COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 07.11.2025 N2 27837

(MOCNEOCBATENEHDCTE 0012)

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

I'epuentun, 150 Mr, muodmim3ar A1 NPUTOTOBICHNS KOHIIGHTpATa JUIS IPUTOTOBJICHUS PacTBOPA
11 MHQY3Ul

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlelicTByIOIIIEE BEIIECTBO: TPACTy3yMa0™.

Kaxnapiii pnakon cogepxut 150 mr Tpactyzymada.

1 M1 BOCCTaHOBJICHHOT'O pacTBOpa (KOHIIEHTpATa) coaepx uT 21 Mr Tpacty3zymada.

*Tpacty3ymab  mpeactaBiseT  COOOM  T'yMaHM3HMPOBAHHOE  MOHOKJIOHAJIBHOE  aHTHUTEIO
ummynornooynmuaa G (1gG), npoaynupyemoe B CyCIEH3MH KJICTOYHBIX KYJIbTYP MIICKOIHTAIONIHX
(SIMYHUK KUTAMCKOTO XOMAYKA) M OUHILeHHOE IyTeM adPUHHON 1 HOHOOOMEHHOM XpomaTorpaduu,
BKJTFOYAsT IPOIEAYPHI TIO CIIEU(UICCKON NHAKTUBALUY U YJAJICHUIO BUPYCOB.

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

JInodunusar a1t IPUTOTOBIICHHUS KOHIIEHTpATA VISl IIPUTOTOBIICHUS pacTBOpa Uil HH(Y3HH.
JInopunuzat ot 6€7I0ro 0 CBETIO0-XKEITOrO 1IBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IlToka3aHusl K NPUMEHEHHIO

Pax mosounoii xene3sl (PMXK)

[Ipenmapar [I'epuenTuH mnoOKa3aH K NPUMEHEHUIO Yy B3pOCIBIX B Bo3pacTe oOT 18 uner c
METacTaTUYECKHM pakoM MosIouHoit xene3sl (MPMIK) ¢ omyxoneBoit runepakcnpeccueit HER2:

- B BUAC MOHOTCpAIIUH, IMOCJIC OJIHOI71 WIH 00Jiee cXeM XUMHOTCPAIIUU;

- B KOMOMHALIMU C MAKJIUTAKCEJIOM MJIM JIOLETAKCEJIOM, B Cllyyae OTCYTCTBHUS NpEALIeCTBYIOIIEH
XUMHOTEpanuu (1epBast JUHUS Tepanum);

- B KOMOMHALIMU ¢ MHTHOMTOpaMH apoMaTa3bl MPHU TOJIOKUTEIBHBIX FOPMOHAIBHBIX pelenTopax
(3CTPOreHOBBIX /WU MPOTECTEPOHOBBIX) Y KEHIIHUH B TIOCTMEHONIAY3€.

IIpenapar I'epuenTuH noka3zaH K NMPUMEHEHHIO Y B3pOCIBIX B BO3pacTe OT 18 jer ¢ paHHUMH
CTaANSIMU PaKa MOJIOYHOM JKeJIE3bl C OIyX0JieBoM runepakcnpeccueit HER2:

- B BUJIC aIIOBAHTHOM TEPAIUU M1OCJIE IIPOBEICHUS XUPYPrUYECKOr0 BMELIATENIbCTBA, 3aBEPIICHUS
XUMHOTEpanuu (HeoaabloBaHTHON WIIHM aJIbIOBAaHTHOMN) U JIy4€BOM Tepanuu;

- B KOMOMHAIMM C TaKJIUTAKCEJIOM WM JOLETAKCEeJIOM IOCiE aAbIOBAHTHOW XHMHOTEPANUU
JOKCOpYOUIIMHOM U 1uKiI0dochaMuaom;

- B KOMOWHAIUH C abIOBAHTHOW XHMHOTEPAINUEH, COCTOSAIIEH U3 J0IeTaKceNa U KapOoIutaTuHa;

- B KOMOMHaIMM C HEOATbIOBAaHTHOM XHWMHOTEpamued W TOCIEnyIomeld aabIOBaHTHOU
MOHOTepanue  mpemaparom  l'epuentuH, TmNpu  MECTHO-PACHPOCTPAHEHHOM  (BKIIIOYAs
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JraMeTpe.

Meracratuueckunil pak xenyaka (MPXK)

[Ipemapar [D'epuenTuH MMOKa3aH K NPUMEHEHUIO B KOMOWHAIIMU C KamenuTaOMHOM Wil 5-
dTopypauniaoM M IUCIUIATHHOM Yy B3pOCIBIX B Bo3pacte OT 18 mer ¢ meractaTH4ecKon
aJICHOKapIIMHOMOM  JKelyJKa WIM [HIIEBOAHO-KEIYJI0YHOIO Iepexoja ¢  OIyXOJeBOu
runiepakcnpeccueir HER2 B cityyae oTcyTCcTBUSI MpeAlIeCTBYIONMIEH MTPOTUBOOIYXO0JEBOM Tepanuu
110 TIOBO/ly METACTaTUYECKON OOJIE3HU.

4.2. PexxuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHUs

TectupoBanue Ha omyxosieByto 3kcrpeccuto HER2 no nauana neuenust nmpenaparom ['epuentun
SBIIETCS 00S3aTEIbHBIM.

Tepanus npenaparom ['eprenTuH qoKHA Ha3HAYATHCS TOJIBKO BPAuOM, UMEIOIIUM OIIBIT JIEYEHUS
OHKOJIOTMYecKMX  3abosneBanuil. [Ipemapar  JomkeH  BBOOUTHCA — KBAJTU(UIIMPOBAHHBIM
MEIUIMHCKUM TepcoHanoM. [lpemapar mnpemHasHaueH Ui BBEIEHHS Kak B aMOyJIaTOpHO-
MOJUKIMHUYECKUX, TaK U B CTALIUOHAPHBIX YCIOBHUSX.

[lepen mpuMeHeHneM mpemnapara l'epuenTHH HEOOXOIUMO TPOBEPUTH ITHKETKY Ha (IakKoHE U
yOemuThCs, 4YTO JieKapcTBeHHas ¢opMa ImpermapaTa COOTBETCTBYET HA3HAYEHHOW MalMEHTY
(«rounuzatr g NPUTOTOBJIEHUS KOHUEHTpaTa AJis IPUTOTOBIEHUS pacTBOpa JUlsl UHPY3Uil», a
HE «pacTBOP IS IOJKOKHOTO BBE/ICHU»). [ eplienTuH B IekapcTBeHHOU popme «rnodunnzar 1s
MIPUTOTOBIICHHSI KOHIIGHTpATa JUIs IPUTOTOBIICHHS pacTBOpa sl nH(QY3Uil» He mpeaHa3HauYeH s
MOAKOKHOTO BBEJCHUS U JOJHKEH MPUMEHSATHCS TOJIbKO BHYTPUBEHHO.

Ilepexon ¢ nekapcTBEHHOM (POPMBI AJ11 BHYTPUBEHHOTO BBEACHMS Ha JIEKAPCTBEHHYIO (HOpMY s
TIOJIKOYKHOTO BBEZCHUS M, HA00OPOT, MPH BBEICHUH OJIMH Pa3 B 3 HE/IENN U3y4alcs B KIMHUIECKOM
uccnenpoBannu M0O22982 (cm. paznen 4.8).

UroObl HE [OMyCTUTh OIMIMOOYHOTO BBEACHMS TMpemapara TpacTy3yMada »OSMTaH3MHA WM
TpacTy3ymaba JepyKcTekaHa BMecTO Tmpemapara [eprentuH  (Tpactyzymal), mepen
MPUTOTOBIICHUEM pPAacTBOpa [UIsi MHGY3UU U €ro BBEJIECHHEM MAIMEHTY, HEOOXOAWMO MPOBEPHUTH
ATUKETKY Ha (prrakoHe.

PexxuM 103upoBaHus

MPMIK

FEowcenedenvroe sgederue

Harpy3ouHnas no3a: 4 MI/Kr Maccel Tena.

[MomnepxuBaromiasi mo3a: 2 MI/KT Macchl Tela OIWH pa3 B Heaemto. [loanmepikuBaromias 103a
BBOJMTCA yepe3 1 Hellenmo mocie Harpy304HOM.

Beeoenue xaocovie 3 nedenu

Harpy3ouHnas no3a: 8 MI/Kr maccel Tena.

[MonnepkuBaromiasi mo3a: 6 MI/KT Macchl Tena Kaxkasle 3 Hemenu. l[lomnmepkuBaromias J103a
BBOJMTCSA Yepe3 3 HENIEeNU MOCIIe Harpy304HOM.

Ilpumenenue 6 KOMOUHAUUU C NAKTUMAKCEIOM UTU C)OZ/temaKCQJZOM

B omopueix rimHWYeckux uccrnepoBanumsax (H0648g, M77001) makmmrakcen WM JIOIETaKCEl
BBOJAWJIMCh Ha CIEAYIOIIMK JIeHb MOCJie BBEAEHUS mpenapara ['eprentuH (peKoOMEHIAIMM TI0
JO3UPOBAHUIO CM. B COOTBETCTBYIOIIEH OOIIeH XapaKTepUCTUKE JIEKapCTBEHHOIO Ipernapara
(OXJIIT)) mnm cpa3zy ke Iocie MOCIEAYIOLIEro BBEAEHUS Impenapara ['epuenTuH, eciu Ipu
IPEJIIECTBYIOLIEM BBeIeHNH [ 'eplienTuH nepeHoCHICs: XOpOLIO.
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Ipumenenue s KOM6uHauuu c uH2u6umop0M apomameé3sbl

_MNEPTHOMY OTYETY

B omopHoM knmHudeckom wuccienoBanuu (BO16216) mnpemapar I'epuenTdH uW  aHACTPO30JI
BBOJWINCH B JieHb 1. OrpaHnyeHuii mo BpeMEeHU BBeJEHUs IpernapaTa ['eplentuH u aHacTpo3oiia
He ObuTo (pexoMeHaanuu no go3uposanuio cM. B OXJIII anactposona wim Ipyrux MHTHOUTOPOB
apoMarasbl).

Pannue cmaouu PMJK

FEowcenedenvroe sgederue

Harpy3ounas go3a: 4 MI/Kr Macchl Tena.

[TognepxuBaromiast jgo3a: 2 MI/KI Macchl Tejla OAWH pa3 B Hexenmto. I[loamepkuBaromias jo3a
BBOJIUTCA uepe3 | Helemto nociae Harpy304HOu.

Beeoenue xaoicovle 3 nedeau

Harpy3o4nas 1o3a: 8 MI/KI Macchl Tela.

[TognepxuBaromiast jgo3a: 6 MI/KT Macchl Tella Kaxzasle 3 Hexenu. llommepskumBaromias ao3a
BBOJIUTCA uepe3 3 Helleu MOCIIe Harpy304HOi.

[Ipumenenue mnpemapata [epuentuH npu panHux cragusx PMOK u3yueHo B KoMOMHAIMM c
XUMHOTEPANUEN COIIACHO CXeMaM, ONIMCaHHbIM Huxke. bosee moapoOHo — cm. pazaen S.1.

Ipumenenue 8 xombunauuu ¢ NAKIUMAKCEA0M UMW OOUEMAKCeAOM HNOCie XuMuomepanuu
Ookcopybuuunom u yukarodocohamuoom

[Taxknurakcen:
80 Mr/m? B BHjie JUINTEIBHON BHYTPUBEHHOH (B/B) HH(Y3UH, eXeHEeIbHO, B TeueHne 12 Hezenb
WIH

175 Mr/m? B Bujie JHTENBHON B/B MH(Y3HH, KaXable 3 Helenu B TedeHue 4 MUKIOB (B JAeHb 1
KaX/10T0 LIUKJIA);

Houerakcen:

100 mMr/m? B Bujie B/B uH(y3uu B TeueHue 1 4, kaxapie 3 Helenu, B TeueHUe 4 UKIOB (HauWHas B
JieHb 2 B IIUKJE 1, nanee B 1eHb | B KaXKIbIi MOCIEAY IO ITUK);

I'epuenTus:

HAaYMHAs C TIEPBOM O3Bl TAKJIHWTaKCcela WM JOIeTaKcena, [ eplenThHH BBOAWICS COTJIACHO
©KEHEJENIbHON CcXeMe BO BpeMs XuUMHUOTepanuu (Harpy3ouHas jo3a 4 MI/Kr, jJanee B
MO/ICPKUBAOIICH /103€ 2 MI/KT KaXIYI0 HEJIEII0).

B nmanmpHeimeM mMoHOTEpamus mpenaparoM l'epLenTuH nmpoaosKanach COIJIACHO €XKEHEAEITbHOU
CXeMe TOCJIe TMPUMEHEHUS B KOMOWHAIIMU C TAKJIWTaKCEJIOM WM COTJIAaCHO BBEIICHUIO 4epe3 3
HEJeNH Moclie MPUMEHEHHUs B KOMOMHAIIUY ¢ qoteTakcenoM. OO0IIast mpoa0KUTEHHOCTh TEPAun
npenaparoM ['epienTiH OT MOMEHTa NEpPBOrO BBEICHHS COCTaBWia | ToJa, HE3aBUCUMO OT
KOJINYECTBA MOJYYEHHBIX MJIM MPOIYIIEHHBIX 103. ECIM makiuTakcen Wi JO0LETaKCell U Mpernapar
['epuentuH MODKHBI OBUTH BBOJWUTHCS B OJUH JICHb, TO MAKIUTAKCET WJIA JOIETAKCET BBOIMIICS
IIEPBBIM.

Ilpumenenue s KOM6uHauuu c ()ouemakceﬂww u KClI?6OI’UZCZmMHOM

Houerakcen/KapOornatun (kaxapie 3 HeAeTu B T€UCHHE 6 LUKIOB, HaYMHAsl CO JTHS 2 TEpPBOTO
[UKJIa, JaJiee B ICHb | B KaXKIIbIi MOCIEAYFOIINI THKIT):

jonerakcen B go3e 75 mr/M? B Buie B/B uH(Y3uM B TedeHHe | 4, 32 KOTOPBIM ClefO0Bal
KapOOIUTaTHH B 03¢ JUIS JOCTIDKGHHUS [EJIEeBOTO IOKa3aressi IUIOMmagb T0A  KPHBOM
«koHueHTpanusi-spems» (AUC) — 6 mr/mur/muH, B Buae B/B HHQYy3uH, B TedeHue 30-60 MuH;
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IIpenapat I'epuenTuH COBMECTHO C XUMHOTEpalHedl BBOJWICA COIVIACHO €XEHEIEIbHOW CXeMe
(marpy3ouHasi 1o3a 4 MI/KT, Jajiee B MOJAJIEPKUBAIOIIEH 103e 2 MI/KI Kaxkayro Henento). [locie
XUMHOTEPANUK MOHOTEpanusl npenaparom ['epuenTuH npoaoikaiach COrsIacHO BBEACHUIO yepes 3
Hegenu. OOmasi MPOJOHKUTENBHOCTh Tepanuu IpenapatoM ['epuenTUH OT MOMEHTa MEepBOTO
BBEJICHUS COCTaBWIa | roj, HE3aBUCUMO OT KOJMYECTBA IOJYYEHHBIX WJIH MPOMYLIEHHBIX J03.
Ecnu nouerakcen, kapOomiaTuH U npenapat ['epuenTiH 10JKHBI ObLITH BBOAUTHCS B OJMH JIEHb, TO
IIEPBBIM BBOAMJICS JOLETAKCEN, 3a KOTOPBIM clle0Baj KapOomiaTuH, fajiee ['epuentus.

Heoaowvosanmnas-advrosanmuast mepanu:

eprienTiH BBOJMIICS COTJIIACHO PEXUMY KaxKable 3 HeIeldr B KOMOWHAIIMU C HEOabhIOBAHTHOM
xumuoTepanuent (10 muKIoB):

nokcopyourua 60 Mr/M? 1 maximTakcen 150 Mr/m?, kaxaple 3 HelelH, B TeUeHHE 3 [IUKIIOB;
naiee makianuTakcea 175 mr/m?, Kaskaple 3 He[enu, B TeUeHUE 4 LIUKIIOB;

nanee nukiopochamu, MeToTpercaT U Gropypanui B 1eHb | u 8, Kaxaple 4 Helenu, B TeUCHUE 3
[IUKJIOB.

