TOou- KOCTb Iomo—- |4YacTui| yacTull
HUS Kxa, meHMs 210 225
JacH MrM/ M | MreM/Ma
Cmechb 1o 840 0 30 [cL, co 2,7 0,016 1 0
IepTysy-— 840 24 30 (CL, CO 2,7 0,016 6 0
Mab/Tpac—
Tysymad
lepTysy-— T1o 420 0 30 (CL, CO 1,4 0,012 3 0
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mab 420 24 30 |CL, CO 1,4 0,011 4 0
TpacTysy— T1o 420 0 30 (CL, CO 1,5 0,012 1 0
Mad 420 24 30 |CL, CO 1,5 0,011 6 0
ToJibKO

dmuspacT-

BOpP - - - - - - 2 1
“liBeT, BHEMHUN BUL " [IpOBPaYHOCTD & CL=npo3pauHbii; SOPL=cJierka

onajiecumnpyoommnii, CO=6eClIBeTHHI.
RT=xkoMHaTHasa TeMIlepaTypa.

[Tocie XpaHeHUd oBpasun cMecHu nepry3symabd/TpacTy3symad,
DeprTys3yMaba OTIOeJIbHO UM TpacTysyMad®a OTIOeJIbHO BHIJIAOEJ M Kak
opospauHasa U 0OecluBeTHad XUIKOCTL ©0e3 BMIOMMEIX YacTul, Kak
Habomnaay nocpencrsoM CAC. UsMepeHMAI KOHLUEHTpalMM M MYyTHOCTHU
KOHILeHTpalXsad He IoKa3allM M3MepUMEX M3MeHeHUMM B JIIOOM U3 Tpex
TUIIOB 00pasloB uepe3s 24 uwaca npu 30°C. AHaIM3 YaCTUIl TIPU ITOMOIM
HIAC Royco BHABMJI He ©OoJiee uyueM 6 YacTUll, Pa3MEPOM pPaBHHEX WK
foyipmrx 4YeM 10 MKM M He BHABWII UYaCTHLE pPasMepoM OoJiblle YueM 25

MKM OJIS 0OpasloB CMecu IIepTysyMad/TpacTy3yMad, neprysymada

OTIOeJIbEHO MJIn TpaCTVBXWMiéa OTIOeJIbBHO 1o CJjie XPpaHeHMA. oTHU
pesyJIETaTH COIIOCTaBVMEI C pacTBOpPOM TOJIBKO C 0,9%

OM3BMOJIOTUUECKMM pacTBoOpoM. OTCYTCTBME BUIOMMOI'O OCaXIOeHUS WK
JyacTHl, YyKaseBaeT Ha TO, UYTO CMeChb M KOHTPOJIM HDOCTaATOUYHO
CTabuJbHH IIpK pas3Beneduu B 0,9% (QUBMOJIOTMUYECKOM pacTBOpPe B
rakeTe OJIsa B/B MHQYBUM . CMechb HeprysyMad/TpacTy3yMan,
pasBeleHHYID B (QUM3MOJIOTMUYECKOM pacTBoOpe OporoHanu Ha SEK, Kak
neprysymadt-, Tak ¥ TpacTrTysyMad-chnelnudpmiyecKrMMr clocodamu, "
[IoKaz3aJlM COINOoCTaBUMBEE NPodmiIM nmMkoe njaga TO m T24 (our.lb m 16).
He HabGiaomalr YBeJIMUEHMS BEICOKOMOJIEKYJIAPHHEX coeIMHeHuM (HMWS) u
HM3KOMOJIEKYJIAPHEIX COoeIVHEeHUN (LMWS) . AHAJIOTUUHO, HUKAKUX
VM3MeHeHUM He HabJjmonalr B TJIaBHOM IIMKe B JioOoM obpa3lle. IJlaBHBM
OMK ¥ IJiomank I[non ouxkoMm nma HMWS m LMWS [DepeKpHBajiMCh M OBUIM
HepasJMUMMEL B CMeCH IIepTysyMad/TpacTysyMad M3-3a CXOICTBAa
pPasMepoB nepry3ymMaba u TpacTysyMmaba (MOJIEeKYJIApPHA A Macca
npubimsuressHo 150 kIa). KpoMe ToOro, cpaBHeHue o6pasuoB TO u
T24 ninsa T1nepry3yMaba M TpacTysyMaba OTIOEJBHO He  IIoKa3alio

HaOJIooaeMbIX V3MeHeHUM IJiomanonm 1o IIMKOM MJin HpO@MHHﬁ I1pn
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ODeTekUIVM OByMsS criocofamm SEK, yKa3aHHBMM BHIIE.

IBa OPOOYyKT-CHelndpruecKUx crocoba mmga IEC neprysymMaba wMiIu
TpacTy3syMaba OBLIIN VCIIOJIL 30BaHH oJisa aHaJmsa cMecHu
neprysymMad/TpacTy3ymad (pur.17 nu 18) . B aHaJiM3ax
KaTMOHOOOMEHHOV XpoMaToTrpadmy aHaJM3H, Kaxnoas MoJieKyJla, Kak
IpaBWUJIO, COOEPXUT TpPM pa3JIMUHEEe o00JlaCcTy, KOTOPHE 3SJIOUPYIT Ha
OCHOBAHMM OTHOCUTEJILHOTO 3ap4dna, C paHHeM BJoLMer  KUCJBIX
BapMaHTOB, C IOoCJenyimMM IJIABHBIM IIMKOM, M, HaKOHell, C IIo3IHel
SJIOLMEeN OCHOBHBIX BapMaHTOB. Ha xpoMaToTpaMMax IepTy3yMaba u
TpacTysyMaba OTHOeJIbHO, HaOonaan npoowuim, OEMOHCTPUPYIIIME
KMCJIHEe BapMaHTH, TJIaBHEM IMK, U OCHOBHBIE BapMaHTH, ¥ OHU

CUmMTaJIMCh COIIOCTaBMMEIMIM MeXOY MCXOIOHBEIM BelleCTBOM WM BelleCTBOM

nocjyie xXpaHeHMs npu 30°C. D5THM pes3yJbTaTH Takke COIJIACYITCS C
NpelmecTBYOIMMA MCCJeOOBaHMAMM, IPOBeIcHHHMM Ha IIakeTax OJS B/B
VMHOY3UV C OUBMOJIOTUMUECKMM PacTBOPOM MJIM IJA HepTysyMaba MM IOJ4g
TpacTy3yMaba OTHEJIBHO . Ha XpoMaToTpaMMe CMecCHu
neprysyMad/TpacTy3yMad OUKKM MHepTysyMada SJ0MPYITCS IIePBHMU C
IO CJIe OYIIVIMA IMUKaMm TpacTysymMaba. N3-3a xXapakTepa
KaTMOHOOOMEHHOTO pas3lelJIeHMS M Pas3HUILE B CYMMapHHX 3apsalax MexIy
neprysymabom (~pI 8,7) wmu mTpacTysymabom (~pI 8,9), B cCcMecu
nepTysyMad/TpacTysyMad HaOIoOaloT OBa IJIABHHEIX IMKa, WIM OCHOBHHX
S3apAXKEeHHEIX coelMHeHMd. HanpoTun, aHaiM3 SEK OpoBOOUT pas3nejieHue
Ha OCHOBe IMIPOOMHaAMMUECKOTO PacTBOPpa MOJIEKYJIE M IIOKas3HBaeT
TOJIBKO OIOMH TJIABHHEM MK  M3-3a CXOOCTBa pPa3MepoB Mexmny
neprysymMadom u TpacTy3yMaboM. BapaxeHHEE oBygacTu Kaxmon
MOJIEKYJIE I[IO—-BUMIOVMOMY IIepeKpHBalnTCd IpyI' C IOpyr'oM B CMeCcHu
neprysymad/TpacTy3yMat. Hampumep, oXunmaeTcHd, uTo OCHOBHEIE
BapMaHTH IepTy3yMaba B>IOUMPYRTCS OPpUOIM3UTEIBHO uYepes 32 MMHYTH
M kK 35 MMHYTe, TI[IO-BUIMMOMY, II€PEKPHBAKTCAS C TJIABHEIM [IMKOM
TpacTy3ymMaba (our.l7 m 18). KpoMe TOTO, OXUOAETCH, UYTO KUCJEHE

BapMaHTE TpaCTyByMaGa, KOTOPHE OSJIKMPYITCHA IIepell IJIaBHEIM IIMKOM

TpacTy3yMmada, BynoyT DJIOVPOBATECSI COBMECTHO c OCHOBHEIMIA
BapMaHTaMM " TJIaBHEM IOIMKOM neprysymada. HecmoTpsa Ha
IIepeKpPHBaHME oBJlacTen OIMKOB cMech neprysyMad/TpacTy3yMad

OTEMOHCTPHPYyEeT COIIOCTaBlMEE xpOMaTorpa@quCKme HpO(]_)T/[J'IM IIMKOB IO
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M TIOCJie XpaHeHus B TeueHue 24 uyacoB npu 30°C B makeTax mJjg B/B
BBEIOEHUS C QUBUOJIOTUUECKMM PacTBOPOM.

OBpasuel cMecu nepTy3yMabd/TpacTy3ymMad, neprysyMabda
OTHOeJIbHO, UM TpacTysyMad®a OTIOeJIbHO Takxe aHaausuporasu CE-SDS

LTIF mnopy HeBOCCTAHOBJIEHHEIX YCJIOBMAX IIOCJIe XpPaHeHMda B TeueHHue 24

yacoB Impu 30°C. Cmech IepTy3yMad/TpacTy3yMad OIDHOPOIHHE MIPOGMIIN
nukoB 0e3 HabJoIaeMbBX M3MeHeHMM II0CJe XPpaHeHMS I10 CPaBHEeHUI C
VMCXOOHEM BemecTBOM (¢ur.19 m 20). Taxxe HabOJjomaJlM oUeHb cJaboe
M3MEeHEeHMe MCXOOHOTO YPOBHA, IIPUIMCHBaeMoe MyMy, KOTOpoe He
BJIMAJIO Ha IJomanb IIMKa. AHaAJOIMUHO SEK, HeBOCCTAHOBJIEHHAS CMecChb
neprysymad/TpacTy3yMad rnokasala TOJIBKO OIOWH [10JIYyYeHHBIM
HaJIOXKEHMEM  MOHOMEDP, KOTOPHEM  comepXall OCHOBHHE BUIIH, Kak
neprysymaba, Tak " TpacTysyMaba. OBpasiuw neprysymMmada "
TpacTy3yMada OTIeJIbHO He I[okasz3aJM MaMeHeHMM TO IO CpaBHEHMIO C
T24. OmHako, Kak u OXMIOAaJIOCE, HabJmonaamn VHOVBUOY aJlbHHE
MOJIEKYJISPHEE XapaKTepPUCTUKN, HalpuMep, [IMKOBHE YPOBHU
bparMeHTOB u BUIOB MeXnay CMECHI0 neprysymad/TpacTtysymad,
IepTy3yMaboM OTHEeJIbHO M TpacTy3yMaboM OTIOEeJIBHO.

IIBa OCHOBHEIX IIMKa, M3BECTHBEX Kak Jerkad Uens (LC) wu
TaXeJad Lerlb (HC) OIpenesanTcd Ha 17 " 21,5 MMUHYTE,
COOTBETCTBEHHO, KoT'ma CMecChb nepTysymad/TpacTy3ymad CMecCkh,
IepTy3yMad OTOEeJIbBHO M TpacTysyMa® OTOeJIbHO IIpOTOHAKT Ha CE-SDS
LIF, BOCCTaHOBJIeHHOM DTT (our.20) . He HabaogaluM HUKaAKOI'O
YBeJIMUeHnsa OQparlMeHTaluur WJIM CONYyTCTBYKIero CcHuXeHus LC wm HC
nocJjyie xpaHeHmsa npm 30°C midg cMecHu HepTysyMmad/TpacTysyMad. Kpowme
TOTO, HUKaAKMX OeTeKTHUPYEMHX Ppa3jiMuui B Opodmiie IIMKOB He
Habmomaayu nJjda ofpa3LoBR IIepTys3yMata M TpacTy3yMaba OTHOeJIBHO
IocJie XpaHeHUA.

AHanM3E pasnejieHud IO sapany CZE wu iCIEF 1mokaz3aJju
COTIOCTAaBUMEE MNPOQMIIM IIMKOB IOJIS CMecHu IIepTy3yMad/Tpacrysymad
nocyie xpaHeHuda npu 30°C (pmur.21 m 22). Ieprysymad U TpacTys3yMad
OTIEeJIbHO IIPM CPaBHEHMM C MX COOTBETCTByRIMMM TO Takxe [HOKa3aJu
OOHOPOIHEE MIpOodMIM IIMKOB 0e3 M3MeHeHUMM IIocJle XpaHeHusa. Kpowme
TOT'O, HabjomaJjM TakKXe IIPUCYTCTBME Pas3JIMUHEIX MMHOPHEX BUIOB,

XOTHA HUMKaAKMX HOBEX I[IMKOB He OBJIO BHSBJIEHO IIpm  paseBeleHNM B



133

nakeTe OJjS B/B BBeIeHUS C QUBMOJIOTUUECKMM PacCTBOPOM. Kak BUIHO
[10 3ap4dmaM Ha OCHOBaHMM aHaimMz3a IEC, MOXHO BHABUTL IOBa OCHOBHEX
IVKa, KOTOpHe OGJaHKMPOBAaHE MEHBIMMMU IIepPeKPHBaRMMMUCI OUMKaMM, U
CBA3aHH C pPa3JIMuUMAMM B MOJIEKYJIApHOM pl.

PesyJbTaTe OLEHKM aKTMBHOCTM Ha OCHOBe CpaBHEeHUS KPUBEHX
O003a—-OTBET He BEIABUJIU BJIMAHUA Ha AKTUBHOCTB cMecu
HeprysyMad/TpacTy3syMad, KoTopylo xXpaHwiau nopu 30°C B TeueHue 24
YacoOB IIO CPaBHEHMIO C €& COOTBEeTCTBYyKIeM KpMBOM po3a-orBeT TO
(ur.23) . TpacTtyzymMad OTIOeJIbHO IIoKaszaJl HeOoJIBIIYK AaKTMBHOCTE B
aHaJmse aKTUBHOCTMU neprysymada. Kpuras 003a—-0OTBEeT cMecu
neprysyMad/TpacTy3yMad 1o CpaBHEHUD c KpUBOM OI03a—-OTBET
neprysymaba MM TpacTy3yMaba OTIeJIbHO IIoKas3alJla, 4YTO HYXHE 0OoJee
HU3KME HO3H CMeCU IIepTy3yMad/TpacTysyMad IOJIS MWHIUOUPOBAHUML
pocTa KJIETOK II0 CPAaBHEHMI C IepTy3yMaboM OTHOeJIbHO, YKa3HBas Ha
TO, UYTO, BO3MOXHO, CYIMeCTBYeT aIIMTUBHOE WJIM CHHEPTUCTUUECKOE
OeliCTBMe CMeCH Ha MHIUOMpOBaHMe KJIETOUHOM NpoJubpepalnin.

IOoza II: Bcero 1560 Mr cMmecu nepTysymad/Tpactysymad (840
MI' IepTy3yMaba m 720 MI TpacTyszyMmaba)

B @momoJilHeHMe K MCCJemoBaHM©O HOOo3H 1 ¢ 840 wMpr oO6mero
komuecTea MAT, BeEOpasu ©O00Jiee BHCOKy®K no3y 1560 MIr 1mJjid CMecHu
(840 wMr mnepry3ymaba m 720 M TpacTysyMaba), ¥ KOHTPOJEeM UX
VHOUMBUOYAJIbLHEX JIEKAPCTBEHHHX IIPOOYKTOB (840 wMr neptry3yMaba
ormesbHO M 720 ™MD TpacTy3yMad®a OTIOeJIbHO) @OJIS MCCJIeIOBaHUA

BIIMAHUA pasBeleHuda 5TUx Tpex TunoB MAT B IIO mam IIBX nakeTax noJjsd

B/B uHOysmui npm 5°C wmim 30°C BmwiIoThr no 24 uyacoB. JaHHBEE IIO
KaueCTBY IPOIOYKTOB B DTUX [HakKeTaxX MOJS B/B MHOY3SUNM OO UM IIOCJe
XpaHeHUs, KOTOpoe OlLlLeHMBAaJIM npu [IOMOIIN CAC, M3MepeHNns
KOHILEHTpaUUX [IPpKM I[IOMOIM CKaHMPOBaHMA Ha Yd-chnexkTpodoToMeTpe U
HIAC-ROYCO™, o0o0meHH B Tabdamue 13, a SEK m IEC 1noka3aHBH Ha
our.24-27.
Tabauuia 13

IODoza II 1560 MI': maHHHE II0 OLleHKe CTabMJIBHOCTM IOJIS CMeCcUu

neprysymad/TpacTy3symad, oeprysyMada MIM TpacTysymaba B II0
naxkerax mJjag B/B uHOY3UM ¢ 0, 9% OMUBMOJIOTUUECKMM pacTBOpOM (n=1

IOJIA KOHTPOJIA, n=2 nJjsg CMeCHu)
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O6paser Tun Koxn- | BpemeH- | TeM—- CAC* |Konue-| MywT- CBeTOTEHb
nakera| Bo, Hast pa HTpa- | HOCTB
nJis1 M TOYKaA , oc Xng- s En. Becero Bcero
B/B YacH kocTb | MI'/MA |morso- | wacTuu |uacTur
BBeOeH meHMs 210 225
4247 MrM/Ma | MrM/Mn
CMmechb 1o 1560 5 0 cL, CO| 4,9 0,013 20 1
neprysymat/ 24 |cL, co| 4,7 0,016 15 1
TpacTrysymad 1560 30 0 CL, CO| 5,0 0,014 8 0
24 |CL, CO| 4,9 0,018 18 0
[lepTysyMmad T1o 840 5 0 CL, CO 2,9 0,007 1 0
24 |CL, CO| 2,9 0,005 6 0
840 30 0 cL, co| 2,8 0,006 6 0
24 |CL, co| 2,8 0,004 9 0
TpacTysyMad T1o 720 5 0 CL, CO 2,6 0,004 4 0
24 |CL, CcO| 2,6 0,005 13 0
720 30 0 cL, co| 2,5 0,007 19 0
24 |CcL, co| 2,5 0,004 14 0
CMmechb IIBX 1560 5 0 CL, CO| 4 0,016 18 0
neprysymat/ 24 |cL, co| 4,7 0,015 18 0
TpacTysymad 1560 30 0 CL, CO| 4,8 0,016 24 0
24 |CL, CcO| 4,8 0,012 17 0
TepTysyMab IIBX 840 5 0 CL, CO 2,9 0,006 13 0
24 |CL, co| 2,7 0,004 10 0
840 30 0 cL, CoO| 2,8 0,006 6 0
24 |CL, Cco| 2,8 0,006 11 0
TpacTysymad IIBX 720 5 0 CL, CO 2,5 0,007 7 0
24 |CL, CcO| 2,5 0,004 9 0
720 30 0 cL, Cco| 2,5 0,003 18 0
24 |CL, CcO| 2,5 0,005 19 0
“IlgeT, BHEIHWNA BUI u NIpospadvHoOCTh & CL=npo3payuHbli ; SOPL=cJjerka

onajecuupyoommnii, CO=6ecCliBeTHHI.

PO wyum IIBX mnakeTe g B/B  MHOY3UH, II0 @OIBa Kaxigoro,
noJiyyajau nOJsg obpaslla CMecu IOepTysyMad/TpacTys3yMad, B TO BpeMd
KakK TOJIBKO OIOMH IakKeT noJjd B/B MHOYSMM IHOoJydaau OJg oB0pa3lioB
neprysymMadba M TpacTysyMada OTIOeJIBHO.

YJacTHUUE B SBTUX I[IakeTax OlIpenesidiM IIyTeM BU3YaJIbHOTO

HabJIooeHmns, u3MepeHum MyTHocTM ¥ HIAC-Royco. Bce ofOpa3LL
BHITVIAOEJIM MIPO3PauHEIMM M OeCLBETHHIMU I[IOCJIe xXpaHeHud nOpu 5°C wuiam

30°C B Teuenme 24 uyacoB. He Habmomaly HUKAKUX BUIVMHX TBEPIBIX
YacTull, M He OBJIO HMKAKUX 3BHAUUTEJILHBEIX M3MeHeHUM MyTHOCTU IIOCJIe

XpaHeHud. oiida cMecu neprysymad/Tpacty3ymMmad, neprysyMada
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OTIOeJIbHO n TpacTy3yMaba OTIOeJIbHO HIAC-RoycCoO rokasall
COIIOCTAaBMMEE 3HaAUeHMI YacTHI OO M IIOCJe XpPaHeHUd, C YBeJIMUeHUeM
or 0 mo 10 wacTui Ha MAWIIIMJIUTP C pasMepoM =210 MKM ¥ C
yBeJiMueHreM Ha O yYacTul Ha MAWIIMJIMTP C pasMepoM =225 MKM, Kak

nys 110, Tak u mig [IBX akeToB OJid B/B UMHQYSUNM, KOTOPHE XPaHUIIN

npm 5°C miam 30°C. AHAJOTMUYHO, OO0pas3lUH IepTy3yMaba M TpacTy3ymaba
OTHeJIbHO TakKXe He TIIPOINeMOHCTPUPOBAJIM 3HAUMTEJILHHX pasjMuuyi B
yacTuilax OO U Iocje XxXpaHeHusa B PO wmiam I[IBX mnaxkeTax mjiIg B/B
nHby3UM. g Bcex Tpex TUIIOB o00pas3loB, CKaHMpoBaHMe Ha YO-
CllekTpodoTOMETPE HEe BHABUIIO M3MeHeHUM B KOHUeHTpaluuu Oejika IIpu
HOpMAaJIbHOM  aHaJiMze BapuabelIbHOCTH, yKas3epad Ha OTCYTCTBUE

abcopbuuM MIM ocCaxkieHud Oejika B IIakeTe OJg B/B UWHOY3UM B

neprome ot TO mo T24 yacoB npu xXpaHeuuu npu 5°C mam 30°C.

OBpaslk cMecu HnepTy3yMad/TpacTy3syMad, neprysymMmabda
OTOeJIbHO, u TpacTy3yMaba OTIOeJIbHO aHaJIN3UPOBaJIN C
MCIIOJIE30BaHMEM nepTysymMad- I TpacTysyMad-crneumprnueCcKmUx

criocofos SEK mu IEC OLEeHKM  UX dusMUecKOM U = XVUMUUECKOMU
CTabuUJIBLHOCTM, COOTBETCTBEHHO, KaK OIMCaHO paHee. [JI4 CMeCH
neprysymad/TpacTy3ymMad He HabJlnnalin HUKaKMX M3MeHeHUN B
XpoMaToTrpaduueckmux npodouinax SEK mima obpasuoB TO u T24 yaca nOpu
5°C mam 30°C B PO wmum IIBX makeTax n0Jsg B/B uHOy3um (dmur.24 m 25),
CXOOHO C pesyabTaTammu 840 M- cmecu n»nos3e I. KpomMe TOTro, He
HabJjomal YyBeJUMUeHUS WM YMEHBIIEHUS BHCOKOMOJIEKYJIAPHEX BUIOB
(HMWS) , TJaBHOT'O IIMKa M HU3KOMOJIEKYJIAPHHX BMIOOB (LMWS), dYTO
yKa3HBaeT Ha CTabuMJIBHOCTB pPacTBopa OO3H IIPM BEPXHMX OMalla30Hax
comepxaHusa Oejka B 0,9% OQUBMOJIOIMUECKOM pacTBOpe. AHaAJIOTMYHO,
oBpas3usl MnepTy3yMaba OTIeJIBHO M TpacTy3yMaba OTIOeJIbHO TaKXe He
IoKasajy M3MeHeHUM IIOoCJIe XpaHeHMS B aKeTe OJd B/B MHQY3UM.

IEC aHaJM3 CMecUu IHepTysyMad/TpacTy3yMad, ¢ MCIOJIL30BaHMeM
neprTy3yMadb— WM TpacTy3yMab-CclneluuM@UuUeCcKMxX CHocofOoB, IIPUMEHAJINU
nJis OLIEHKU XYMUUECKOM CcTabUIBEHOCTH u IPOIEMOHCTPUPOBAJIN
CpaBHMMEE NIPOOMIM IIMKOB 3apsSXeHHHEX BapMaHTOB C OTCYTCTBUEM

HabJogaeMex M3MeHeHUM OTHOCUTEJIBHO HadaJlbHOT'O MOMeHTa BpPEMEHNU

mocjie BoszmercTBMa 5°C wmam 30°C B PO wmim IIBX mnaxkerax OJS B/B

MHOY3UM (dur.26 m 27). XoTa HabJOIaJIM 3HAUMTEJIbHOEe IIepeKpHBaHMe
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SapSKEeHHEX BapMaHTOB BMIOOB OBYyX MAT, 5TM [OUKM BUIOB He
BOSHUKAJIM B pe3yJjbTaTe YyBeJMUeHUS comepxaHus MAT B [akeTe IOJd
B/B MHOy3MM. O00pasun HepTysyMaba OTIEJBHO MIM TpacTy3syMmada

OTIOeJIbHO B PO I [IBX rakerax nJjisa B/B VHOY 3UM He
NPOIEeMOHCTPUPOBAJIM WM3MEeHeHUNM IO U I[ocJe Bo3mercTBug 5°C wmian

30°C. DTuM pe3yJbTATH COOTBETCTBYIT McCcJeloBaHuo 840 M mo3w 1.
BEIBOIEI
Bce OQuUBMKO-XMMMUECKME aHaJM3B YKas3BEBalT Ha OTCYTCTBME
SHAUUTEJILHEX M3MeHeHUM B cMecu (mo 840 MT mneprys3ymaba m 720 MT
TpacTy3ymada mjs 1560 wMr ofmeM OO3H) WIM B MHIVMBUOYAJLHHX
obpaszuax C Hneprysymabtom (mo 840 mr) m TpacTysymabtoMm (mo 720 wmr)

B IakeTax mia B/B wmHbOys3um (PO wmim IIBX) nus TO m T24 uyaca npwu

5°C mym 30°C. KpoMe TOTO, aKTUBHOCTE cMecHu (mo 840 mr) m MAT 10
OTIOeJIbHOCTM IO WM TIIOCJIe XpaHeHud OBUIM COIIOCTaBMMH. HMKaKMX
pasanumrii He HaOjomajJM B IIakeTaxX Jd B/B BBeleHUM, KOTOPHE
comepxaliM CMecCh IepTy3yMaba U TpacTy3yMaba IO CpaBHEHUKD C
MHIMBUOYAJILHEMM KOMIIOHeHTamMy MAT B IIakeTax OJg B/B BBeICHUM B
TeuyeHUe 2TOTO0  MCCJIIEOOBaHMUA. Hacrosmee MCcJeloBaHue TakKxe
OEMOHCTPUPYET, UYTO OOJIBIIMHCTBA AaHaJIM30B, MCIOJb30BaHHEX IJIA
M3MEepeHna MHIOVMBUAOYAJIbHEX MAT, OBJIO HOCTATOUHO IOJISd KadeCTBEeHHOM
XapaKTepUCTUKN CMeCU.
[IPUMEP 7

COBMECTHOE BBeIleHME IepTysyMaba M TpacTrysymMaba u

KOM@MHMpOBaHHoe JiedueHre C BMHOpGﬂ@MHOM

370 PaHOOMU3UPOBAHHOE, OTKPHETOE MHOTOILIEHTPOBOE
uccJenoBaHme ¢asel 11 ¢ OByMA TpyollaMud OIS OLEHKM IIepTysyMadba Vv
nIauMeHTOR C HER2-MOJOXMUTEJILHEIM PacClIpOoCTPaHeHHEIM PakoM MOJIOUHOM
XKeJlesH (MeTacTaTUUeCKMM WM MEeCTHO pPacClpOCTpaHeHHHM), KOTOPHEe
paHee He TIOJydYalX CHUCTEMHYK HeTOPMOHAJNBHYK MIPOTUBOOIIYXOJIEBYID
Tepanuo o cxeMe JleueHusa MeTacTaTUudeCKUX bopM. Ouszanu
VCCJIeIOBaHM4a IIOKa3aH Ha (ur.28.