[locne mpoBeneHUs ONEPATUBHOIO BMEIIATEILCTBA aJbIOBAHTHAs MOHOTEpANus IpernapaToM
I'epuentuH NpojosIKanack COIJIACHO peXHUMY Kaxable 3 Hexenu. OOmias NpoaoDKUTENbHOCTb
Tepanuu npenapatom ['epuentun cocrasuna 1 rox.

MPK

Beeodenue kaosicovle 3 nedenu

Harpy3ouHnas no3a: 8 MI/Kr Macchl Tena.

[TonnepxxuBaromasi 1o3a: 6 MI/KT Maccel Tena Kaxasle 3 Henenu. [loanepkuBaromias 103a
BBOJIUTCS uepe3 3 Heeu 1ociie Harpy304HOM.

Memacmamuueckuii u pannue cmaouu PMIK u mPK

HDO()OJZDfCMmeﬂbHOCWZb mepanuu

Jleuenne mnpenapatom I'epuentnH y mnanuentoB ¢ MPMOK wim MPXX  mposoamres  nmo
IIPOrpeccupoBaHusl 3a00JIeBaHUS WJIM pPa3BUTHS HENpUeMIeMOM TokcuuHocTH. IlanmeHTsl C
panHuMu ctaausimu PMOK nomkHbl nonmyuyaTs Tepanuto npenapatom ['epuentuH B TedeHue 1 roaa
WIA A0 penuanBa 3a00JIeBaHUs WM Pa3BUTHs HEMpUEMIIEMOW TOKCHUYHOCTU (B 3aBHCHMOCTH OT
TOro, 4TO mnpousoijer Owictpee). Jleuenune mnpenaparom ['epuenTuH NaUMEHTOB C PaHHUMH
cragusimu PMX cBbllie ojHOTO To/1a He pekoMeHayerces (cM. paszzen 5.1).

LIponyck do3vi

Ecnn nmpomyck no3el npenapara ['epuentuH coctaBun 7 JHEH WM MEHEE, CIENYET KaK MOXHO
ObICTpee BBECTH IpernapaT B OObIYHOM MOAJEpKUBAIOIIEH J103€ (€XKEHENEIbHBIH PexuM: 2 MI/KT
Macchl Tella; peKUM KakJble 3 Heleau: 6 MI/KI Macchl Teja), He 0KHUas CIEIYIOLIero IaHOBOTrO
BBeJIeHUs. Jlamee BBOAMTH Mpenapar B MOJJAEPKUBAIOIIECH 03¢ uvepe3 7 aHed wid 21 neHs B
COOTBETCTBHUH C €KEHEIEIbHBIM PEKUMOM WIIN PEXUMOM Ka)KJble 3 HEJENIN, COOTBETCTBEHHO.

Ecnu nmepepbIB BO BBeIeHUHU Npenapara cocTaBuil Oojiee 7 AHEH, HEOOXOIMMO KaK MOXKHO ObIcTpee
CHOBa BBECTH HArpy30uHyIO /103y TpacTy3ymada (eXKeHeIeNbHBbIH pekuM: 4 MI/KI MacChl Tena,
peXUM KaKJble 3 Hemenu: 8§ MI/KT Macchl Tefna), B Buae 90-MHUHYTHOW BHYTPHUBEHHOHN KarelbHON
uH}y3uU. 3aTeM MPOJOKUThH BBEICHUE Npenapara B O/IePKUBAIOIIel 03¢ uepe3 7 qHei niam 21
J€Hb B COOTBETCTBMM C €XEHEACIbHBIM pPEXUMOM WIM PEKUMOM Kaxable 3 HEIeNlH,
COOTBETCTBEHHO.

Koppexuus 003wt
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IIEpHOJ] BOSHUKHOBEHHUS 00paTUMOI MUENOCYNIPECCUH, BBI3BAHHOM XMMHOTEpaIuel, Kypc Teparuu
npenaparoM ['epuenTtuH MOXeT ObITh NMPOAOJKEH IOCIE CHUXKEHHS J03bl XUMHOTEpAluM WIN
BPEMEHHON €€ OTMEHBI (COIVIacHO CcOOTBETCTBYOIMM pexkomeHnanusaM B OXJIIl maxiurakcena,
JIOLeTaKceIa UM MHIMOMTOpa apomarasbl), IPU YCIOBUHU TIIATEIBHOIO KOHTPOJSI OCJIOKHEHMH,
00YCJIOBJICHHBIX HEUTPOIICHUEH.

[Ipu cumxenun dpakuuu Beiopoca neBoro xenynouka (OBJDK, B %) na >10 eaunuil oT UCXOAHON
N wwxe 3naueHuss 50% JieyeHwe MOMKHO OBITH TpuocTaHoBIeHO. lloBropHas orenka ®BJDK
JOJbKHA OBITH TpOBeJeHAa NpUONMU3UTENBHO uepe3 3 Heaenu. [lpu oTCyTCTBHM  yiydlleHUs
nokaszarenst @PBJDK nnm ero nanbHenIeM CHUKEHUH, WIK IIPU MOSABICHUA CUMIITOMOB 3aCTOMHOM
cepaeunoit HepoctatoyHocTu (3CH) HEOOX0AMMO PaccMOTPETh BOIPOC O MPEKPALIECHUH JICYCHUS
npenapaToM l'eplentrH, eciy TOJIbKO M0JIb3a JJIsl KOHKPETHOrO MallMeHTa HE MPEBOCXOAUT PUCKH.
Bce 3T manueHThsl JODKHBI OBITH HampaBieHbl K KapJHOJIOTy Jis MPOBEACHUS OOCIEeTOBaHUS U
HaXOJUTHCS MO HaOII0AEHUEM.

Oco0Oble I'PpYHIIBI MAalIMCHTOB

Jluya noowcunozo éozpacma
CHmxenme 10361 penapata ['epuentuH y nauueHToB >65 net He TpedyeTcs.
layuenmul ¢ noueunol HeOOCMaAmMoOUHOCMbIO

W3meHeHne 1036l penapara ['epuentruH y NanueHToB ¢ JIETKOW U CpEeAHEN CTENEHbI0 HApyLICHUS
¢byHKIMK TOYeK He TpedyeTcs. B cBs3M ¢ OrpaHWYeHHBIMH JTAaHHBIMH JaTh PEKOMEHIAIWHU IO
JI03UPOBAHUIO TIpernapaTra y MalUeHTOB C TSDKEJION CTENeHbI0 HapylleHus (YHKLUUU TOYEK He
IIPEACTABIISIETCS BO3MOXKHBIM.

Hal/ﬂ/teHmbl C NeYeHoYHoU HedOCMAmoO4YHOCbIO

B cBs3u ¢ OTCYTCTBHEM AAHHBIX JAaTh PECKOMCHAAIWU 110 JO3UPOBAHUIO IIpCIIapara y IMalucHTOB C
HapyHaICHUEM (I)YHKI_[I/II/I MEYCHU HEC IMMPEACTABIIAACTCA BO3MOXKHBIM.

€T

bezonacHocts U 3¢ ¢dexTuBHOCTH Npenapara ['epuentuH y gereit B Bozpacte ot 0 g0 18 ner He
YCTaHOBJIEHBI. J[aHHbIE OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus

BBenenue npenapara NMpoBOJUTCS MPH HAIMYUM JOCTyna K HAOOpy JUis OKa3aHUS SKCTPEHHOMU
nomMoIny. Bpau, umeromuii onbIT NPUMEHEHUsI XMMUOTEPaneBTHYECKUX MPenapaToB, TOHKEH ObITh
JOCTYTIEH B IIPOLIECCE IPOBOAUMOM TEpAIUH.

[Ipemapat ['epuentuH BBOAST BHYTPUBEHHO KamenbHO. BBOAWUTH mpemapaT BHYTPUBEHHO CTPYHHO
Wi OOJIFOCHO HEJIB3S.

Harpy3ounyto 103y BBOAAT B TeueHue 90 muHyT. Ecnu mpeamiecTByromias Harpy3odHas A03a
MEPEHOCHIIACH XOPOIIO0, MOAACPKUBAIOIINE TO3bI MOKHO BBOJUTH B BUAE 30-MUHYTHOM KaleJIbHOU
UHQY3HH.

Bo Bpems kaxa0ro BBeIeHUs TpacTy3yMaba HE0OX0AUMO TIIATEIbHO HA0JI01aTh 3a MAalMEHTOM Ha
IpeAMeT MOSIBICHUS 03H00a, MUPEKCUU U IPYTUX UH(Y3UOHHBIX peakluil B TeYeHUE 6 4acoB MOCIe
Havayia mepBoi HHGY3UM U B TeUEHUE 2 9 TIOCIIe Havajia Mmocienyomux nudys3uit (cM. paznenst 4.4

u 4.8).

Crnemyer yMEHBIINTH CKOPOCTh WH(Y3WH WM Ha BpeMs TPEKPATUTh BBEICHHE Iperapara Ipu
pa3BuTUM MHQPY3MOHHOW peakiuu. Bo3oOHoBIeHHWE HH(Y3MH BO3MOXKHO IIOCJIE€ HCYEC3HOBECHHS
CUMIITOMOB MH(Y3MOHHBIX PEaKIMil JerKoi u ymepeHHoU creneHu Tsbkectu corjacHo NCI-CTC
(obume kpurepun TokcuuHoctu HarmonansHoro uHetutyTa paka B CIIIA). CregyeT paccMoTpeTh
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TSDKEJBIX W KU3HEYTPOKAIONUX UH(DY3MOHHBIX pEaKIni.

I/IHCTp}’KHI/II/I I10 IMPUTOTOBJICHUIO JICKAPCTBCHHOI'O IIpC€Iiapara nepea NMpuMEHECHUEM CM. B pa3aciie
6.6.

4.3. IIpoTuBONOKA3aAHUS

['umep4yyBCTBUTENBHOCTh K TPACTy3ymaly, OCNKYy MBIIIM HIX K JIIOOOMY W3 BCIIOMOTATEIbHBIX
BEIIIECTB, NIEPEUMCIICHHBIX B pazjeine 6.1.

Tspkenast oJIbIIIKA B TIOKOE, BEI3BaHHAS METACTa3aMH B JIETKHE, WM TPEOYIOIIas Mo IIePKUBAIOIIEH
Tepanuu KuciaopoaoM (cMm. pasaen 4.4).

4.4. Oco0ble yka3aHHUsl M MepPbl IPEJOCTOPOKHOCTH NIPH NPUMEHEHU U

B MenunuHCKO#N TOKyMEHTAlMU MalueHTa CleAyeT yKa3bIBaTh TOProBOE HAMMEHOBAaHHE U HOMEpP
cepuu Ipemnapara.

Wndopmanus, npencrasineHHas B aaHHod OXJIII, oTHOCHTCS MCKIIOYMTEIBHO K Ipernapary
I'epuentus.

HER2 rtectupoBaHue MOMKHO OBITH MPOBEAEHO B CHEIHAIM3HPOBAHHOW JaOOPATOPHUH, KOTOPAsS
MO>KET 00eCIIeYUTh KOHTPOJIb KaueCcTBa MPOLEAYyPbl TECTUPOBAHHUS.

['epuentun nomkeH Ucnob30BaThes y nauueHToB ¢ MPMOK nnu pannumu cragusmu PMXX Tonbko
IpyU Hajauuuu omnyxoneBoi rumnepakcnpeccun HER2, omnpeaeneHHo METOIOM HMMYHO-
ructoxumuueckor peakuun (UI'X), wim ammmudukanuu rena HER2, onpenenenHoir mMeToaom
rubpuausamu in Situ (FISH win CISH). Crnenyer ucmonib30BaTh TOYHBIE W BaMAMPOBAHHBIC
METOBI OIPEIEICHUS.

[Ipenapar ['epuenTuH AOMKEH MCHOIB30BATHCS Y MAIMEHTOB ¢ METACTaTUYECKUM PAKOM KEITyIKa
TOJIBKO TIpH HaJnuuu omyxosnesoi runepakcnpeccun HER2, onpenenennoit meronom MI'X kak
NI'X2+ u nonreepxkaeHHou pesynbratamu SISH nnu FISH, nnn UT'X3+. Cnenyer ucnons3oBath
TOYHBIC U BAIMAUPOBAHHBIE METOBI OIIPEIEICHHUS.

B HACcTOAIICE BpPEMA OTCYTCTBYIOT JAHHBIC W3 KIMHUYCCKHUX I/ICCJ'IGI[OBaHI/Iﬁ O IIanueEHTax,
IoJIyuaBIInX FepI_IeHTI/IH MMOBTOPHO IMOCJIC ITIPUMCHCHUS B aHLIOBaHTHOﬁ TCpaIunu.

JIucdhvyHKINA cepamna

Obwue ykazanus

[TaneHTHI, MOMy4YaronIye mpenapar ['epuenTiH B KadeCcTBE MOHOTEpAIMH WM B KOMOMHAIIMHU C
NaKJIMTAKCEIOM  MJIM  JIOIIETAKCeNIoOM, OCOOCHHO TOCle XMMHUOTEpallud, BKIIOYAIOIIeH
aHTPALMKIUHBI (JIOKCOPYOULIMH WM 3MUPYOUIIMH), UMEIOT MOBbIEeHHBINH puck pa3Butus 3CH (11-
IV dynximonansrbiii k1ace nmo NYHA  (kraccuduxarms Heio-Mopkckoit  Acconpmarnmu
Kapauonoros)) wim OECCHMITOMHBIX HapylmieHHH (yHKIuMU cepimna. TsHKeCTb ITHUX SBJICHUM
MOXET BapbHpOBAaTh OT CpPEAHEH [0 TSKEIOW CTeNeHUu. OTU SBJICHUS MOTYT IPHBECTH K
netanpHOMY Hcxoay (cMm. pazzgen 4.8). Kpome storo, He00X0auMo coOI01aTh OCTOPOKHOCTD MPHU
JICUEHUH MALMEHTOB C BHICOKUM CEPJI€YHO-COCYAUCTHIM PUCKOM, HAIIpUMED, MAI[IEHTOB MOXHIIOTO
BO3pacTa, C AapTepUAIBHON THUMNEPTEH3UEH, JAOKYMEHTAJIbHO MOATBEPKICHHON HIIEMUYECKOU
6one3nwio cepaua, 3CH, ®BJIK <55%.

[TanieHTHI, KOTOPHIM IUTAHUPYETCSl Ha3HAueHHWe mpemapara [eprentuH, ocoOOEHHO Te W3 HHUX,
KOTOpBIE paHee MOIyYaad IpernapaTsl aHTPAIMKIMHOBOTO psifa M LuKiIopochaMua, HOIKHBI
BHauaJle MPOUTH TIIATEJFHOE KapIHOJIOTHYECKOe oOCienoBaHue, BKIIOYaromee cOop aHaMHesa,
¢usukanbHbIl  ocMoTp,  anekTpokapauorpaduio  (OKI)  um  sxokapaumorpaduio  w/mim
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(MPT).

MoHHTOPHPOBaHNE MOXKET IO3BOJIMUTH BBISIBUTH MAIMEHTOB C BO3HUKIIMMH HapyHICHUSMHU
¢GyHxunu cepaua. McxoaHo npoBeieHHOE KapAHOIOTHIEeCKOe 00CIeT0BaHUE JOIDKHO TIOBTOPSITHCS
KaXJple 3 Mecsla BO BpeMs Tepaluy M KaKAble 6 MecCsIeB IOocie ee OKOHYaHWSA B TeueHue 24
MECSIIeB C MOMEHTA BBEJCHUS [IOCJICIHEN 103bI IIperapara.

,HO Haydajaa JICUCHUA IIpCrapaToM repHeHTI/IH HCO6XOI[I/IMO THIATCJIbHO COIIOCTABUTHL BO3MOXKHYIO
IMOJIB3Y U PUCK OT €ro NpuMCHCHUA.

[lo fmaHHBIM, TIOMyYEHHBIM B  pe3ylibTaTe MOMYJALUOHHOTO  (hapMaKOKMHETHYECKOrO
MOJIETIMPOBAHUs, TPacTy3yMald MOKET HaXOAWUTbCA B KPOBU /10 7 MECALEB IOCIE 3aBEPIICHUS
Tepanuu (cM. paznen 5.2). Y manueHToB, KOTOpbIE MOJIY4YaroT aHTPALMKIMHBI TOCe 3aBEepIICHUS
JedeHHsl TpernapatoM lepuenTwH, BO3MOXHO IIOBBINIEHHE pHCKa auchyHkuumu cepauna. llo
BO3MO>XHOCTH Bpauu JOJDKHBI M30€rath Ha3HAYEHUS XMMHUOTEPAluu Ha OCHOBE aHTPAIMKIUHOB B
TeYeHHe 7 MecslLEeB I0Cie 3aBepllieHus Tepanuu npenaparoM [epuentun. [Ipu npumeHeHuu
MpernapaToB aHTPALMKIMHOBOTO psAlla CIEAYeT MPOBOAUTH TINATENbHBI MOHUTOPUHT (DYHKIUU
cepaua.

Cne):[yeT OLICHHUTH HeO6XOI[I/IMOCTB MNPOBCACHUA CTAHAAPTHOT'O KAPpJAUOJIIOTHYCCKOI'O 06CJ'I€I[OBaHI/IH
rociie 6a30BOTO CKpHUHHUHIA Y TAOUCHTOB C IIOAO3PCHUEM Ha CEPACHHO-COCYAUCTHIC 3a00JIeBaHus.

VY Bcex MalueHTOB CleAyeT MOHHUTOPUPOBATh (PYHKIMIO CEpAlla BO BpeMs JIeYeHHs (Harpumep,
Kaxnaple 12 Hepenb). B pe3ynpraTe MOHUTOPHHIA MOMKHO BBISIBUTH IAIIUEHTOB, y KOTOPBIX
pa3BUIUCH HapylIeHus: QYyHKIUU CepALia.

VY nanueHToB ¢ OECCUMITOMHBIM HapylIEHHEM (PYHKLIMU Ceplla MOXET OKa3aTbCsl IOJIE3HBIM
Oomee uyacToe TPOBEJEHME MOHHUTOpPMHIa (Hampumep, Kaxable 6-8 Henens). Ilpu
MPOJO/KUTEIBHOM — YXYJIIEHMM  (QYHKIMM  JIEBOTO  JKEIyJO4yka, HE  IPOSIBISIOIIEMCS
CUMIITOMAaTHYECKH, 11€JIeCO00pa3HO pacCMOTPETh BOMPOC 00 OTMEHE Ipernapara, 3a UCKIYEHUEM
clly4aeB, KOrJa Jeyalluil Bpau CUMTAET, YTO MOJb3a JJISI KOHKPETHOI'O IMAllMEeHTa MPEBOCXOJUT
PHCK.

be3onacHoCTh MPOIOIKEHHSI UM BO30OHOBIIEHUSI TEpAllMU MpenaparoM ['eplentuH y nainueHToB,
y KOTOPBIX Pa3BUIIOCHh HapyllleHHe QyHKIMH cep/la, MPOCIEKTUBHO HE U3yYalach.

[Mpu cumxenun ®BJDK (B %) Ha >10 examuun ot ucxomHoit M Hwxke 3HaueHus 50% edeHue
JOJDKHO OBbITh mpHocTaHoBieHo. IloBTopHas onenka @OBJDK nomkHa OBITH IpOBeAEHA
npubau3uTenbHo depe3 3 Henenu. Ilpu orcyrerBum ymyuwiienus mnokaszarens OBJDK wmum ero
JanbHEeHIeM CHUKEHUH, UM Tpu nosiBieHur cumntoMoB 3CH HeoOXoauMo paccMOTpeTh BOIIPOC
O TMPEKpALIEHWH JIeYeHUsl npenaparoM [epuentwH, ecau TOJBKO TMOJib3a JUII KOHKPETHOI'O
MalyeHTa He MPEeBOCXOAUT PUCKH. Bce 3TH manueHTh! JOJKHBI OBITh HANpaBlIEHbl K KapIUOJIOTyY
JUIS IPOBEJIEHUsI 00CIIEIOBaHUS U HAXOUTHCS MO HAOIIOACHUEM.

Ecnmu Ha Qone Tepamuu mnpenaparoMm ['epuenTHH pa3BUBAeTCs CHMITOMATHUECKas cepiedHas
HEJIOCTaTOYHOCTh, HEOOXOIMUMO IPOBECTH COOTBETCTBYIOIIYIO CTAHAAPTHYIO MEJHUKaMEHTO3HYIO
tepanuto 3CH.

VY OonbmuHcTBa manueHToB ¢ 3CH wim G6eccumntomMHONW AMCPYHKIMEH cepaua B OINOPHBIX
KIMHUYECKUX HCCIEOBAaHUSAX HAONI0NAIOCh YIyYIIEHHE COCTOSHMS Ha (OHE CTaHIapTHOU
MenukameHTo3Hoi Tepanuu 3CH: WMHTrHOMTOpPHI aHTHOTEH3WHIPEBpAIAONIEro (EepMeHTa WIH
OJI0KaTOphl PELeNTOPOB AHTMOTEH3MHA M OeTa-aapeHoOsokaTopbl. [Ipy HanuyuMM KIMHUYECKOU
MOJIb3bl OT NPUMEHEHUs mpenaparta l'epuenTuH OOJBUIMHCTBO MAMEHTOB C HEXeIaTelbHbIMU
peakiMsIMU CO CTOPOHBI CepJla MPOJODKWIM Tepanuio O0e3 MpOsBICHUS IOMOJHUTEIbHBIX
KJIMHUYECKHU 3HaYUMBIX PEAKLIMI CO CTOPOHBI CEpALa.

MPMOK
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aHTpaUMKIMHAMU 1151 JieueHuss MPMOK.

Puck pasButus muchyHkimu cepana y nanueHToB ¢ MPMJK mMoOBBIIIEH TpU MpeaiecTBYOMICH
Tepanuy aHTPAIMKIMHAMU, OJIHAKO OH HIKE IO CPABHEHHUIO C TAKOBBIM MpPHU OJHOBPEMEHHOM
MPUMEHEHUU aHTPALMKINHOB U IpernapaTa ['epuentus.

Pannue cmaouu PMJK

[Tanmentam ¢ panHuMu cragusmu PMOK crnenyer nmpoBOauTh KapAMOJIOTMYECKOe 0OCie10BaHHE
Iepe]l HayajaoM JIeUeHUs], Kaxkaple 3 Mecslla BO BpeMs Tepaluu U Kaxzable 6 MecsLeB IMOCie €€
OKOHYaHUS B TeueHue 24 MecsleB ¢ MOMEHTa BBEIEHHUS IIOCIEJHEH JO03bl Ipernapara.
Pexomenayercst anbHEUIINI MOHUTOPHHT TIOCIIE JICUSHHS MpenapaToM ['epuenTtuH B KOMOWHAIMN
C aHTPaLUKIMHAMU C 4acTOTOM oOcnenoBaHuil 1 pa3 B rox B TeUeHHE S5 JIET C MOMEHTA BBEIEHUS
nocjaenHeil 1o3bl npemnapara ['epuentuH wim janee, €Clnd HaOMIOJACTCs MOCTOSIHHOE CHHUYKEHHE
OBJLK.

[TarenThI ¢ MHPAPKTOM MHOKapa B aHaMHe3e; cTeHoKapauel, Tpedytomeit nedenus; 3CH (11-1V
¢dbynkiuonaneHelid kiacc mo NYHA) B anamuesze wiun B Hacrosimee Bpems; OBJDK nuxe 55%;
JIPYTHMH KapJIAOMHOIATUSAMHU; aAPUTMHUSIMH, TPEOYIONIMMH JICUYCHHS; KIMHUYCCKH 3HAYMMBIMU
MOPOKaMHU CepAlla; IUJI0XO KOHTPOJIMPYEMOIl apTepualbHOW TUIMEPTEH3HEH, 3a HCKIIYEHHEM
apTepUalIbHOM  TUNEPTEH3UHM, MOJJAIOUICHCA  CTAHJApTHOM  MEIMKAMEHTO3HOM  Tepanuu;
reMOJMHAMHYECKH 3HAUYMMBIM TE€PUKApAUaIbHBIM BBIIIOTOM HE MPUHUMAIIM yYacTHS B OMOPHBIX
KIIMHUYECKUX MCCIEN0BaHUAX MNpu paHHUX craausx PMOK (agbproBaHTHasi M HEOaJbIOBaHTHAs
Tepamnusi), I03TOMY JIeUeHHUE MpenapaTtoM [ eplenTuH JaHHBIM MallueHTaM He PEKOMEHIYETCs.

Aoviosanmnas mepanus

He PCKOMCHAYCTCA  INPHUMCHATH  IIpCrapar repI_IeHTI/IH COBMCCTHO B KOM6I/IHaI_II/II/I C
AHTpalUKIIMHAMHU B COCTAaBC aHLIOBaHTHOﬁ TCpaIrnu.

VY namuentoB ¢ panHumu craausmu PMOK, monywaBmmx I'epuenTuH mocie XMMUOTEpanuu Ha
OCHOBE  aHTPAIMKIWHOB, HAOJIOAAIOCh  TOBBIIICHHE  YacTOTHl  CHUMITOMAaTHYECKHX U
0ECCHUMITTOMHBIX HEXENaTeNbHBIX SBICHUI CO CTOPOHBI Cepilla MO CPaBHEHHIO C TaKOBBIMH,
MOJTYYaBIIUMU XUMHOTEPANUIO JOLETAKCEJIOM M KapOOIUIaTHHOM (PEXKHMBI, HE COJIepKalinue
mpemnapaThl aHTPAIMKIMHOBOTO psana). [Ipu 3ToM paszHuiia Obiia OOJbIIE B CIydasx COBMECTHOTO
MpUMEHEHUS npenapara ['eplenTuH U TAKCAaHOB, YEM MPH MOCIIEI0BATEILHOM HCIIOIb30BAHHH.

HezaBrucuMo OT HMCHOIB30BABIIETOCS PEXHUMA, OONBIIMHCTBO CUMITOMATUYECKUX KapIUaIbHBIX
SIBJICHUH BO3HUKAJIO B TIepBBIe 18 Mecsner jedeHus. B ogHOM W3 3 TPOBEICHHBIX OMOPHBIX
knuHudecknx uccnenoBanuii (BCIRGO06, ¢ menuanoii nmepuoaa mocieayronero HadmoaeHus 5.5
JIeT) HaOII0AAIOCh TPOJODKATEIHHOE YBEIHUCHUE KYMYJSATHBHOM YacTOTHI CHMIITOMATHYECKUX
KapJuaJbHbIX SBIICHUN WM SBJICHUM, CBsI3aHHBIX co cHkeHuem OBJDK: y o 2.37% nanueHTos,
MOJIy9aBIUX [ eprenTHH COBMECTHO C TaKCaHAMHU IIOCJIe Tepallid aHTPAIUKINHAMH, TI0
CpaBHEHHUIO ¢ 1% TMaIMEeHTOB B JIByX TpyIMax cpaBHEHUs (B TpyIe TEpanuyd aHTPALUKINHAMU U
nukiodgochamMuiom, nanee TaKCaHaMH, W B TPYIIIe TEpaldd TaKCaHAMH, KapOOIJIaTHHOM U
npemapaToM [ eprenTuH).

WnentuguuupoBanHsiMd B 4  KpYyHOHBIX HCCIEAOBaHUAX (AKTOpaMHU pHCKa  Pa3BUTHS
HEXXEJIaTEJIbHBIX SIBJICHUH CO CTOPOHBI Ceplia MpHU aIbIOBAHTHON TEpanuu npenaparom I'epuentux
ABIAIOTCS: Bo3pacT >50 ner, Huskas ucxognas ®BJIK (<55%) nepen u mocne Havana je4eHUS
nakiauTakcenoM, cHwkeHne @BJDK na 10-15 exmnun, nmpenmecTByrOLUMN WIM COMYTCTBYOLIMN
MIPUEM aHTUTHUIIEPTEH3UBHBIX IIPENapaToB.

Puck HapymeHust cepaedHoil (yHKIMM y TMAlMEeHTOB, MOJyYaBIIMX NpenapaT [epuentuH mocie
3aBEPIICHUS] aIbIOBAHTHON XUMHOTEPANUH, aCCOIMUPOBAJICS ¢ 00Jiee BHICOKOW CyMMAapHOM J030M
AQHTPALMKIMHOB IIepe]l HAadajoM JIEYEHUs IpenaparoM [epuentuH U ¢ HMHACKCOM MAacChl Tella
(UMT) >25 kr/m2.
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Jlnst manreHToB ¢ panHUMH ctagusaMu PMOK, KoTopbIM MOXKeT ObITh Ha3HaA4Y€HA HEOa bIOBAHTHAS -
abIOBAHTHAs Tepanus, NMPUMEHEHUE IIpenapara l'epluenTuH COBMECTHO C aHTpPAMKIMHAMU
PEKOMEHJIOBAHO TOJBKO B CIIy4yae, €CJIM OHU PaHee HE MOJIyYaId XUMHOTEPANUIO U TOJBKO MpPH
HCIIOJIb30BaHUHM HU3KOJ030BBIX PEKHMOB TEpaluy aHTPALMKIMHAMU (MaKCHUMaJlbHas CyMMapHas
71032 okcopyOunuHa 180 Mr/m? nmu smupyourmaa 360 Mr/m?).

VY nanueHToB, MOJyYMBIIUX MOJHBIM KypC HU3KOZ030BbIX aHTPALMKIMHOB U npenapar ['epuentun
B COCTaBE HEOAJAbIOBAHTHOM TEpallMHd, HE PEKOMEHAYETCS IIPOBEICHHUE JONOIHUTEIBHOU
LIUTOTOKCUYECKOW XMMMOTEPAIINU II0CJIE MPOBEIEHUS XUPYPrHUECKOTr0 BMEIIATENbCcTBA. Bo Beex
APYTUX CIy4asx peuieHne 0 HeOOXOIUMOCTH JIOMOIHUTEIBHOW HUTOTOKCHYECKOW XUMHOTEpauu
IIPUHUMAETCS HA OCHOBAaHUM MH/MBUYaIbHbIX (PaKTOPOB.

OneiT TpPUMEHEHHST TpacTy3ymMada COBMECTHO C HH3KOAO30BBIMH PEXHUMaMH  Tepanuu
AHTPAIMKJIMHAMU OrpaHuyeH IByMs uccienoBanusamu (MO16432 u BO22227).

[Tpu mpuMeHeHnn mpenapara ['eprenTuH B JIGKApCTBEHHOW (GopMe Il BHYTPUBEHHOTO BBEICHHUS
COBMECTHO C HEOAQJbIOBAHTHOH XHMHOTEpAIuel, BKIIIOYABIICH TPH IUKJIA JIOKCOPYOHMIIMHA
(cymmapHas nmo3a 180 mr/m?), B KIMHHMYeckoM omopHOM wuccinemoBanmn MO16432 wgacrora
CUMITOMAaTUYECKOT0 HapylIeHHs PYHKIMH cepana coctaBuia 1.7%.