MauveHTH OBUIM CJy4YaVHBEM oOOpa30oM paclpeleJieHE B COOTHOIEHUM
2:1 B OOHY M3 OBYX TPYIII:

- IlepTy3ymMa® B KOMOMHaALMM C TpacTys3yMadOoM ¥ BUHOPEJIOUH

(rpynmna A)
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- TpacTy3yMad® M BMHOPEJIOMH (KOHTPOJIbHasA I'pyllla — I'pylla B)

T'pynna A OymoeT COCTOATE M3 OBYX KOTOPT, Kak ONMCaHO Jaliee:

Koropra 1: (mnepBee 95 HauMeHTH) : IIepTy3yMad® U TpacTys3yMmad
BBOIOAT IIOCJeIOBaTE&JIbHO B paslIesIbHHX IakeTax mOJaa uHOYy3uM C
[IOCJIeOyIYMM BBeOeHMeM BMHOpeJiOMHa. IllalMeHTH OyOyT [IOJIy4YaThb
IepTy3yMad C IIOCJenyonlMM BEeIeHMeM TpacTy3yMaba I[IOoCJemoBaTeJIbHO
B pasl3meJIbHBX IakeTax IJsS MHOY3UM C IIOoCJIedyIMM BBeleHMeM
BMHOpPeJIOMHA .

lleprysymad (B/B MHOY3US)

BROoOAT B OeHb 1 MepBOTO LMKJIa JeUeHMsS B BUIe YyIapHOW IOS3H
840 wMr, Cc mnoclyemyomuMM mo3ammu 420 MI' B IOeHb 1 KaxOoTro
[IOCJIeOyRIETO 3-HeIOeJIbHOTO LMKJIA.

HauasnbHEEe MHOQY3UM IepTy3yMaba OyIyT BBOIMTH B TedeHue 90
(£10) wMmMHYT M 3a ODaluMeHTaMM OynoyT HabJooaTk B TedeHMe, IO
MeHbme¥ Mepe, 30 MMHYT IIOCJleé OKOHUaHMA uHOY3UM, Ha IOIpeIMeT
CUMIITOMOB, AaCCOLUMMPOBAHHEHX C MHOY3MeM, TaKux Kak JuxopalIKa,
03HODO M T.n. IllpepHBaHMEe WJIM BaMelJIeHMEe WHQPY3UUM MOXET YMEHBIUTH
TaKMe CHMITOMH. ECIM MHOY3MA XOPOIO IIePeHOCUTCs, IIocJelyrlue
VHQY3UM MOXHO BBOIOMUTHL B TeueHue 30 (x10) MMHYT C HaOJIlOOeHMEM 3a
naueHTaM B TeueHMe cJelyommux 30 MUHYT.

TpacTy3ymMad (B/B UHOY3MA)

B 1meHb 1 TM[epBOTO LMKJA JeueHMsa B BUIOe YIAapHOM IO3H 8
MT'/KT, C I»DOocJlegylmMMM QJosaMuM 6 MI/KD B HOeHb 1  KaxgoTo
nocjenymomero 3-HeOeJIbHOTO LMKJIAa; BBOIAT B  COOTBETCTBUM C
MapKMPOBKOM MNPOOYyKTa.

BuHopeJiouH (B/B uMHOY3UL HOCJEe TpacTysyMaba)

B meHt 1 m »meHb 8§ [epBOI'O LMKJA JlIedeHUS B HOo3e 25 Mr/M* C
nociyenyommuMy npo3amm  30-35 Mr /M2 B OeH:r 1 ¥ »OeHb 8 KaXxmooTro
[IOCJIeoyKmero  3—-HeleJIbLHOT'O  LUMKJa; BBOOAT B COOTBEeTCTBUU C
MapKUPOBKOV NPOAOyKTa.

Koropra 2: BTOpHe 95 HauMeHTH OyOyT II0OJIydaThk [IepTy3yMad u
TpacTy3yMa®, BBOOMMEIE BMeCTe B ONHOM IakeTe IJsa MHOQYy3UM, C
LMKJIa 2 M HDajlee C [HNOCJelyKIMM BBeOeHMEM BMHOpPeJIOMHA.

HosupoBaHuUe B LUKJe 1

B mnepBoOM UIMKJIe JeUeHMA, INepTysyMad u TpacrysymMad OynoyT

BBOINTE B pPa3sieJIbBHEIX IIakKeTaX OJIA MH@VBM%, Kak OIIMmCaHO HOJIA
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KOTOPTHEL 1.
BuHOpesnbuH OyOyT BBOIUTL IIOCJIe IepTy3yMaba M TpacTy3yMmabda,
KakK OIIMCaHO IJIA KOTOpPTH 1.

Ho3MpoOBaHMEe B IIOCJIEOYIIMX LIUKJIax

Eciu BBeOeHMe BCexX TexX JeKapCTBEHHHX CPemOCTB  XOPOUOo
[IEPeHOCUJIOCE B LMKJIEe 1, Tor'ma B IOeHb 1 KaXOoI'o I[OoCcJenyllero 3-
HeIeJIbHOTO LUMKJIa JeueHMusd, 420 M  HneprysymMaad M 6 MI'/KTD
TpacTy3ymMad OyoyT BBOIMTL BMeCTe B OIHOM IMakeTe IJS MHY3UNM.

[lepBYK KOMOMHUPOBAHHYK MHOY3MD IIepTysyMaba UM TpacTysyMaba
cyuenyer BBOIUTH B TeueHMe 90 (£10) MMHYT c ceplleuHBEM
MOHMTOPMHIOM M BHMMATEJILHEIM HaOJIEeHMEM Ha IIpelIMeT MHQY3MOHHEIX
peakuuy BO BpeMsd NpOolLenypH, C HocjaenyimuMm 60-MUHYTHEM IepPMOIOM
HaboneHra. Eciam »Ta  OepBad KOMOMHMPOBAHHAA MHOY3MA XOPOWO
[IEPEHOCUTCH, IMOCJenyrome KOMOMHUMPOBAHHEHE WMHQY3MM MOXHO BBOIMUTH
B TeueHre 60 (x10) wMmHYT C nocjenyomyM 30-MUHYTHEM [I€PUOIOM
HaOJIoOeHMsa C CepledyHBM MOHMTOPMHIOM.

BuHOpenbmH OyIOoyT BBOIMTE IIOCJIe IepTy3yMaba M TpacTy3yMaba,
KaK OIMCaHO IJId KOTOPTH 1.

KoHTpoJsiEHaa rpylna - Tpynmna B

B o0meM cJjoxHoCcTM 95 HDauMeHTOBR OyOyT PaHOOMM3MPOBAHH B
rpynny B.

TpacTy3ymMad (B/B UHOY3MA)

B @meHr 1 TMIepBOTO LUKJA JeUyeHMSa B BUIOe YIAPHOM ITO3H 8
MT'/KT, C »OOocJegylmMMM QJosaMuM 6 MI/KD B HOeHb 1  KaxXgoTo
nocjegymomero 3-HeOeJIbHOTO LMKJIA; BBOIAT B  COOTBETCTBUM C
MapKMPOBKOM MNPOOYyKTa.

BuHopeJibuH (B/B uMHOY3UA HOCJE TpacTy3syMaba)

B meHt 1 m »meHb 8§ [epBOI'O LUMKJIA JledeHUS B Ho3e 25 Mr/M* C
nociyenyommuMy npo3zamm  30-35 Mr /M B OeH:r 1 ¥ »OeHb 8 KaxXxmooTro
[IOCJIeOYRIETO  3-HeIeJIbHOTO  LUKJIIA; BBOOAT B COOTBETCTBUM C
MapKMPOBKOM MPOIOYyKTa.

Kpurepumn sd0OpeKTUBHOCTHU:

[TepBUUHEM

— CpaBHUTE OOBEKTHMBHYK OOmMYyKw UYacTOTy OTBETOB (OR) 10
OlLlIEHKEe He3aBMCHMMOTO HabimwoaTellbHOTO komuTeTa (IRC) B cJenom

pexuMe OJsa  IepTysyMaba B KoMOMHAaLUM c TpacTy3syMaboM U
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BMHOPEJIOMHOM IO CPaBHEHMK C TPacTy3yMadOoM M BMHOPeJIOMHOM

BTopHUHEEe

- BuyTpu TPYIIIIEL JleueHusa c neprysyMadom CPaBHUTEH
20PeKTUBHOCTE " 0e30IIacHOCTb neprysyMada u TpacTysyMmaba,
BBOOMMEIX BMeCTe B OIOHOM IlakKeTe OJS MHOY3MUM, IO CPaBHEHMI C
OBWENPUHATEIM I[IOCJIeNOBaTEJIbHEIM BBeOeHMEeM B pasleJIbHHX IIakKeTax
nJjga MHQY3UM

- CpaBHUTBH IepTy3yMad B KOMOMHalMM C TpacTy3yMaboM U
BMHOPEJIOMHOM I[IO0 CpPaBHEHMI C TpacTy3yMaboM WM BUHOPEJOMHOM B

OTHOIEeHNN :

ORR 1o oueHKe mccienoBaTeid

- BpemMsa mo oTBeTa IO olieHkKe IRC M mccienoBaTelid

- IIMTeJIbHOCTE OTBeTa I[I0 oleHke IRC m ucciemoBaTesid
-BerxmBaemMoCcThs 0e3 mnporpeccupoBaHuMsa (PFS)

- Bpewmsa mo nporpeccupoBaHusa (TTP)

- OOmas BEXMBaeMOCTb (OS)

— Be30laCHOCTE U IIEPEHOCUMOCTH

KauecTBOo XmU3HU (EBpONeMCKMM ONPOCHMK KauecTBa XU3HU U
byHKUIMOHAaJIbEHaS OlleHKa TepalluM pakKa—-MoJIouHasd XeJjes3a (FACT-B))

KpuTepun BKJIOUEHUS

[TauMeHTH  OOJIKHEL YIOOBJIETBOPATE CJEOYIIUM KPUTEPUAM IOJI4
BKJIIOUEHMA B BTO MCCJEeNOBaHMe COIUVIaCHO CpoKaM IpadukKa OLIEHOK:

1. IMaumMeHTH MyXCKOI'O WMJIM XEHCKOIT'O IIoJla B Bos3pacTe 18 JerT
WM cTaple

2. T'mcrojornyecky WM LUUTOJOTHMUYECKM TIIOOTBEepPXIOEeHHasd U
3a0O0KYyMEHTHPOBAHHAA aneHOKapLMHOMa MOJIOUHOM KeJle 3k C
MeTacTaTUUYeCKMM WJIM MeCTHO paclpOoCTpaHeHHEM 3aboJieBaHMeEM, He
INOONAaKIVMCSA palVKallbHOMY OIIepPaTMBHOMY BMellaTeJIbCTBY.

3. HER2-TIOJIOXKUTEJILHHEM (oHopenelleHHEM Kak IHC 3+ wmiam ISH
IOJIOXUTEJIBLHEI) IO OlleHKe MeCTHOV JlaBopaTopMM Ha I[IepPBUYHOM WU
MeTacTaTUUeCKOW ONYyXOoJM (IOJIOXUTEJILHOCTL Mo ISH omnpemenseTrcd
Kak cooTHomeHMe 2,0 wmam OoJiblle IJAg UYMCJIa KoMy TIeHa HER2 k
uycJgly curHasioes misa CEPL17, wiM Ojg TeCTOB C OOUMHOUHEIMM 3BOHIAMM,
UMCJIO CUT'HaJIOB T'eHa HERZ2 ©OoJbme ueMm 4) .

4. I[Io MeHBIEW  Mepe, OOHO obpasopaHue, nonnapieecs

M3MEePpEeHNIo, n/nan 3aboJieraHMe, He NoOmanlieecd M3MEepeHMI, KOoTopoe
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MOXHO OILIEHUTE COIJIACHO KPUTEPUAM OLeHKM OTBeTa IPU COJIMIOHEIX
onyxoJigx RECIST, Bepcuda 1.1.

5. IlokazaTelib ofmero cocrodgHmusa o ECOG 0 wumm 1.

6. Opakumsa BHOpOCa JIeBOTO XeJylouka (OBJIK), IO MeHbIen
mMepe, 50%.

7. OTpuLIaTeJIbLHBN TeCT Ha OepeMeHHOCThb oJisa KEeHIIVH
OIeTOpOOHOT'O Bo3pacTa (IpelIMeHOIlay3aJIbHOTO WMJIM MeHee uYeM 12
MeCHILleR aMeHOPpeM IIOCTMeHOollay3aJIbHOT'O, ¥ KTO He IoIeepralycd
XUPYPTUUECKON CTepuIn3aluu) .

8. g CcekCyaJlbHO aKTUMBHEX XEeHIMH OeTOpOOHOT'O BoO3pacTa,
cormJlameHre 00 MCHOJIL30BaHUM HeTOPMOHAJLHOM (QOPMEl KOHTpPAallelllluKy
WIM OBYX 90OeKTUBHHX (OpM HeTOpMOHAaJIbHOM KOHTpAallellMM BO BpeMs
JleyeHusa ¥, IO MeHbIle¥ Mepe, B TedueHMe 6 MeCcdlleB I[ocJe
VUCCJIeOyeMOoTO JIeUueHUd.

9. Cormacue OQepTWUJIBHBEIX MyXUdMH WM BO3MOXHOCTB MCIIOJE30BAaThH
HeT'OpMOHAaJILHEE CIIOCOOH KOHTpal el (GapbepHB crioco®
KOHTpalenlun B coueTaHuu co CIIEPMULIMITHEIM TejieM, ZNIZ!
XUpypruieckasa CTepur3alusga) BO BpeMa JedeHUMsa U, I[I0O MeHblen
Mepe, B TeueHMe 6 MeCHALleB IIOCJIE MCCIEeNYyeMOIT'O JIeUeHUSd.

10. OxmpmaeMas MNPOOOJKUTEJILHOCTL XM3HM, 10 MeHbIleM Mepe, 12
HeneJb.

KpuTepun MCKIIOUEHUS

[TauMeHTH, KOTOpPEE  YIOORBJETBOPAKLT JwoOOMy U3 CJIe OYIOMMX
KPUTEepUEeRB UCKJIOUEeHUSI, He [OOXOOAT OJS BTOI'0 MCCJIeOOBaHMA:

1. [IpenmecTByKla s cCUucTeMHas HeT'OpMOHaJIbHAa A
IPOTUBOOIIYXOJIeBas TepalKsa II0 CXeMe JIedeHMSA MeTacTaTUUueCKux GopM
WM MeCTHO pPacHpOCTPaHeHHOTO pakKa MOJIOUHOM XeJIle3H.

2. llpenmecTBynmue IIPOIMCaHHEE WM BKCIEepUMeHTAaJIbHEE aHTU-—
HER2 areHTH Opu JIOOOM pPeXxyMe JIeUeHMs pakKa MOJIOUHOM XeJIe3H, 3a
VCKJIDUEeHMEeM TpacTy3yMaba I[IpM HeCaObOBAHTHOM MM aOBlBaHTHOM
pexXVMe JIeUeHNd .

3. [IporpeccupoBaHmue 3aboJieBaHuUg, BO BpeMda  IIOJIy4YeHUsA
TpacTysyMaba IpU HeOaOBBAHTHOM WMJIM aOBlBAHTHOM pPeXMMe JIeUeHM.

4. VHTeppals 06e3 3abojieBaHMA OT OKOHUaHMA aIbBOBAHTHOI'O WMJIM
HeOoaOBIBaAHTHOT'O CUCTEMHOI'O HETOPMOHAJILHOTO JieueHud IO peluanuBa

3aboJIeBRaHMAa B IIpenejiax 6 MecsleB.
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5. B aHaMHe3e IIepCUCTHUPYKRIAas TeMaToJIoTMUuecKasd TOKCUUHOCTDL
CTelleHM TaXxecTr 2 win peoiie (NCI-CTC, Bepcuma 4.0) B pesysabTare
OpenmecTByKMEe amboBaHTHOM MJIM HeoadBlBAHTHOM Tepaluu.

6. Pamuorpaduueckue IpU3HaAKU MeTacTas30B LHeHTpaJIbHOM
HepBHOM cucTeMmel (IIHC) mo ouneHke KT mim SMP.

7. Tlepudbepuueckas HeMpoONaTHs CTeleHM TIXKeCTM 3 WM BHIIe
(NCI-CTC, Bepcusa 4.0).

8. B aHaMHe3e Opyroe B3JI0KaueCTBeHHOe HOBOOOpas30OBaHME B
npenmejlax IOCJemHUX 5 JeT, Ba UCKIJIOUeHMeM KapLMHOMEL Iin Situ
meVkM MaTKM MM 0a3alJlbHO-KJIETOUHOM KapUMHOMEH .

9. Cepbe3HOe HEeKOHTPOIMPYeMOe CONYyTCTBYyKIee 3abdojileBaHUe,
KOTOopoe MOTJIO OB HABJIATLCHA IPOTHMBOIOKA3aHMEeM IJiS [OIPpVMMeHEeHUS
JIOBOOTO U3 MCCJeldyeMHX JIeKapCTBEHHHX CPeOCTB, IPMMeHSIeMBX B STOM
MCcJenoBaHUA, WIM  KOTOpoe MOIJIO OB I[OOBEePTHYTH allMeHTa
BHICOKOMY PUCKY IIPpM JIeUeHUM CBSA3AHHHX C HMM OCJIOXHEHUM.

10. HeapmexBaTHOe OQYHKUMOHMPOBaHME OPITaHOB, IIOOTBEepXISHHOE
cilenyromuMY JIaOOpaTOPHEMU pPe3yJbTaTaMM:

- ADCOJIOTHOE UMCIJIO HenTpodmior <1,500 KJIETOK /MM .

- Uycisio TpoMmGoumToB <100,000 xjeTox/MM°.

- TemorJio®uu <9 1/nJl.

Obmuit OUIMpPYOMH BHIIe, YeM BepxHUM npenes Hopmel (ULN) (3a
VCKJIIOUEeHMEM CJlydas, KkoT'Ia Yy IalMeHTa OOKYMEHTUPOBAHHHM CUHIPOM
Xunvbepa) .

- ACT (ceHBOpPOTOUHaA aclapraT TpaHchepaszsa, SGOT) wmmm AJT
(CEIBOpOTOUYHAA alJlaHMH aMMHOTpaHchepasza, SGPT) >2, 5xULN.

- AST (SGOT) wmyum ALT (SGPT) >1,5xULN C COIOyTCTBYIIEN
CHIBOPOTOUHOM MmeJIOUHOM bochaTazson >2, 5xULN. CEBOpPOTOUHASA
meJiouHasd dbochaTasza MOXeT OBITH >2, 5xULN, TOJILKO ecJm
IPUCYTCTBYIT KOCTHBEE MeTacTaz3H, u AST (SGOT) wm ALT (SGPT)
<1, 5xULN.

- CHIBOPOTOUHHI KpeaTUMHMH >2,0 Mr/oJl mam 177 MKM/JI.

- MexnyHapooHoe HOpMaJIM30BaHHOE OTHOIIeHMe (INR) nu
AKTHMBMPOBaAHHOE UYaCTHUUHOE TpOoOMOOILJIaCTUHOEBOe BpeMda (aPTT) wim
YacTUYHOE TPOMOOILJIACTUHOBOE BpeMd (PTT) >1,5 ULN (za

VMCRJIJIDUEHVEM CJIy4daAd TepaHeBTquCKOIZ KoaI‘yJ'IFILH/H/[) .
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11. HexoHTpoJMpyeMasd TUIEPTEH3UA (CUCTOJIMUECKOE OaBJIEHUE
>150 MM pT.cT. U/ MM OuacToauueckoe >100 MM pT.CT.) WM
KJIMHUUYECKUA 3HaAUMMOe (T.e. aKTMBHOE) CepoeyHOoO—COCYyIUCTOE
zaboJyieBaHMe: HapylleHre MO3TOBOTO KpoBooOpamenus (CVA)/MHCYJIBLT
Wi  MHOapKT  MMOKapIa B TeueHNEe 6 MecHdleB oo [IepBOTO
uccyenyeMoro IpernapaTta, HecTadbuiabHas CcTeHOoKapIusd, 3acToMHasd
cepmeuHas HeOOCTaTOUHOCTHL (3CH) cTemneHM TAXeCcTu 3 WM BHIIE
comJlacHO HBIOMOPKCKOM KapIMoJIoTMUuecKoM accoumauuu (NYHA), wiu
cepbe3Has apuUTMMUA ceplla, Tpebyolas JIeueHUd.

12. VzBecTHasa Tekymasa MHPekums BUY, HBV wuam HCV.

13. Oppmka B 2 IIOKOEe UM3-3a OCJOXHEHMM pPaclpoCTpaHeHHOTO
3JIOKAUEeCTBEHHOTO HOBoOOOpasoBaHUA, VI opyroe 3aboJieBaHME,
Tpebyolee IOCTOSHHOM TepaluM KUCJIOPOIOM.

14. CepbesHad XUPYPIMUecKas ollepallMd WM Cepbe3Hasa TpaBMa
B Ipenejlax 28 CYTOK IO PaHIOMMB3alMM WIM OXUIaHMe HeoOXOoOMMOM
CepbesHOM XUPYPTUUEeCKOM ollepalMM BO BpeMsi MCCIelyeMOoTo JieueHMd.

15. TlpueM BHYTPMBEHHBX aHTHUOMOTUMKOR IJIS JIeUeHUS MHOEeKLUN B
npenejax 14 CyTOK OO paHIOMU3alUM.

16. Tekylee XPOHUUECKOe eXxenqHeBHOE JieueHme
KOPTUKOCTepOuIaMm (mosza 10 MT/CYTKHU SKBUBAJIEHTA
METUJINIPEOHMUB0JIOHA) , 3a MCKJIUYeHMEM MHITAJALUMOHHEX CTEPOUIOB.

17. VI3BecTHada TUIIEPUYBCTBUTEJILHOCTE K Jrodomy us
VCCJIey eMBIX MeIVLIVHCKMX npernapaToB VI K SKCUUIIMEeHTaM
PEKOMOMHAHTHHX UYeJIOBeUeCKMX I'YMaHMU3UPOBAHHHX aHTUTEJ.

18. B aHaMHe3e MOJIyueHMe JIOOT0 BKCIEPMMEHTAJILHOTO JIeUeHUA
B Ipenejylax 28 CyTOK IO paHIOMM3alllu.

19. IapajJjeslbHOE ydacTue B JIOOOM KIMHMUECKOM MCIIBEITaHUMN .

[lpenmnojlaraeTcsa, YTO JedeHMEe B HaACTOAmMEM JOKyMeHTe OyIeT
IEMOHCTPUPORBATH ©e30MIacHOCTb u 20PeKTUMBHOCTDL COBMECTHOTO
BBeIeHUs IepTy3yMaba ¥ TpacTysymMa® M3 OOHOTO IakeTa IJiA
BHYTPMUBEHHOTO (B/B) BBeIOeHMA HalMeHTaM ¢ HER2-TIOJIOXUTEJIbHEM
pakoM (Ha nOpuMepe HER2-TIOJIOXKMUTEJIEHOTO paka MOJIOUHOM XeJIe3H), a
Takke O0e30MIacHOCTE UM 20QPeKTHMBHOCTEL IIepTysyMadba B KOMOMHALIMM C
BMHOPEJIOMHOM COTJIaCHO JIooMy OIOHOMY VI HECKOJIbKMM
BHIIEOIIMCAHHEM I[I€PBUUYHEM MJIM BTOPUUYHEM KPUTEPUIM 3OOPEeKTUBHOCTU.

[IPMMEP 8
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HepTyByMaG B KOMOMHaLUM C MHI‘M@MTOpaMM apoMaTa3E

STOT HIpuUMep OpedcTaBJIgeT coboM paHIOMM3UPOBAHHOE, OTKPHTOE
MHOTOLIEHTPOBOE nuccJengoBaHme dasu IT C OBYyMS TpyIiaMu,
OEeEMOHCTpUpYyKIlee 30OeKTUMBHOCTE M 06e30IIaCHOCTE IepTysyMaba IIpu
opreMe B KOMOMHaUMM C TpacTy3yMaOoM IUJII0C MHIMOUTOP apoMaTasbl
OJIS Tepanuu I[IepBOM JMHUM Y IIaluMeHTOB ¢ HER2-TIOJOXUTEJILHEM U
IIOJIOKUTEJILHEIM 10 CTaTyCy PelLelTOopOoB TIOPMOHOB, pPacIpOCTpaHeHHHM
(MeTacTaTUUYECKUM MWJIM MEeCTHO PAacCIpPOCTPaHeHHEM) pPakKoM MOJIOUHOM
XxeJless. IMBalH MccJemoBaHMA IokasaH Ha our.29.

[lTepBUUHEIE 1IeJI1

CpaBHUTE BEIKMBAEMOCTDb fe3 [IporpecCcHUpOBaHUAg (PFS) nJjisa
neprysyMaba OpM IOIpHeMe B KoMOMHAUMM C TpacTy3yMaOoM ILJIoC
MHTUOUTOP apoMaTa3s (Al) II0 OTHOIUEHMI K TpacTy3yMaly rmoc AT.

BTOpPUUHEIE 11eJI1

CpaBHUTH neprysymMad npu nprueMe B KOMOMHAa LA c
TpacTy3yMaboM IUJIRC MHIMOMTOP apoMaTa3e (Al) 1[I0 OTHOIEHUD K
TpacTysyMady [iawnc Al OTHOCHUTEJIBHO:

- O6me¥ BeKMBaemMocTu (0OS)

- YacToTH OOBEeKTMBHHX oOoTBeTOB (ORR)

- YaCTOTH KJIMHMUECKOTO IIpeuMmyllecTBa (CBR)

- IJIuTeJIbHOCTHM OTBeTa

- BpeMeHM 0o oTBeTa

- Bes3onacHOCTUM U IIePEeHOCUMOCTU

- KauecTBa XxM3HM (EBpONeMCKMIM OIPOCHMK KauecTBa XuU3HU (EQ-
5D gquestionnaires))

Inzald MccJIemoBaHUI

IMauveHTH OBUIM CJy4YaVHBEM 00pasoM paclpelelieHE B COOTHOIEHUM
1:1 B OBe TpPYNNH JIEUEHUS:

- Ilepry3ymad® B KOMOMHALMM C TpacTysyMabom 1moc Al (rpynmna

A);

- Tpactysymab muwoc Al (KOHTpOJBHad Tpyllla - I'pylmna B).