OnopHoe kimuHWYecCKoe wuccnenoBanne B022227 Obuto pa3paboTaHo C IENbIO IMOKa3aTh HE
MEHBIIYI0 dPPEKTUBHOCTD JICYCHUS MPernapaToM [ eplenTHH B MOIKOXKHOW JIEKapCTBEHHOH (hopme
110 CPAaBHCHHIO C BHYTPHUBEHHOM JIGKAPCTBEHHOW (POPMOIT HA OCHOBAHMH KO-TIEPBUYHBIX KOHEUHBIX
TOYeK 10 (hapMaKOKUHETHUKE U 3P PEeKTUBHOCTH (MUHUMAIIbHAS KOHIICHTPALIUs TpacTy3ymala mepen
BBEJICHHEM TIpernapara B IuKje 8, maToMOp(OJOTHUSCKUI MOHBIH OTBET HA MOMEHT PaJMKaIbLHOTO
XHPYPTUYECKOTO BMEIIATEIbCTBA, COOTBETCTBEHHO) (cM. pasgen 5.1 OXJIII wa mpemapar
['epuenTiH B MOJKOXKHOM JIeKapCTBEHHOM Gopme).

ITpu nmpumeHeHun npenapata ['epuenTuH B JeKapcTBEHHOW (hopMe /sl BHYTPUBEHHOI'O BBEACHUS
COBMECTHO C HEOaIbIOBAaHTHOW XMMHOTEpAIUEH, BKITIOUABIICH 4 IIUKIa SMUPyOHIHA (CyMMapHas
1032 300 Mr/mM?), B OIIOPHOM KIMHHYECKOM HccienoBannn BO22227 yactoTa pa3sBUTHA CepeyHOi
nenocrarouHocTH/3CH coctaBumna 0.3% npu meauane HabmoaeHus >70 MecsIies.

Knuandeckuii omsIT MMPUMCHCHUA Y IMMAIITUCHTOB B BO3PACTEC CTAPIIC 65 ner OIrpaHUYCH.

I/IHd)VSI/IOHHBIG PCAKIIMU U PCAKIIMHU THIICPUYYBCTBUTCIIbHOCTH

ITpu BBeneHuu mnpemnapara ['epleNTHH BO3HUKAIM CEepbe3Hble MH(Y3MOHHBIE PEAKIMU: OJBIIIKA,
aprepualibHas THUIOTEH3Us, XPUIbl B JIETKUX, apTepuaibHas TUIEPTEH3Hs, OpoHXOocHasM,
CYNPAaBEHTPUKYJISIpHAsE TaXxMapUTMUs, CHUKCHHE HACBHILIEHUs TIeMOIJIoOMHA  KHCIOpPOJIOM,
aHa(uIaKCcHsl, peCIUPATOPHBIN AUCTPECC-CUHIPOM, KPAaTUBHUIIA U aHTMOHEBPOTUYECKHUI OTEK (CM.
pasnen 4.8). Jns cHIKeHHs pUCKa BO3HMKHOBEHHS ATHUX SIBICHMH MOXKET OBITh MCIIOJIB30BaHa
npeMenuKanys. bonbIIMHCTBO ATHX peaklMii BO3HUKAJIO BO BpeMs MHQY3UU WU B TedeHue 2.5
YacoB OT Hauyaja MepBOro BBeACHUsA. lIpu BO3HMKHOBEHMH HH(DY3MOHHOM peakiuu ciexyer
YMEHBIIUTh CKOPOCTh MH(Y3UU MM Ha BpeMs NPEKpaTUTh BBEIEHUE Ipenapara U TIIATEIbHO
HaOJII0aTh 3a MAllMEHTOM J0 YCTPaHEHHUs BCEX CUMNTOMOB (cM. pasnen 4.2). Jlnsg KynupoBaHUs
3TUX CUMIITOMOB BO3MO)KHO NMPUMEHEHHE aHAIbI€TUKOB/aHTUIMPETUKOB, TAKUX KaK MapareTraMmolt,
WIA aHTUTUCTAMMHHBIX MPENapaToB, TAKMX KakK AU(EHrHIpaMUuH. BOIBIIMHCTBO MAllMEHTOB MOCIe
paspelieHuss CUMOTOMOB HH(QY3MOHHBIX pEAaKIUN CMOINIM MPOJODKUTH TEPAINUI0 IpenapaToM
I'epuentus.

OddexTrBHAsS  Tepamus  CEPbE3HBIX  pEaKIWil  3aKiIoYaeTcss B NPUMEHEHHH  OeTa-
aJPEHOCTUMYJISITOPOB, TIIFOKOKOPTUKOCTEPOUIOB, HHTATISILIUUA KUCIOPO/IA.

B cinyuae pa3BUTHS TSDKENBIX MM KU3HEYTPOXKAIOIIMX HMH(Y3MOHHBIX pEakUMi clexyer
PaccMOTPETH BOIIPOC O MPEKPALICHUH JAJIBHEHIIEH Tepanuu npenaparoM I epuentus.
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JeTadbHBIX HMH()Y3MOHHBIX PEAKIMi BBIIIE Yy MAlMEHTOB C OJBIIIKOW B IOKOE, BBHI3BAHHOU
MeTacTa3aMHi B JICTKHE WIH COMYTCTBYIOUIMMH 3200JICBaHHMSIMH, MMO3TOMY TAaKUM TAlMEHTaM HE
cieyeT IpoBOIUTh Tepanuio npenaparoM ['epuentun (cm. pasnen 4.3).

CooOmianuce ciayyaw, MOpU KOTOPHIX TIOCJIE TMEePBOHAYAIBLHOTO YIydlIeHHs HaOII0Ja10Cch
YXYALIEHUE COCTOSIHUS, a TaKXe CiIIydal C OTCPOYECHHBIM CTPEMUTEIIBHBIM YXYALIEHUEM
cocTosiHMs. JIeTanbHbIN UCXO/ BO3HUKAN B TEUEHUE HECKOJIBKUX YacCOB U BIUIOTH 0 OJHON HEEIH
nociie nHPy3uu. B o4eHb peAKuX CaydasX y MalUeHTOB IMOSBISUINCH CUMIITOMBI MH(Y3UOHHBIX
peaKuuii Uiu JIErOYHble CUMIITOMBI (4epe3 Oojiee yeM 6 4acoB MOcie Havajla BBEACHUS IperapaTa
I'epuentun). Cneayer npeaynpeludTh NAUEHTOB O BO3MOXXHOM OTCPOYEHHOM PAa3BUTHHM ITHX
CUMITOMOB M O HEOOXOJMMOCTHM HEMEJICHHOT'O KOHTaKTa C JIeHal[dM BpauoM B CJIy4yae HX
BO3HUKHOBEHHS.

Hapy1ieHus co CTOPOHBI JETKUX

[Ipn mpuMmeHeHHMH Tpenapara ['eplHenTHH B IMOCTPETHCTPAIMOHHOM IEPHOJIE PETUCTPUPOBAINCH
TSDKEIIbIC SIBIICHHSI CO CTOPOHBI JIETKMX, KOTOPbIE WHOT/A COMPOBOXKIAIKMCH JICTAIBHBIM HCXOJI0M
(cMm. pasnen 4.8). Kpome Toro, HaO0MaMKMCh Cllydan MHTEPCTHIMAIBHON Oosne3nu nerkux (MBJI),
BKJIFOYAs JICTOYHbIC WH(HIBTPATHI, OCTPBIA PECIUPATOPHBIA JUCTPECC-CUHAPOM, ITHEBMOHHMIO,
ITHEBMOHMWT, IUIEBPAJIBHBINA BBINOT, PECIMPATOPHBIA AUCTPECC-CUHIAPOM, OCTPBIM OTEK JIETKUX M
JBIXaTEIbHYI0 HEJ0CTaTouHOCTh. DakTophl pucka, accoruupoBanubie ¢ MBJI, BritouaroT: panee
IIPOBOJAUMYI0 MU COIYTCTBYIOIIYIO TEPAIMI0 APYTHMMHU IIPOTUBOOIIYXOJIEBEIMU IIpeIapaTaMy,
KOTOPbIE, KaK U3BECTHO, cBsi3aHbl ¢ VIBJI (TakcaHbl, reMIIMTa0MH, BHHOPEIOWH U JIy4eBasi Teparwsi).
I[aHHBIe SABJICHHUA MOT'YT BO3HHUMKATh KaK IMPOABJIICHHA I/IH(l)y3I/IOHHI>IX peaKHI/If/'I, TaK U OTCPOYCHO.
Puck TsDKeNbIX peakiuii CO CTOPOHBI JIESTKMX MOXKET OBITh BBIIIE Y MAI[HCHTOB C METACTATHYCCKUM
MOPaKCHUEM JICTKUX, COIIYTCTBYIOIINMH 3a6OJIeBaHI/I$IMI/I, COIIPOBOKAAOIIUMHUCA OIII)IHIKOﬁ B
nokoe. [losToMy Takue MalMeHThl HE MOJKHBI MOydarh npemnapat ['eprentun (cMm. pasznen 4.3).
Crnenyer co0OiroAaTh OCTOPOXKHOCTh, OCOOCHHO y MAI[UEHTOB, IMOJYYAIOIIMX COMYTCTBYIOIIYIO
Tepanuio TaKCaHaMH, U3-3a BO3MOXKHOCTH Pa3BUTHI THEBMOHUTA.

4.5. BzaumojeiicTBHe ¢ JAPYrHMM JIEKAPCTBEHHBIMM MNpenapatamMM W Jpyrue BHUAbI
B3aNMOIeHCTBHUA

HccnenoBanus B3auMoI€WCTBUS HE IPOBOAUIIUCH.

B KJIMHMYECKUX HCCIIEAOBAHUAX KIMHUYECKH 3HAYUMBIX B3aMMOAEHCTBUI MeXay NpenapaTom
I'epuenTiH U 0AHOBPEMEHHO IPUMEHSIEMBIMH NIpenapaTaMu He OTMeYaIoch (M. pasaen 5.2).

B cnyuasx, korma mnpemapar ['epuenTHH mpUMEHsUICS B KOMOMHAIMM C  JIOLIETAKCEIIOM,
KapOOIJIaTUHOM WJIM  aHACTPO30JI0M, (apMaKOKMHETHKA BBIIIEHA3BAaHHBIX IpEnaparoB He
U3MEHSIACH.

KoHuenTpanuu mnakiurakcena M JOKCOpyOMIIMHA M HUX OCHOBHBIX MeTa0onuToB (6-anbda-
THJIPOKCUTIAKIUTAKCEN U JOKCOPYOUIIMHOM) HE U3MEHSIOTCS B IPUCYTCTBUU TpacTy3ymaba. Tem He
MEeHee, TpacTy3ymMad MOXKET TOBBICUTh OOLIYI0 3KCHO3HUIMIO OJHOTO M3 MeTaboJIUTOB
nokcopyourmHa (7-ge30kcu-13-muruaponokcopyOuuHon). buonornueckass akTMBHOCTb 3TOTO
MeTa0OJNTa U KIMHUYECKOE 3HAYCHHE TIOBBIMICHHSI €r0 SKCIIO3UITNN HEU3BECTHHI. B mpucyTcTBUN
MaKIMTaKCeNa U IOKCOPYOUIIMHA U3MEHEHUH B KOHIIGHTPALMHU TpacTy3yMada He HaOJII01alloCh.

Pesynprarel u3yueHus (papMakOKMHETHMKM KamenuTaOWHa M IUCIUIATHHA TMPU HCIIOJIb30BAHUU B
KOMOMHAIIMM € TpacTy3ymMaOoM WM 0e3 Hero MpeanojiaraioT, YTO HKCHO3MULUS OHOJIIOTHYECKU
aKTUBHBIX MeTa0OJIMTOB KameuutabuHa (Hampumep, GTOpypalnia) HE HW3MEHsUIach IpHU
OJHOBPEMEHHOM NPHUMEHEHHMH LMCIUIATUHA WIM IHMCIJIaTHHA M TpacTty3ymaba. OpHako ObuTH
3aperucTpUpOBaHbl 00Jiee BBHICOKHE KOHILIEHTpAlMKM KarneuuTaOuHa U OoJiee JUIMTENbHBIM Mepuos
€ro TMOJYBHIBEICHUS MNPH KOMOMHAIMM C TpacTy3ymMaOboMm. JlaHHBIE TaKKe YKa3bIBAIOT, 4YTO
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WM KarenuTabuHa B KOMOMHAIIUY C TPAcTy3yMadoMm.
4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD M JIAKTAI[UA

>KCHIJ_[I/IHLI C ACTOPOAHBIM MMOTCHIIMAJIOM

XKenmmusl ¢ JETOPOJHBIM MOTEHLUMAJIOM JIOJDKHBI  HCIIOJIb30BAaTh  HAJEKHBIE  METOJIBI
KOHTpalENUUA BO BpeMsi JIEYEHUs IMpenapaToM ['epuentuH W B TEUeHUE [ MECSIEB IOCTe
3aBepIIeHUs Tepanuu npenaparoM ['epuentus (cm. paszmen 5.2).

bepemeHHOCTD

HccnenoBanusi penpoayKTUBHON TOKCHYHOCTH, MPOBEIECHHBIC Y SABAHCKMX MaKaK B J103aX BIUIOTh
70 25 pa3, NPEeBBIMAIOMINX €KEHEACTbHYIO MOIICPKUBAOIIYI0 /103y Hpenaparta I'epuentuH Bo
BHYTPUBEHHOH JieKapCTBEHHOW Qopme ansi denoBeka (2 MI/KT), HE BBISIBUIM J0Ka3aTEIbCTB
OTPHULIATENILHOTO BJIUSHUSA Ha (EPTHIBHOCTh WJIM BPEIHOTO BO3JEHCTBUS Ha 1I01. Tpactyzymad
NPOHUKAN 4Yepe3 IUialeHTy B panHeM (auu rectanuu 20-50) u noszaaem (muu recrammu 120-150)
MepHOJIc Pa3BUTHUA TUIOAA. Hem3BeCTHO, MOXKET JU mpenapar ['epHentTuH OKa3biBaTh BIUSHUC HA
PENPOAYKTUBHYIO CIIOCOOHOCTh. McciaenoBaHusi penpoayKTUBHON TOKCHYHOCTHU Y KUBOTHBIX HE
BCET/Ia MPOTHO3UPYIOT OTBET Yy 4YelloBeka. Takum oOpa3omM, IpruMEHEHHUs mpernapata ['epuentuH npu
OepeMeHHOCTH cliefyeT u30erarb, 3a UCKIIOUYEHHUEM CIIy4aeB, KOrJa MOTEHLHUaIbHAs MOJb3a s
MaTepH MPEBOCXOTUT BO3MOKHBIM PUCK IS TUIOJIA.

IIpu mocTperucTpalliOHHOM HPUMEHEHMHM OTMEYallUCh Clydyau TUIOIUIA3UM W/WIM HapylleHHe
(GYHKIMM TIOYEK IJI0Ja B CBSI3U C OJIMTOTMIPAMHUOHOM, HEKOTOpBIC CIydaW OBLIM CBSI3aHBI C
JETAJIbHOM THUIIOIUIa3MEH JIETKMX y IUIOAOB, YbM MAaTe€pH MOJIy4Yayd IpenapaTr l'epuentuH mnpu
O0epemeHHOcTH. B citydae HacTymiieHuss 6epeMEeHHOCTH HEOOXOIUMO MpEeAyNnpeauTh KCHIIUHY O
BO3MO>XHOCTH BPEIHOIO BO3ICHCTBMS Ha IUIOA. EciyM JKEHIIMHA NOJydYaeT TEepalnuio MpenapaTom
I'epuenTuH Bo Bpemsi OEpEMEHHOCTH WM OEpEMEHHOCTh Y HEe HAcTyNuja B TEUEHUE 7 MecsleB
IIocJIe IpreMa MocieIHEN J03bl NIpenapara, NalueHTKe KeJIaTeIbHO HaXOJUThCS MO THIATEIbHBIM
Ha0Jt0/IeHueM Bpauell pa3HbIX CllelUaIbHOCTEH.