[Io YyCMOTpPEeHMK MCCJIemoBaTeJid, IIallMeHTH MOTIJIM TaKXe I10JIydaThb
VHIOIYKIVOHHYIO XYMMO Teparnmo (TakcaH VI OoleTaKceJl VI

HaKJ’[MTaKCGH), B KOMOMHALIMM C YKa3aHHBEM MOHOKJIOHAJILHEIM aHTUTEJIOM
TPYIIIIEL JIedeHMA BIIJIOTE OO II€PBHX 18 HemeJib Iieprmonoa JIeUYeHMA. Y

IIallMeHTOoOB, IIOoJIydallMX VHIYKIVMOHHYID XVMMOTepalllo, JiedeHre C Al
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OyoeT HauMHATLCA HOCJe GasH MHOYKIMOHHOW XUMMMOTEpalllM.
akTOopaMM CTpaTUOMKaLMM IJIA aHaJu3z3a OyoyT:

- BoiGOp IJIA TIOJIyYeHMS MHOYKUIMOHHOW xXuMmoTepanuyu (Ha/Her) .

- BpeMsa C MOMeHTa aOBOBAHTHOM TOPMOHAJIBHOM Tepanum (<12
Mecsaler, <212 wMecdleB, WM 0e3 OpeOuecTBYIEel TOPMOHAJILHOMN
Tepaluu) .

MaumeHTH ¢ HER2-TIOJIOXMTEJILHEIM M IIOJIOXUTEJILHEM II0 CTaTyCcy
PELEITOPOB TOPMOHOB (IIOJIOKUTEJNIBEHEIM  TIO cTaTycy  pelenTopa
scrporeHa (ER) u/uiamM no craTycy pellenTopa IporecTepoHa (PgR))
pacnpoCTpaHeHHEM pPakKoM MOJIOUHOM XeJle3w (MeTacTaTUUYeCKUM WU
MECTHO PpPacCIpOCTPaHEHHEM), KOTOPHEEe paHee He IMOJydYalll CUCTEMHYK
HeTOPMOHAJIEHYK I[IPOTUBOOIYXOJIEBYK  Tepallllo I[I0 CXeMe JIedeHUd
MeTacTaTUudeCKux GQopM.

KpuTepun BRJIIOUEHUSA

1. BospacT 18 JjeT wmiu OoJiblle.

2. CraTyc TIOoCTMeHomay3w >1 TrToma (YIOOBJIETBOPAKMINUMA OIHOMY
MM HEeCKOJILKMM KPUTepMAM PYKOBOICTBa HalMoHaJlbHOM BceoOmen
OHKOJIOTMUeckoM ceTu (NCCN), Bepcusa 2,2011).

3. TMCTOJIOTUMUECKM WJIM LUTOJIOTMUECKM I[IOATBEPXIEHHASA WU
3aI0KYMEeHTUPOBaHHASA ameHoOKapLUMHOMAa MOJIOUHOM’ KeJie 35 C
MeTaCcTaTUUYeCKMM MJIM MeCTHO paclpOCTpaHeHHBHM 3abojieBaHMeM, He
IonmanmyMCSa paluKallbHOMY OIIepaTHMBHOMY BMeNlaTeJIbCTBRY.

4., HER2-TIOJIOXKUTEJILHHM (omopenejleHHEM Kak IHC 3+ wmiam ISH
[IOJIOXUTEJILHEI) TII0 OlLleHKe MeCTHOM JadopaTopuM Ha I[IepBUYUHOW WIIM
MeTacTaTUUeCKOV ONYXOJM (IOJIOXUTEJILHOCTL IIo ISH omnpemenseTrcs
Kak cooTHomeHMe 2,0 wmiam OoJiblle IJA UYMCJa KoIMM TeHa HER2 k
umMcyy CuTHaJioB njga CEP17, wmiIM 1OJid TECTOB C OOMHOUHBIMKM 30HIOAMMU,
UMCJIO CUTHAJIOB T'eHa HERZ2 ©OoJsbme uem 4) .

5. TIOJOXUTEJILHEM CTaTyC II0 pelelTopy TI'OpMOHa, olpeleJeHHBMN
KakK ER-TIOJOXUTENILHE U/UIM PgR-TIOJIOXMTEJNLHEM I10 OlLIeHKEe MeCTHOMU
JabopaTopur, KaK OIpelelIeHO KPUTEePUAMM YUpeXIeHMd.

6. I[Io MeHBIIEM  Mepe, OHO obpaszoBaHue, nonnamimeecs
u3MepeHnon, u/mimn 3abojieBaHMe, He IoInnalmeecsd M3MEPeHU, KOTopoe
MOXHO OLIEHUTBb COIJIacHO KpuTepusaM OLIeHKM OTBETa I[IPUM COJMIHEIX
onyxoJigx RECIST, Bepcuda 1.1.

7. IlokazaTeJib obmero cocTogHMa o ECOG O wmmim 1.
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8. O®pakuusa BHOpoca JeBOTOo Xxejlyoouka (OBJIX), 1O MeHbIIEM
Mepe, 50%.

9. OxmumaeMasd NPOOOJIXKMUTEJILHOCTE XM3HM, II0 MeHbIleM Mepe, 12
HepeJkb.

KpuTepun MCKJIIOUEHUS

1. [MpenmecTByoIA A CUCTeMHas HeTOpMOHAaJIbHAaA
IIPOTMBOOIIYXOJIeBasd TepalMsa IO CxXeMe JIeUeHUS MeTacTaTUuuecKUx (QopM
WM MECTHO PaCIpOCTPaHEeHHOTO paka MOJIOUHOM XKeJIe3H.

2. VHTepBayn 0e3 3abojieBaHMA OT OKOHUAHMA adblBaAaHTHOTO WM
HeOaOBBAHTHOT'O CHMCTEMHOT'O HEeTOPMOHAaJIBHOTO JeueHMHa IO peluuImuBa
B IlpenejlaXx 6 MeCsleB.

3. IlpemmecTByKIMe TIPOINMCAaHHHE WIM MCcJenyeMee aHTu-HER2
aATeHTH Opu JOOOM pexmuMe JeueHMI paka MOJIOUHOM XeJle3H, 3a
UCKJIDUEeHMEeM TpacTy3syMabta M/WiK JaldaTruHuba OpU HeoalbloBaHTHOM
WV aIBOBAHTHOM pPeXuMe JIeueHUd.

4. I[lporpeccupoBaHue 3aboJieBaHMA, BO BpeMsa  IIOJIy4YeHUS
TpacTy3syMadba u/uianM JanaTuHuoa OpY agboBAHTHOM pPeXuMe JIeUeHMS.

5. B aHaMHe3e IepcUCTUpyKIAas I'eMaToJIOTMUeCKasd TOKCUUHOCTD
CTelleHM TaXecTr 2 wiau peelie (NCI-CTC, Bepcuma 4.0) B pesysabTare
OpenmecTRyKMEe aOboBaHTHOM MJIM HeoadBlBAHTHOM Tepaluu.

6. Pamnorpadmnueckue [IPU3HaKU MeTacTasz30B LIeHTpaJbHOM
HepBHOM cucTeMmel (IIHC) mo oueHke KT wmim SMP.

7. Ilepubeprueckas HeWpoIaTus CTeleHM TSXeCTM 3 WM BHIIE
(NCI-CTC, Bepcusa 4.0).

8. B aHamHese [Opyroe 3JI0KayeCTBEHHOE HOBOOOpasOoBaHME B
npenmejlax IIOCJemHUX 5 JeT, Ba UCKJIOUeHMeM KapLMHOMEL Iin Situ
meVkM MaTKM MIV 0a3alJlbHO-KJIETOUHOM KapUMHOMH .

9. Cepbe3sHOe HEKOHTPOJUMPYEMOe COINyTCTByKIee 3abojieBaHuUEe,
KOTOpOoe MOTJIO OB SABJATBCH IIPOTUBOINOKA3AHMEM OIS [IPVMMEeHeHUA
JO0OTO M3 MCCJEeOYEeEMEX JIEKapCTBEHHHX CPENOCTB, IIPMMEHSEMHX B 3TOM
VCCJelOoBaHUN, I  KOTOopoe MOIJIO OH IOIOBEPTHYTEH IIallMeHTa
BHICOKOMY PUCKY IIPpM JIeUeHUM CBSA3AHHHX C HMM OCJIOXHEHUM.

10. HeanmexpBaTHOe QYHKIUMOHMPOBAHME OPIaHOB, IIOATBEPXIEHHOE
craenyomyMm1 J1abopaTOpPHEIMU pPe3yJibTaTaMu :

- ABCOJIOTHOEe UMCIJIO HenTpodmior <1,500 KJIETOK /MM .

- Umcgo TpomboumTor <100,000 KJIETOK /MM .
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- TemorJyobuu <9 1/nJl.

- O6mmM OuIMpyOMH BHIIEe, UYeM BEPXHMUM Openej] HopMel (ULN) (3a
UCKJIIOUeHMEeM CJiydas, Korma y alMeHTa IOOKYMEHTHPOBAHHEM CHUHIPOM
Xuspbepa) .

- ACT (cHBOpPOTOYHad acHaprTaT TpaHcdepaza, SGOT) wmam AJT
(CEHIBOPOTOUHAaAd ajJlaHMH aMMHOTpaHcdepasza, SGPT) >2, 5xULN.

- AST (SGOT) wmyum ALT (SGPT) >1,5xULN cCc COIOyTCTBYIIEN
CHIBOPOTOUHOM MeJIOUHOM bochaTazson >2, 5xULN. CEBOpPOTOUHASA
meJiouHas dbochaTaza MOXeT OBITH >2, 5xULN, TOJILKO ecJm
IPUCYTCTBYIT KOCTHBEE MeTacTaz3H, u AST (SGOT) wmu ALT (SGPT)
<1, 5xULN.

- CHIBOPOTOUHHIM KpeaTwHMH >2,0 Mr/oJl mam 177 MKM/JI.

- MexIOyHapoIHOe HOpMaJIM30BaHHOE OTHOIIeHMe (INR) "
AKTUBMPOBAHHOE UYaCTUUHOE TpOoMOOILJIaCTUMHOEBOe BpeMma (aPTT) wim
YaCTUUYHOE TPOMOOILJIACTUHOBOE BpeMd (PTT) >1,5 ULN (za

WCKJIIOUeHMEM CJIydas TepaleBTHUeCKOM KoaTyJsauumu) .

11. HekxoHTpoJmMpyeMad IUIEPTEeH3MA (CUCTOJIMUeCKOe HOaBJIeHUe
>150 MM pT.CcT. U/ MIM IOIracTouueckoe >100 MM pT.CT.) WM
KJIMHUYECKU 3HaUMMOe (T.e. aKTHBHOE) CepmeyuHO—COCYOUCTOE
zaboJjieBaHMe: HapyleHMe MO3TOBOTO KpoBooOpameHus (CVA)/MHCYJBT
niIM  MHOApPKT  MMOKapna B TeueHNe 6 MecHdleB 0O  [IepBOTO
uccyenyeMoro IpernapaTta, HecTadbuilbHasa CcTeHOoKapIusd, 3acToMHasd
cepmeuHas HeOOCTaTOUHOCTHL (3CH) cTemneHM TAXeCcTHM 3 WM BHIIE
comJilacHO HBIOMOPKCKOM KapIMoJIOoTMUecKoM accoumauum (NYHA), wiu
cepbe3Has apuTMmuia ceplla, Tpebyolas JIedeHMd.

12. M3BecTHasa Tekymasa MHPekums BUY, HBV wuam HCV.

13. Omemka B IIOKOEe M3—-3a OCJOXHEHUMNM pacHpOoCTPaHeHHOTO
3JIOKaYeCTBEHHOTO HOBOOOpAa30oBaHuMg, Wi Opyroe 3aboJleBaHue,
TpebyKlee TNOCTOSHHOM TepalrM KUCJIOPOIOM.

14, Cepbe3sHad xupypludecKas ollepalllsa WM Cepbe3Has TpaBMa
B Ipelejylax 28 CYTOK IO pPaHIOMM3alMM WM OXMIAaHMe HeOoOXOIMMOM
CEpPbesHOM XMPYPIMUECKOM ollepallMM BO BPeMSA MCCIeOyeMOTO JIeueHUS.

15. loTepa OUBMUECKOM  LEeJIOCTHOCTM XeJIyOOUHO-KMUIEeUHOTO
TpakTa, KJIMHUYECKU 3HaUYVMEIL CUHIPOM MaJibabcopbunn, VI

HeBO3SMOXHOCTE IIPMHNVMMAaTE IIepopalJlbHEIE JIeKapCTBEHHEIE IIpellapaTH.
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16. IlpyeM BHYTPMBEHHHEX AaHTUOMOTMKOB OJA JieueHUS MHOEeKLVM B
npenejyax 14 cyTOkK OO paHOIOMM3allUM.

17. Tekylmee XPOHUUECKOoe exXeIHeBHOE JieueHue
KOPTUKOCTEpOUIaMA (mosa 10 MT'/ CYTKU SKBMBAJIeHTA
METUJINIPEOHMUB0JIOHA) , 3a MCKJIUYeHMEM MHIAJSLUMOHHEX CTEPOUIOB.

18. VI3BecTHada TUIIEPUYBCTBUTEJILHOCTE K Jodomy us
MCCIenyeMbIX MeIVLIVHCKMX nIpernapaToB NI K SKCUUIIMEeHTaM
PEKOMOMHAHTHEX UYeJIOBeUEeCKUX TYMAHM3UPOBAHHEX AHTUTEJI.

19. B aHaMHe3e IoJIyUueHMe JI0OOTO BKCIEPUMEHTAJILHOTO JIeUeHUS
B Ipemejlax 28 CYTOK OO PaHIOMMU3alUM.

20. TlapaJjyelbHOe ydacTue B JIOOOM KJIMHMUECKOM MCIIETaHUM .

I'pynna A

[lepTy3syMad (B/B MHQY3US)

BBOOAT B OeHb 1 MepBOTO LMKJIa JeUeHMS B BUIe yIapHOM O3
840 wMr, C mnoclyemnyomyMM mo3amm 420 MI' B OeHb 1 KaxOoTro
[IOCJIeOYRIETO 3-HeIeJIbHOTO LMKJIIA.

HauaJibHEIE MHOQY3UM IepTy3yMaba OyIyT BBOIMUTE B TedeHue 90
(£x10) wMmMHYT M 3a OaluMeHTaMM OyoyT HabOJmooaTb B TedeHMe, IO
MeHbIme Mepe, 30 MMHYT IIOCJIeé OKOHUaHMA MHOYy3UM, Ha IOIpeIMeT
CUMIITOMOB, aCCOLMMPOBAHHEX C MHOY3MeM, TaKux Kak JuxopaIKa,
03HODO M T.n. IllpeprHBaHMe WM BaMelJleHMe UHOY3UM MOXEeT YyMEHBIUTH
TakMe CHUMITOMHL. Eciau uMHOY3MA XOPOWO IIepPeHOCUTCHA, ocjelyrlue
MHQY3MM MOXHO BBOIOMUTL B TeueHMe 30 (+10) MMHYT C HabOJjllomeHMEeM 3a
IalMeHTaMM B TeueHMe cJelyimmx 30 MUMHYT.

TpacTy3ymMad (B/B wuHOY3UL, BBOOMMAaS IIocje IIepTysyMmaba) B
OeHb 1 IHepBOTO ILMKJIA JIeUeHMS B BUIe yIapHOM ITO3H 8 MI/KID, C
[IOCJIeOVIIMMM HOo3aMM 6 MI'/KID' B HOeHb 1 KaXIoro IIOoCJenyolero 3-
HeIeJIbHOTO LMKJIa; BBOOAT B COOTBETCTBMM C MAPKMPOBKOM MNPOOYKTA.

ATl (mepopalibHO)

BBOOAT B COOTBETCTBUM C MaAPKMPOBKOM MIPOOyKTa (aHacTpO30JI:
1 M ooMH pa3 B CYTKM; JIeTPpO30Ji: 2,5 MI' OOMH pas B CYTKWU) .

VHOYKUIMOHHASA XVIMMOTepalind

[IallMeHTH, noJjiyyamomre  MHIOYKLIMOHHYI  XUMMMOTEPAallMi  BIJIOTH
IIepBEIX 18 HemeJib Iepuoma JEeUeHUs, OyoyT TIoJydaThb TaKcaH
(DoleTakceJyl Kaxiee 3 HemeJM WIM HaKJIuTakceJl eXeHemeJlbHO),

BBOOMMEIN B COOTBETCTBHMIM C MapKMpOBKOﬁ CoOoTeBeTCTBYKIETI'O
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npoOoyKTa. XVMMO Tepallio OYyIOYyT BBOIUTL rocJe UHQY 3UM
MOHOKJIOHAJILHOTO aHTuTeJla (nepTy3yMaba u/mMiaM TpacTysyMmaba) .
Y maluMeHTOB, IIOJYyYallMX MHIYKIMOHHYID XMMMOTEepalMrio, JeueHUe
¢ Al OymeT HaAuMHATBLCSA IOCJe Qashl MHOYKLUMOHHOM XUMMOTEPAallnM.
KoHTpoJIbHag I'pylla - Trpynmna B

TpacTy3ymMadb (B/B UHOY3MUT)

B meHr 1 TIepBOTO LUKJIA JeUYeHMSa B BUIOe YIAPHOM ITO3H 8
MT'/KT, C »OOocJleOyomMMM QJosaMuM 6 MI/KD' B HOeHb 1  KaxXgoTo
nocjengymomero 3-HeOeJIbHOTO LMKJIA; BBOIAT B  COOTBETCTBUM C
MapKMPOBKOM MNPOOyKTa.

ATl (mepopalibHO)

BBOOAT B COOTBETCTBUM C MaAPKMPOBKOM IPOOYyKTa (aHacTpO30JI:
1 M oomMH pa3 B CYTKM; JIeTpOo30Ji: 2,5 MI' OOMH pas B CYTKWU) .

VHOYKUMOHHASA XVIMMOTepallid

Takasg Xxe, Kak " B SKCHepMMeHTaHbHOﬁ I'pyIirie.

[IepBUUHLEM KpUTepUM 200eKTUBHOCTU

PFS (ompeneisigseMas KakK BpeMsa OT paHIOMM3aluM OO I[IepBOIO
panuorpadpmuueckm 3a00KYMEHTUPOBAHHOTO NporpecCcrupoBaHmnig
3ab0JIeBaHMAa MM CMEepTM IO JKOOM NpUUMHe, UYTO OB HUM CJYy4YUJIIOCH
[IEPBLEIM) .

BTOPUUHEM KpUTepUM 5OOeKTUBHOCTU

- 0S

- ORR

- CBR

- IJIUTEeJILHOCTL OTBeTa
- Bpemsa 1o oTBeTa

OueHka 0e30IIacHOCTHU

- UYacToTa BOB3HMKHOBEHMSA, IIPOUCXOXIEeHMe U TAIXKeCTb AE mu
CepbesHBX HexeJlaTeJILHBEIX SABJIeHMM (SAR)

- YacToTa 3abojeBaeMocTy 3CH

- OBJIX BO BpeMda MCCIIeOOBaHUA

— OTKJIOHEHMSA OT HOPMH B JIaOOpPaTOPHHX TecTax.

[lpenmnojlaraeTcsa, YTO KOMOMHalLMA I[IepTy3yMad, TpacTysymMad u
Al OymeT OesomnacHoM M 20PeKTMBHOM B IMIONYJIALUMUM IDalMEeHTOB M UTO
nobaBJIeHHUe neprysyMada K TpacTy3syMady u AT YBEJIMUUT

BEIXKMBAEMOCTb Oes nporpeccupoeaHuda (PFS) 1o CPpaBHEHMIO C
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TpacTysyMadboMm miaoc Al Des neprTy3symabda.
[IPMUMEP 9

[lepTy3ymMad IJsa VJIydlmeHMsa ofmel BekMBaemocTy (0S) Yy HAaUMEeHTOB CO

3JIOKaUeCTBEHHOM OITYyXOJIBIO

ObocHoBaHMe: B wuccienosaHuu CLEOPATRA B IpuMepe 3 BHIIE,
808 IalurMeHTOoB c HER2-MOJIOXMTEJILHEIM MeTacTaTUUEeCKMM  pPakKoM
MOJIOUHOM XeJle3H (MeTacTaTuueckuit PMX) c Tepamnuel OepBOM JIMHUU
(1 L) OBUIM PaHOIOMUBMPOBAHE IOJIA JieueHMA IJJaledbo + TpacTyzymad +
moueTakces (Pla+T+D) wmiam nepTysymad + TpacTysymMal® + »OoleTakcel
(P+T+D) . [lepBUUHAa A KOHeuHasd TOUKa (He3aBUCUMBI aHaJm3
BEIKMBAEMOCTM 0Oe3 IMIpOoTpecCHUpoBaHmMsa) ObJIa 3HAUMUTEJBHO YJydlleHa C
P+T+D mo cpaBHeHuw c Pla+T+D (cooTHomeHme pucka (HR)=0,62;
0,0001; w~menmaner, 18,5 no cpaBHeHuw c 12,4 wmMmecduna) (nopumep 3
BHIIE) . OTOT MOIPMMEep BKJOUAET BTOPOM IIPOMEXYTOUHHM aHaJlu3 ofbmeln
BEKMBaeMocTM (OS) IMociie IJMUTEJBHOTO HaOJIeHU.

CrnocoBH: 3TOT MNPOMEeXyTOUHHM aHaJM3 ofmel BerkMBaeMocTu (0S)
IIPOBOOMIIM C TIPMMEHEeHMeM QYHKIMM 3aBUCHMMOCTM BePOSATHOCTM OMUOKMU
I poma OT IOJIyUeHHOW IoJM HeodxoImmoM MHOopMauuu JlaHa-JlemMeTca C
KpUTepueM IOOCPOUYHOTO 3aBeplmeHusa ucciaenoBaHusa O'BpaleH-OJeMMHT
(OBF) 1mjs mnommepxaHus ofbmer ommOKM TMIa 1 Ha YypoBHe 5%. Ha
OCHOBaHMM UmMcCJa HabjoIaeMex cobutum 0SS, kpuTeput OBF 14
CTAaTUCTUUECKOM 3HAUMMOCTM B STOM aHaJmM3e cocraBui <0,0138.
JlorapubdMmue CcKu PAaHTOBHM KpUTepu, CTPaTUOULMPOBaHHEM 1o
cTaTycy IMNpedmecTBYKRIEro JedeHMsa M TeolpaduueckoMy pPeTrMOoHY,
OPpMMeHAJIM CcpaBHeHMsa OS Mexny TIpyllaMu OIONYJALUMKM 10 Hal3HadeHHOMY
JedeHuwo. g oleHkM MenmaHH OS B o00eMx TIpyllax IIPMMEeHSJIM IIOOXOI
Kammana-Melepa; o4 OLLeHKMU HR n 95% CI NIPYMEH AJIN
CTPaTUOMUIMPOBAHHYK MOIOEJIb IIPOINOPLMOHAJBHEX PUCKOB Kokca. AHaImM3
O0S B monorpyrmnax OPOBOOMIM IJIA QaKTOPOER CTPpaTUOUKALMKM U OPYITUX
KJIOUEBEX MCXOIOHHX XapaKTepUCTUK.

PesyJbTaTH : K MoMeHTY  aHalusza, MeIVaHa  IOoCJIeayKRmeTro
HabogeHusa cocTaBwjla 30 MecHdleB, UM OPOMBOIJIO 267 cMepTen (69%
oT 3allJIaHUPOBAaHHEIX COOBITUM oJis OKOHUYATEJILHOTO aHaJm3a) .
PesyJpTaTe IIOKa3aJiM CTaATUCTUUECKM 3HauuMMoe VyJyumeHrne OS B
nojge3y P+T+D (HR=0,66; 95% noBepuTeslbHHM MHTepBajsg (CI), 0,52-

0,84; P=0,0008). 970 HR mnpencraBjdgeT cobom 34% CHMXeHMEe pUCKa
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CMepTH. AHaiM3 OBUI CTATUCTHUUYECKM OOCTOBEPHEM, M, TakuM o0pasoM,
paccMaTpMBaeTcd Kak I[IoOTBepXxnawomui  aHaim3  OS. MenomnaHa  OS
cocTaBuila 37,6 MecsdaleB B I'pylle Pla M eme He OvJla OOCTUIHYyTa B
rpynrne P. 320bekT JiedeHMsa OBJI, B OCHOBHOM, COIOCTaBMM B 3apaHee
OrnpelleJIeHHEX IIOOTPyIlllax Ha OCHOBaHUM MCXOOHHEIX [I€pPEeMEeHHHX U
baxkTOPOB cTpaTudmraumu, BRJIOUA L : IpenuecTBYRIY
(Heo) aIBIoBaHTHYIO Tepaluio (HR=0, 66; 95% CI, 0,46-0,94);
OTCYTCTBME IIpellecTBYIe (Heo)aObloBaHTHOW Tepanuu (HR=0,66;
95% CI, 0,47-0,93),; mnpemmecTBywmui (Heo)anbioBaHTHel T (HR=0,68;
95% CI, 0,30-1,55); =zabojyieBaHMe C OTpUIATEJLHEM CTaTyCOM IIO
peuenTopaM ropmoHor (HR=0,57; 95% CI, 0,41-0,79); u 3abojieBaHNue
C IIOJIOXUTEJIBLHEM CTaTyCOM II0 pelelTopaM I'OpMOHOB (HR=0,73; 95%
CI, 0,50-1,06). OueHku KamnymaHa-MeMepa nga ypoBHelr OS HOKa3LEBAaT
[IOJIL3Y IOJIS BBIXMBaHMA ¢ P+T+D B 1, 2 m 3 TOoIAa.
Tabania 14
IperMymecTBO IOJd oO0mel BEKMBAEMOCTHU C

neprysyMadom

Pla+T+D P+T+D A

YpOBeHL BEKMBAEeMOCTH, $

1 ronm 89,0 94,14 5,4
2 Tozna 69,4 80,7 11,3
3 roma 50,4 65, 8 15,4

BOJIBIIMHCTBO  IalMEeHTOR  IIOoJy4daJM IIPOTUBOPAKOBYI  TepallMio
IocJie IpeKpalleHusa MCccJenyeMoTo JieueHusa (64% B rpynmne c Pla, 56%
B Tpynmne c P). Ilocienyrmasa Tepalusd C OpelapaTaMu, HalpaBJIeHHBEMU
Ha HER2 (T, JganatmHM®6, T 3MTaH3MH) OpJla cbaJlaHCHPOBaHa MeXnay
TpynnaMv. [IpUUMHBEL CMEepTM He M3MeHWJIMChB C MOMEHTa I[IepBOT0
IPOMEeXyTOUHOTO aHaJuza 0S, u HaubdoJiee paclpoCTpaHeHHOM OIPUUMHOM
OBLIIO IpoTrpeccUupoBaHme 3aboJIeBaHnAa. HexeJiaTeJlbHEE ABJIEHUA,
OIPpUBOOANME K CMepTHM, BCTpeuaJMcCh pelkKo M ObiM cOallaHCUPOBAHH
MeXxny TpyIllaMu.