JlakTanus

UccnenoBanusi, mpoBeCHHBIEC Y SBAHCKUX Makak B THU OepemeHHOCTH 120-150 B m03ax BIUIOTH 110
25 pa3, NOPEeBHINAIINX EXKCHEICIbHYI0 NOIICPKHUBAIONIYIO 103y Ipenapara lepuentuH Bo
BHYTPUBEHHOH JIeKapcTBEHHOW (opme i denoBeka (2 MI/Kr), MOKa3aliM, 4TO TpacTy3ymad
BBIICIISACTCSL C TPYJHBIM MOJIOKOM IOCIIE POJOB. DKCIO3UIMUS TpacTy3ymada in Utero m Hamuume
TpacTy3ymaba B CBHIBOPOTKE HOBOPOXKIEHHBIX MaKaKk HE ObUIM CBA3aHBI C KaKUMHU-THOO
HEeXeNaTeNbHbBIMU AP PEeKTaMu Ha UX POCT M PA3BUTHE C MOMEHTA POXICHHUS A0 JTOCTUKECHUS
Bozpacta 1 mecsau. CBefeHHs O NMPOHUKHOBEHMM TpacTy3ymMaba B TpyJHOE MOJIOKO 4YelloBeKa
orcyTcTBYI0T. I[lockonbky 1QG y dyenmoBeka BBIBOAATCS C TPYJHBIM MOJIOKOM U BO3MOKHOCTh
HEraTUBHOI'O BIIMSIHUSL Ha IPYAHOrO peOeHKa HEM3BECTHA, BCKAPMIIMBAHHUE TPYJIHBIM MOJIOKOM HE
PEKOMEHYETCSI BO BPEMsI JICUEHHSI M B TEUEHUE 7 MECSIEB IIOCIIE OKOHYAHUS TEPAIMU NIPENapaToM
I'epuentus.

DepTHIbHOCTD

HeusBectHo, Biuser nu mpemnapaT ['epuentuH Ha pPenpoAYKTUBHYIO CIOCOOHOCTh. Pe3ynbraTsl
WCCIIEIOBAaHUH y )KUBOTHBIX HE BBISBHIIIN MPU3HAKOB HapyIIeHHs (HEPTHUILHOCTH WM HEraTUBHOTO
BIMSHHS Ha U107 (cM. pasnen 5.3).

4.7. BuusiHMe HAa CHOCOOHOCTH YNPABJAATHL TPAHCHOPTHBIMHM CpeACTBAaMH M padoTath C
MeXaHM3MaMH

11



COOTBETC TEn'ET SKI
ot 07.11.2025 N= 27837

[Ipenapar I'eprienTuH OKa3bIBaeT ciaboe BIMSHUE HA cnocé%c&E%ﬁfn@ I:rJ[;'chJ(belHLlNH/I

_MNEPTHOMY OTYETY

cpeacTtBaMu M paboTarh ¢ MexaHu3MaMmu (cM. paszaen 4.8). Ilpu nedyenun npenaparom ['eprentux
MOT'YT Pa3BHUThCS T'OJIOBOKPYXKEHHE U COHJIMBOCTH (cM. paszen 4.8). B ciyuae BO3HMKHOBEHHS
CHMITOMOB HWH(Y3MOHHBIX peakuuid (cMm. pazzmen 4.4) manueHTam HE CJedyeT YIpPaBiiTh
TPAHCHOPTHBIMH CPEJICTBAMU U pabOTaTh ¢ MEXaHU3MAMHU JI0 ITOJIHOTO Pa3pelIeHusi CHMIITOMOB.

4.8. HexkenaTelbHbIE peakiuu

Pesrome mpoduiist 0e3onacHOCTH

B Hactosimiee Bpems Hambosiee Cephe3HBIMU /WM YaCTBIMH HEXKEJIATEIIbHBIMU PEAKLUAMHU, O
KOTOPBIX COOOIIANIOCh MPU MPUMEHEHUH Mpernapara ['epuentuH, aBisoTca: AUCHyHKIUS cepAla,
WHQY3HMOHHBIE pPEAaKLUWH, TeMAaTOTOKCUYHOCTh (B YACTHOCTH HEHTpONeHus), HH(peKuuu u
HapyILIEHUS CO CTOPOHBI JIETKUX.

Pe3roMe HexenaTeabHbIX DEAKIINM

JlJ1st onTMcaHus 9YacTOThI HEXKeJIaTeIbHBIX PEAKIUN HCIIONIB3YETCs CIICAYIONIast KiaccuGukanus:
oueHsb gacto (>1/10);

gacto (>1/100, Ho <1/10);

Hevacro (>1/1 000, vHo <1/100);

pexko (>1/10 000, o <1/1 000);

oueHb peako (<1/10 000);

9YacTOTa HEM3BECTHA (HA OCHOBAHWHU MMEIOLIMXCS IAaHHBIX OIICHUTh HEBO3MOJKHO).

B paMKax Kﬂ)KI[OfI TPYHIIBI IO YaCTOTC HCXKCIIATCIIbHBIC PCAKIIUU MTPCACTABJICHBI B COOTBETCTBUU CO
CHMIKCHUCM CCPBE3HOCTH.

Hinxe MMPpEACTAaBJICHBI HCEXKCIIATCIIBHBIC PCAaKIKUHU, O KOTOPBIX coo6man001) npn MNpUMCHCHHU
Ipemnapara FepHeHTI/IH BO BHyTpHBeHHOﬁ HeKapCTBCHHOﬁ (bopMe KakK B MOHOTCpalliv, Tak U B
KOM6I/IHaHI/II/I C XPIMI/IOTepaHHGﬁ B OIMIOPHBIX KIMHHUYCCKUX HCCICAOBaHUAX H npu
MOCTPETrUCTPAIUOHHOM IMPUMCHCHHUH.

Yacrora YKazaHa B COOTBETCTBUHU C MaKCUMaJIbHO BCTpG‘IaBHIefICSI B OIIOPHBIX KIIMHHUYCCKUX
HUCCICIOBAHUAX. KpOMe TOTO, YKa3aHbl  TCPMUHBI, KOTOPBIC PEruCTpUPOBAINCH npu
MOCTPErUCTPAIOHHOM IMTPUMCHCHHWH.

Hngpexyuu u unsasuu:
OYE€Hb YacTO — UHPEKIUHU, Ha30(DapUHTUT;

4acTO — HEHTPOIIEHNYECKUI CeTNCUC, IUCTUT, TPUIII, CUHYCHUT, HH(EKLIUU KOKU, PUHUT, UH(EKIUN
BEPXHHUX JIbIXaTEIbHBIX IMyTeH, NHOEKIIMY MOYEBBIBOASIIUX ITyTeH, (PapuHTHUT.

Jobpokauecmeennvie, 310KauecmeenHvle U HeYMOUYHEeHHble HOB00OPA308aHUA (6KNIOYAS KUCTbL U
noaunsl).

YacToTa  HEW3BECTHA  —  MPOTPECCHPOBAHUE  3JIOKAYECTBEHHOTO  HOBOOOpPA30BaHWUS,
pOrpeccUpoOBaHre HOBOOOPA30BAHUSI.

Hapywenus co cmopoHul Kpo6u u tumg@amuyeckou cucmembt.

OYeHb 4acTo — (heOprIbHas HEUTPOIICHUSI, AHEMHSI, HEUTPOTICHUS, JICHKOTIEHUS, TPOMOOITUTOTICHHS;
9acTOTa HEU3BECTHA — TUIIONPOTPOMOUHEMU S, UMMYHHAs TPOMOOIIUTOTICHHUS.

Hapywenus co cmoponvl ummynHou cucmemui:

4acTO — PEAKIUU TUIEPUyBCTBUTEIBHOCTH;

penKo — aHaUIAKTHYECKHE peakiuy |, anahuIaKTHYecKuil ok .

Hapymesz MemabonruzMa u NUMaHust.
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OYCHBb YaCTO — CHUKCHHUE MACCHI TCJIa, aHOPECKCHA,

COOTBETCTBYET ZKCNEPTHOMY OTUETY

9acTOTa HEU3BECTHA — CHHJIPOM JIM3UCA OMyXOJIU, TUIICPKATHEMHUS.
Tcuxuueckue napywenus:

OYEHb YacTO — OECCOHHUIIA;

94acTo — TPEBOTra, JCIPECCHsl.

Hapywenus co cmoponvl Hepenotl cucmemoi.

OYEHb YACTO — TPEMOP', TOJIOBOKPYKEHHUE, TOJIOBHbIE OOJIH, TTAPECTE3H s, JUCTEB3HS;
qacTo — nepudeprueckas HeUpONnaTHsi, MbIIICYHBIH THIIEPTOHYC, COHIUBOCTb.
Hapywenus co cmoponul opeana 3penust.

O4YC€Hb 4aCTO — KOHBIOHKTHUBUT, ITIOBBIINICHHOC CJIIC300TACIICHUC,

9acTO — CyXOCTh TJas3;

9acTOTa HEM3BECTHA — OTEK JUCKA 3PUTEILHOTO HEPBa, KPOBOM3JIMSIHIE B CETYATKY.
HapymeHuﬂ CO CMOPOHBL OpeaHa ciyxa u Jza6upuHma:

HEYaCcTO — TIyXO0Ta.

Hapywenus co cmoponul cepoya.

OUYEHb YACTO — CHIDKEHHE U TOBHIIIEHNE apTepuanbHoro aasnenns (AJl)!, Hapyuienue cepaednoro
purmal, Tpeneranue (npeacepauii uam xenynouko)!, camxenne GBJDK*;

4acTo — cepledyHas HeJO0CTaTOYHOCTh (3acToiiHas)’, cympaBeHTpUKynspHAs TaxHapuUTMusA ',
KapIMOMHOIIATHS, OIyIIEHUE CepALeOHEHUS

HEYaCTO — NEPUKAPANAIIBHBIN BBIIIOT;

4aCTOTa HEU3BECTHA — KAPAUOTEHHBIN 110K, PUTM «TajoIay.

Hapywenus co cmoponul cocy0os:

OUYEHb YaCTO — «IIPUIIUBBIY,;

YacTo — apTepuanbHas THTIOTEH3Us |, Ba30IUIaTAIIH.

Hapywenus co cmopoHbl ObixamenvHoll cucmemsl, opeanos 2pyOHOU KIemKU U CpeoOoCmenus.
OYEeHb YaCTO — OJIBIIIKA’, Kallleh, HOCOBOE KPOBOTEUEHHE, PHHOPES;

4acTo — MHEBMOHHs ', GpOHXHANbHASA ACTMA, HapyIeHUe (GyHKIUHU JIETKHX, ILIeBPaIbHbIHA BBIIOT ;
HEYACTO — XPUIIHI B JTETKUX |, THEBMOHHT;

YacTOTa HEM3BECTHA — JlerouHslit Guopos’, pecrmuparopblii muctpecc-cunapoM’, AbIXaTenbHas
HEJIOCTATOUHOCTh', WHOUIBTpAIHs IerkuX', OCTpPBI OTEeK JETrKHX', OCTpBI pecIMpaTOPHBIH
muctpecc-cunapoM’,  OGponxocmasm’,  rumokcmsa', cHIKeHMe  HACHIIEHHMS ~— TeMOTJIOOMHA
KHCIIOPOJIOM', OTEK TOPTaHH, OPTONHOY, OTek Jerkoro, UBJI.

Hapywenus co cmopoHbl d#ceny0ouno-KuueuHo2o mpakma.

OYEHb YaCTO — JMApest, PBOTA, TONIHOTA, OTEK TY6', GONH B )KMBOTE, TUCIIETICHS, 3aII0p, CTOMATHT;
4acTo — TeMOPPOM, CyXOCTh BO PTY.

Hapywenus co cmoponul neuenu u srcenuesbi8o0auux nymeii.

9acTO — TeMaToIeIUTIOSAPHOE MOBPEXKICHUE, TENAaTHT, OOJIE3HEHHOCTh B 00JIaCTH TIEYCHH,

PEAKO — KeNTyXa.
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Hapymeﬂuﬂ CO CMOPOHbL KOIMHCU U NOOKOJCHBIX MKAHEL

OYeHb YaCTO — DPUTEMA, ChIllb, OTEK JHUIAl, aTomenys, HapylIeHue CTPYKTYphl HOITel, 1aI0HHO-
IIOJIOIIBEHHBIN CUHIIPOM;

4acTO — akKHe, CYXOCTb KOXH, OJKXUMO3, TMIEPruapo3, MaKyJo-Nalyje3Has Cblllb, 3y,
OHMXOKJIa3Msl, IEPMaTUT;

HEYaCTO — KPAauBHUIIA;
94acTOTa HEM3BECTHA — AaHTHOHEBPOTHYECKUH OTEK.

Hapywenus co cmoponul mbluteunoti, KOCMHOU U COeOUHUMENbHOU MKAHU.
OYeHb YaCTO — apTPAITHs, MBIIIEYHAS CKOBAHHOCTB ., MUAIITHS;

9acTo — apTpuT, OONM B CIHHE, OCCAITHs, CHa3Mbl MBI, 0oilb B oOnactu miew, Oomu B
KOHEUYHOCTSX.

Hapywenus co cmoponul nouexk u Mouesbi800Auux nymei.
4acTo — 3a00JIeBaHUE MOYCK;

yacToTa HEU3BECTHA — MEMOpaHO3HBIM TJIOMEpYJOHEPPUT, IIIOMEpyJIOHEPponaTHs, MOYeUHas
HE/10CTaTOYHOCTb.

bepemennocms, nocnepoooeoti nepuoo u nepunamanvhuvle COCMOAHUSL.

4acTOTa HEU3BECTHA — OJUTOTUMAPAMHMOH, JIeTajlbHas TUIOMJAa3Msl JIETKMX W THIIOIUIA3Us W/WIH
HapyueHne (yHKIMH MOYeK Y TUI0/a.

Hapywenus co cmopoHbl penpoO0yKmugHoU cucmembvl U MOJIOYHbIX HCENE3.
4aCTO — BOCIAJICHHE MOJIOYHOH JK€Je3bl/MacTUT.
Obwue napywenus u peakyuu 8 Mmecme 66e0eHUsL.

OYeHb YaCTO — acTeHus, OoJM B TPyIu, O3HOO, yTOMISIEMOCTb, TPHUIMIOINONO0OHBI CHHIPOM,
MH(Y3UOHHBIE peakIiy, 00JIN, MUPEKCHs], MyKO3UT, NeprU(pepruIecKrue OTEKH;

9acTO — HEOMOTaHHE, OTEKH.
Tpasmsl, unmoxcukayuu u 0Cl10N*CHeHUsL NPOYeoyp:.

4acTo — ymuo0.

' — HexxenmaTeNnbHbIE PEAKIINH, KOTOPhIE B COOOIMIEHHAX aCCOLUUPOBATNCH C TIETATLHBIM HCXOIO0M.

! _ HesxemarenmbHBIE peakIin, KOTOPHIE B OCHOBHOM COOOIIAICH B ACCOIMAINHN ¢ MH(Y3HOHHBIMH

pCaKusAMH. Tounoe MPOLCHTHOC KOJIMICCTBO HEC YCTAHOBJICHO.

* HEXeJaTelIbHbIe PEeakIuu HaOMIOJANNCh NpU KOMOWHHUPOBAHHOW Teparmuu IOCHe

AHTPAUKIIMHOB U B KOM6I/IHaLII/II/I C TaKCaHaMH.

Onuncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/II\/'I

Hucghynxyus cepoya

3CH II-IV ¢yukumonansHoro kiacca no NYHA sBnsieTcs yacToil HexkenaTenbHOM peakuuen npu
NpUMEHeHUH IpenapaTa ['eplentuH u accouuupoBaiach ¢ JIETAIBHBIM UCXOJOM (CM. paznen 4.4).
VY nanueHTOB, MONyYaBIIMX Mpenapar [epuentuH, HAOMOJANNUCh CIEAYIOUIMEe NPU3HAKU U
CHUMIITOMBI HapyIleHUs (YHKIMH CepAla: OABIIKA, OPTOIHO3, YCHJIEHHE Kallis, OTEK JIETKHX,
puT™ «ramonay unu camkenue ®BJIK (cm. paznen 4.4).