BEIBOIH : JleueHme IIalMeHTOB C HER2-IOJIOXMTEJIb HEIM
MeTacTaTudeckuMm PMK B kauecTBe Tepanumu IIepBoW JuHMM P+T+D 110
cpaBHeHMK C Pla+T+D OBUIO acCoUMMpPOBAaHO C yJydlmeHueMm 0SS, KOTOpoOe

OBLJIO Kak CTaTUCTUYECKNM, TakK " KIIMMHNYECKMU SHa4YVMMEIM . oTHU



151

pesyJibETaTE I[IOKa3HBBawT, uTO KOMOMHMpOBaHHYK OJgokany HER2 wu
XUMUOTepallnio C  MCIOJIE30BaHMEM  CXeMBl JIeUueHUd P+T+D  MOXHO
paccMaTpMBaThk B KadeCcTBe CTaHDapTa JiedeHusd IDaluueHToB C HER2-
IOJIOXUTEJILHEIM MeTacTaTudeckuM PMX B pexmuMe TepaluM II€pPBOU
JIVHUN .

ST OaHHBIE OTHOCUTEeJIEHO OS MOTYT OHTH BKJIOUEHH BO BKJIAOBII
B VYIAKOBKY IPOMBIIJIEHHOTO MU3OeJIMA C MHCTPYKLMEeM II0 IIPUMMEeHEHUIO
neprysymaba, Kak B IOpuMepe 4 BHIIe, HaIpUMEP.

[IPMMEP 10

[lepTy3ymMad M TpacTysyMa® C TakKCaHOM B KaueCTBe Tepaluyu IIepBOU

JIMHVIM OJIS HDauMeHTOB ¢ HER2-IIOJOXMTEJIbHBEM PacIliIpOCTPaHeEHHEIM PaKOM

MOJIOUHOM XeJiesn (PERUSE)

OBbocHOBaHME : neprysyMad (P), TYyMaHV3UPOBAHHOE
MOHOKJIOHAJIbLHOE aHTUTEeJIO, MHIMOMpYeT Iepelady CHUI'HaJjla HER2 nyTem
CBASHBAHUA C IOUMEPUSYIIVMM ITOMEHOM pelelTopa M IIpeloTBpalleHnd
TreTepoIuMepU3aluM C OPYyTUMM UdjleHaMu ceMedcTBa HER. SnmurTor,
KOTOPHEM  paclosHaeTcsd P, OTNIMYaeTCd oT TOTO, C KOTOPHEM
CBA3HBaAeTCHA TpacTy3yMab (H) u, TaKUM obpasoM, X
B3aMMOIOIIOJIHAKIME MexXaHU3ME IeMCTBUA IPUBOIAT K 0o0Jiee IIOJIHOM
ojiokame HERZ2. JaHHBEe wuccienobaHusa ¢as3u 111 CLEOPATRA nokasalu
3HAUUTEJIbHOE YIydleHe PFS N4 NauveHTOB, [IoJIy4aBIInX
P+H+moueTakcesl IO CpaBHeHUI C HtpmoueTakcestiyiauebo B KaueCTBe
Tepalur IIepBo¥V JMHMM 0Jig HER2-MIOJOXMTEJILHOTO MeTacTaTUUueCKOoTO
paka MOJIOUHOM XkeJjiesbl (PMX) .

Ouszany UCCIIeoOBaHUSA : 2TO MHOTOILIEHTPOBOE, OTKPETOE
OOHOTPYIIIIHOEe McCcJeloBaHMe ¢az3u I1I1Ib y naumMeHToB C  HER2-
MNOJIOKUTEJIEHEIM MeTacTaTUUeCKMM WM MeCTHO peluugueupyommuMm PMX,
KOTOpPHE He MoJIyyaJlM CUCTEeMHOM He-TOPMOHAJLHOM IIPOTUBOOIIYXOJIEBOM
TepaluM IJIS MeTacTaTHMUeCKOM 3JI0KaueCTBEeHHOW OIyxXoJM. IllallMeHTH
OyoyT 1noJjiydaThb, P: 840 wMI' HadajJlbHad @poz3a, 420 M Kaxnoee 3
Hemesu B/B; H: 8 Mr/XI' HauajJbHad nJo3a, 6 MI'/KT KaxOgwe TPU
HeOeln B/B; TakKCaH: OoleTaxces, naxkjJmuTaxkces, VI nab-
NaxkJIMTaKceJl COIJIaCHO MeCTHBEM PeKOMeHOalMaM. JleueHue OynoyT
BBOIUTL oo NpoTrpecCcUupoBaHma 3aboJIeBaHuAa ZNAZN HenprueMsIeMomn
TOKCUUHOCTHA . [lnmaHupyemMad nonpaeka K IPOTOKOJY [IO3BOJIUT

IIalilMeHTaM, ITOJIOXMT €JIbE HEIM I10 CTaTycCcy penelriTopoB T'OPMOHOE,
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IoJiydaThk DSHIOOKPUHHYK TepalMon Hapdny ¢ P+H [Docie 3aBepleHud
TepaluMM TaKcaHaMM, B COOTBETCTBUM C KIMHMUECKOWM MNPaKTUKOM.

Kputepun otTdopa: B Hauajsle HCCIeOOBaHMA IIaUMEHTE OOJDKHEL
uMeTs OBJIX 250%, ECOG PS 0, 1 wmim 2, uHTepBaj 0Oe3 3adojieBaHMUd
26 MecsdlleB, UM He IOOJIKHH IOJIyYaThb OO 2TOT0 aHTM-HER2 areHTH OJId
JleueHsa MeTacTaTuueckoro PMX. DonyckaloTcsa IOpedmecTBylommi H
n/ Wi JlanaTuHu® B pexrMe (Heo)aObloBaHTHOTO JieUeHUd, IIPU YCJIOBUM
UTO He OBJIO IIPpOoTpeccUupoBaHMA 3abojieBaHMSag BO BpeMsda JieueHUd. Y
IallMeHTOR He OOJIKHO OBITh OPYITUX 3BJIOKAUECTBEHHHBX HOBOOOpPAa30BaHUMN
B IIpelejlax IIOCJelIHMX b5 JeT, 3a MWCKJInUeHMeM KaplIMHOMH In Situ
melkM MaTKM WM ©0as3allbHO-KJIETOUHOM KapUMHOME. He @OOJDKHO OBTH
KJIIVMHUUECKUX WM paluoTrpadruuecKmx IIpM3HAKOB MeTacTa30B [HC wiau
KJIMHUUECKM 3HaAUMMOTO CepOeUHO—-COCYIUCTOTO 3abojieBaHMAg.

KoHkpeTHHE LeJiM: TIOCKOJBKY H He OBUI NIMPOKO OOCTYIIEH B
pexrMe (HeO)alBBaHTHOI'CO JiedeHUs IHOpu Habope mnepen CLEOPATRA,
OTHOCUTEJIbHO HeOoJibllad dYacThb HaluMeHToB B CLEOPATRA paHee
nojgyuasia H. PERUSE OyneT oOlLleHUMBATEH Oe30MIacHOCTE U IepeHOCHUMOCTHL
P+H+TakcaH Ha BHOOpP B KauecTBe TepaluM I[IepBOM JIMHUM 1OJIA
nauueHToB C  HERZ2-TIOJIOKUTEJIBHEIM MeTacTaTUUeCKUM WJIM  MEeCTHO
pacrnpocTpaHeHHEM PMX B HOOyJddAUMM IDalMeHTOBR, KOTOPHE BepOATHO
UCOETadM ©OoJiee OOmMMPHOE BO3IEMCTBUEe IIpeduleCTBYINEeN Tepaluu
TpacTy3yMaboM.

CTaTUCTUUECKHUE CIIOCOOH: [IePBUYHBIMA KOHEUHEIMN TOUKaMMU

ucciyenosaHmsa PERUSE gejidaoTcsa  ©0e30MacHOCTE M IIEPEHOCUMMOCTD .

BTOpHUUHEE KOHEUHHE TOUKU BRJIOUAKT PF'S, 0s, ORR, CBR,
IJUTEeJILHOCTL OTBeTa, BpeMa OO oTBeTa U QoL. OKOHUATEJILHBIM
aHaJm3 oynoer npoBeneH, Korma 1500 IaluMeHTOB OBLIIN infe}i!

HabJomeHmueM, IO MeHbIlel Mepe, 12 wMecdleB TIIocJe TOTO, Kak
IIOCJeIHVM IIallMeHT IIOJIYUMJI IIOCJIeIHIon OO3Y MCCJIedyeMOoTI'o JeueHUud,
KpoMe clly4Jyaes, KoT'oa HEBO3MOXHO [IPOBECTH mocJenyKimee
HaOJomeHe, OT3HBa COTJIACHA, WJIM CMEPTH, WJIM e€CJIM MWCCIelOBaHMe
IpeXIeBpPeMEHHO 3aBepIeHOo CIIOHCOPOM. AHaIU3H 1o OlleHKE
©e30MIaCHOCTM 3allJIaHMPOBAHE TIIocJie BkJwoueHma 350, 700 wm 1000
NalureHTOB. HOTIOJIHUTEJILHO, COBeT [0 MOHMTOPMHIY  IOaHHEX O
0e30IaCHOCTM IIallMEHTOR paccMaTpMBaeT IOaHHBEe I[I0 0e30lIaCHOCTHU

IocJie BKJIOUeHMS B MccJenmoBaHMe 50 mnaluMeHTOB, a 3aTeM Kaxibee 6
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MeCHlEB.

[lpennoJjiaraeTcsa, UYTO HepTy3yMa® M TpacTy3yMmMa® C TaKCaHOM
ByoyT 5bbeKTMBHH B KauecTBe Tepalluy IepPBOM JIMHUM OJIS [DallMeHTOB
c HER2-TMOJIOXUTEJILHEM pPaclIpOoCTPaHeHHEM pPakoM MOJIOUHOM XeJie3H B
COOTBETCTBUM C IMIPOTOKOJIOM, IIPUBEINEeHHHM B STOM IIpUMepe.

IPMMEP 11

HepTyByMaG B KOMOMHAaLUM C XMMMOTepaHMeﬁ 1P pakKe AMYHMKOB C

HUBKOM sKchOpeccueyr HER3

SOUTeJMaJIb HEM pax AUYHUKOB, Hap4anoy C IIEePBUYUHOMN
[IepUTOHeaJlbHOY  KapLUMHOMOM M  KapLUMHOMOM  (aJlJIONMEeBHX  TpyO,
ABJISEeTCA IIATOM II0 BHAUMMOCTHM IIPUUMHOM CMepTH, CBI3aHHOM CO
3JIOKaYeCTBEHHOM OINIyX0oJbl, Yy XeHmMH B EBpomne (Bray et al. Int.
J. Cancer 113:977-90 (2005)) . Pak AVNUHUKOB JacTo He
OIMaTHOCTUMPYETCAS IO Tex IIop, IIOKa OH He TIpOoTpecCHupoBall B
PacnpoCTpaHeHHYK CTalubo, OpM KOTOPOM CTaHOapTHHM JeueHMeM
ABJISeTCA XUpypIMUecKas pes3eKlra ¢ IIocJelyllel XuMrMoTepalmuen.
XoTda gpobBaBJIeHMEe TaKCaHOB K XMMMOTepallMM Ha OCHOBe ILJIaTWHE
IIPMBOOMT K IOOCTMXEHMI IIOJIHOTO oTBeTa (CR) npubim3uresbHOo y 80%
nauueHToB, 3aboJleBaHMe peluIMBUPYyeT Yy OOJBIMHCTBa I[IallMEHTORB, U
Bojiee uyem 50% ©DAUMEHTOBR C IOMATHO3OM «RIUTEeJMaJIbHEM  pak
AMYHUKOB» B KOHEUYHOM MTOTe YyMMpakT oT 5Toro 3abojseraHma (Du
Bois et al. Cancer 115:1234-1244 (2009)). Ilocme nporaJa
XVMMOTEepanM Ha OCHOBe  ILJIAaTMHEH, eCTb HEeCKOJIbKO BapMaHTOB
Tepanuu. IlallMeHTH Cc 3adojieBaHMeM, UYBCTBUTEJILHBEIM K ILJIaTUHE
(peumnouB 3aboJieBaHMUA NPOMCXOOMUT 0OoJiee UueM Uepes 6 MecHdleB IIOoCe
[IOCJIeOHETO LMKJa XUMMMOTepalMM Ha  OCHOBe  ILJIAaTMHH) , JacTo
IIOBTOPHO MIPOXOOAT Tepaluio Ha OCHOBE [1Jla T HE u VIMEIOT
BEHIKMBAeMOCThb 0e3 nporpeccupoBaHua (PFS) npubiamsurensHo 9-10;
OOHaKO, IJA IHalMeHTOB C I[IepPBMUHEM 3adojieBaHMeM, YCTOMUMBHM K
JaTuHe, MIPOTHO3 3HAUUTEJIBEHO XYXE . Onsa STUX IauMeHTOB,
[IOBTOPHOE JIEUEHMEe Ha OCHOBEe ILJIaTHMHE WJIM Olepalusa He SBJIAKRTCHA
Pa3yMHHMM, BMECTO STOTO IIallMeHTOB C VYCTOMUMBOCTBID K IIJIaTHHEe
YacTo JeuaT IpM IIOMOIM XMMMOTepalMM OIHMM IIperlapaToM, TaKKM Kak
TOIIOTEeKaH, I[NeTMJIMPOBAHHHM JIMIIOCOMAaJBLHHM »OoKcopy®mumH  (PLD),
NakJIMTaKCeJl M IeMUmMTabuH.

YJacToTa OOBEKTMBHEIX OTBETOB OJA IHallMeHTOB C 3abojieBaHMeM,
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YCTOMUMBEIM K ILJIaTMHE, BapbUpyeT B IOpenejax 10-20%, B TO BpeMsAa
KakK MeIOuaHa BBKMBAeMOCTM O0es nporpeccupoBaHmsa (PFS) BapbupyeT B
npenejax 3,5-4 wmMecsauer. 3aboJjieBaHMe, YCTOMUMBOe K ILJIaTUHE,
HEMBJIEUMMO,; LeJM JeUueHMS OJIS HBTUX I[NalMeHTORBR BKJIIUAT BpPeMeHHOe
oBJlerUyeHUe CHMMIITOMOB, IIPOJIOHI'MPOBAHHOE BHXMBAHUE U VYJIYUIIeHNKEe
KadecTBa XM3HM (QoL). B LeJjoM, pPes3yJbTaTH OCHOBHHEX KJIMHUUECKUX
UCIHTaHUM, IMIPOBEIOeHHEX 3a I[ocjienHue 20 JeT, IIOKas3HBaklT, UTO
MenmMaHa PFS 1Jjigd [auMeHTOB C pPaclpoCTpaHeHHBM 3abojieBaHueM
BapbUpyeT B Ipenejlax 16-23 MecsaleB, B TO BpeMfa KakK MeOuaHa
obme¥ BeKMBaeMoCcTM (0OS) BapbupyeT B NOpenejax 31-65 mecduen.

BOJILIMHCTBO JIMHUM 3JIOKAUEeCTBEHHBX KJIETOK SAMUYHMKOB UM MHOTHE
oOpaslbs OMOICHUM Ppaka SMUHMKOB SKCIPeCCHUPYIT BCe UJIeHH CceMelcTBa
peuenTopor HER (Campiglio et al. J. Cell Biochem 73:522-32
(1999)). EGFR wm HER2 ©OwpuiM HamboJiee THMPOKO WM3YUYEHH, W OBJK
[IPOTECTHUPOBAHE HECKOJIEKO BEMEeCTB, HalleJIeHHEX Ha PelLenNTop WiIKn
aCCOLMMPOBAHHEIE C HMM BHYTPUKIIETOUHBEE TUPO3MHKMHASIH.

B HemaBHMX MCCJIEIOBaHMAX KOJIMUECTBEHHHE aHaJM3H Oejika HER2
[IPOOEMOHCTPUPOBAJIM, UYTO 3JIOKAUEeCTBEHHEE OIIyXOJM SAUYHMKOB MWMEKT
3HaAUMTEJILHO DoJiee BLEICOKME YPOBHU HERZ 1o CPaBHEHUIO C
OOOPOKAUEeCTBEHHEIMY OIIyXOJIAMU SAWMUYHMKOB WM HOPMAJIbHBEIMMY SWUYHUKAMA .
KpomMe Toro, HabiomaldM KOoppesdauuin Mexny YypoBHAMM OenkoB HER2 u
HER3 (Steffensen et al. Int J Oncol. 33:195-204 (2008)).
VccienoBaHMsa Ha CHUCTeMaxX KJI€TOUHHX KyJbTYP I[IOKas3BBalnT, UYTO
TeperyJIMH-aKTUBMPOBAaHHEE TeTepOoIVMEPEL HER3-HER2 PO ABJIAIT
HamboJiee CWJIbHEE TIPOJIMPEepaTHBHEE ¥ TPaHCOOPMUPYIMME OTBETH U3
JI00O0M BOBMOXHOM KOMOMHalUUM pelelTopoB (Pinkas-Kramarski et al.
EMBO J. 15:2452-67 (1996); Riese et al. Mol Cell Biol 15:5770-6
(1995). Erratum in: Mol. Cell Biol. 16:735 (1996)). MomHOCTBH
DTUX OMOJIOTUUYECKMX OTBETOB, BEPOATHO, ABJIAETCH Pe3yJIbTaToM
OBOMHOM ¥ 20QeKTMBHOM aKTUBaLUM IyTel MAP KMHa3H M PI3 KMHAS3H.
Kpome Toro, HER3 saBideTcda HauboJiee MOIHEIM aKTUBaATOPOM IyTu PI3
KkMHasza/AKT (Olayioye et al. EMBO J 19:3159-67 (2000)) .
VicciiegoBaHMA Ha JIMHMAX 3JI0KAUECTBEHHHX KJIETOK MOJIOUHOM XeJIe3H C
amrmoukaumerr HERZ2 nokaszasiu, uTo HER3, a He EGFR, uMeJ pemawnmee
3HaueHMe IJI4 Iepenaum curHaja HERZ, u uro HER3 MHIMOMpPpOBaJ POCT

B TpexMepHOM KyJIbType U MHAOYUMPOBAaJ OHICTPY perpecCHi OIIyXOoJM B
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KCeHOTpaHCIIaHTaTax 1in vivo (Lee-Hoeflich et al. Cancer Res
68:5878-87 (2008)).

IOMOJIHUTEJIBLHO, DKCIIPECCUA HER3 BOBJIEUEHAa B KauecTBe
BO3MOXHOTO GGaKTopa pUCKa OJ4 paka AMYHUKOB (Tanner et al. J
Clin. Oncol. 24:4317-23 (2006)).

B odasze II MHOTOLUEHTPOBOI'O MCCJeIOBaHMA (TOC2689q) N4
IaluMeHTOB c pacnpocTpaHeHHBEM pakom AMYHUKOB, KOTOPHM
peuuIuBUPORBAaJl IIoCcJie JeueHMsa IIJJaTMHOM MM ObJl  YCTOMUMB K
XUMMOTepalMy Ha OCHOBe ILJIATMHEL, I[IallMeHTH, KOTOpPHEe OBUIM BKJIIOUEHE
B koTropTy 1 (n=61) noayumaM YyIapHyK »OO3Yy HepTys3ymaba 840 Mr c
nocyenyomyMu 420 M neprysymMa®a B OeHbB 1 KaXIoT'o 3-HeOeJIbHOTO
LMKJIa, VM TalMeHTH B KoTropTe 2 (n=62) nogyumiam 1050 wMr
neprysymaba B IOeHb 1 Kaxdor'o 3-HeOeJIbHOTO LMKJa. CXOIOHHE
pesyJbTaTH Habaomgalyu B 00eMx KOoTI'opTaxX OTHOCUTEJIBHO YaCTOTH
obmero oTBeTa ¥ MeIuMaHe PFS. Bocemb nalMeHTOB (4 B Kaxmoou
KOoTopTe) VIMEJIN IpU3HaKM CcTabuIBHOTO 3aboJieBaHUA (SD),
oJjamerocs, IO MeHblle Mepe, 6 MecsaueB. Megmane PEFS wm  0OS
cocTaBMJIM 6,6 Hemeau wm 52,7 HemeJsu, COOTBETCTBEHHO, oJjig
[IONYJIALMM B LIEJIOM.

PesyJibTaTe 2TOTO UCCIeloBaHnAg [IpUBEJIN K OBYM
PaHIOMM3UPOBaHHEM MCCIIeNOBaHUAM basmu IT B MOy JIALUUN,
YYyBCTBUTEJILHOM K ILJIaTHMHEe, WU TONYyJSslUMM, YCTOMUMBOM K ILJlaTHUHe. B
uccygenoraHum TOC2689g oueHUMEBaIM 2OOEeKTHMBHOCTE U ©Oe30IaCHOCTD
reMUMTabMH + HepTys3yMa® I[I0 CpaBHeHMIO C TeMuUmMTabuH + [jgauedo y
IaluMeHTOB c pacnpocTpaHeHHBEM paxkom AVNYHUKOB, [IEPBUYHEIM
[IEPUTOHEAJIbEHEM PaKOM WM pPakoM OQalJlJIOIIMeBHX TpyD, KOTOpPHEe OBUIM
YCTOMUMBHE K XMMMOTepalMM Ha OCHOBe TIjIaTuHe (Amler et al. J
Clin. Oncol. 26:5552 (2008)) . B MCCIIegOBaHUNU rnaumeHTaMm
[IO3BOJIAJIM  [EPeXOIUTH nus3 TPYIIE B TPYHOIly  OJS  IIOJIyJdeHUA
neprysyMadba BO BpeMsd NOpPOTpecCHUpoBaHMA 3abojieBaHmMda. MermmaHa PFS
OrJla 2,6 Mecdlla B Tpylle I'eMiIMTadbmH + 1aneto m 2,9 Mecdua B
Tpylne TreMiInTabuH + Hnepry3ymad. MenmanHa OS Obla CXOOHOW MeXOy
TpynrnaMm JIeUeHUS . Hamboee pacrnpoCcTpaHeHHHE HeXeJlaTeJIbHEE
apjeHus (AE), KOTOpHEe YBEJIMUMJIMCEH (IO MeHbBIIEM Mepe, 3a cuerT
mecTM I[IalMeHTOBR) B KOTOpTe, IIOoJydaBleld HepTysyMad, BKIOUAJIM B

ceb4da YTOMIIAEMOCTE, TOMHOTY , Ormapemn, IIO3BBOHOUYHYIO OoJib,
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OUCIIEICHUIO, CTOMaTHUT, TOJIOBHYK  OOJb, HOCOBOEe KpPOBOTeUeHUE,
HAaCMOPK, BHCHIIAHMSA M HEWTPOIIEHMIO CTelleHU TaKecTu 3-4.

B wmccinenopaHum BO0O17931 149 naumMeHTOB C pPakoM SAUYHUKOB, VY
KOTOPHX pPa3BUJICA pPeUuuamMB UYepes 6 MecHdleB I[IocJie TepaluM Ha
OCHOBe IUJIaTMHE, OBJIM PaHIOMM3MPOBAHHE MOJIS IIOJIYYeHMS KOMOMHAaLUN
IakJmuTakcesla M KapbOoljlaTMHa WM TeMUuTabuHa C HepTy3yMadboM WIn
ez neprTy3ymaba. [locyie WecTM LUUKIIOB JIeUEeHUSI XUMHUOTEpallunio
npekpamaar, W I[DalMeHTH B TIpPYIIe XUMHUOTepalusa + IIepTysyMad
OPpOOoOJIKaJIM IIOoJIydaThk [IepTy3yMad oTIeJIbHO BIJIOTE OO OIOMHHAaILlaTHU
OOIOJIHUTEJIbHEX LUKJIIOB (Bcero 17 UMKIOB IHepTys3yMaba). He OvUIO
SHAUMMEIX OTJIMUMM B PFS mam OS 1nJjg BceM TPYINH B LeJloM. MeamaHa
PFS cocraBuia 34,1 Hemenu IOJ4 TPYINE XUMMUOTEpaAIMsa + HDepTy3yMab
10 cpaBHeHMioO Cc 31,3 @OJgg TpPYHIIE TOJLKO C XUMMHUOTepaluel; oIOHako,
MCCJIeNoBaTeJIbCKUM  aHalM3 HNOOTPYNN »kcopeccur MPHK  HER3 cC
VHTepBaJioM ©e3 JeueHMd 6-12 MecHdleB yKas3aJl Ha TeHIeHIMoD K
KJIMHUUECKOMY IIPeMMYyIeCTBY Yy IIalMeHTOB, KOTOPHE BKCIPEeCCUPYT
BHICOKMe YypoBHM MPHK HER3 (Kaye et al. J Clin. Oncol. 26:5520
(2008) ) .

ApxuBHEE oO0pas3lb TKaHeM OT IIallMeHTOB, BKJIIOUEHHEX B o00a
PAHOOMM3MPOBAHHEIX MCCJenoBaHMa oGasul 11, MccaenoBajiM OPpM IIOMOUMU
KOJIMUEeCTBEHHOM IoJIMMepa3HOM LernHom peaxrumum C obpaTHOM
TpaHckpunraszon (qRT-ILIP) 1njas ypoBHeM skchpeccuu MPHK pellenTopoB
HER-EGFR, HER2, HER3, wu 1nBYyx JmuI'aHgoB HER: amMpuperyJmHa u
feTalleJIJIJrHa .«

ToJbkOo »kcopeccua MPHK HER3 B onyxojm ObBJIa accolUMMpOBaHa
Cco 3HAUMMEIM OTJIMUMEM B PFS. Oiis nalimMeHTOoB, II0Ka3aBlMX
KJIMHUYUECKUM OTBeT, YaCTMUHLEM oTBeT (PR) Habmomalu y 9 DallMeHTOB
B TpylIe TeMIUTabMH + HepTysyMad M y Tpex B TPyIlle TeMInUTadbuH +
mnaledo. [lecTs HallMeHTOB Ha TeMUuTabuHe + HepTy3yMad ¢ PR mmenn
ypoeHu MPHK HER3 B onyxoJM HMXe, UeM YPOBEHb MeIaMaHH. HalopoTuE,
HUKTO M3 I[NalMeHTOB B IpYylIle TeMUMTadbMH + I[jaunedo, uUbU YPOBHU
MPHK  HER3 B Oy XOJIU OBUJIM  HIXE, yeM YPOBEHL MeIMaHE B
MCCJIeOOBAHHOM  IIOIIYJIALIUU, He T1okaszsagm PR. Eme © TIIalMeHTOB
nokaszsaau PR, ¥ BCce 5TM [AUMEeHTH UMMeJu YypoBHM MPHK HER3 B
OIIyXOJIM BHIIE MM Ha YPOBHe MeIMaHH B MCCIeIOBAHHOM IIOMIYJIALNUNA.

N3 »TUX I[DalMeHTH, Tpoe IIoJjiydallll reMumMTadmH + nepTyByMa6 n Tpoe
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noJjiyyanan TreMUMTaduH + mnalebo, uTo CBUOETEJILCTBYET o0
OTCYTCTBUM 5dbdekTa mneprTy3zyMaba B DTOM MNOIYJIALUNA.

[TauMeHTH C HU3KOM 2kchIpeccuer MPHK HER3 (HWXe, ueM YPOBeHb
MeOMaHE B MCCJIeOOBAaHHOM IIONYyJIALMM) IIOKa3aJiM COOTHOIMEHNE pHUcCKa
PFS (HR) 0,32 B oTauume oOT 1,68 1mJjga HalMEeHTOB C BKCIpeccuen
MPHK HER3 paBHOM wmau OoJibliel, uYeM YPOBEeHbL MeIMaHH,; T.e. sbbexT
nobapJjieHUS IepTy3yMab®a OTKJIOHWJICA B oOpaTHOM HallpabBJieHMM. He
OBJIO HMKAKOTO 3HaAuMMOTO IpeumylecTBa B O0OS [Jg TI[alMeHTOB C
HM3KOM bskcopeccuerr MPHK HER3; OOHAaKoO, TEHIEeHIIMIO B CTOPOHY
BoJsibme OS HabomaaM Yy HaluMeHTOB, IIoJiydallMx IepTy3ymMad. 0S misd
NalMeHTOB, 5BKCIPeCcCHUPpYKIMX BHEHCOKMe ypoBHM MPHK HER3, mokaszala
HR 1,59.

19 OLIeHKM IMIPOTHOCTUUECKOM IeHHOCTM, DkcIpeccuno MPHK HER3
Koppeuporan ¢ PFS m OS [Ojisg nOauMeHTOBR B IpyHle TeMuuTadbuH +
mnaunedbo. MemmadHa PFS cocraBuya 1,4 Mecsua OJsa I[DalLMeHTOB C
HM3KOM »Kcopeccuerr MPHK HER3 (n=35) mo cpaBHeHMio Cc 5,5 mMmecsauna
OJis [IalMeHTOB c BEICOKOM SKCIpeccuen MPHK HER3 (n=24) .
AHaJIOTMUYHO, MeIMaHa OS @OJg [DallMeHTOB C HUMBKOM »KcOpeccuer MPHK
HER3 cocraBuia 8,4 wMecsdaua IO CcpabBHeHuU© ¢ 18,2 wMecdlua OJid
IallMeHTOBR C BHCOKOM BKCIpeCcCHen.

B wucciaenmoBaHmumM BO17931, vy DaUMeHTOB C HM3KOM DKCIpeccuen
MPHK HER3 (HMXe, ueM YPOBeHbL MeOMaHb B MCCJIeOOBaHHOM IMIONIYJISALUN)
He HabJooaam HMUKaKoOTI'O sbdexTa oT JeueHMns . OmHako, B
MCCJIeIOBaTeJIbCKOM aHaJlM3e IallMeHTOB C MHTepBaJioM 0e3 JileueHus 6-
12 wMecslues, NPUCYTCTBOBAJIa TeHIOeHIMA K TIIoJIb3e  KOMOMHalUU
XUMHUOTepalun C IepTy3yMadoM B OTHoWeHuM PFES.

0630p MaHHOTO MCCJEeIOBAaHUSI

3TO MHOTOLEHTPOBOE MCCJIeNoBaHMe C IOByMsa YacTaMmu:  He
PAHOIOMM3MPOBAHHOM BBOIOHOM UYacThbio 1 TIIo OlleHKe ©0e30MlacHOCTU U
PaHIOMM30BAHHOW OBOMHOM CJIENIOM UYacThilo 2.

YacTe 1 OymeT HOPOBOIMUTLCS IJIS OLEeHKM Oe30MNacHOCTU U

[IePEeHOCYMOCTH neprysyMmada B HOBOM KOMOMHAaLIUA c OBYyMS
XUMMOTepaleBTHUUe CKUMA CcpeICTBaMM (TomoTeKaHOM W
akJuTakKceJioM) . JacTe 2 UCCJIeNOBaHNA npencTaBJIsgeT cobomn

PaHIOMMIVMPOBAHHOE, OBOVHOE cJierioe, KOHTPOJIMpyeMoOe miaunedo, C

IBYMA rrpyliliaMm1, MHOT'OIEeHTPOBOE I[IPOCIIEKTVMBHOE mccijiegoBaHIMe
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HepTyBymaGa B KOMOMHALIUN C XMMMOTepaHMeﬁ (TOHOTeKaHOM,
IIaKJIIMTaKCeJIOM MJIn reMUIMTabMHOM) . [lauMeHTH OyoyT I10JIy4daThb
MCCHeHyeMHﬁ MeIULVHCKUM InpelapatT o IIpoIrpeCCrMpoOBaHNMA

3aboJIeRaHuAa B COOTBETCTBUNA C KpMTepMHMM OLLEHKM oTBeTa Inpn

COJIMOHEIX  OIIYyXOJIAX (RECIST), BepcuAa 1.1, IPOTPEeCCUPOBaHmA
3aboJjieBaHmUAa B COOTBETCTBUU c KpUTEPUAMU MexIyHapOooHOM
MHTEePTPYIIE I'MHEKOJOIMUEeCKOTO paka (GCIG) osa 3aboJieBaHuU4d,

KOTOpoe TIonmaeTcsda olleHkKe 1o CA-125, HenpueMJIeMOM TOKCHMUHOCTH,
OT3HBa COIJIACHMA WJIM CcMepTu. PFS OymoyT oueHuBaTek B Yactum 1
VCCcJelOoBaHMA, HO M3-3a MaJIolo UMcJla [NallMeHTOB M clydaeB PFS Ha
KOTOpPTY, pes3yJibTaTH OyoyT TOJIBKO oM CaTeJIbHEIMA . Ouszanu
MCCJIeNOBaHUA YacTM 1 MCCJleOoBaHus IIpencrabBlieH Ha o¢our.30.

B uyacTu 2 wucCcIelOoBaHMA TalMeHTH OBJIM PaHOIOMU3MPOBAHH B
CooTHOmeHMM 1:1 OJS TIOJYYEHUS WIIN:

- Tpynma A: IOepTy3yMad B KoOMOMHaALMM C XUMMOTepaluen
(TommoTekaH, NaKJUTaAKCeJ WJIM TeMUuTabuH), WK

- T'pynna B: rmnanedo neprysymaba TLJTI0C XYMUOTeparms
(ToroTekaH, MNaKJUTaKCeJl MM TeMUMTabuH) .

PacnpepmejieHMe MCCIEeOyeMOT'O MeIUIMHCKOTO IIpernapaTa Oynoer
OBOVHEIM CJIENEM B OTHOMEHMM TOT'O, IIOJydaeT JIM [HalMeHT IepTy3yMatd
Wi IJjauebo  repry3yMada. XyMMoTepalneBTUUECKUM areHT Oymer
pacrpenesyiaTeCcd IO pPeUleHMIo MCCIemoBaTesid.

dakTopaMM CTPpaATUOUKALUM YaCTU 2 MCCIeOOBaHMA ABJISITCA:

- KOTOpTa BHOPAHHOM XMMMOTepalluM (TOIoOTeKaH B CPaBHEHUU C
NakJIMTaKCeJIOM B CPaBHEHMM C TeMUMTabMHOM) .

- IpenmecTByKlas aHTHMaHI'MOT'eéHHad Tepanuda (Oa WJIM HeT) .
EcimM nauuMeHT paHee IIPMHMMAJI ydYacTue B CJEIIOM MCCJIeOOBaHUM C
AHTMAaHTMOTEHHEM CPeICTBOM, HallMeHT OyIeT BKJOYUEH B Ty Xe
Tpynmnny, UYTO U MHDallMeHTH C WM3BECTHEM [IPenmeCTBYIVM [IPVMEMOM
AHTMaHTMOTEHHOT'O CpenCcTBa.

- UuTepras 0e3 JedeHusa (TFI) ¢ MOMeHTa TepaluM ILJIaTUHOM
(cTporo MeHee uyeM 3 Mecdlla 10 CpaBHEHMK C IIepuMogoM OoT 3 1Ho 6
MeCHALleR BKJIOUMTEJIBHO IO IIEPBOTO JIEUEeHUS B MCCIeIOBaHUU) .

In3alH yacTM 2 MCCJeloBaHmMA OpelcTaBJieH Ha our.31.

[lepBUUHEIE LEJIM MCCIENOBaHUA :

YacTe 1: IMIepBUYHOM leJiblo OJIS YacTuM 1 DTOT0 MCCIeOOoBaHUS
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ABJIAETCHA OllpeleljleHre 0Oe30MIaCHOCTH M IIePeHOCHMMOCTM IIepTy3yMaba B
KOMOMHaAUUM WJIM C TOIOTEKaHOM MJIM C IIaKJIMTaKCeJIOM.

YJacTb 2: NEepBUYHOM LeJiblo OJA dYacTu 2 DTOT0 MCCIeOOBaHUSA
ABJIAETCH onpenejieHue TOTO, nMeerT JIn neprysymad ILJII0C
XYMMOTepannda IIPperMyleCcTBO Iepel Ialefo IIJIC XUMMOTepalrd IO
nsMepeHmuaM PFES.

BTOpMUHEE L€V MCCIEeIOBaHNUA:

YacTe 1: BTOpPMUHOM IleJibld OJIA dYacTM 1 DTOTO MCCIeOOoBaHUS
ABJISIEeTCHA olMcaTeJIbHad oleHka PFS nma nepryzyMaba B KOMOMHaLUU
WM C TOIOTEKaHOM WM C IIaKJUTaKCEJIOM.

YacTe 2: BTOpPMUHEE LeJM OJA YacTu 2 5BTOT0 MCCJIemoBaHUsa -
OIpenelJInTh, MMeeT JIM [NepTy3yMad IUIC XMMMOTepalMad IPeVMMyleCTBO
Nepel Ilauedo IUINC XUMHOTepallMsa OTHOCUTEJIBHO:

- 0S;

— YacCTOTH OOBEKTMBHEX OTBETOB;

- OMOJIOTMYECKOT'O MHTepBalyla Oes3 nporpeccupoBaHusd (PFIgio) ;

- 0e30IIacHOCTU U [IepPeHOCHMOCTH;

- QoL.

Kpurepum ouLeHKM 50PeKTUBHOCTHU

Cilenywimyre KPUTEPpUM OLEeHKM DOOeKTUMBHOCTM OyIOyT WM3MEpeHH B
yacTu 1 uCCJeIOoBaHUA:

- PFS, xoTopyn olpeneiyfglT KakK BpeMd OT paHIOMM3aUMM B
yacTk 1 MCCJIemOoBaHMSA OO IIpoTlpeccHupoBaHMA 3abojeBaHua o RECIST,
Bepcusa 1.1 wmiIm coImJjlacHO KputrepusaMm GCIG npu 3abojeBaHUM,
nogmammeMcs olleHke 1o CA-125, wmiIM OO MOMeHTa CMepTM 0 Jiodou
IpUUYVHe, YTOOH HM CJIYUYWUIJIOCH IIE€PBEIM.

Kpurtepum oueHKM 500eKTHMBHOCTM OJIS YacTU 2 MCCIeIOBaHUMA
TaKOBH :

- PFS, KOTOpPYK OIpelelIdnT KaK BpeMd OT paHIOMM3alUM B
JacTh 2 MCCJeOOBaHMA IO MNpoTpecCcHUMpoBaHMsA 3abojieBaHmsa o RECIST,
Bepcusa 1.1 wiam comJjlacHO kKpurepusaM GCIG npu 3abojieBaHUM,
nogmammeMcs oOlleHke 1o CA-125, wmiIM OO MOMeHTa CMepTHM [0 Jiodon
IpUUYMHe, YTOOH HUM CJIYUYWUJIOCH IIePBEIM.

- 0SS, KOTOpyK OIpenelidlT Kak BpeMd OT paHIOMM3allMM B YacCThb
2 uUccJjenoBaHUA OO MOMEHTa CMepTM IO JIDONM MIPpUUMHE.

- UYacToTa OOBEeKTMBHHIX OTBeTOB (ORR), KOTOpad OCHOBaHa Ha
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RECIST, BepCcuda 1.1 " OlleHMBaeTC4d IIOCPEenCTBOM HaMJIy4dmeIro
(mooTBepXxIeHHOTO) obmero oTeeTa (BOR); KOTOPHM oNpelesyigseTcd Kak
HaWJIydllii OTBET, 3apeTMCTPUMPOBAHHEM C HauaJa JedeHud B YacTu 2
MCCJIeOOBAHMS OO IpoTpeccupoBaHua 3abojieBaHMSa/peluimuBa ([IPpUHMMAS
B KauecTBe »5STaJioHa s PD, HaMMeHbIMe MW3MepeHMd, 3BalMCaHHEE C
HadaJla JIeUeHMsa B UYacTu 2 MCcJemoBaHMAa) . llaMeHTH OOJIDKHEL MMETH
IOIBe TIIocCJlefoBaTeJIbHEE OIleHKM YaCTHMYHOTO oTBeTa (PR) MM HOOJIHOTO
orBeTa (CR) @mjuga Toro 4UToOH OBTE peclnoHmepoM. PR mim CR  HOOJDKHEL
OBITE TIOOTBEPXIEHE IBYMSA IIOCJEIOBATEJIBHEIMMY OlLleHKaMM OIIYXOJIU,
KOTOPHE pa3HeCeHH BO BPeMeHM, II0 MeHbllel Mepe, Ha 4 HeIeJau.
ToNbEKO TalMeHTH ¢ 3aboJieBaHueM, NOOOanIMMCcad M3MEepeHMK  Ha
HavaJIbHOM 5Talle, OYOYT BKJIOUEHH B aHalM3 OOBEKTUBHEX OTBETOB.

- MMaureHTOB, Y KOTOPHIX OBJI OTEBeT B CcooTBeTCcTBMM C RECIST,
Bepcusa 1.1, m C ucnoJib3o0BaHMeM 50% KpuTepuda orTBeTa njua CA-125,
OTIPEemesIAlT KaK pPecCcHOoHIOepoB, B TO BpeMfA KakK I[alMeHTOB, KOTOPHE
UMeJIM OTBeT TOJIBKO, Kak olpepnejyieHo 110 RECIST, onpenesdoT Kak
pecrioHnepor RECIST. llaumeHTOR, KOTOpEHE He UVMeJM OTBeTa B
cooTBeTCcTBUM C RECIST, HO MMeJM OTBET, OIpPeOeJIeHHHMW C IIOMOMbIO
50% kpurepusda orBeTa g CA-125, ompelelydonT Kak pecrnoHnepop CA-
125.

- PFIgpio, ONpeneygioT Ha OCHOBe I[IPOTPEeCCHUPYHIEeIro CepuMHOTO
IIOBHIMEHMA CHBOpPOTOUHOTO CA-125 (OLEHEeHHOTO B COOTEBETCTBUM C
Kputepuamvmu GCIG) kak BpeMsa OT -»OaTH paHOIOMM3aluM B dYacTb 2
MCCJIeIOBaHMA IO IIepBOT0 3alOoKYyMEHTUMPOBAHHOTO IIOBHIIEHMS YPOBHEM
CA-125 @mo ypOBHSA: B IBa pas3a BHIle BepxXHeI'O IIpenejia HOPMHE (OJIi4
IalMeHTOB C HopMaJibHEM CA-125 1o JiedeHMS WMIM C T[IOBBMEeHHBM CA-
125 pmo JeueHMS ¥ HadaJIbHOM HOopMalM3allMeV B TIIpollecce JedeHUd),
WIM B IBa pasa BHIle MUHMMAaJLHOM BeJMUMHE (OJIA I[HaluMeHTOB C
[IOBHIMEHHEIM HauvaJIbHEIM ypoBHeM CA-125, KOTOPHM He HOpMaJM30BaJiCd
B IIpollecCe JIeYeHUd) .

KpuTepun OleHKM Ge30T1aCHOCTHU

B wvactm 1 wuccinenoBaHusa ©Oe30MNaCHOCTB M IIE€PEeHOCUMMOCTB OyIyT
OLlIeHMBATL IIOCJIe TOTIO, KaK NalMeHTH IIoJIydaT 3 LMKJIa JIeUeHMS.

Kpome  TOTO, KPUTEPUM  OLIeHKM  0e30laCHOCTM IJIA  BTOTO
MccJenoBaHMsa OyIOyT OlLleHMBATL B 00eMX YacTaxX MccJeloBaHMAa 1 m 2

clenyomyM ofpas3oM:
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- YacToTa BO3HUKHOBEHMHI, I[IPOUCXOXIEHMEe U TaXeCThb Bcex AE,
CepbesHEX HexeJlaTeJIbHHX ABJieHuM (SAE), AE CO CTemneHbd TIXEeCTH
23 no NCI-CTCAE, Bepcus 4.0, m AE, KOTOPHE CTaJX IIPUUMHOM
OOCPOUYHOTO IIpeKpalleHMd YyuacTud B MCCJIeDOBaHUM MeIOUIMHCKOTO
pernapara.

- HocpouHoe [IpekpaleHmue ydyacTusAa B MUCCcJenoBaHUMU u
MCCIIegoBaTEeJIbCKOM JIEUEeHUN .

- CepOeuHbe HapylleHMa/4JacToTa  BO3HUMKHOBEHMSI  3aCTOMHONM
CepmeyHOV HeIOoCTaTOUHOCTHU

— OTKJIOHEHMSA OT HOPME B JIaBOpPaTOPHEX TecTaX.

- Opakuuia BHOpOCa JIEBOTO XeJIyOoukKa

KpuTepun BRJIOUEHVSA

1. TlaumMeHTH XeHCKOTO II0Jla B BOo3pacTe 18 JeT WM CcTaple.

2. Huszskue YPOBHU srcrnpeccun MPHK  HER3 (cooTHOUEeHME
KOHIIeHTpallMii paBHOe MWJIM HWXe ueM 2,81, 1o oueHke gRT-IIP Ha
npudtope COBAS z480®) .

3. TUCTOJOTHMUECKM WM LUTOJOTUMUECKM IMNOATBEPXISHHEM WA
3aOJOKYMEHTUPOBAHHHM pakK AWUHMKOB, KOTOPHM YCTOMUMB K ILJJaTHUHE
WY He IonOjaeTcsd JeUeHUK (ONpelelisinT Kak I[IpOT'peCCUpOBaHUE B
openejiax © MeCcsleB IIOCJIe 3aBeplleHus MUHYMMYM UYeTHpPpeX LUKJIIOB

Tepallli1 LJIaTUHOM I IIpoTrpeccCrpoOBaHNMeE BO BpemMA Tepalnm

IIJIaTUHOM) .
4, IIo MeHBIIEM  Mepe, OIIHO obpasoBaHue, Ionmamieecsd
U3MEepeHM I, "/ 3aBoJieBaHue, He nonnapileecsd M3MepeHU,

comjilacHo RECIST, Bepcus 1.1, nin 3adbojieBaHUEe, rnogmaKieecsd
OlleHKe 10 AHTUT eHY 3JI0KaYeCTBEeHHON onyxoJym-125 (CA-125),
COTJIaCHO KpPUTepraM MexXOyHapOoOHOM MHTepIPYIIH I'MHEeKOJOTMUeCKOTO
paka (GCIG) . Crlegyomme TMCTOJIOTHUUECKME TUIIE ABJIAITCA
MNOOXO IO AMVMA &

- AneHoKaplMHOMa 0e3 IOIIOJHUTEJILHEX YTOUHEHUN.

— CeeTJIOKJIETOUHAA aleHOKapLMHOMA .

— DHIOOMeTPpMOMIOHAaSA aleHOKapLMVHOMAE .

— 3JIoKkauecTBeHHad OIIYyXOJIb BpeHHepa.

- CMemaHHada SIUTeNMalbHadgd KaplunHOMa, BKJIIOUA A
3JI0OKaQUeCTBEeHHEE CMellaHHBEe onyxosu Mojjepa.

- MylnmMHO3Had aleHOoKaplLMHOMA.
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- CeposBHasa aIleHOKapLMHOMA .

- [lepexOOHOKJIETOUHASA KaplLUMHOMA .

- HemuddepeHUMpOBaHHas KaplMHOMA.

5. Tloka3aTejib o00mMero COCTOSHMSA II0 BOCTOUHOM OOBLeOIMHEHHOM
OHKOJIOTUMUeckoM Tpyrrne (ECOG) or 0 mo 2.

6. OBJIX paBHa miu OoJblle UyeM 55%.

JosupoBaHMe U BBeleHMe IIepTysyMada

[MepTysymMabd n Jjanebo neprysymMada BBOIOAT B BUIE
BHYTPMBEHHOM MHOY3MM B IeHb 1 I[IepBOTO LMKJA JeUeHMS B BUIE
yoapHo¥ pnos3w 840 M, ¢ nocjemyviomumy 420 M B OeHb 1 KaXOoro
[IOCJIeOyKIEeTo 3-HemeJIbLHOTO HMKJIIA . HauamneHYy®©O VHQY3UI0
neprysymaba/mjanedo HepTysyMmaba cjelyeT BBOOUTE B TedeHue 60
MUHYT C T[ocJelylmyM 60-MMHYTHBEM [I€PMOIOM HaOJIIeHUS B IIOJIOXEHUU
CUnd; eclar MHQY3MSA XOPOoIO IIE€PeHOCUTCH, Clelyllre WHPY3UUM MOXHO
oaBaTk B TedeHre 30 MMHYT C nocjenyomyM 30-MMHYTHEM [I€PUOIOM
HaOJIoOeHn s, rnocye KOTOPOTO BBOOAT XVMMOTepaleBTUUeCKUM
npenapatT. llpeMemgukaluio CJIelyeT IIPOBOIVMTE B COOTBETCTBUM C
MECTHOM HNPaKTUKOM M BHOPAHHOM XMMMOTEepalMnew.

,HOBMpOBaHMe 1 BBeIOeHIle TOIIOTeKaHa

TornoTekaH cJegyeT BBOIMTL B npos3e 1,25 Mr/M° B Buge 30-
MUHYTHOM BHYTPUBEHHOM MHOY3UM eXemIHeBHO B IHM 1-5 kaxnoee 3
HemeJM, B COOTBETCTBMM C MNPEedlIMCAaHMAMU B KPAaTKOM XapaKTepUucTHukKe
JIeKapCTBEeHHOT'O CpelCcTRa.

Ho3MpoBaHMEe U BBeIOeHMe IaKJMTaKceJla

[TakJInuTakceJ cJenyeT BBOIMTE B noz3e 80 Mr/M° B Buge 1-
YacoOBOV BHYTPUBeHHOW wMHOY3MM B »OHM 1, 8, 15 m 22. OdapmMmalleBTH
OOJIXHEL CJIeIOBaTh KPATKOM XapaKTepUCcTUKe JIeKapCTBEHHOTO CpelcTBa
oJ19 MHQOPMalMM OTHOCUTEJILHO IperapaTa M BBeOeHUS Ho3e 80 M/ M.

HosupoBaHVe U BBeOeHMEe TeMIUTadrHa

TleminTabrH (TOJIBKO UYacTb 2 MCCJIeOOBaHMA) CJledyeT BBOIUTHL
1000 Mr/M° B BuIE 30-MMHYTHOW BHYTPMBEeHHOM MHOY3MM B OHM 1 U 8
Kaxaele 3 HemeJM B COOTBETCTBMM C [NPEeINMCaHMAMM, OIMCAHHBEMKM B
KPaTKOM XapaKTepMUCTHUKe JIeKapCTBEeHHOTO CcpelcTBa.

Skcnpeccusa MPHK HER3

Y nauMeHTOB OYIYT CIHpPallMBATL ClellMajbHOe coTrJlacue Ha cbop

n aHaJliu3 o6pa3u0B TKaHUM HepBMT{HOIZ OIlyXOoJIM IOJIA OLEeHKM YPOBHA
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MPHK HER3, Briwuyasda ypoBHM MPHK u Oejlka »OpyI'MX PeLeNTOpPOB
ceMercTera HER, Hanpumep, HER2, HOepel TeM KaK OHM [OPelOCTaBAT
comjlacmMe Ha ydYacTue B UCCJIeOOBaHUM. TOJMBKO  IMalUMEeHTH  C
Oy XOJiaMu, DKCIPECCUPYIRIIMMM HU3KMe ypoBHM MPHK HERS3, OoyoyT
IIOOXOIOUTE OJId YYaCTHHA B MCCIEeOOBaHMUM.

Bo BpeMsa HauaJIbHOTO OTOopa 110 ypoBHAM MPHK HER3 OymoyT
OlLleHMBaThL YypoBHM MPHK u/mam Oejika IpYyTUx pelenTopoB HER wus3
ceMeVcTBa HER (Hanpumep, EGFR, HER2, wium HER4) mnapaluiejlbHO C
oneHko HER3, n0jsg Toro UYTOOH IIOJAYUMTHL 0Oo0Jiee TMOJHYKD KapTUHY
cTaTyca pelelTopoB ceMmelcTBa HER o ypobHi MPHK.

[ToporoBoOe 3HaueHue, [IPUHATOE Kak KpUTepUtt oTbopa
MCCJIeNOBaHUs, OIlpelelideTCsa KaK OTHOIleHMe KOHLUeHTpauum <2,81 npwu
oueHke gRT-IIIP Ha npmbope COBAS z480® c wmcnojsgbzoBaHueM "COBAS®
HER2 & HER3 (gRT-TIIIP) mRNA expression assay", OpedOCTaBJIEHHOTO
Roche Molecular Diagnostics. OBoCcHOBaHME oJiAa olpenejyieHnAd
IIOPOTOBOTO SHaUeHUI OCHOBAHO Ha  MOIEJIMPpOBaHMM  Iopora B
OPEenHOyIUX MWCCIeIOBaHMAX, a TaKXe Ha QYHKUMM [OIpeobpa3oBaHUA,
KOTOpy®l OBUIO HeOOXOOMMO BBeCTM, IIOCKOJIBKY aHaJMz3 OBJI IIepeHeCceH
Ha HOBEM Ipubop, COBAS 2z480®. IIpezmnosaraetrcs, d4yrto 40-50%
[IPOBEPEHHEX [alMeHTOB OynyT uMMeTh ypobBHM MPHK HER3 Hmxe nopora
2,81, m uro 30% DAUMEHTOB, OSKCIPECCHUPYKRIMX HU3KMe ypOoBHM MPHK
HER3, He nomoMoyT IJIS BKJIOUeHMS B MUCCJIeIOBaHMEe BCJEICTBUE
IPYTVX KPUTEepPUeB BKJIOUEHUS/MCKIIOUEHUS .

[lpemocTaBjieHMe QUKCUPOBAHHEX  (QOpMaJIMHOM, IIOTPYXEHHBEX B
napad®muH obpasLoB IepPBUYHOM Oy XOJIU ns nepBOHAaYaJILHOM
XUPYPTUUECKON olepaly HeOoOXOOMMO IOJIS BCexX IallMeHTOB IO oTdopa;
LUUTOJIOTUUEeCKMe  oO0pas3lUusl He ABJIAITCA  [IPpUMeEMIIEMEIMM  3aMeHaMM.
[laumeHTOB OYyOYyT OILIEHMBATH IIO0 VYPOBHK B»KcIOpeccum MPHK HER3, a
TakXe ypoOBHAM HBkchopeccum MPHK wm  Oejylka OpPYyI'MX PeLelTOpOB
ceMeVicTBa HER ¢ wucHoJdr30BaHMeM aHaim3a gRT-IIOP aHammu3 U
MMMYHOI'MIC TOMUNA (IHC) . Takada OlLleHKa DKCIPeCcCUn MPHK/ GeJika
peLnenTopa HER oymeT IPOBOOUTLECA rocJie IIOJIYUEeHU A
MHOOPMUPOBAHHOT'O corJjiacmd nauueHTa B Joboe BpeMd  IIOCJIe
IIePBUYHOM XUPYPIMUECKOM OollepalluM M OO oTbopa.