B 3 onmopHBIX KIMHUYECKUX UCCIEIOBAHMUIX MPUMEHEHUS Ipernapara [ epuenTiH B KOMOMHALUY C
aIbIOBAHTHOW XHMMHOTEpanmuend dYactora cepaeuyHodl mucPyHkiuu 3/4 creneHu (a HWMEHHO,
cumnroMatudeckass 3CH) He oTiauyanach OT TAakOBOM Yy IAIMEHTOB, IOJIYYaBIIUX TOJBKO
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nocienoBarenbio, mocie Tepanuu TakcaHamu (0.3-0.4%). Yacrora Oblia HauOOJbIIEH Y
MalUeHToB, NoiydyaBmuX [epuentun coBmecTHO ¢ TakcaHamu (2.0%). ONbIT HCIIONIB30BAHUS
mpemapata lepuentiH B KOMOWHAIMM C HU3KOIO30BBIMH PEKUMaMHU aHTPALUKIMHOB B
HE0abIOBAHTHOM TEpanuy OrpaHrdeH (cM. pazzaen 4.4).

[Tpu mpumMeHeHUN npenapara ['eplienTiH B TEYSHUE OJHOTO T'oJa TOCTe 3aBEPIICHUS aIbIOBAaHTHON
XUMUOTEpanuu, cepaedHas HempoctatouHocTh III-IV  dyHknmonampHOoro kmacca mo NYHA
HaOmonanace y 0.6% manueHToB Npu MeauaHe HaOmrogeHus 12 wmecsneB. B uccrnenoBanum
B0O16348 nociie 3aBepiienus nepruoaa HabaoAeHUs ¢ MeauaHoi 8 et yactora Tsukenoi 3CH (11-
IV ¢ynkumonansroro kinacca mo NYHA) npu tepanuu npenapatom ['eprentud B TEYCHUE OIHOTO
roga coctaBuina 0.8%. Yacrora Jierkod CHUMNTOMAaTHYECKOW M OECCHUMITOMHON JUCHYHKIIMH
JIEBOT'O XelyJ0uka coctaBuia 4.6%.

Tsokenas 3CH Obuta oOpatuma B 71.4% ciydaeB (0OpaTUMOCTh OMpeNeNsaiach Kak MUHUMYM
JIBYMS TIOCJIeIOBaTeNbHBIMU TOBbIIeHUsAMU ToKazatesns OBJDK >50% mnocne sBienwus). Jlerkas
CUMITOMaTU4ecKass U OeccUMNTOMHAs JUC(YHKIIHS JIEBOTO KelyJouka Obuta oopatuma B 79.5%
ciyyaeB. [IpubnuzurensHo 17% siBneHui, CBA3aHHBIX ¢ AUCHYHKIHUEH cepAla, BOSHUKIU TOCIE
3aBeplIeHHs] Tepanuu npenapatom ['eprentus.

B omnopHbix kimMHHYeckux uccienoBaHusx npu MPMIK uactora cepreuHod IuchyHKIUM IpU
BHYTPUBEHHOM BBEJICHUU IpernapaTa ['eplienTuH B COYETaHHH C MAKIMTAKCEIOM BapbHpOBaia OT
9% no 12% mno cpaBHenuto ¢ 1%-4% nns MoHOoTepanuu nakiauTakcesnoMm. llpu MoHOoTepamnuu
npemapatoM ['epuentuH dYactoTa coctaBuia 6%-9%. Haubonbmias uactoTra cepaeyHOM
muchyHKIME  HaOMIOJamach y IMAlMEHTOB, IOJyYalOMMX [ epuentuH OJHOBPEMEHHO C
aHTpauukiIuHamMu/IukiIopochamuaom (27%), 4YTO 3HAYUTENHHO BBINIE, YEeM TIPU TEparuu
anTpanukIuHamMu/mukiIopochamuaom  (7%-10%). B wccnemoBaHMM ¢ MPOCIIEKTHBHBIM
MOHUTOPUHIOM (PyHKIMH cepAala yactota cumntomatnueckoir 3CH cocraBuna 2.2% y nmannueHToB,
MoJIy4aBIIUX mpenapar ['epuentuH u gouerakcen, no cpaBHeHuo ¢ 0% y ManueHToB, NOIyYaBIIMNX
MOHOTEpANMIo JloleTakcesoM. Y OONbIIMHCTBAa NalMeHToB (79%) c cepaedHoil auchyHKIMen
Ha0J110/1a710Ch YIIyYlIeHHE COCTOSHUS MOCie MOoTy4YeHus cranaaptHoil Tepanuu 3CH.

Hngpy3suonnvle peakyuu u peakyuu cunepuyscmeumensHocmu

[Toncumnrano, uro okoio 40% mnanueHToB, Moyydaomux [ epuentuH, UCTIBITHIBAIOT HH(Y3MOHHBIE
peakiuMu B TOW miau uHOW Qopme. OgHako OOJBIIMHCTBO MH(Y3MOHHBIX PpEAKIU SBISIOTCA
JerkuMu M yMepeHHbIMU 10 creneHu Tspkectu (cormacHo NCI-CTC) um uMeroT TeHIEHIMIO
BO3HUKaTh B HayaJye JIeueHus, T.e. BO BpeMs 1, 2 u 3-eif uH(y3uu, Npy MOCIEAYIONIMX BBEIECHHUIX
BO3HHUKAIOT peke. Peakiuu BKIIOYAIOT B ce0s CIEIYIONME CUMIITOMBI: 03HOO, TUPEKCHUS, OJIbIIIKA,
apTepuaibHasi TUMOTEH3Ms, XPHUIbI B JIETKUX, OpPOHXOCMA3M, TaXUKap/us, CHI)KEHUE HACHIIIEHUS
reMorJioOMHa KHUCIOPOAOM, PECHUPATOPHBIA JUCTPECC-CHUHIPOM, ChIllb, TOIIHOTAa, pPBOTa H
roJoBHas 001k (cM. pazaen 4.4).

Yacrota MH(PY3UOHHBIX peakUUi BCEX CTENEHEHW TSHKECTH BAphUPYET U 3aBHCHUT OT IOKa3aHMUS,
MeToAoNIOrun cOopa MHpOpMAlMK, a TaKKe OT TOro BBOAWICA JIM [epUenTHH COBMECTHO C
XUMHUOTEPANMEN WM IPUMEHSJIICS B MOHOTEPAIIHH.

Tsoxenble  aHaduiIakTHYecKHe — peakiu, TpeOyrolue  HEMEUIEHHBIX  JOMOJHHUTENbHBIX
MEAUIIMHCKUX BMELIATENbCTB, Yalle BCEr0 MOTYT BO3HUKATh BO BpEMs MEPBOM WM BTOPOMH
uHOy3un npenapata ['epuentun (cM. pasaen 4.4), Takue peaklUu acCOLUUPOBAIUCH C JIETATBHBIM
HCXOJIOM.

B otnenpHBIX clrydasax HaGJIIO):[aJII/ICB aHa(bI/IJ'IaKTOI/II[HLIC pcCaKknuu.
T'emamonocuueckas moxcuunocmo

OueHb yacTo BO3HUKaIM (eOpHiibHAS HEUTPONEHUs, JICHKONEHHs, aHeMHUsl, TPOMOOIIUTONICHUS U
HeWTponieHusi. YacToTa BO3HMKHOBEHHUSI THUIIONPOTPOMOMHEMHH HeW3BecTHA. Puck HeHTporeHun
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COOTBETCTBYET :

(DOCTNENSEBATE
MOYET OBITh HECKOJIBKO BBIIIIE IpU IPUMEHEHUU TpaCTVSVM?J%aT B']CO‘!%B SE100%010

MOCJIe Tepanuu MmpenaparaMy aHTPALUKIMHOBOTO Ps/Ia.
Hapywenus co cmoponul neckux

C npumeHeHuem npenaparta I'epHenTHH acCOUUMUPYIOTCSA TSDKEIIbIE HEXKENAaTeIbHbIE SBJICHUS CO
CTOPOHBI JIETKHUX (B TOM YHCIIE C JICTAJIbHBIM UCX0JI0M). JlaHHBIE peaknnu BKIIOYAIOT B ce0s (HO HE
OTPaHUYMBAIOTCS): HMH(UIBTPATHl B JIETKUX, OCTPBI PECIHUPATOPHBIA TUCTPECC-CHHAPOM,
ITHEBMOHUIO, THEBMOHUT, IJICBPAJILHBIA BBIIIOT, PECIIMPATOPHBIN AUCTPECC-CUHAPOM, OCTPBIN OTEK
JIETKUX U ABIXaTEJIbHYI0 HEJOCTaTOUHOCTD (CM. pasnen 4.4).

Ilepexoo c¢ nexapcmeenHoOlU ¢hopmubl 0N 6HYymMpuseHHo20 66edenus npenapama Iepyenmun Ha
JIeKapCmeeHHyI0 popmy 071 NOOKOHCHO20 86e0eHUs U HA0OOpom

B uccnenoBannn M0O22982 no u3ydeHuro rnepexojia ¢ JICKapCTBEHHOW (HOPMBI JI1 BHYTPUBEHHOTO
BBEJICHHUA Tpenapata ['epuentuH Ha JIEKapCTBEHHYIO (GOpMYy Ui TOIKOKHOTO BBEACHUS U
HA00OpOT MEPBUYHON KOHEYHON TOYKOM Oblla OLIEHKA MPEANOYTeHUN MAIEeHTOB B OTHOIICHUU
BHYTPHUBEHHOTO M TIOJKOKHOTO ITyTH BBEICHUS TpacTyzymaba. B manHom mccnemoBanuu Obuio 2
KOTOPTHl (B OJHOM HMCMOJb30BAIM (DIAKOH C TMOJKOXKHOW JIeKapCTBEHHOU (OpMOi, B Ipyrol —
CHCTEMY JIOCTaBKU C TOAKOKHOW JIEKApCTBEHHOW (POpMOif), MX M3ydeHHe MPOBOAMUIOCH B paMKax
JIBYXTPYIIOBOTO MEPEKPECTHOTO Mu3aiiHa. 488 MalMeHTOB PaHAOMU3UPOBAIU ISl MOJYyYEHUS
OJHOW WJIM JIBYX Pa3JIMYHBIX TOCJIEIOBATENLHOCTEH BBeIEHUs mperapara ['epuentuH Kaxuaple 3
Henenu (BHYTpuBeHHO [tmkibl 1-4] — moakokHO [mukier 5-8] wim moakokuo [mmkiasl 1-4] —
BHYTpUBeHHO [mukibl 5-8]). Ilanumentsl nmb0 paHee He MONydald mnpenapar [epuenTuH BO
BHYTpPUBEHHOI NekapcTBeHHOU (hopme (20.3%), nmubo paHee monydanu mpemnapar ['epuenTuH BO
BHYTPUBEHHOH JieKkapcTBeHHOH ¢opme (79.7%). [lns mocienoBaTelbHOCTH BHYTPHBEHHOE
BBEJICHHE — TOAKOXHOE BBeleHHE ((JIaKOH C TMOAKOKHOW JIeKapcTBEHHOW (HOpMOi M cuctema
JOCTaBKA C TOJKOXHOH JIGKapCTBEHHOW (HOPMOIA) yacToTa HEXKeNaTelbHbIX sBiIeHHH (Bcex
creneHeit TsokecTn) a0 nepexona (nukisl 1-4) u mocie nmepexonaa (ke 5-8) cocraBmina 53.8% u
56.4%, COOTBETCTBEHHO; IS TMOCIICA0BATSILHOCTH MOIKOKHOE BBeaeHUe ((PIakoH C MOIKOKHOM
JeKapCcTBEHHON (opMOH M cUCTeMa JOCTaBKM C TIOJKOKHOW JIeKapCTBEHHOH ¢opmoi) —
BHYTPHBEHHOE BBEICHHE, YaCTOTa HEXKEIAaTEIbHBIX SBICHUHA (BCEX CTENEHEeH TSDKECTH) [0
nepexoga (umkasl 1-4) u mocie mepexoxa (umkael 5-8) cocraBmma 65.4% wu  48.7%,
COOTBETCTBEHHO.

YacToTa Cepbe3HBIX HEXKEJIATENIbHBIX SIBICHUN, HEXeNaTeIbHbIX SBJICHUH 3 CTENeHW TSHKECTH U
NpPEKpAIICHUs] Tepaliy U3-3a Pa3BUTHS HEXKEJATeNbHBIX SBJICHUI M0 mepexona (IuKibl 1-4) Ha
APYTYIO JIEKapCTBEHHYI0 popMy ObL1a HU3KOHM (<5%) 1 COOTBETCTBOBAJIa TAKOBOM IMOCIE Mepexoia
(umkibl 5-8) Ha Apyryro JekapcTBeHHYIO GopMy. O HeXenaTeNbHBIX SBJICHUSIX 4 WM 5 CTENeHH
TSDKECTH HE COOOIIANoCh.

COO6HI€HI/IG 0 IMOAO03PEBACMBIX HEKECITATCIIbHBIX PCAKITHAX

BaxHo coo0marh 0 IM0J03PEBAaEMBIX HEXKENATENbHbIX pEeakIUsIX I0CJe PEerucTpaiuu
JIEKapCTBEHHOI'0 Tpernapara C Ledbl0 O0ecreueHus: HEeNpPEephIBHOTO MOHUTOPHHIA COOTHOIICHUS
«I0JIb3a — PHUCK» JIEKApCTBEHHOrO Tpenapata. MeAMIMHCKUM pPaOOTHUKAM pPEKOMEHIyeTcs
coOOIIATh O JHOOBIX M003PEBAEMBIX HEKENATENBHBIX PEAKIUIAX JIEKapCTBEHHOIO IIpenapara 4epes
HaIlMOHAJIbHBIE CHCTEMBI COOOLIEHHS O HEXKENATeNbHbIX pPEaKLUUsAX TOCylapcTB — WICHOB
EBpazniickoro 5KOHOMHU4ECKOr0 COK3a.

Kuipevisckas Pecnyonuka

JlemapTtaMeHT JIGKQpCTBEHHBIX CPEICTB M MEOUIIMHCKUX M3Aenuid npu  MUHHCTEpCTBE
3npaBooxpanenus: Keipreizckoit PecriyOnuku

720044, r. bumikek, yi. 3-a Jlunus, a. 25

ten. 0 800 800 26 26 «ropsyast muHuUs»; +996 (312) 21 92 89

e-mail: dlsmi@pharm.kg
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Poccutickaa ®edepayus

®denepanbHas ciryk0a 1o Ha30py B cepe 3ApaBoOXpaHeHUs
109012, r. Mocksa, CnaBstHCKas 11o1aab, A. 4, crp. 1

tei. 8 (800) 550 99 03

e-mail: info@roszdravnadzor.gov.ru
Www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

B ximHMuYecKuX HCClIeOBaHMIX ClIydyaeB IEepelo3UpOBKU Ipernapara He Habmoganock. BBenenue
npemnapara ['eprentuH B pa3oBeix fo3ax O6oinee 10 mr/kr He m3ydanock. [Ipemapar I'epuentun B
no3ax <10 MI/Kr nepeHOCHIICs XOPOILO.

5. PAPMAKOJIOTMYECKUE CBOMCTBA
5.1. @apmakoauHamMHYecKHe CBOiiCTBa

dapMakoTepareBTUYECKasi TPYIIa: MPOTHBOOIYXOJIEBBIC CPEICTBA; MOHOKJIOHAIBHBIC aHTUTENA U
HX KOHBIOTATHI C JICKAPCTBEHHBIMU cpejacTBamMu; HHruoutopsl HER2 (penentop snuaepmaibHOTO
(dakTopa pocra 4ejIoBeKa 2-To THIIA).

Kox ATX: LO1FDO1.

MexaHu3M AeiCcTBUS

Tpacty3ymab mnpezacraBiasier co00i peKOMOMHAHTHOE TI'yMaHU3WPOBAaHHOE MOHOKJIOHAJIBHOE
AHTUTENIO, KOTOpPhIe HM30MpATENIbHO B3aWMOJICHCTBYIOT C BHEKJIETOYHBIM JIOMEHOM pEIeTITOPOB
sanuepManbHOro (akropa pocra yenoeka 2 tuna (HER2). Otu antutena npencraBisioT coboi
IgG1, cocrosimye W3 YENOBEUYECKUX PETMOHOB (KOHCTAaHTHBIE YYAaCTKM TSDKEJBIX Iemnei) u
OIpeIeNIAIONX KOMIUIEMEHTAPHOCTh MBIIIMHBIX y4acTKoB aHTuTena pl185 HER2 k HER2.