[lpenmnojslaraeTcsa, UTO IepTys3yMad® B KOMOMHAUMM C TOIOTEKaHOM

WM HDaKJUTaKceJioM 0OyneT O0e30MHacHEM M 3PPeKTHUBHEM Y IIallMEHTOB C
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SIUTENMANILHEM pPakoOM AWMUHMKOB, I[I€PBUUHEM I[IEepPUTOHEAJIbLHEIM pPakoM
WX pPakoM OQallJIONMEBEX TPyO.

Kpowme TOTO, openrojiaraeTrcsHd, uTo neprysymad ILJII0C
XUMUOTepanmnsa (ToroTexkaH, IaKJUTakKCeJl WIM TeMUUuTadbuH) oyner
[IPEeBOCXOOUTE rranedo ILJII0C XUMMOTepalrmo N4 [IauMeHTOB C
SIUTENIMAJIBHEM  pPakOM AMUHMKOB, I[I€PBUUHBIM I[IepPUTOHEAJIBHEIM pPakoM

WY pakoM GaliJIoNMeBEHX TpyD, e 30OeKTMBHOCTL M3MepsAT 0 PFS.
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CMWCOK MOCTELOBATEBHOCTE

<110> Genentech, Inc. et al.

<120> MpuMeHeHWe uMHrubuTOopa ammepm3aumm HER2 nepTy3ymaba B KauyecTBe
MPOMBILIEHHOTO W3AeNNs U MpPOMbiliSIeHHOe uU34enve, BKWYawlee UHrMbuTop
aumepusaunn HER2 nepTy3ymab

<130> P4753R1-wWO
<141> 2012-10-11

<150> us 61/547,535
<151> 2011-10-14

<150> us 61/567,015
<151> 2011-12-05

<150> Us 61/657,669
<151> 2012-06-08

<150> Us 61/682,037
<151> 2012-08-10

<150> US 61/694,584
<151> 2012-08-29

<160> 22

<210> 1

<211> 195

<212> BEJIOK

<213> Homo sapiens

<400> 1
Thr GIn val Cys Thr Gly Thr Asp Met Lys Leu Arg Leu Pro Ala
1 5 10 15

Ser Pro Glu Thr His Leu Asp Met Leu Arg His Leu Tyr Gln Gly
20 25 30

Cys GIn val val Gln Gly Asn Leu Glu Leu Thr Tyr Leu Pro Thr
35 40 45

Asn Ala Ser Leu Ser Phe Leu Gln Asp Ile GIn Glu val Gln Gly
50 55 60

Tyr val Leu ITe Ala His Asn GIn val Arg GIn val Pro Leu Gln
65 70 75

Arg Leu Arg Ile val Arg Gly Thr Gln Leu Phe Glu Asp Asn Tyr
80 85 90

Ala Leu Ala val Leu Asp Asn Gly Asp Pro Leu Asn Asn Thr Thr
95 100 105

Pro val Thr Gly Ala Ser Pro Gly Gly Leu Arg Glu Leu Gln Leu
110 115 120

Arg Ser Leu Thr Glu Ile Leu Lys Gly Gly val Leu Ile Gln Arg
125 130 135
Asn Pro GIn Leu Cys Tyr Gln Asp Thr Ile Leu Trp Lys Asp Ile
140 145 150

Phe His Lys Ash Asn Gln Leu Ala Leu Thr Leu Ile Asp Thr Asn
155 160 165

Arg Ser Arg Ala Cys His Pro Cys Ser Pro Met Cys Lys Gly Ser
CTpaHuua 1
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Arg Cys Trp Gly Glu

<210> 2

<211> 124

<212> BEJIOK
<213> Homo sapiens

<400> 2
Thr val
1
Thr Asp
Lys His
Ile Cys
Thr Phe
Ala ser
val Gly
Thr Ala

Cys Ala

<210> 3

<211> 169

cys

cys

Ser

Glu

Glu

cys

Ser

Glu

Arg

<212> BEJIOK
<213> Homo sapiens

<400> 3

Ala

Cys

Asp

Leu

Ser

val

Cys

Asp

val

185

Gly
5
His
20
cys
35
His
50

Met
65

Thr
80

Thr
95

Gly
110

Cys Tyr Gly Leu Gly
1 5

Thr Ser Ala Asn Ile

Gly Ser Leu Ala Phe

35

Ser

Gly

Glu

Leu

cys

Pro

Ala

Leu

Thr

Ser

cys

Gln

Ala

Pro

Asn

cys

val

Gln

Glu

Ala

cys

cys

Ala

Pro

Pro

cys

Arg

SEQ. txt
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Asp Cys
190

Arg Cys
10

Ala Ala
25

Leu His
40

Leu val
55

Glu Gly
70

Tyr Asn
85

Pro Leu
100

Cys Glu
115

Met Glu His Leu Arg

10

Gln Glu Phe Ala Gly

25

Leu Pro Glu Ser Phe

40

Gln

Lys

Gly

Phe

Thr

Arg

Tyr

Lys

Ser

Gly

cys

Asn

Tyr

Tyr

Leu

Asn

cys

Leu Thr

Pro Leu

Thr Gly

His Ser

Asn Thr

Thr Phe

Ser Thr

GIn Glu

Ser Lys

180

Arg
195

Pro
15

Pro
30

Gly
45

Asp
60

Gly
75

Asp
90

val
105

Pro
120

Glu val Arg Ala val

15

Cys Lys Lys Ile Phe
30

Asp Gly Asp Pro Ala

45

Ser Asn Thr Ala Pro Leu Gln Pro Glu Gln Leu GIn val Phe Glu
6

50

Thr Leu Glu GTu ITe
5

Asp Ser Leu Pro Asp

80

Arg Gly Arg Ile Leu
95

Gly Leu Gly Ile Ser

110

Gly Ser Gly Leu Ala

Thr Gly Tyr Leu

55

Leu Ser val Phe Gln

85

His Asn Gly Ala Tyr

100

Trp Leu Gly Leu Arg

115

Leu Ile His His Asn

CTpaHuua 2

Asn

Ser

Ser

Thr

Tyr Ile Ser
70

Leu

Leu

Leu

His

Ala Trp

Gln val

Thr Leu

Arg Glu

Leu Cys

Pro
75

Ile
90

Gln
105

Leu
120

Phe
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val His Thr val Pro
140

Ala Leu Leu His Thr
155

Glu Gly Leu Ala

<210> 4

<211> 142

<212> BEJIOK

<213> Homo sapiens

<400> 4
Cys His Gln Leu Cys
1 5

Thr GIn Cys val Asn
20

val Glu Glu Cys Agg
5

Asn Ala Arg His Cys
50

Asn Gly Ser val Thr
65

Ala Cys Ala His Tyr
80

Pro Ser Gly val Lys
95

Phe Pro Asp Glu Glu
110

Thr His Ser Cys val
125

Gln Arg Ala Ser Pro
140

<210> 5

<211> 107

<212> BEJIOK

<213> Mus musculus

<400> 5

Asp Thr val Met Thr

1 5

Gly Asp Arg val Ser
20

ITe Gly val Ala Trp
35

Leu Leu Ile Tyr Ser
50

Arg Phe Thr Gly Ser
65

Ser Ser val Gln Ala

Trp Asp Gln Leu

Ala Asn Arg Pro

Ala

cys

val

Leu

cys

Lys

Pro

Gly

Asp

Leu

Gln

Tyr

Ala

Gly

Glu

Arg

Ser

Leu

Pro

Phe

Asp

Asp

Ala

Leu

Thr

Ser

Thr

Gln

Ser

Ser

Asp

Gly

Gln

Gln

cys

Gly

Pro

Leu

cys

Asp

His

cys

Gln

Tyr

Gly

Leu

His

Phe

Gly

His

Pro

Pro

Ser

Gln

Asp

Lys

Lys

Arg

Arg

Thr

SEQ. txt
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Phe
145

Glu
160

cys
10

Leu
25

Leu
40

Pro
55

Glu
70

Phe
85

Tyr
100
Pro
115

Lys
130

Ile
10

Ala
25

Pro
40

Tyr
55

Asp
70

Arg Asn Pro His

Asp Glu Cys val

Trp

Arg

Pro

Glu

Ala

cys

Met

cys

Gly

Met

Ser

Gly

Thr

Phe

Gly

Gly

Arg

cys

Asp

val

Pro

Pro

cys

Ser

Gln

Gln

Gly

Thr

Ala val Tyr Tyr

CTpaHuua 3

Pro

Gln

Glu

Gln

Gln

Ala

Ile

Ile

Pro

Thr

Asp

Ser

val

Phe

Cys

Gly

Glu

Tyr

Pro

cys

Arg

Trp

Asn

Ala

Ser

val

Pro

Pro

Thr

Gln

135

Gln
150

Gly
165

Pro
15

cys
30

val
45

Gln
60

val
75

cys
90

Lys
105

cys
120

Glu
135

val
15

Ser
30

Lys
45

Asp
60

Ile
75

Gln
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Tyr Tyr Ile Tyr Pro

Ile

<210>
<211>
<212>
<213>

<400>

Glu

1
Thr
Asp
Glu
Ash
Ser
Thr

Phe

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Asp
1

Gly
Ile
Leu
Arg
Ser

Tyr

Lys

6

119

BEJIOK
Mus musculus

6

val GIn Leu

Ser

Tyr

Trp

Gln

Arg

Ala

Asp

7

107

val

Thr

Ile

Arg

Ile

val

Tyr

BEJIOK
MCKYyCCTBEeHHasa nocnefoBaTelbHOCTb

Lys

Met

Gly

Phe

val

Tyr

Trp

95

Asp
Lys
65

Tyr
80

Tyr
95

Gly
110

SEQ. txt

85

Tyr Thr Phe Gly Gly

Gln

Ser

Trp

val

Gly

Met

cys

Gln

NocnepoBaTe/bHOCTDb

7

Ile GlIn Met Thr Gln

Asp

Gly

Leu

Phe

Ser

Tyr

Arg

val

Ile

Ser

Leu

Ile

val

Ala

Tyr

Gly

Gln

Tyr

5

Thr
20

Trp
35

Ser
50

Ser
65

Pro
80

Pro
95

Ile

Tyr

Ala

Gly

Glu

Tyr

Ser

cys

val

Asn

Lys

Glu

Ala

Gly

Gly

Lys

Lys

Pro

Ala

Leu

Arg

Thr

100

Pro Glu
10

Ala ser
25

Gln Ser
40

Asn Ser
55

Ser Leu
70

Arg Ser
85

Asn Leu
100

Thr Leu
115

CUHTEe3npoBaHa

Ser

Thr

Gln

Ser

Ser

Asp

Thr

Pro

cys

Gln

Tyr

Gly

Phe

Phe

Ser Ser
10

Lys Ala
25

Lys Pro
40

Arg Tyr
55

Thr Asp
70

Ala Thr
85

Gly GIn
100

90

Gly Thr Lys Leu Glu

Leu

Gly

His

Gly

Thr

Leu

Gly

Thr

Leu

Ser

Gly

Thr

Phe

Tyr

Gly

val

Phe

Gly

Gly

val

Thr

Pro

val

Ser

Gln

Lys

Gly

Thr

Tyr

Thr

CTpaHuua 4

Lys

Thr

Lys

Ser

Asp

Phe

Ser

Ser

Ala

Asp

Ala

val

Leu

Cys

Lys

Pro

Phe

Ser

Ile

Arg

Glu

Phe

Ser

Ser

val

Pro

Pro

Thr

Gln

val

105

Gly
15

Thr
30

Leu
45

Tyr
60

ser
75

Asp
90

Tyr
105

val
15

Ser
30

Lys
45

Ser
60

Ile
75

Gln
90

Glu
105
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<210>
<211>
<212>
<213>

<220>
<223>

<400>
Glu
1
Gly
Asp
Glu
Ash

Lys

Thr

Phe

<210>
<211>
<212>
<213>

<220>
<223>

Asp

1
Gly
Asn
Leu
Arg
Ser
Tyr
Ile

<210>

Lys

8
119
BEN

OK

SEQ. txt

WCKyCCTBEeHHasa nocseaoBaTesibHOCTb

NocnepoBaTe/bHOCTb CUHTE3UpOBAHA

8
val

Ser

Tyr

Trp

Gln

Asn

Ala
Asp
9

107
BEN

Gln

Leu

Thr

val

Arg

Thr

val

Tyr

OK

Leu

Arg

Met

Ala

Phe

Leu

Tyr

Trp

val
5

Leu
20

Asp
35

Asp
50

Lys
65

Tyr
80

Tyr

95
Gly
110

Glu

Ser

Trp

val

Gly

Leu

cys
Gln

Ser

cys

val

Asn

Arg

Gln

Ala

Gly

Gly

Ala

Arg

Pro

Phe

Met

Arg

Thr

Gly Gly
10

Ala ser
25

Gln Ala
40

Asn Ser
55

Thr Leu
70

Asn Ser
85

Asn Leu
100
Leu val
115

WCKyCCTBEeHHasa nocseaoBaTesibHOCTb

NMocneaoBaTeNbHOCTb
<400> 9

Ile

Asp

Tyr

Leu

Phe

Ser

Asn

Lys

10

Gln

Arg

Leu

Ile

Ser

Leu

Ser

Met

val

Ala

Tyr

Gly

Gln

Leu

Thr
5
Thr
20

Trp
35

Ala
50

Ser
65

Pro
80

Pro
95

Gln

Ile

Tyr

Ala

Gly

Glu

Trp

CUHTEe3npoBaHa

Ser

Thr

Gln

Ser

Ser

Asp

Thr

Pro

cys

Gln

Ser

Gly

Phe

Phe

Ser Ser
10

Arg Ala
25

Lys Pro
40

Leu Glu
55

Thr Asp
70

Ala Thr
85

Gly GIn
100
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Leu

Gly

Pro

Gly

Ser

Leu

Gly

Thr

Leu

Ser

Gly

Ser

Phe

Tyr

Gly

val

Phe
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Lys

Ser

Asp

Ala

Ser

Ser

Ala

Ser

Ala

val

Leu

Cys

Lys

Pro

Phe

Gly

Ile

Arg

Glu

Phe

Ser

Ser

Ile

Pro

Pro

Thr
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Gln

Ser

Ser

Asp

Thr

Ala

Ser

Arg
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Pro
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Trp
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Lys

Asp

Leu

Gly
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Asn

Thr

Pro

His

Glu

Ser

Trp

Leu

Pro
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Tyr
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Gln
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cys

Pro

val

Lys

Thr

Ser

Tyr

Lys

Tyr

Ser

val

Thr

Lys

Ser

Lys

Ala

Thr

Phe

val
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Tyr
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Arg
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Ala Trp
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Glu val Gln Leu val Glu Ser Gly Gly Gly

1

5
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Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser
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Asp Tyr Thr Met Asp Trp val Arg Gln Ala
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Pro Ser
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Gln

val

Ala

Lys

Gln

Leu

Lys

val

Gln

Thr
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Trp

Gly

Gly

Glu

val

Leu
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CTpaHuua 12

Asp

Ala

Ser

Ser

Ser

val

Gly

Ser

Ser

Pro

Asp

Gly

Leu

val

Gly

Tyr

Gln

Lys

Gly

Glu

Gly

Gln

Arg

Glu

Phe

Ser

Ser

Lys

Ala

Ser

Ser

Ser

Lys

Gly

Met

Ser

val

Asn

Asp

Ala

Gln

Glu

Phe

Pro

60

ser
75

Asp
90

Tyr
105

Ala
120

Lys
135

Asp
150

Leu
165

Gly
180

Leu
195

Asn
210

Thr
225

Pro
240

Ile
255
His
270

Glu
285

Ser
300

Trp
315

Leu
330

Pro
345

Met
360

Tyr
375

Glu
390



Asn Asn Tyr Lys

Phe Phe Leu Tyr

Gln Gly Asn val

Asn His Tyr Thr

<210> 17
<211> 10
<212> BEJIOK

Thr
395

Ser
410

Phe
425

Gln
440

Thr

Lys

Ser

Lys

SEQ. txt

Pro Pro val Leu
400

Leu Thr val Asp
415

Cys Ser val Met
430

Ser Leu Ser Leu
445

<213> WCKycCTBEHHaa MNoCcnefoBaTeNnbHOCTb

<220>

<223> NocneaoBaTeNbHOCTb CUHTE3UPOBAHA

<220>
<221> Xaa
<222> 10

<223> Xaa npeano4TUTENbHO ABNAeTCA D unu

<400> 17

Gly Phe Thr Phe Thr Asp Tyr Thr Met Xaa
1 5

<210> 18
<211> 17
<212> BEJIOK

10

<213> WCKycCTBEHHaa MNoCcnefoBaTeNnbHOCTb

<220>

<223> NocneaoBaTeNbHOCTb CUHTE3UPOBAHA

<400> 18
Asp val Asn Pro
1

Lys Gly

<210> 19
<211> 10
<212> BEJIOK

Asn Ser Gly Gly Ser Ile

5

10

<213> WCKycCTBEHHaa MNoCcnefoBaTeNnbHOCTb

<220>

<223> NocneaoBaTeNbHOCTb CUHTE3UPOBAHA

<400> 19

Asn Leu Gly Pro Ser Phe Tyr Phe Asp Tyr
1 5

<210> 20
<211> 11
<212> BEJIOK

10

<213> WCKycCTBEHHaa MNoCcnefoBaTeNnbHOCTb

<220>

<223> NocneaoBaTeNbHOCTb CUHTE3UPOBAHA

<400> 20

Asp Ser Asp Gly Ser
405

Lys Ser Arg Trp Gln
420

His Glu Ala Leu His
435

Ser Pro Gly Lys

Tyr Asn Gln Arg Phe
15

Lys Ala Ser Gln Asp val Ser Ile Gly val Ala
1 5

<210> 21
<211> 7

10

CTpaHuua 13



SEQ.txt
<212> BEJIOK
<213> WCKycCTBEHHaa MNoCcnefoBaTeNnbHOCTb

<220>

<223> NocneaoBaTeNbHOCTb CUHTE3UPOBAHA
<220>

<221> Xaa

<222> 5

<223> Xaa npeano4TUTENbHO ABNAeTCA R uauM L

R or L

<220>

<221> Xaa

<222> 6

<223> Xaa npeano4TUTENbHO ABNAeTCA Y unuM E

<220>

<221> Xaa

<222> 7

<223> Xaa npeano4yTuTenbHO ABndeTcAa T uauM S

<400> 21
Ser Ala Ser Tyr Xaa Xaa Xaa
1 5

<210> 22
<211> 9
<212> BEJIOK
<213> WCKycCTBEHHaa MNoCnefoBaTeNnbHOCTb
<220>
<223> NocneaoBaTeNbHOCTb CUHTE3UPOBAHA
<400> 22
Gln GIn Tyr Tyr Ile Tyr Pro Tyr Thr
1 5

CTpaHuua 14
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$OPMYIJIA MSBOBPE TEHUA
1. Cnoco® mnpomjieHMs BBEXMBAEMOCTHM 0e3 IIpOoI'peCCUpOBaHMA B
NONyJIAUMM HaluueHTOB C HERZ2-MHOJIOXKUTEJILHEM PakKOM MOJIOUHOM XeJle3H
Ha © MecdqaueB wmau 0OoJee, BKJIOUAKIMY BBeIeHMe IepTy3yMada,
TpacTy3yMaba M NpOBeOeHMEe XUMMOTepaluM IalMeHTaM B IIOIYJIALNNA.
2. Cnoco® mo mn.l, KOTOPHM IPUBOIUT K OOBLEKTMBHOM UYaCTOTE

orBeTa 80% mIm 0OoJjlee Yy MNALMEHTOB B IONYJISLMUM.

3. Cnoco® mno n.l wix 0.2, I'ODe XYMUOTepalMsd BKJIKUYAET
TakCcaH.

4. Crioco® 1o .3, TIe TakKCcaH I[IpelCcTaBJiigeT coBon
molueTakceJ.

5. Crooco6 no JwboMy ™3 On.l-4, oToe pak MOJIOUHOM XeJie3H
opencraBygeT coboM MeTacTaTUUeCKMV WMIM MEeCTHO pPeluIUBUPYIINUN,
HepeseKTabeJIbHEM pak MOJIOUHOM XeJle3H, MIM cTamuio IV 3adojieBaHUA
de novo.

6. Cnoco®6 mo JmboMy M3 MII.l-5, I'Ie HNalMeHTH B IIONYJISLUMUM He
[IoJiyyaJly I[pedmecTBYKRIEero JIeUeHMS WM IIePeHOCAT pPelUUIVB II0CJIe
aIBOBAHTHOM Tepanuu.

7. Cnoco6 mo JjmoboMy M3 HOI.l1-6, roe HERZ2-TIOJOXMUTEJBLHBM pak
MOJIOUHOM XeJIe3H ONpeneJIginT KakK MMMyHoTucToxXuMmio (IHC) 3+ u/wim
COOTHOMmMeHMe aMmiiMouraumum 22,0 Opu OGJIYOPEeCLeHTHOM TIUOPUIM3alUU
in situ (FISH).

8. Crnoco® no JmoboMy M3 II.l-7, TIOe THNalMeHTH B IIOIYJISLUUMA
UMET MCXOOHYH bpaklyio BHOpOCa JIeBOTO Xejymouka (OBJIK) 250%.

9. Cnoco®6 no JmwboMy M3 II.l-8, TIOe HNalMeHTH B IIOIYJISALUU
MenT rnokasaTellb oBmero COCTOSAHUSA COTJIacHO BocTouHOM
0OBeIMHEeHHOW OHKOJIOTHMUeckoM Tpynmne (ECOG PS) 0 mmm 1.

10. Cnioco6 KOMOMHMPOBaHMA IOByxX aHTUTes kK HERZ s JiedeHud
HERZ2-TIoJIOXMTEeJIbHOT'O paka ©0e3 yBeJIMUeHUMHd KapIMOTOKCHUYHOCTU B
IONYyJIALUMM TaluMeHToB ¢ HERZ2-TIOJOXMTEJILHBEIM pPakoM,  BKJIOUAIMNA
BBeeHUe TIlepTy3yMaba, TpacTy3yMaba M TIIpPOBeleHMe XVMMHUOTEepalluu
nanuyeHTaM B IIONYJIALWMN.

11. Cnoco6 mno n.l10, IIoe KapIMOTOKCUMYUHOCTBL B I[OIYJISLUU
nalureHTOB KOHTPROJUPYIT 1o JyacToTe BO3HUKHOBEHUSA
CUMIITOMaTHUUYECKOM CHUCTOJIMUECKOM IOUMCOYHKUMM JIeBOTO KeJIygouka

(COJIX) wmiaM 3acTOMHOM CepledHOoM HemocTaTouHocTu (3CH), wMiIM IO
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CHIMXEHMIO QpaKUMM BEOpOCa JIeBOT'O Xejlyhouka (OBIIK) .

12, Cnoco® mo n.l10 wmmum n.ll, 1me HER2-DOJIOXKUTEJILHHM pak
npencraBJgeT CcoOoM pakK MOJIOUHOM KeJiesH.

13. Cnoco6 mo Jjmwbomy m3 mnmn.l0-12, rme pak MOJIOUHOM XeJie3H
npencrTaBjseT co®o¥ MeTacTaTUUeCKUM WM MEeCTHO pPeUuuIUBUPYIMM,
Hepes3eKTa®elIbHEM pakK MOJIOUHOM XeJle3H, WM cTaiuio 1V 3adojieBaHUA
de novo.

14. TlpoMeIJIEHHOE M3OeJMe, colepxalmee (QJaKOH C IepTy3yMadoMm
¥ BKJAOH B VYIAKOBKY, TI'Ie BKJAIOHM B VIAKOBKY IIpeOoCcTaBJIsgeT
OaHHHE 10 0e30MNacCHOCTM M3 Tabamub 3 MM Tadbamus 4.

15. TlpoMmbmJieHHOE WM3IOeJMe II0 II.14, ©DOe BKJAOHI B YIaKOBKY
IpenoCcTaBJIgSeT OaHHEE 10 30PeKTMBHOCTM M3 Tabauusl 2, Tabauuu 5,
ourype 8 mim ¢uryps 10.

16. IlpomemiieHHOe wm3mesme 1o n.l14 wmm n.lb5, 1mme @JIaxKoH
opencraBJageT cobo¥ (pJakoH ¢ OOHOKpaTHOM IO30M, coIepXamuin
npmbim3nuTedbHo 420 M nepryszymaba.

17. Cnooco® noJiyyeHMA MOIPOMBNUJIEHHOTO WM3IOeJMd, BKJIIOUAMNUMA
COBMECTHYI VYIakKoBKYy ©GJlakoHa C IepTy3ymMad®oM ¥  BKJAOHMa B
YIIakoBKY, TI'Ie BKJAIHN B YHNakKOoBKY IpeOocTaBJgeT HaHHHE IO
0e30IaCHOCTM M3 TabiMUe 3 MM TabJuuel 4.

18. Crioco6 obecrieueHus 20HEeKTMBHOTO n ©e30IIacHoOTO
IpVMeHeH s IepTy3yMmada, BRIOUAKINUNT

COBMECTHYID VYIIAaKOBKY (JlakoHa C TIepTy3ymMadboM M BRJAOBIA B
yInakoBKY, TI'Ie BKJAIHN B YIakKOBKY IpedocTaBJigeT HaHHHEe II0
0e30macHOCTH U3 Tabauue 3 VI Tabauue 4 M  OaHHBEE  TIIO
20PeKTUBHOCTU M3 Tabauuu 2, Tabiauue 5, (UIYPH 8 mian ouryps 10.

19. Cnoco®6 JjeueHus paHHeM cTaluM HER2-TOJOXUTEJILHOTO paka
MOJIOUHOM XeJle3H, BKJIOUAKMNMIY BBeIeHMe IepTysyMaba, TpacTy3yMaba
U TpoBeleHMe XUMMOTepaluM IIallMeHTyY C PakoM MOJIOUHOM XeJie3H, TIOe
XVMMOTEepalrsa BKJIOUAEeT XMMMUMOTEepalMid Ha OCHOBEe aHTPALUMKIMHOB WM
XVMMOTEepalnio Ha OCHOBe KapbollJlaTHUHA.

20. Crnoco® mno 1n.l19, rme xUMMOTepalMsa BKJIOUAET XUMMOTepallMio
Ha OCHOBe JIMHMM aHTPalMKJIMHOB, BKJWUakmel 5-0Y, »OupyOulvH, U
umukjgopochammn (FEC) .