[Tpoto-onkoren HER2 wumm c-erB2 kommpyeT TpaHCMeMOpaHHBIH penenToponogo0HbI OeoK ¢
MoJIeKyJIsipHO Maccoil 185 kJla, KOTOphIi CTPYKTYpHO MOAOOEH Jpyr'MM 4JI€HaM ceMelcTBa
penenTopoB snuaepManbHOro ¢gakropa pocta. ['unepakcnpeccus HER2 obHapyxuBaercs B TKaHU
nepsuaHoro PMX y 15-20% namuenTos.

OOmrast wacrota BeIsBIeHHs HER2- momoxurenpHOro craryca B Tkanm MPXX mnpu ckpunumHTe
nanueHToB B uccnenoBanne BO18255 cocraBuna 15% UI'X (MeTon MMMYHO-THCTOXUMUYECKOM
peakuun) 3+ u UT'X2+ / FISH+ (meton rubpuan3aruu in Situ) wiun 22.1% npu npuMeHeHun 6oiiee
mpokoro ompeaenenuss UI'X3+ wm FISH+. Ammmdukanus rena HER2 npuBogut
runepakcipeccun 6enka HER2 Ha memOpaHe KJI€TOK OMyXOJM, YTO B CBOIO OYEPE/Ib BBI3HIBAET
MOCTOSIHHYIO akTuBauio perentopa HER2. Bueknerounsiit nomen pernentopa (ECD, p105) moxer
norazaTh («CIyIIUBATHCS») B KPOBOTOK M ONPENENATHCS B 00pa3iiax ChIBOPOTKH KPOBH.

HccnenoBanus mMoOKa3bpIBalOT, 4TO ManueHThl ¢ PMIK, y KOTOphIX oTMeueHa aMIIuUKALUS WIH
runepakcrpeccuss HER2 B Tkanu omyxomnu, o61agaloT MEHbIIEH BBKHBAEMOCTBIO 0€3 MPU3HAKOB
3a00NieBaHUs TIO CPaBHEHHIO C MalMeHTamMH 0e3 amrumdukanuu uiu runepIkcnpeccun HER2 B
TKaHH OIYXOJIH.

Tpacty3ymab Onokupyer nponu@epalrio OIMyXOJeBbIX KIETOK YeJIOBEKa C THUIEepPIKCIIpPeccHen
HERZ2 in vivo u in vitro. In vitro antuteno-3aBucumMas KJI€TOYHAs IIATOTOKCHYHOCTh TPacTy3yMabda
MPEUMYIIECTBEHHO HAIpaBJIeHa HA OIyXO0JIEBbIE KIETKH ¢ rurnepakcnpeccueit HER2,

Kimmanueckast 3bdhekTUBHOCTE U 0€30IIaCHOCTE
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MPM2K

B pamkax KIMHMYECKUX UCCIIEIOBAaHUN Ipenapar ['epuenTuH Ha3Hadald B Ka4eCTBE MOHOTEPAIIUU
st nedeHuss MPMOK y manueHToB ¢ BbIABIECHHOM omyxoJieBoi rumepakcrpeccueit HER2 npu
HEd(PPEKTUBHOCTH OJTHOTO WK Ooyiee PEKUMOB XUMHOTEPANIMHM IO TMOBOAY METACTATUYECKOTO
3a0o0seBaHus (MMPUMEHSIIN TOJIBKO Mpenapat [ 'eprenTun).

[Ipemapar ['eprienTiH Takke MPUMEHSIIN B KOMOWHAIIMY C MAKIMTAKCEIOM MU JOIETAaKCEIOM JIJIst
JICYEHHUS TMalMEeHTOB, KOTOpPbIE paHee HEe MOJydYald XMMHUOTEPAIHIO MO MMOBOIY METACTaTUYECKOrO
3aboneBanus. [larmeHnTam, KOTOpble paHee TONY4YaId aabIOBAHTHYK)  XHMHOTEPAIUIO
aHTPALMKINHAMY, HA3HAYAIH TaKiuTakcen (MHdy3us 10361 175 Mr/mM? B TeueHne 3 4acoB) ¢ WIH
6e3 npemnapara ['epuentid. B onopHoM HcciaenoBaHUN MPUMEHEHUS JoleTakcena (MHPY3Us 10356l
100 mr/m? B Teuenne 1 waca) ¢ wim 6e3 mpemapara 'eprentus 60% HalMeHTOB paHee TONydaIn
aJbIOBAHTHYIO XMMHOTEpAINUI0 aHTpalukinHaMu. [lanueHTsl mojydanu Je4eHHe MpenaparoM
I'epuenTuH 10 nporpeccupoBanust 3a00I€BaHMUS.

D¢ dexTnBHOCT, KOMOMHAIMK TIpenapaTta ['epuenTuH ¢ MakIUTaKCEeJIOM y MAaIlieHTOB, paHee He
MOJIyYaBIIUX a/{bIOBAHTHYIO TEPAIUIO AHTPALMKIMHAMY, HE U3ydanu. TeM He MeHee, KoMOHauus
npemnapara ['epuentTuH ¢ gouerakcesioMm mokasana 3(pQeKTHBHOCTD y MAIlMEHTOB BHE 3aBUCHMOCTH
OT TOT0, NOJIy4aId OHU PaHEe abIOBAHTHYIO XMMUOTEPAIHIO aHTPALIUKINHAMY WIH HET.

BrisiBnenue runepakcnpeccun HER2 ncnonb3oBanock kak KpUTepHil 1715 BKIIIOUEHUS MTallUEHTOB B
OIIOPHBIE HCCIIENOBAaHUS MOHOTEpAnuu InpenapatoM ['epuenTvH M B KIMHUYECKUE HCCIIEIOBaHUS
KOMOMHAIMM  Tpenapara lepuenThH C  TAKIWTAaKCeIIOM W OPEACTaBIsUI0  cOOOM
MMMYHOTUCTOXMMUYECKOE OKpalluBaHue (PUKCUPOBAHHOIO MaTepHasa OIyXoJied MOJOYHBIX XKelle3
st BelaBieHnss HER2 ¢ ucmonp30BaHMEM MBIIIMHBIX MOHOKIOHANBHBIX aHTHTEI CB11 m 4DS.
Txkanu QuxcupoBanun B ¢(opmanuHe wnu B ¢ukcarope boysna. JlaHHbI aHain3 B paMKax
KJIIMHUYECKOT0 MCCIIE0BAaHNS MMPOBOIMIM B LIEHTPAJIbHON J1aOOPaTOPUH C MCIOJIB30BAHUEM LIKAJIbI
ot 0 1o 3+ GaymuioB. B nccaenoBanne BKIIOYATU MAIlMEHTOB C Pe3yIbTaTaMH OKpaIlMBaHUs 2+ WIN
3+ Oamna, a nmomyuuBmmx O wnm 1+ Oamna uckmoyanu. bonee yem y 70% BKIIOYEHHBIX B
HCCIIEeIOBaHMsI NAllMeHTOB Oblila BBISBIEHA TMIIEpIKcIpeccusi ¢ oleHkoi 3+ Oamna. IlomydeHHble
JTAaHHBIE CBUJIETEILCTBYIOT O MPOSBJICHUH OOJBIIET0 KIMHUYECKOTO d(pdekTa y marueHToB ¢ Oonee
BBICOKUM ypoBHeM runepakcnpeccun HER2 (3+).

OcHoBHBIM MeTosioM ompezeneHuss cratryca HER2 B onopHbIX uHccieqoBaHMSIX NPUMEHEHHS
JoleTakcena ¢ win 6e3 npenapara ['eprentuH OblJI0 HMMYHOTUCTOXMMUYECKOE HCCIEJOBaHUE. Y
MEHBIIEH YacTH MAallMEeHTOB aHalIu3 ObUI MPOBEAEH METOAOM (IyOpecLEHTHONW rHOpuau3anuu in
situ (FISH). 87% BkitoueHHBIX B JaHHOE HMccieqoBaHue nanuenTos nomyunnun MI'X-onenky 3+, a
95% — UI'X-ouenky 3+ w/wmu monoxxutenbHbid pesynbrat FISH-ananmza.

FEoceredenvnoe ssedenue npenapama npu memacmamudeckom PMIK

PesynbTatel orneHKH 3PPEKTUBHOCTH MOHOTEPAIMA M KOMOWHUPOBAHHOW TEpaIliy TPUBEICHBI B
Tabimue 1.

Tabnuuna 1. Pesynbrarel uccienoBaHuil 3¢(EKTUBHOCTH MOHOTEpanvMd U KOMOMHUPOBAHHOMN
Tepanuu

IMapamerp MoHoTepanus KomOuHupoBanHas Tepanus
I'epuentun’ I'epuentun + | [Makaurakcea | lepuentun | Jouerakcen
NAKJIMTAKCE 2 + 8
N=172 2 nouerakces®

N=68 N=77 N=92 N=94
YacTtota oTBera 18% 49% 17% 61% 34%
(95% AN) (13-25) (36-61) (9-27) (50-71) (25-45)
Menuana 9.1 8.3 4.6 11.7 5.7
IUTATETBHOCTH (5.6-10.3) (7.3-8.8) (3.7-7.4) (9.3-15.0) (4.6-7.6)
OTBETa
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L L

(vecansl) (95% (G CREQOEATENER0OCTE 0012)
JAN)

Memgnana BJIIT 3.2 7.1 3.0 11.7 6.1
(mecstwl) (95% (2.6-3.5) (6.2-12.0) (2.0-4.4) (9.2-13.5) (5.4-7.2)

AN)

Menuana 16.4 24.8 17.9 31.2 22.74
BBDKHBACMOCTH (12.3-HIIO) (18.6-33.7) (11.2-23.8) (27.3-40.8) (19.1-30.8)
(mecsibr) (95%

AN)

BHH = BpEMs OO0 HPpOrpeCCUpOBAHUA; «HITO» 03Ha4YacT, 4YTO 3HAYCHUEC HC IMOAAACTCA ONPCACICHUIO WJIM TOKa HE
JOCTUTHYTO.

! Yiccnenosanue H0649¢: noarpynna nanuentos UT X3+

2 Uccnenopanue HO648g: noarpynmna namuentos MTX3+

% Uccnepopane M77001: nonHblii HAOOp aHAIU30B (B COOTBETCTBUU C HA3HAYEHHBIM JIEUEHUEM), PE3yJbTaThl 3a 24
MecsIa

KOM6MHMD0661HHG}Z mepanusi ¢ npUMeHeHuem npenapania FepuenmuH U anacmpo3oia

[Ipenapar ['epuentun uzydajics B KOMOMHAIIMK C aHACTPO30JIOM B Tepamnuu rnepBoi tuauu MPMIK
y TopMoH-peuentop (3ctporen-peuentop (OP) w/mnmm  mporectepon-peuentop  (I1P))-
MIOJIOKUTEIBHBIX MAllMEHTOK B IocTMeHomnay3e ¢ rumnepakcnpeccueri HER2. BooxuBaemocts 6€3
mporpeccupoBanus Obula B JBa pas3a BbIIIE B Ipynne KoMOMHaIMM mpenapara [epuentuH u
aHacTpo30Jia B CPABHCHHWH C TPYNIONW Tepanuu aHacTpo3oyioMm (4.8 MecsieB B cpaBHeHUH ¢ 2.4
MmecsiieB). Ha ¢doHe KOMOMHHUpPOBAaHHOW Tepalvy YIyYIIEHHE OTMEYAJIOCh W M0 JPYTUM
nmokasareisiM: mo obmemy otBety (16.5% B cpaBHeHmm ¢ 6.7%), 9acToTe KIMHUYECKOM
s dexruBHocTH (42.7% B cpaBHeHuu ¢ 27.9%), BpeMeHu 110 mporpeccupoBanus (4.8 mecsies B
cpaBHeHUU ¢ 2.4 mecsues). Paznuuuii B mokasaTensix BpeMEHH 10 OTBETa U JUIUTEIbHOCTH OTBETA
MEXIy TpyIllaMd He HaOmoaaiock. B rpymnme KOMOMHHpPOBAaHHOW Tepanmuu MeauaHa oOIiei
BbpKuBaemMocTH (OB) yBenmumnacek Ha 4.6 mecsneB. [lanHOe pa3inuune He SBISUIOCH CTATHCTUYECKU
3HaYMMBbIM, OJHAaKO OoJjiee MOJIOBMHBI MAllMEHTOB B I'PYyIIE MOHOTEPAllMU aHACTPO30JIOM IOCIe
BBISIBJICHHMSI TPOrpecCHUpOBaHUsl 3a00JieBaHUS MEpEllId Ha CXEeMy JICUYEHHUS, BKIIIOYAIOIIYIO
npenapar ['epuenTuH.

Cxema esedenusi npenapama Kasxcowie 3 Hedeau npu memacmamudeckom PMIK

PesynbraThl OIEHKM 3(P(PEKTUBHOCTH B HECPAaBHHUTEIBHBIX MCCIEOBAHUAX MOHOTEpANuu U
KOMOWHUPOBAHHOH TEpaIvuy MPUBEICHBI B TabHIIe 2.

Tabmuua 2. Pe3ynbTaTel HECpaBHHUTEIBHBIX HCCIENOBaHUM 3((GEKTUBHOCTH MOHOTEpanuu U
KOMOMHHPOBAaHHOW Teparuu

ITapametp MoHoTepanus KomOnnnpoBanHas Tepanusi
Fepllel'[Tl/IHl l“epuenTI/m2 I'epuentun + I'epuentun +
NaKJIMTaKCe ponerakcen’
N=105 N=72 N=32 N=110
Yacrora OTBETa 24% 27% 59% 73%
(95% IN) (15-35) (14-43) (41-76) (63-81)
Menunana 10.1 7.9 105 134
JJIUTEJIbHOCTU (2.8-35.6) (2.1-18.8) (1.8-21) (2.1-55.1)
orBeta  (MeCSIIBI)
(1namnason)
Mennana BJII 34 1.7 12.2 13.6
(MecsiLbI) (95% (2.8-4.1) (4.2-8.3) (6.2—HIIO) (11-16)
AN)
Menunana HIIO HIIO HIIO 47.3
BBDKUBAEMOCTH (32—-HIIO)
(MecsIIBI) (95%
JAN)
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BJIIT = Bpems no mporpeccupoBanus; «HIIO» o3naudaer, 4to sHauenme. Q@%Q&%ﬁﬁé@tﬁ}; I:‘-I/I-lf;}'l_" I';LJ-K;:He

JIOCTUTHYTO.

! Uccnenosanne WO16229: marpysounas 103a 8 MI/KT, fajiee 6 MI/KT 110 3-HeJelbHOI cxeMe

2 Uccnenosanne MO16982: Harpysounas n03a 6 MI/kr 1 pas B Helemo X 3 Hejenu, aajee 6 MI/KT 0O 3-HeleNbHOI
cxeme

3 UccnenoBanne BO15935

4 Uccnenosanre MO16419

Ovaau npozcpeccuposanus

YacToTa cily4aeB NpOTPECCHPOBAHUS TOPAKEHHS NEUEHH 3HAYUTENBHO CHH3WJIACh Ha (hoHE
NpUMEHEHHs KOMOMHAIMK Ipenapara ['epluenTuH u makinTakceaa B CPaBHEHUH C MOHOTEpamuen
nakiurakcenom (21.8% B cpaBHenun c 45.7%; p = 0.004). IIpu coBMeCTHOM HpPUMEHEHUU
npenapara ['epHenTHH W MakiIUTakcela MPOrPecCHPOBAaHHE MOPAXKECHUS IEHTPAIBLHONH HEPBHOU

CHUCTEMBbI OTMEUAJIOCh Yallle, YeM Mpu MOHoTepanuu nakiurakcesnoM (12.6% B cpaBuennu ¢ 6.5%; p
=0.377).