21. Cnoco6 mno mn.20, 1oe nepTysyMad BBOOAT OIOHOBPEMEHHO C

XMI\MOTepaHMeﬁ Ha OCHOBe€ aHTPpalMKIIMHOB.
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22. Cnoco6 mno m.19, 1rme XMMMOTEpPAalMd BKJIKUAET XVMWOTEPAIIUO
Ha OCHOBEe KapboIrjaTuHa, KOTOopad BKJIOUAET ooleTaKceJl u
KapOOIlJIaTUH .

23. Cnoco6 1o .22, I'oe HepTysyMa® BBOOAT OIOHOBPEMEHHO C
XUMMOTepanmMey Ha OCHOBe kapborjaTuHa.

24 . Cnoco® mno JjoboMy M3 NOn.19-23, I'oe BBeOeHMe HepTy3yMaba
He yBeJIMUMBaeT KapIOMOTOKCHMUHOCTE OTHOCUTEJILHO JieueHusa  0es3
neprysymMabda.

25. Crnoco6 1no Jmwdomy M3 1mrI.19-24, KOTOPHM  BKJIOUAET
HEeOAOBBAHTHYI MM albBlOBaHTHYI Tepaluio.

26. Crioco® JeueHMs HERZ2-TIOJIOXUTEJILHOM  3JIOKAUYECTBEHHOM
OIIyXOJIM VY IalMeHTa, BKJIOUAKIMM COBMECTHOEe BBeleHMe IallMeHTy
cMecu  neptrysyMmaba U TpacTy3ymMaba U3 OOHOTO IakeTa  IJ4
BHYTPMBEHHOT'O BJIMBaHUA.

27. Crioco® info) .26, KOTOPHEM  OOIOJIHUTEJILHO BKJIIOUAET
[IPOBEeIeHMEe TallMeHTY XVMMOTEPAaIIUM .

28. TIlakeT 1Jia BHYTPMBEHHOTO (B/B) BBeIeHWUS, COIOEpPXalmUMA
CTabuUJIBHYI CMeCh IepTysyMaba M TpacTy3yMaba, T[IOOXOOAMyK IJIA
BBEIOEeHUS I[alMeHTy C pPaKOM.

29. IlakeT mJjsg B/B BBeIEHMS IO II.28, TI'Ie CMeCh HaAxXOIUTCS B
OM3BMOJIOTUUECKOM pacTBOpe.

30. TlakeT miIsg B/B BBeOeHud IO 1I.29, THe O(UBMOJIOTUUECKUN
PacTBOP COOEepPXUT Opubian3uTesbHO 0,9% NaCl wiau OpubamMsUTesIbHO
0,45% NaCl.

31. TlakeT mJjg B/B BBeIeHUd IO JoOoMy M3 MI.28-30, KOTOPHIL
opencraBygeT CcoOOM TMOJUOJIEOMHOBEM MM IOJIUBUHUIIXJIOPUIOHEI IIaKeT
ojga mMHOy3um obweMoM 250 M ¢ 0, 9% OM3MOJOTMUECKMM PacTBOPOM.

32. TlakeT 1Ojg B/B BBeIeHUI II0 JOOOMY M3 MI.28-31, KOTOPHIZ
COIEepPXUT CMeChb NpubmauTesibHO 420 MI' MM OpubamamTesbHO 840 M
neprysymaba m npubiamsmuresibHO oT 200 mMr pgo npubimsmrespHOo 1000
MI' TpacTy3yMaba.

33. TIlakeT nJ4 B/B BBeIeHMA IO JOOOMy M3 II.28-32, rTOe
CMeChb OCTaeTcsda CcTabuJILHOM B TeueHue 24 uyacor npu 5°C mym 30°C.

34. TlakeT nJ4 B/B BBeIeHMA IO JoOOMy M3 II.28-33, rTOe

CTadUIIBHOCTD OLieHMBaJI1 IIocCpelCTBOM aHaJlimsa, BEIOPaHHOT'O nus3
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TPYIIIH, cocToAmen nus3: aHaJlmsza uBeTa, BHEMHEeTO BUIA u
npospauvHocTu (CAC), aHaJM3a KOHIEHTpaluM ¥ MYyTHOCTM, aHaJu3a
yacTull, DK CKJIO3VMOHHOM XpoMaToTIpadum (CEK) , MOHOOOMEHHOM
xpoMaToTrpadum (IEC), KaOoWJJIAPHOT'O SOHHOTO BJeKkTpodopeza (CZE),
KaluJIJISPHOTO MB0OBRJIEKTPUUECKOTO (QOKYCHMPOBAHMSA C IOeTeKlUuer B
kanuiigpe (1CIEF) m aHalM3a aKTUBHOCTH.

35. Cnoco6 JeueHmsa HERZ2-MOJOXUTEJIBHOTO PaKa XejJyoka VY
yeJIOBeKa, BKJIOUAKMMIM  BBeIOeHMe IepTy3ymada, TpacTysymMaba U
IpoBeleHMe XVMUOTEPpAalM MHIMBUOAYYMY C HER2-IIOJOXUTEJILHBEIM PakKoM
KeJlyokKa .

36. Crioco® 10 n.35, Ioe pak XeJlyIoKa BKJIIOUaET
HepeseKTab®eJIbHEIM MECTHO pPacCIpOCTpaHeHHBM pak XKeJyOka, W
MeTacTaTUueCKUn pax xeJlynoka, WIn pacrnpoCcTpaHeHHH,
I[IOCJIeONepalMOHHO PeUMIVMBUPYIONUNM pak XKeJydkKa, KOTOPHEM MOXeT He
nomnaBaThbCAa palMKaJbLHOM  TepaluM M3BeCTHBEMM crnocobamu, VI
aleHOKapLUMHOMY XeJIyOoka MM XKeJYIOUHO-IIMIEeBOOHOTO COeOMHEeHUS.

37. Cnoco® mno n.35 wim n.36, TI'Oe THDalMeHT He I[oJyy4all
IpenmecTBYKRMIEero JeueHMe IIPOTHMBE paka OJS MeTacTaTUMUeCcKOTOo paka
XeJlyokKa, MMeeT IokaszaTeJlb ofmMero COCTOSHMA IIO0 MKaJjie BoCToOuHOM
OOBEeOIMHEeHHOM OHKOJIOTMUYeCKOM Ipynne (ECOG PS) 0-1 wmiaM wuMeerT
HER2-moJIOXUTeJIbHEM cTaTryc IHC 3+ miam IHC2+/ISH+.

38. Crioco6 mno Jmwbomy w3 1mn.35-37, Toe XUMMOTepalmnsa
BRJIIOUAET IIpernapaT ILJlaTUHE (LMCILIIaTHH) n/ i QTOPIMUPUMUINH
(kanmeumTabuH man S-pTopypaumi (5-0V) ).

39. Cnoco6 mno m.38, r©Tme BBOOAT IIepTysymMad, TpacTy3ymad,
LUMCIJIATMH M KaneuurTabuH minm 5-0Y.

40. Cnoco6 no JjgoboMy M3 Mmn.35-39, 1oe nepry3yMad BBOIAT B
noze 840 MI' BO BCeX LMKJIax JIeUeHM.

41. Cmoco6 mo JjwoboMy M3 Omn.35-40, KOTOPHM yJydmaeT OOIYIO
BHXMBaeMOCTEL (0OS) IO CpaBHEHMI C IIallMeHTOM, KOTOpOoTO JIeuMJu
TOJILKO TpacTysyMaboM U XUMMOTepaluel, WIM yJydllaeT BLHXMBAEMOCTD
Bes mnporpeccupoBaHusa (PFS) wmam uvacrtory oTeeTa (RR) 1O CpaBHEHUO
C JleyeHMEeM TOJIbKO TpacTy3yMad®oM M XMMMOTepaluen.

42 . Crnoco® JleueHMA paka ReJydka VY UeJIoBeKa, BKJIOUAIUNA
BBeIeHUue nepTy3yMaba VHIVBUOYYMY c pPaxKoMm xeJlyIoKa, roe

nepTyByMaC') BBOIOAT B Hosze 840 MI' BO BCeX LMKJIIAX JIeUeHUd.
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43. Cnioco® mno .42, 1nrme nepry3ymMad BBOOAT B Ho3e 840 M B
TeUeHMe MeCTU LUKIIOB JIeUeHMUd.

44, Cnioco®6 mo m.42 mnm .43, KOTOPHM COXpPaHSeT MMHMMAaJIbHEE
YPOBHM IepTy3yMaba y MHIMBUIYYMa IPpUOIM3UTEJIBEHO Bhme 20 MKI'/MII.

45, Crnoco6 mo Jmbomy M3 mmn.42-44, DONOJIHUTEJILHO BKJIIOUAIIMNA
BBelleHMe TpacTy3yMaba M IPpOBeIeHMe XUMMOTepallMU MHIOUBUILYYMY .

46. Cnoco® JgeueHrs HER2-MOJIOXUTEJHLHOM HepezekTad®esJbHOM WM
MeTacTaTUYeCKOM aleHOKapPLMHOME KeJlyoKa NI KeJIyDOUHO—
NUMEeBONHOTO COeIMHEeHMS VY MallMeHTa-deJloBeKa, KOTOPHM He MoJiyduall
ONpelmecTBYIYD XUMMOTEepanuin OJS MeTacTaTudeckoro 3abojieBaHUA,
3a WUCKJIOUeHMEeM MIpelMlecTBYIe alboBaHTHOM WMJIM HeOoaIbloBaHTHOM
TepalllM, 3aBeplleHHOM ©OoJlee UYeM 3a MeCcTh MecHAlleB OO0 HaCTOoAMeIo
JledyeHUsd, BRJIOU AN BBeIeHUe nepTy3yMabda, TpacTy3yMaba,
UMCIJIaTMHa M KaneluTab®uHa WIM OoTopypaluia (5-0Y) nauMeHTy B
KOJIMUECTBe, VYJydllaileM BHEHXMBAEMOCTE ©Oes3 OpoTpeccupoBaHusa (PFES)
u/muny  ofmyln BEXMBAeMOCThL (0S), TIOe HauMeHT WMeeT IoKas3aTelb
ofmeTro COCTOSHMSA COIJIACHO BOCTOUHOM OOBEOMHEHHOWM OHKOJIOTMUECKOM
rpynne (ECOG PS) O wmim 1.

47. Cnoco® yJydlleHMs BEKMBaeMOCTM 0e€3 [OIpOoIlpeCCHUpPOBaHUSA
(PFS) y naumeHTa-ueJijoBeKa C HERZ2-TIOJIOXMTENILHOVM Hepe3eKTabeJIbHOMU
WM MeTacTaTHUUeCKOM aIeHOKapLMHOMOM XeJlyOka WM KeJIyOOUHO-
IUMEBOOHOTO CoenOVHEeHUs, BKJIOY A0MUN BBelIeHUe HaluMeHTy
nepry3ymMada B KOMOMHALMM C TpacTysyMab®oM UM XUMMOTepalueu.

48. Cnioco6 JeueHusa HER2-MOJOXUTEJBHOTO paka  MOJIOUHOM
XxeJless Yy IallMeHTa, BKJIOUAKIUMY BBeleHMe IIallMeHTy I[IepTy3ymatda,
TpacTysyMaba M BUHOPEJIOMHA.

49. Cnoco®6 mo n.48, r1mme nepry3yMad M TpacTy3yMa® BBOIOAT
IaluMeHTy COBMECTHO M3 OOHOTO MakKeTa IJS BHYTPUBEHHOTO BJIMBAHUA.

50. Cmoco® mno mnm.48 wmmm 1n.49, T©TOoe pakK MOJIOUHOM XeJle3H
ABJIAeTCH MeTacCTaTUUYeCKMM MJIM MeCTHO pPaclIpOoCTpaHEeHHHM.

51. Cnoco6 mno Jmwbomy w3 nmn.48-50, IIe HDalMeHT paHee He
IoJIydall CHUCTEMHOM HeTOPMOHAaJIbHOM IIPOTHUBOOIYXOJIEROM TepaluM IO
cxeMe JIeUueHMSa MeTacTaTUuUeCKux oGopM.

52. Cnoco6 JedeHusa HER2-MNOJOXUTEJBHOTO paka MOJIOUHOM
XKeJle3H Yy IallMeHTa, BKJIOUAKIUM BBeleHMe IIallMeHTy IepTy3yMaba,

TpacTysyMaba M MHITUOMTOPpAa apoMaTashl.
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53. Cnoco® mo m.52, e MHIMOUTOP apoMaTaszbl [IpeOCTaBJIsgeT
coboM aHacCTpa30J MM JIeTPO30JI.

54, Cnoco® mno mn.b52 wmam .53, TOe pakK MOJIOUHOM XeJIe3H
OpencTaBJgeT CoOOOM IIOJIOXKMTEJIBHEI I[I0 CTaTyCy pelenTopa I'OpMOoHa
PacCHpOCTPaHeHHH paK MOJIOUHOM XeJie3H.

55. Cnoco6 1o .54, ©DOe pelLeNTop TOPMOHa IIpencTaBJifgeT
cobom pellelTop BCTpOoTreHa (ER) u/uimM pelenTop IIporecTepoHa
(PgR) .

56. Cnoco6 mno Jwbomy u3 nOmn.52-55, DOoe HDaluMeHT paHee He
IoJiydajl CUCTEeMHOM HeTOpPMOHAaJLHOM IMIPOTHMBOOIYXOJIEBOM Tepalumu II0
cxeMe JIedeHUMS MeTaCTaTHUUeCKMX QOopM.

57. Crnoco® mo JgoboMy M3 II.52-56, I'Ie HDalMeHT IIOoJydaeT
VHIOIYKIMOHHYD XUMMOTEepAaluo.

58. Crnoco6 mo 1n.57, Ioe MHOYKIMOHHAad XUMMOTepalMd BKJIOUAET
TaKCaH.

59. Cnoco® mno n.l7 wim n.l8, I'Ie BKJAOBIM B YIaKOBKY
OOIIOJIHUTEJIBHO COINEPXUT paslell C NpenylpexXIeHueM U3 IIpuMepa 4.

60. Cnocof® JeueHud HallMeHTa C pPakoM, BKJIOUAKINVM BBeIeHUE
IauMeHTy HadaJlbHOM HOO3H IHepTysyMaba 840 Mr C OocjenyoluM
BBeIOeHMeM KaxXIee Tpu HemeJu OO3H IepTysyMaba 420 M- wu
OOTOJIHUTEJILHO  BRJIOUAKIMY  [IOBTOPHOEe  BBeIeHMe IallMeHTY  IOO3H
neprysymaba 840 wmr, ecJIiM [IPOMeXyTOK BpeMeHM Mexnoy IOBYyMHA
mocJemoBaTeJIbHEMM BBeIeHUMAMM 103 420 MDD CcOCTaBMJ 6 HeOeJlb WIn
BoJiee.

6l. Croco6 mno m.60, DOOIOJHMUTEJNILHO BKJIOUAKMMY BBeIeHue 420
MI' repTy3yMaba Kaxiee 3 HeOeJM I[I0CJie IIOBTOPHOTO BRBeIeHMS IO3H
840 wmT.

62. Cnoco®6 mno n.60 wmimm .61, I'Oe DaAaUMEeHT C pPaKOM MMeeT
HER2-TOJIOXUTEJIEHEM pPakK MOJIOUHOM XeJIe3H.

63. Cnoco6 mno JgoboMy u3 nOmn.l-13, KOTOPHEM CHMWXaeT PUCK

CMepTN NPpUOIIM3UTEJIEHO Ha 34% wim  0oJjilee IO CpPaBHEHUK C

nalnmueHTOoM, KOTOPOTO JIeumJIn TOJIBKO TpacTy3yMaboMm u
XVMMOTepalnei.
4. Crnoco®6 mno n.l7 wmimm n.l1l8, o©Oe BKJIAOH B YIAaKOBKY

OJOITIOJIHMTEJIBEHO InpenocTaBJIdeT ITaHHEEe 10 9(1)(1)@KTT/IBHOCTM obmen

BeDKMBaeMocTH (OS) mu3 npuMepa 9 mam Tabmauusl 14.
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65. Crnoco6 JiedueHmsa HERZ2-TIOJOXMTEJIBEHOTO MeTacTaTUUeCKOTO
WM MEeCTHO pPelUMIMBHPYKRMEeTo pakKa MOJOUHOM XeJle3H Yy [DalueHTa,
BKJIIOU A0 BBeIOeHME rnalumeHTy neprysymaba, TpacTy3syMaba u
TakKcaHa, roe nauueHTa paHee JIeumsin TpacTysymadtoMm  u/wmian
JanaTuHuOOM B KauvecTBe albBAHTHOM MM HeOaIbLlBAHTHOW Tepalluu.

66. Crioco® 1o 11.65, roe TakcaH IpeacTaBJseT cobomn
OolLleTaKCceJl, HNaKJUTakKceJ WM nab-NakJIuTakcesl.

c7. Crioco® 110 I.65, Toe TakcaH IpelcTaBJIgeT cobom
NakJIMTakKceJl MM nab-NakJIMTaKcel.

68. Crnoco6 o JgoboMy M3 II.65-67, T©Oe HDallMeHTa paHee
JeunJiM TpacTy3yMad®oM B KaueCTBe HeOaIBOBaAHTHOM Tepalllu.

69. Crooco® JedyeHMS 3JI0KAUECTBEHHOM OIYXOJM SUUHUKOB C
HMU3KMM yYpoBHeM HER3, MNepBMUHOTO I[IE€PUTOHeaJIbHOTO PaKa WIM paka
bastonmMeBHX Tpy® Yy IalMeHTa, BKJIOUANUNY BBeIeHMe alueHTy
neprysymaba M XMMMOTEepanuy, I'Je pak C HU3KMM HER3 »KCIpeccuUpyer
MPHK HER3 B COOTHOWEHMM KOHIEHTpalMl, pPaBHOM WJIM HIKEe UYeM
OpubamM3nuTesbHO 2,81 10O OlleHKe C I[IOMOIBK I[IOJMMEpasHOM L ellHOM
peakuun (IILIP) .

70. Cnoco6 mo m.69, Ioe XuUMMOTepalMsa BKJIKUYaeT IeMUUTaduH,
kap6boriaTH, nakJjamuTaxKces, ooleTaxkces, TOIIOTEKaH VI
NeTMJIMPOBAHHEY JIMIIOCOMAJILHEN OOKCcOopyOuurH (PLD) .

71. Cnoco® mno n.70, IDOme XMMMOTepalMa BKILUaeT HaKJIUTaKCell
WM TOIOTEeKaH.

72. Cnoco6 mno Jgobomy u3 0O11.69-71, IDIOe pak IIPeOCTaBJISET
coboM pak AMUHMKOB, KOTOPHM YCTOMUMB K JEeUEeHMIO IIJIATUMHOM WM He
nomnaeTcsa JIeUeHMIO I1JIaTHUHOM.

[Io DOBepeHHOCTHU



CHapyxu

830

Nlomen | (L1)

Lomen Il (CR1)

Lomes Il (L2)

LNome IV (CR2)

z
BHyTpK

TOVCTGTDMKLRLPASPETHLDMLRHLYOGCOVVOCNLELTYLPTHNASLSFLODIQEVOGYV
LIABNQVROVPLORLRIVRGTOLFEDNYALAVLDNGDPLNNTTPVTGASPGGLRELOLRSLT
EILRKGGVLIQRNPOLCYODTILWKDIFHRNNOLALTLIDTNRSRACHPCSPMCRGSRCWGES
SEDCQSLTR (S5EQ ID NC: 1)

TVCAGGCARCRGPLPTDCCHEQCAAGCTGRRESDCLACLEFNHSGICELHC PALVTYNTDTF
ESMPNPEGRYTFGASCVTACPYNYLSTDVGSCTLVCPLENGEVTAEDGTORCERCSKPCARY
(SEQ ID NO: 2)

CYGLEGMEHLREVRAVTSANIQEFAGCERKIFCSLAFLPESFDGDPASNTAPLOPEQLOVFETLE
EITGYLYISAWPDSLPDLSVFONLOVIRGRILANGAY SLTLOGLG I SWLGLRESLRELGSGLAL
THHNTHLCFVHTVPWDOLFRNPHOALLATANRPEDECVGECLA (SEQ ID NO: 3

CHOLCARGHCWGPGPTQUVNCSOPLRGUECVEECRVLOGLPREYVNARBCLPCHPECQPONGS
VICFGPEADQCVACAHYKDPPFCVARCPSGVRPDLESYMPIWKFPDEEGACQPCPINCTHSCVD
LDDRGCPAEQRASPLT (SEQ ID NO: 4)

] TpaHcmemOpaHHbIN

OkonomembpaHHbIN

Tupo3nHKMHa3a

PerynatopHas obnactb

OUr 1

vell

¢CLELG
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BapuabenbHbIi JOMEH nerkoii uenu

10 20 30 40
2C4 DTVMTOSHKIMSTSVGDRVSITC [KASQDVSIGVA] WYQORP
* % R S % *
574 DIQMTOSPSSLSASVGDRVTITC [KASODVSIGVA] WYQOKP
* Ak kx%

hum xI DIOMTOSPSSLSASVGDRVTITC [RASQSISNYLAT WYQUKP

50 &0 ¢ 80

2C4 GOSPRLLIY [SASYRYT] GVPDRFTGSGSGIDFTETISSVOA

&% * * * * %

574 GHKAPKLLIY [SASYRYT] GVPSRFSGSGSGTDETLTISSLOP
* hkkkk

hum kI GEAPKLLIY [AARBSLES] GVPSRFSGSGSGTDFTLTISSLOP

30 100
2C4 EDLAVYYC [QQYYIYPYT] FGGGTKLEIK ({SE(Q ID NO:5)
* & * %
574 EDFATYYC [QQYYIYPYT] FGQOTKVEIK (SE(Q ID WO:7)
Kk %

hum kI EDFATYYC [QOYNSLPWT] PGOSTRVEIK {SEQ ID N0O:9)

OUTl.2A

BapuabenbHbIn gOMeH TAXenoi uenu

10 20 36 40

204 EVQLQOSGPELVKPGTSVKISCRAS [GFTFIDYTMD] WVK(S

k% Ak kK kkk Kk * %

574 EVOLVESGGGLVOPGGSLRLSCAAS [GFTFTDYTMD] WVRQA
k& * %k

hum I1I  EVQLVESGGGLVQPGGSLRLSCAAS [GFTFESYRMS] WVRQA

50 a 60 70 0

2C4 RGKSLEWIG [DVNPNSGGSIVNQRFKG] KASLTVDRSSRIVYM

k% * % Xkk & Shkk *

574 PGKGLEWVA [DVNFNSGGSIYNQRFKG] RFTLSVDREENTLYL
AxhddkX *xk SR dx X Kk K

hum IIYT PCKGLEWVA [VISGDGGITYYADSVKG] RFTISRDNSKNTLYL

abc 30 100ab 1190
2C4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGOGTTLTVSS (SEQ ID NO: &)
* kX * X * %
574 OMNSLRAEDTAVYYCAR [NLGPSFYFDY] WGQGTLVTVSS (3EQ 1D NO:B)

LRSS %S

hum IIT  QMNSLRAEDTAVYYCAR [CGRVGYSLYDY] WGQGTLVIVES {(SEQ ID NOG:10)

OUr.2B
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AMUMHOKMCIIOTHasA nocrnejoBaTeNbHOCTL NIErKou Lienu neptysymatba
1 i 20 30 40 50 60

DIOMTOSPSSLSASVGDRVTITCKASQGDVSIGVARYQOKPGKAPRKLLIYSASYRYTGVES
70 30 20 100 110 120

RFESGEGRGTDF TLTISSLOPEDFATYYCOOYYIYPYTFGOGTEVEIRRTVAAPSVEIFPP

130 140 150 160 170 180
SDEQLESGTASVVCLLNNFYPREARVOWEVDNALOSGNSQESVITEQDSKDSTYSLESTLT
180 200 210

LOSKADYERHEVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:1l)

OUl.3A

AMMHOKMCNOTHaA NocneaoBaTeNbHOCTbL TAXKENOW Lenu nepTysymaGa

;il i 'i(l) 20 30 40 50 &0
EVOLVESGGGLVOPGGSLRLSCAASGFIFTDY TMDWVROAPGRGLEWVADVNPNSGGSIY
70 80 g6 160 110 120

NORFEGRFTLOVDRSKNTLYLOMNSLRAEDTAVYYCARNLGPSFYFDYWGOGTLVIVSSA

130 140 150 160 170 180
STRKGPSVEFPLAPSSKETSGGTAALGCLVRDYFPEPVTVSWNSGALTSGVHTFPAVLOSSG
136 200 210 220 230 240
LYSLSOVVIVPSESLGTQTY ICNVNHRPESNTEVRREVEPKSCDEKTHTCPPCPAPELLGGP
250 260 270 280 2590 320
SVFLFPPEPRDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEVHNAKTEPREEQYNS
310 320 330 340 350 360
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQLYTLPPSREEM
370 380 380 400 410 420
TENQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDIKSRWO
430 440 448

QENVFSCSVMHEALHNHYTORSLSLESPE {SEQ ID NO:1Z)

OUr.3B



TNerkas yenb TpacTysymaba

1 15 30
[DIQMTQSPSSLSASVGDRVTITCRASQDVNTA

46 60 75
LLIYSASFLYSGVPERFSGSRSGTDFTLTIESSES

91 105 120
HYTTP?TFGQGTKUEIKERTVAAPSVFIFE’PSQ

138 150 i65
LNNFYPREAKVOQWEVDNALQOSGNSQESVTEQD

181 1585 210
LSKADYEEKHKVYACEVTHQOQGLSSPVTEKSFNRG

OUT .4A

45
VAWY QOQKPGKAPK

30
LOQPEDFATYYCQGQ

135
EQLXSGTAEVVCL

180
SKDPSTYSLSSTLT

214
EC (SEQ ID NO: 13)

14714



Tsxenas Uenb TpacTysyma6a

i5 30 45
QLVESGCGGGLVOPGGECSLARLECAARASGFNIKDTYIHUWVRQOQAPGERKGL

!iﬁb--‘
<

46 &0 75 50
EWVARIYPTNGYTRYADSVEGRFTISADTSEKNTAYLQMNSLRAERED
81 105 120 135
TAYVYYCSRWGGDGFYAMDYWGQGTLVTVS SiA STXKGPSVFPLAPSSES
138 15¢ 165 18¢
KETSGOGTAALGCLVEDRDY FPPRPEPVITVISWHNSGALTSGVHTFPAVLQSES
181 185 210 225
CGLYSLSSVVYVTVPSSSLGTEQTYICNVNHEKPSNTKVYVDEKEKVEPEKSCDEK
2256 240 255 270
THTCPPCPAPELLGGPSVFLFPPPKPEDTLMISRTPEVTCVVYVVYVIDVS
271 285 300 315
HEDPEVHEFNWYVDGEGVEVHNAKTIREKPREEQUYNSTYRVVSEVLTVLHEQGD
316 330 345 360
WLNGEKEYRKCEKVIESNKALPAPIEEKTISKAKGQPREPQVYTLPPSRETE
361 375 390 405
MTENQVSLTCLVEKGFPFYPSDIAVEWES SNGQPENNYRKTTPPVLDSISDEG
406 420 435 4483
SFPLYSKLTVDEKSRUWOQQGNVFSCEVMHEALENHY TQRKSLSLSEPG

(SEQ ID NO: 14)

vels



BapuaHTHas nerkas Uenb neptysymata

1 15 30 45
VHESBPIQOMTQSIESPS SLSASVYVGDRYT ITCRERASOCDVYVS IGVAWYOQ QO XPGK
46 &0 75 90
APRLLIYSASYRYTGEGVPSERFSGSGSEGETDPFTLTISSLOPEDLDFATYY
91 105 120 135
CQo0QYYIYPYTFGCGQGTIRVEIXRTVAAPSVEFIFPPSDEQLIERSGTHATESV
136 150 165 1890
VCLLNNPFYPEREAZRXVQWEVDNALOQSGNSQESVITEQDS IXDSTYS L S B
181 185 210 217
TL?TLSKXKADY EKXKHIRXVYYACEVTHQQGLISESSPEPVTI RSEFNRTIGETC (SEQC ID NOslhy

vel9



BapuaHTHas Taxenas Lenb nepTysymaba

1 i5 30 45
EVOQOLVYERESGCGGCEGLVYOPGGESLRLSECAASGFTFTDYTMDWVERGOAPGERKSGHL
45 60 75 90
EWVADVNPHNSGGSIYNGQRFPFEGRFTLSVDRSBSBENTLYLOMDNGSILRERAETSD
21 105 120 135
TAVYYCARNLGPSFYFDLDYWGEGQGTLVTVS SASTRG?PSVEF?R2LAPSSK
1i3e 150 165 180
5 TS GGTAALGCLVEDYFPEPVITVSWNISGGALTSGVETFP?PAVLGSSG
181 195 210 225
LYSLSSVVITVPEZSSSLGETQEQTYICNVHENHBHREXPSNTEVDEREEREVEP?PEKSCCDIERET
226 240 2535 270
HTCPPCPAPELLGG?2 5VELFPPEPIRXDTILH SRTPEVT CVYVYVEVSH
271 285 300 313
EDPEVEFNWYVDGVEVHNAKTIRXP?PREEREGQYNSTYRVVYVEVLITVILHEODW
3lé 330 345 360
LNGERKEYRCEVSESHNKALPAPIEXRXTISEARGOQPREPQVYVYTLP?PPSERETEHM
361 375 390 405
TXNQVSLTCLVYVERKGFYP?2PSDIAVEWESHNGOQPENNYXTTPP?PVLDSEDIGS
406 426 435 449
FFLYSELTVIDIRKSREREWQQQGNVFEFSCSVMEEALENBYTOQERESILSLSPGHEK

(SEQ ID NO:l16)

vell



8/34

Cxema uccnegosaHus

TpacTysymaﬁb [0 NporpeccupoBaHus 3aboneBaHus
Mepty3ymad 840/420 mr B Te4eHHe WwWecTU 3-HeAeNbHbIX LUKNOB

Mpynna A Kaneuutabun 1000 mrime + uncnnatuH 80 Mr/m2 B TeyeHue

. a
HER2-nonoxutenbHan?d, HeonepabenbHas, WECTH 3-HeeNbHbIX LNKNOB

MeCTHO pacnpocTpaHeHHasa
niunu metactatuyeckas

ajeHoKapuuHoma xenyaka
nnu xenyao4Ho-nuiiesogHoro

coeguHeHus,

b
EGOS PS 0 unu 1 (n=30) TpacTysyma6® fo nporpeccupoBaHus 3aboneBaHus

Mepty3ymad 840 Mr B TeueHue WwecTn 3-HefeNbHbIX LMKIOB

pynna B
Kaneuutadbun 1000 mrim2 + umcnnatu 80 Mrim2 B TeveHme

wecTu 3-HeAenbHbIX LUKIOB

Y
OUr.6

Cxema Tepanuu ansa nauueHToB ¢ HER2-nonoXxutenbHbIM He0aabLHOBAHTHLIM
pakoM MOMNOYHOM Xene3bl C HU3KUMU haKTopamu CepAevYHOro pucka

5-0Y/Onupyonuun/Uuknodochammua x 3

Jouetakcen x 3 nitoc TpacTysymab/neprysyma6 b Q Tpactysymab
—d no 1 ropa*

Jlouetakcen x 3 nntoc

5-0YI3nupy6uLmH/ TpacTysymabinepTysymat Q $ TpacTty3ymab
po 1 ropa*

MocTaHoBKa AnarHosa
Xupyprudeckas onepauma

Lmknocdocchamua x 3
oo
MoueTakcen/kap6onnaTuHitpactysymad B Q Tpacty3ymab
(TCH) nntoc nepty3ymab x 6 —y po 1 ropa*
o~
\, S

OUr.11



OT60p B uccrniegosaHve, nonynauun no HasHa4eHHOMY Jie4eHUIo N Ans oueHKu 6830I1aCHOCTI/I, W UCKNOYeHne nauneHToB U3 uccnenoBaHuna

1196 nauMeHTOB NPOLN CKPUHUHT

Y

808 nauuneHTOB ObINU BKAIOYEHbI
B UCCNefoBaHue

% I'Ionynﬂu,ml no Ha3Ha4YeHHOMY JNneYvYeHUuro %{

e nony4enns nnauedo+tpactysymab+aouerakcen (PlatT+D)

408 nauueHTOB ObLIN paHAOMM3NPOBaHbI AN

402 naumeHTa ObINU PaHAOMU3UPOBaHbI ANSA NOYYEHNS
neprysymab+rpacrysymabtpouerakcen(Ptz+T+D)

8 nauneHToB

1 naymeHT nony4un

397 nauueHTOB NONYYNNIN NIeYeHUe U Obinu
npoaHanuaMpoBaHbl AN OLEeHKKN 0e30nacHoCTy

¥

!

Monynsuus ans
oLieHKN 6ezonacHoOCTM

nony4yunu He He paHAOMU3NpPO-

2 naumeHTa He MoNyYnnyn paHAOMM3UPOBaHHOE BaHHOE Nleyenme 2 naumMenTa He NONY4UNMN
HWKaKOro neyeHmns neyeHne HWKaKOTO JieyeHus
g :

? hd "”;a,% o ?

2 407 nauneHTOB NMONYYNIIN NeYeHue U Obinu
npoaHanuaMpoBaHbl AN OLEeHKKN 0e30nacHoCTy

!

%

Monynsauus no HazHa4YeHHOMY

nevyeHunto, n=406

JKvBbI M NpoaoNXaloT Neyetne,
n=121

XuBbl 1 noa HabnoaeHnem 3a

BbIXMBaeMoCThbIo, =166

OT3bIB cornacus naumnextal

HEBO3MOXHOCTb

nocneayiowero Habniogeuna, n=23

Ymepnu, n=96

WcknioueHus u3 uccneayemoro nevenus , n=279
Mo npuynHam GesonacHocTH

HexenatensHoe coObiTHe, n=20

Cmeptb; n=11

Mpu4mHBI, He cBA3aHHbIe ¢ 5€30MaCHOCTbIO
MporpeccupoBaHue 3aboneBaHus, n=227
Hapywehue kputepueB oT60pa Npu BKNIOYEHUN
B UccneaoBaHue, n=1

Jlpyroe HapyleHue npotokona, n=1

Otka3 ot neyenmns, n=138

Dlpyroe, n=1

WUcknioueHus ns uccnepyemoro neyveHus , n=233
Mo npuynHam GesonacHocTH

HexenarensHoe cobbiTue, n=23

CmepTtb, n=7

Mpu4mHBI, He cBA3aHHbIe ¢ 5€30MaCHOCTbIO
MporpeccupoBanue 3aboneBaHus, n=180
Hapywehue kputepueB oT60pa Npu BKNIOYEHUN
B UccnejoBaHune, n=2

Otka3 ot neueHus, n=16

HeBo3BpalueHue, n=2

Dlpyroe, n=3

Monynsauus no HazHa4YeHHOMY

nevyeHuio, n=402

JKvBbI M NpoaoNXaloT Neyetne,
n=171

XuBbl 1 noa HabnoaeHnem 3a

BbIXnBaemocTblo, n=144

OT3bIB cornacus naumnextal

HEBO3MOXHOCTb

nocneayiowero Habnioaeums, n=18

Ymepnu, n=69

OUr.7

vel6



BbixkuBaeMocTb 6e3 nporpeccupoBaHus (%)

BbixuBaemocTtb 6e3 nporpeccupoBaHus no oueHke HeaaBUCUMOro HabnioaaTenbHOro yuypexaeHua

74 vy ey BH { HR = 0,62
Ll L, 95% C10,51- 0,75
LA /A i p<(,0001
MepTy3ymab+T+D: meguaHa 18,5 mecsiua } _
Mnauye6o+T+D: MeanaHa 12,4 mecsua A = 6,1 mecaua

5 10 15 20 25 30 35 40

Bpems (MecAubI)

n ¢ NOBbIlWWEeHHbIM PUCKOM

momeens [1@pTY3yMaG+T+D 402 345 267 138 83 32 10
I'Ina|_|'e6o+T+D 406 311 208 93 42 17 7 0 0
/
"

OUr.8

vl



Monb3a nepTysymaba

MNMonb3a nnauebo

n HE 895% Cl
Bce . 808 0,63 0,52-0,78
n e novo — s A 432 0,63 0,49-0,82
PeAwWecTBYlolee NIEYeHUE < (Hoo\any ioBaHTHOE .. b 5 " 376 0,61 0,46 -0.81
Espona oo 306 0,72 0.53-0,87
Peruon CeBepHas AMepuka — 135 0,51 0,31-0,84
[OxHas AMEpHKa 114 0,46 0,27 -0,78
Azus — 253 0,68 0.48-0,95
<B5 NeT oo 681 0,65 0,53-0,80
=65 nerT -~ : 127 .52 0.31-0.86
BospacTHas rpynna <75 NIEeT o 789 0,64 0,53-0,78
2}75 NeT o % 19 0,55 0,12 - 2,54
BenHe ot foooacoooocodhecnnccsonaconood 480 0,62 0,49 = 0,30
YepHble =~ : 30 .64 023-179
P
Paca A3MaThl o 261 0,68 0,49-0,95
Lpyrve .| 37 0,39 0,13-1,18
T 6 BucuepankHoe zabonesanne = e S 830 (.55 0,45-0,68
un sabonesauus He BUCLepanbHOe 336011€BaHNE o [ 1 ?8 0, 96 0,61 - 1 ,52
MonoxuTtenbHbIi ~ ; 3 388 0,72 0,55-0,95
Craryc ER/PgR {OTpuuaTeanblﬁ o e 408 0,585 0,42-0,72
HenzBecten oeed] 12 179E8 0,00
c HER? [HC 3+ — e — 721 0,60 0.49-0,74
Tatyc {HSH-HOHO)KVITeanbIﬁ e fpooocccssccedjeccossond 767 0,64 053-0.78
i i
0 0,5 1 2
AW V)

OUr.9

velll



O61wan BbKMBaeMoCTb

s HR = 0.,684
Y 95% Cl 047 - 0.88
8 o = 0,0053* N§
3 50
o
2 40+
o
= 30
g MepTy3ymab+T+D: 69 cobbiTui
o 20 Mnaue6o+T+D: 96 cobbITUI
10+
Q 1 1 [ [ [ H [ [ ]
{ 5 10 15 20 25 30 35 40 45

Bpems (MecAubI)
N C NOBbIWEHHLIM PUCKOM

Meptysymab+T+D 402 387 367 251 161 &7 31
Mnaue6o+T+D 406 383 347 228 143 67 24

A

OUr.10

velcl



Cpe,que n3MeHeHue B LleHTpanbHbIX

yteHuax OBITHK

&ty FECHHTP X3 = T+H+P 33 (n = 72)
B--8--8FEC 3= T+H+FP x3 (n = 75)

OUr.12

8“ ' < W £y TCH"}'P X@ (ﬁ - ?6}
£l
= 7
X 4
@ H A
8 o o
S Jeu
I O e i i e & e B
g P
2 .2- ol
e 1 R
5 //""%I{'3
§ ‘6" o) /
8 — A
3 -5 ©
g -10-
&)
A o
HeoagbloBaHTHas ApnnioBaHTHas
;‘54-.1 s B
Lukn 2 4 6 10 12 15 18 KoHeL neyeHus
66 64 689 38 34 19 15 FEC+H+P %3 —» T+H+P x3
Mayventbic g5 58 85 33 27 18 13 10 FEC x3 =2 T+H+P x3
OLIEHKOM, N
62 62 68 35 28 17 16 TCH+P x8
J
v

velct



. (")

N NaTonorn4yecknuun oTBeT

1)

MNonHbI

. (")

N NaTonorn4yecknuun oTBeT

1)

MNonHbI

14/34

MonHbIN naTonoruyeckun oTeeT

100+
ypTlfis yoT0 ypNG
B0 BEE
80
61,8 e
70~ , 54,6 - 76,6
13128l [45 Z?’ 28 7 | |
60 y 4 - 88,
50~ %
40- %
30+ %
20~ ///
10 /
0 é ’ S By
FEC+H+P x3 FEC x3 TCH+P x6
= | +H+P X3 e T-HH+P %3 {n=77)
{n=73) {n=75)
dUr.13

MonHbIN naTONOrM4YeCcKMit OTBET NO CTaTyCy peLenTopoB ropMOHOB

Zg ER v PR otpuuarencHoie D ER v PR nonoxurenbHbie

' IX%

o % a [48% 79.4] N / y
iz Z ;3@,«{6;’%2,8} Z (31,4 - 66,0] Z (33,8 - 66.,2]
i 1IN e

OUr'.14



mAU

SEC npodchunb neptysymaba B cMecu nepTy3yMab/Tpacty3ymab B naketax ans nHgpysumn

BbICOKOMOHGKYHﬂpH ble BUAbI

naBHbIW NUK

[invHa BonHbI: 280 HM

HM3KOMOHeKyJ1ﬂprIe BUAbI

116 12() ’525 130 135 140 ’545 1‘30 155 ’iﬁO ‘365 1?0 175 180 185 190 195 200 2(}5 2‘30 215 22,4

MuHyTbI

OUr.15

velSt



mAU

SEC npdunb TpacTysymadba B cMecu nepTy3ymad/Tpactyaymad
B MaKkeTax Ana uHysuii

15,
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Mpynna A

Jlo nporpeccupoBaHus 3aboneBanus,
& HenpuemseMoi TOKCUYHOCTH, &
OT3bIBa COTNacusi UNM CMepTH

Mepty3ymad +
TpacTty3ymad*

"
{ BuHopen6uH }

Jlnzaitn nccnenosanus

Mpynna A

MawmneHTbl MyXCKOro Unmn
xeHckoro nona ¢ HER2-
NONOXUTENbHbIM
pacnpocTpaHeHHbIM pakom
MOJIOYHOW Kene3bl, KOTopble
paHee He Nony4anu CUCTEMHYHO
He rOpMOHanbHYI0
NPOTUBOONYXONEeBYIO
Tepanuio Nno cxeme sieveHns
MeTacTaTuyecKkux
¢opm (n=285)

OUr.28

*Nepesle 95 nayneHTor (Koropra 1):
nocnejoBarenLHoe BBeAeHWe nepTyzymaba u
TpacTy2ymaba B pazenbHbIX nakeTax Ans
BHYTPUBEHHOTO BBEAEHUS

Bropsie 95 nauueHTor (Koropra 2)[nocne Toro,
kak Koropta 1 nonHocTbio HaGpaHa]
Nepty2ymab u TpacTyzymab BBOASAT B OZHOM
nakeTe ANsl BHYTPMBEHHOTO BBEAEHUS, Ha4YUHas
¢ Liukna 2 (LUukn 1 - B pazgensHbIX nakeTax

ANs BHYyTPUBEHHOTO BBEAEHMS)

4

MayueHTsI ¢ pacnpOCTpaHeHHblME
pakoM MOMNOYHON Xenesbl,
nonoxutensHsim no HER2 n
peLienTopam ropMoHOB,
KoTOpble paHee He nony4anm
CUCTEMHYIO He
ropMOoHanksHyto
~ MPOTMBOONYXONEBYIO
Tepanuio No cxeme neveHus
meTacTaTuyeckux opm

(n=250)

KoHTponbHas rpynna (rpynna B)

Jlo nporpeccupoBaHus 3aboneBanus,
& HenpuemseMoi TOKCUYHOCTH, &
OT3bIBa COTNacusi UNM CMepTH

<

{ TpacTty3ymab

+

{ BuHopen6uH }

E MepTy3ymab + Tpactyaymab }

Jlo nporpeccupoBaHus 3aboneBanus,

N Henpuemnemoﬁ TOKCUYHOCTH, oo

OT3biBa cornacusa unu cmeptun
+

WUHrMbuTtop apomarasbl

oo ool

unm
nauWeHTLI, Nonyvalolme MHAYKLMOHHYIO XMMUOTEpanmio
(BbIGOP UccnegoBaTens)

®

-
Wurubutop apomarasbl
[ Rouetakcen unmM  § (nocne thasbl MHAYKUMOHHO
naknurakcen Xumuotepanun)

BnnoTb a0 L,
o
18 Hegenb

¥

KoHTponbHas rpynna (rpynna B)

(-

OUr.29

{ TpacTty3ymab }

Jlo nporpeccupoBaHus 3aboneBanus,
HenpuemmeMoil TOKCUYHOCTH,

OT3biBa cornacusa unu cmeptun
+

WUHrMbuTtop apomarasbl }
e

unm
nauWeHTLI, Nonyvalolme MHAYKLMOHHYIO XMMUOTEpanmio
(BbIGOP UccnegoBaTens)

7

[

WHruGuTOp apomarasbl
(nocne ¢asbl MHAYKLMOHHOM
XUMMOTEepanuu)

Jlouetakcen unu
naKuTaKcen

BnnoTk a0
18 Hegenb

e
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MauueHTbI ¢ INUTENMaNbHBIM
paKkoM SIMYHMKOB, NEPBUYHBIM
NepuUTOHeaNnbHbIM PakoMm Miu
pakom channonumeBbIx TpYO ¢
HU3KNM YPOBHEM
akcnpeccuu MPHK
HER3 (n=30)

¥
Peructpauus

MauueHTbI ¢ INUTENMaNbHBIM
paKkoM SIMYHMKOB, NEPBUYHBIM
NepuUTOHeaNnbHbIM PakoMm Miu
pakom channonumeBbIx TpYO ¢
HU3KNM YPOBHEM
akcnpeccuu MPHK
HER3 (n=154)

‘

29/34

MepTy3ymab + xumuoTepanus

{ MepTy3ymab )
+
( TonoTekaH (KoropTa 1) )
Unu
5]
[ naknutakcen (Koropra 2) ]
— BbiGop xummuoTepanuu No yCMOTpeHuio

uccnegoBarens

Jlo nporpeccupoBaHus 3aboneBanus,
HenpuemmeMoil TOKCUYHOCTH,
OT3bIBa COTNacusi UNM CMepTH

OUr.30

Mpynna1

( MepTy3ymab )

+

( TonoTeKaH, naknuTakcen unm FeMLlMTaGVIHj

BLIGop XMMHOTEpanumM NO YCMOTPEHHIO
uccnegoBarens
Jlo nporpeccupoBaHus 3aboneBanus,
HenpuemmeMoil TOKCUYHOCTH,
OT3bIBa COTNacusi UNM CMepTH

B o

pynna 2

[ MepTy3ymab-nnatie6o )

+

( TonoTeKaH, naknuTakcen unm reMuuTabuH }

BLIGop XMMHOTEpanumM NO YCMOTPEHHIO
uccnegoBarens
Jlo nporpeccupoBaHus 3aboneBanus,
HenpuemmeMoil TOKCUYHOCTH,
OT3bIBa COTNacusi UNM CMepTH

e o
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BaATble 06pa3L|bI N BpeéMeHHble TOYKHU

Mepnog neveHuns

Lukn 1 A 3 4 4]
JeHb Uukna 1 o] 15 1 8 15 1 1 1
[leHb nccnenosanms 1 g |15 22 29 | 36 43 64 106

PRE2] EQIP PREA] EQIb PREA] EQP | PRE2] EOIP IPRE2| EQIP
TpacTty3ymab X A X X X A
MepTy3ymab6 X X XS Xs ] X X o1 xe | oxe | x# ] X X X X X
HERZ ECD )

e .

EOI - okoH4aHue unodysuum; PRE - npe-gosa

MpumeyaHme: kaxabin obpazel, KPOBU JONMKEH ObITb 06BLeMoM & mn. [inA kaxaoro npenapara codbupatot otaensHule K obpasubl.

a. Obpasubl MoryT 6bITb cobpaHbl B Npefenax WecTU YacoB A0 BBeeHUS KOHKPETHOro Npenaparta (HanpumMep, TpacTysymaba unu neptysymada)

b. O6pasubl MOTryT 6bITb COOpaHbl B npeaenax 30 MUHYT nocne okoH4YaHWUs UHgY3UM KOHKPETHOTO NpenapaTa (Hanpumep, TpacTysymaba unu neptysymaba)

¢. OBpasubl MoryT 6bITb cobpaHbl B Npeaenax  wWectn YacoB (OTHOCMTENbHO Havana UHgY3UM KOHKPETHOTO Npenapara)

d. OcTaTOuHbIN ypoBeHb B LMKNe 2= nepBUYHasA KOHeYHas TOYKa UCCneoBaHUsA - AONXeH ObITh B3AT B AeHb UccnegoBaHuaA 43 (22 oHA cnycTA A03bl LUkna 2),
He3aBWUCUMO OT TOr0, laBanu Nu Jo3y Lukna 3 ¢ 3aaepXKKoW UK He JaBanu.

OUr.32
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Hemorpacmyeckue nokasatenu

Mpynna A 420 mr Fpynna B 840 mr
(n=15) (n=15)

BospacrT (roabl)
CpenHee (SD) 80,6 (14,7} 57,3 (11,5}
MeamaHa 67,0 58,0
MUHUMYM-MaKCMMYM 29-76 27-72

<65 (%} 6 (40,0} 10 {68.7)

=265 (%) 8 (60,0} 5(33,3)
Mon

Myxckont (%) 14 (83.3) 10{66,7)

XeHckun (%) 1(6,7) 5 (33,3}
Paca

Azuartbl (%) 8 (60,0} 8 (53,5}

Benble (%) 6 {40,0) 7 (46,7}

Bec (kr) B Hayane uccnegosaHus

MeguaHa 67,55 (8,64) 67.69 (11,68}
MWHUMYM-MaKCUMYM 67,00 66,80
ECOG
{ 10 (686,7) 6 (40,0}
1 5{33,3) 9 (60,0}
N
2

OUr.33
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AHamHe3 paka xenyaka

Mepty3symab 420 mr  MMepTyaymat 840 mr

(n=15) (n=15)
CreneHb 3aboneBaHusA B Ha4yane UccrnegoBaHus
n 15 15
MeTacTaruyeckoe saboneBaHue ’53 (86,7%) 12 (80,0%)
HepesekrabenbHoe MecTHopacnpocTpaHeHHoe 2 {13,3%) 3 (20,0%)
3aboneBaHue
MepBU4HaA Nokanusauus
n 15 15
XKenynok 12 (80.0%) 13 (86,7%)
Xenyno4Ho-nuweBogHoe coefnHeHue 3 {20,0%) 2 {13,3%)
NamepumocTb
n 15 15
UsMepsieMble NposiBNeHns GonesHu 11 (73.3%) 13 {86,7%}
He namepsiemoe 3abonesaHue, noanexawee 4 (26,7%) {13.3%)
TONbKO OLieHKe
MMcTonornyeckue NoaTMNbI
n 15 15
KuwweyHbIi 6 {40,0%) 5 (33.3%)
Ounchdby3HbIif 1{8.7%) 3(20,0%)
He usBecTHo 8 (53,3%) 7 {48,7%)
N
A
PacnpeneneHue nauueHToB
Mpynna A pynna B
neprysyma6 840 mr  neprysymad 840 mr
(n=15) (n=15)
MornHble wecTb UMKNOB NepTy3ymata (%) 5(33,3) 5(33.3)
MpepBaHHoe neyeHue (%) 1{(8,7) 3 (20,0}
Css3aHo ¢ 6e3onacHocTbio (%) O 2 (13,3}
HexenatenbHoe cobbitie (%) 0 1{8.7)
CmepTb (%) { 1 (6.7}
He cBfizaHo ¢ 6e3onacHocThIo (%) 1{8.7) 1{8.7)
PeweHue TepaneTa (%) 0 1{6,7)
MporpeccupoBaHue 3abonesaHus (%) 1{(6,7} )

OUr.35
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YacToTa oblero oteeTa

pynna A pynna B
neprysymat neprysymab 840 mr
420 mr (n=15) (n=15)
O6Lwee YMCIO NALMEHTOB C HaYaNbHOM 15 15
OL|eHKO#A onyxonu
KoHel uukna 3
n 12 8
YacTuyHbin oTBeT (%) 8 (66,7} 5(62.,5)
CrabunbHoe 3abonesaHue (%) 2{18.7) 2{25.,0)
HenonHblit 0TBET/He Nporpeccupytollee 1(8,3) 1{(12.5)
3abonesaHue (%)3
Mporpeccupytowee 3abonesatue (%) 1(8,3) 0
KoHel uukna 6
n 4 4
YacTuuHbliit otBeT (%) 3750} 3{75,0)
CrabunbHoe 3abonesanue (%) 1{250) 1{25.0)

4 HenonHblit 0TBET/He Nporpeccupytolee 3abonesaHne npeacTaBnsaet coboil
cTabunbHoe 3aboneBaHue y NaUMEHTOB C HeU3MepsieMbIMU NPOSIBNIEHUAMM

. 3aboneBaHus.

v
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7~ OueHKka KOHUeHTpauuu neptyaymaba Ha 42-n AeHb:
PX (JOSHUA) no cpasHeHnuto ¢ PMX (CLEO)

250 o

200~

150+

100~

MepTy3ymab aeHb 42 octaTovHas
KOHLeHTpauus (MKr/mn)

JOSHUA JOSHUA CLEO

OUI.37 < 840/420 wr 840/840 wr 840/420 wr
MepTysymab-fleHb 42 C . (MKr/MA)
JOSHUA JOSHUA CLED
840/420 mr 840/840 Mrd | 840/420 wr
N 15 12 19
CpenHee (SD) | 40,0 (17.3) | 62,7 (29,1) | 63,7 (46.8)
MenuaHa 36,7 65,8 56,0
[lnanasoH (15,8-78,7) | (17.1-135) | (19,3-245)
Cpearee 36,8 56,4 54,9
reomeTpuyeckoe
Bolmcnienbin %) - g1 6%, 98,6% 94,1%°
nauyeHToB (79,6-99,1) | (92,2-99,97)
¢ 220 mKr/mnd
(95% Cl)

2y naymenta 8100 KOHUEHTPaUMA Ha 42-it AeHb Oblna couYTeHa HeHOPManbHO HU3KON
(0,66 MKr/mn) u Obina UCKNIOYeHa U3 obLLei CTaTUCTHEM.

b Ouenka ¢ ucnonb3oBannem GyTcTpan-ananusa, ¢ npeAnoNoXeHMeM norapudMuyecku
HOpPManbHOro pacnpeneneHus.

- € Ha ocHoBaHuM HabniofaeMblX KOHLEHTPaLWA.
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