Pannue cmaouu PMJK (aowvrosanmmuulil pesxcum)

Pannauit PMOK (pPMIK) onpenensercs kak HeMeTacTaTHUYeCKasl IEpPBUYHAs] HHBa3UBHAS KapImHOMA
MOJIOYHOH KeJIE3hI.

[Tpumenenue npenapara ['eprenTiH B paMKax aJlbIOBAaHTHOM Tepanuu ObLIO U3YUYEHO B 4 KPYIHBIX
MHOT'OLIEHTPOBBIX PaHAOMU3UPOBAHHBIX UCCIICIOBAHUSIX.

- HccnenoBanne BO16348 Obuio pa3paboTraHo ansi CpaBHEHHSA pPe3yJbTaTOB Tepanuu
npenaparoM ['eprenTuH npu cxeMe JT03MPOBAHUSA KaXKIble 3 HEAeNUd B TEYCHUE OJHOTO Tojia U B
TE€YCHHE JIBYX JIET U pe3ylbTaToB HaOmroAeHus 3a nanueHtamu ¢ HER2-nonoxxurensasiMm pPMK
MOCJIE OMEPAaTUBHOTO BMEINIATEILCTBA, CTAHAAPTHON XUMHUOTEPANHMH W Jy4eBOW Tepanuu (Ipu
HaTM4YUU TOKa3zaHui). Taxke OBLIO TMPOBEICHO CpaBHEHHE pPE3yJIbTAaTOB Tepamuul Mpernaparom
l'epuentuH B Te4YeHHWE OJHOrO TOJa M B TeueHHWe ABYyX Jer. [lanueHtam Oblma Ha3HaYeHa
Harpy3ouHasi J1o3a npemnapata ['epuentu 8 MI/Kr, najee OHU MOMyYald M03y 6 MI/KT Kaxiable 3
HEZeNU B TeUEHUE OJJHOTO IoJla WK ABYX JIET.

- Hccnenoanust NSABP B-31 u NCCTG N9831, Bkitouaromiie mpoBeaeHHe 00beIHHEHHOTO
aHanu3a, ObUTH pa3palOTaHbl IS OIEHKH Pe3yJIbTaTOB KOMOMHHUPOBAHHOW TEpamH IMperapaToM
lepuenTiH ¥ MaKIUTAaKCETIOM TIOCIE XUMHOTEpAlHH C TMPUMEHEHHEM JIOKCOpYyOWIIMHA H
mukiaopochamuaa (AC), momonuurensHo B ucciaenoBanmun NCCTG N9831 Taxke wusydanu
nocnefoBarenbHoe AoOaBieHue mpemnapata [epuentuH K xumuorepanuu mo cxeme AC —
nakiurakcen (P) y manumentoB ¢  HER2-momokutensasiM  pPMJK  mocie  omepaTuBHOTO
BMEIIATEIbCTBA.

- Hccnenoanne BCIRG 006 6b110 HampaBieHO Ha OLIEHKY 3P GEKTUBHOCTH KOMOMHHUPOBAHHOMN
Tepanmuu mpemapatoM [epuenTuH u gouerakcenoM iubo mocie xumuorepanuu AC, nmubo B
KOMOWHAIIMK C JIOIETAKCeIoOM U KapOoriatuHoMm y manueHToB ¢ HER2-monoxurensasiv pPMOXK
MOCJI€ ONEPATUBHOTO BMEIIATEIHCTBA.

pPMX B wuccnenoanun HERA mnpencrtaBnsin coboi omnepaOenbHYI0 NEPBUYHYI0 WHBA3WBHYIO
aJICHOKapIIMHOMY MOJIOYHOW JKeJe3bl C TMOPaKEHHEM TMOJIMBIIMICYHBIX JUM(OY3T0B UIU
OTCYTCTBHEM TAaKOBOT'O IIPU JUAMETPE OMYyXOJIM HE MeHee 1 cM.

ITo nanubIM 00BennHeHHOTO aHanu3a uccieaoBanniit NSABP B-31 u NCCTG N9831, pPMXK Ob11
UIACHTUQUIMPOBAH y KEeHIIUH ¢ onepadenbHbiM PMIK ¢ BBICOKUM pUCKOM, KOTOPBIN OIpenesics
kak HER2-monoxurtenbHbIi ¢ THOpakeHHEM MOAMBINIEYHBIX JuMdoysnoB wimu kak HER2-
MOJIOKUTEIBHBIA C OTCYTCTBHEM TaKOBOI'O C HajguMuueM (DaKTOpPOB BBICOKOTO pHUCKa (pa3Mmep
ormyxoiu >1 cM, oTpuuaTenbHblil cratryc OP mnm pasMmep omyxonw >2 ¢M BHE 3aBUCUMOCTH OT
TOPMOHAJILHOTO CTaTycCa).
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B uccaenosannun BCIRG 006 HER2-1mmonoXutennHbIH
ITaIfMCHTOB HOpa)KeHI/ISI IIOAMBIIIICYHBIX JII/IM(i)Oy&HOB,

COOTBETCTBYET 3KCTEPTHOMY

ot 07.11.2025 N2 27837

OTYETY

i oA GAEADRATERLHOCTE 0101

a00 Kak OTCYTCTBHE IOPaXKECHUS

mumbaTtrdeckux y3i0B (pNO) ¢ BBICOKMM PHUCKOM W HAJMYHEM XOTs Obl OAHOTO U3 CIEAYIOLINX

(hakTopoB:

MIPOTeCTEPOHY, THCTOJOTUYECKUIA W/VIIN SICPHBIA TUIT 2—3 UK BO3pacT <35 JeT.

pasMep ONIyXojdu >2 CM, OTPULATENIBbHBI CTaTyC PpELENTOPOB K O3CTPOreHy H

Pesynbratel omnenku s¢dextuBHocTH B uccinepoBannn BO16348 mnpm menmane mnepuona
noceayromero HadmoaeHus 12 mecsanes™ u 8 net** mpeacrapieHsl B Ta0HIe 3.

Tabmuma 3. Pesynbrathl no oreHke 3¢ hekTuBHOCTH B HiccneaoBanun BO16348

IMapamerp MeanaHna HAOTI0eHUAS Meanana HaOTI0eHUAS
12 mecsineB 8 Jer**
Hab6aionenune I'epuentun Hao6aonenne T'epuentun
1 rox 1 rox
N=1693 N=1693 N=1697*** N=1702***
BepkuBaeMocTh 0€3 MPHU3HAKOB
3a00JIeBaHUs
- UYucno (%) mamumentoB c¢ | 219 (12.9%) 127 (7.5%) 570 (33.6%) 471 (27.7%)
coOBITHEM
- Yucmo (%) mnammenroB 6e3 | 1474 (87.1%) 1566 (92.5%) | 1127 (66.4%) 1231 (72.3%)
COOBITHSA
3HaueHWe P B CpPaBHEHHH C <0.0001 <0.0001
TPYIITOi HAOIIOaEHUS
OTHOIIIeHHE PUCKOB B CPAaBHEHHUH 0.54 0.76
C TPYIION HAOJIOACHHS
BepkuBaeMocTh  0€3  peruanBOB
3a0oneBaHus
- UYucno (%) mamumenroB c¢ | 208 (12.3%) 113 (6.7%) 506 (29.8%) 399 (23.4%)
coOBITHEM
- Yucmo (%) mnammenroB 6e3 | 1485 (87.7%) 1580 (93.3%) | 1191 (70.2%) 1303 (76.6%)
cOOBITHS
3HaueHWe P B CPaBHCHHUU C <0.0001 <0.0001
IpyMIoN HaOMIOICHUS
OTHOIIIEHHE PUCKOB B CPAaBHEHHUH 0.51 0.73
C TPYNIOH HAOIIOACHIS
BbepkuBaeMoCTh 0€3 OTIANICHHBIX
METacTa3oB
- UYucno (%) mamumenroB c¢ | 184 (10.9%) 99 (5.8%) 488 (28.8%) 399 (23.4%)
coOBITHEM
- Yucmo (%) mnammentoB 6e3 | 1508 (89.1%) 1594 (94.6%) | 1209 (71.2%) 1303 (76.6%)
cOOBITHS
3HaueHHe P B CPaBHEHHU C <0.0001 <0.0001
rpynioi HaOmoaeHNs
OTHOIIEHHE PUCKOB B CPaBHEHHUH 0.50 0.76
C TPYNIOH HAOIIOACHIS
OB (J1eTanbHBIN UCXOM)
- Yucno (%) manMeHToB C 40 (2.4%) 31 (1.8%) 350 (20.6%) 278 (16.3%)
coOBITHEM
- Yucmo (%) mnammenroB 6e3 | 1653 (97.6%) 1662 (98.2%) | 1347 (79.4%) 1424 (83.7%)
COOBITHSA
3HaueHWE p B CPaBHEHHH C 0.24 0.0005
TpyMIoN HaOIOIeHUS
OTHOIIIEHHE PUCKOB B CPaBHEHHUH 0.75 0.76

C TPYIIIOH HAOIIOACHHS

*KoMOMHMpOBaHHAs MEPBUYHAs KOHEYHAs TOYKA OLIEHKM BBDKMBAaEMOCTH 0Oe3 mpu3HakoB 3aboneBanus (BBII3) B
TeueHue 1 rojga B CpaBHEHHHM C MEPUOAOM HaOJIOAEHUS AOCTUIIIA NPEIBAPUTEIBHO ONPEIEICHHOIO CTaTUCTUYECKOTO

npenaena
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**DuHanbpHBIA aHaTU3 (C y4eToM nepexona 52% NaliueHTOB U3| IPYIIIIbI A%Qo}:elﬁr;hté’yﬂ_rgjﬂ%g Ip_érgpaﬂr-olh

I'epuentun)
**% JIMmeeTcsl HECOOTBETCTBHE B 00IIEM pa3Mepe BHIOOPKH M3-32 HEOOJIBIIOTO YKCIIa MMAlMEeHTOB, PAHA0MU3UPOBAHHBIX
TIOCJIe JIaThI 3aBeplIeHks cOopa JaHHbBIX /Il aHaIM3a MeUaHbl epruoja HabmoaeHus 12 mecsies

B xone nmpomexxyTouHoro ananusa 3((HEeKTHBHOCTH MPU CPABHCHHUH PE3YJILTATOB B TPYIIIE JICUCHUS
npenapatoM ['eplenTHH W B TpyIie HAaOMIOJeHWs B TeueHHe | rojga ObUIO yCTAHOBIEHO, YTO
OTIPECTICHHBIA TMPOTOKOJIOM CTATUCTHYCCKHHA TpeJesl OKa3ajics mNpeBbimieH. [lo JocTrkeHun
MeIMaHbl Tepuoja Mocieaytonero HaOmroaeHus 12 mecsneB oTHomieHue puckoB (OP) mo
MoKa3aTeso BbDKUBAEMOCTH Oe3 mpu3HakoB 3adosieBanus (BBI13) cocrasmiio 0.54 (95 % J1: 0.44,
0.67), 1 5TO TEMOHCTPUPYET aOCOIIOTHBIN TMOJOXKHUTEIbHBIN A()(PEKT B OTHOIICHUH MOKa3aTess 2-
JICTHEH BbDKUBaeMOCTH Oe3 mpu3HakoB 3abosneBanus Ha 7.6% (85.8% B cpaBHeHuu ¢ 78.2%) Bbilie
B TI0JIb3Y IPYIIIEI IIpenapara [ eprienTus.

OUHAIBHBIN  aHaIW3, IMPOBEICHHBIM 1O JOCTH)KEHMM MEAHaHbl TNEPUOJA MOCIEAYIOIIETO
HabmoieHus § JeT, mokasall, 4To JieueHue npenaparom I'eprentun B TeueHue 1 roga B cpaBHEHUU
C TPYNION TOJIBKO HAOIIOICHUS MIPUBEIIO K CHIDKEeHUIO prucka Ha 24% (OP = 0,76, 95% JAU: 0.67—
0.86). D10 HeMoHCTpUpYyeT aOCOMIOTHBIA MOJOKUTENbHBIN 3(PPEKT B OTHOLIEHUH MOKa3arens 8-
JIeTHEN BBDKMBAEMOCTU 0€3 MPU3HAKOB 3a00seBanus U Ha 6.4% BbIlIE B MOJIb3Y TPYNIBI |-TIeTHETrO
JedeHus npemnapaToM ['eprenTuH.

JlaHHBI (QUHANBHBIA aHATW3 HE BBIIBUJI JOMOJHUTEIBHON IIONB3BI OT TMPOJJICHHUS JICUCHUS
npenaparoM ['epuentun ¢ 1 roma no 2 ner [OP mo mokasaremto BBII3 B momynsuum Beex
MAIMEHTOB, Moy4aBiInxX Ha3HaueHHoe JiedeHue (ITT) B reuenue 2 net no cpaBHeHuto ¢ 1 rogom =
0.99 (95% JU: 0.87-1.13), 3nauenue p = 0.90 u OP mno mokasarearo OB = 0.98 (0.83-1.15);
snadyenue p = 0.78]. Yacrora ciaydyaeB O€CCHMIITOMHOTO HapymieHuUs (YyHKIUU cepia ObLIa BBIIIE
B rpynmne 2-netHero gedeHus (8.1% B cpaBuenuu ¢ 4.6% B rpynmne 1-nernero neuenus). [lanuenton
KaK MUHUMYM C OJTHUM HEXeJIaTeIbHBIM SBJICHUEM 3-il Uiu 4-i CTETIeHU TSHKECTH ObLIO OOJIbIle B
rpymre 2-netHero (20.4%) no cpaBHeHuto ¢ rpymnmnoit 1-netnero nedenus (16.3%).

B wuccnenoBanuax NSABP B-31 u NCCTG NO9831 mpemapar I'epuenTuH npuUMEHSJICS B
KOMOMHAIMM ¢ MAaKJIMTaKCeJIOM Iocie XuMuorepanuu no cxeme AC.

JlokcopyOuius u nuukiopochamu; BBOAUIUCH OJHOBPEMEHHO I10 CIIEAYIOIIEH CXeMe:

- JIOKCOpYOMIIMH BBOJIWMIHM BHYTPUBEHHO CTPYHHO B 103e 60 Mr/mM? Kakaple 3 Hemend Ha
MPOTSHKEHUH 4 KYPCOB JICUCHUS,

- nuknopochaMul BBOAWIN BHYTPUBEHHO B f03e 600 mMr/mM? B Tedenue 30 MUHYT, Kaxible 3
HeZeNU Ha MPOTSHKEHUU 4 KypCOB JICUEHUS.

[MaknuTakcen B komOuHamu ¢ npenaparoM [epuentun (PH) BBomwm 1o cienyroiei cxeme:

- TIAKIMTaKces] BBOAWIM BHYTPUBEHHO B f03e 80 Mr/mM?> B BHE AIMTENLHOH BHYTPUBEHHOI
MH(QY3UN KaXayI0 HEAeIo Ha MPOTshKeHnuu 12 Helenb

nim

- MaKJMTaKces] BBOAWIM BHYTPHBEHHO B 103 175 Mr/mM? B BUIe JNTHTENHHOH BHYTPUBEHHOI
uHOY3UM Kax/ple 3 HeAeIN Ha NPOTsHKeHUH 4 TUKIOB (B 1-i A€Hb KaX10T0 LUKJIA).

PesynbTarel oueHku 3((EeKTUBHOCTH, TMOJIY4YEHHBIE B XOJ€ OOBEIMHEHHOTO aHajiu3a JAaHHBIX
uccinenoBannii NSABP B-31 u NCCTG 9831 Ha MOMEHT IIpOBEJEHUS OKOHYATEIBHOIO aHaIN3a
BBII3*, npencrapiiensl B Tabuie 4. Menuana JUTMTSIILHOCTH ITepro/ia HaOIroAeH s cocTaBmia 1.8
net y nanueHToB rpynnsl AC—P u 2.0 roga y maunentos rpynnst AC—PH

Tabmuma 4. Pe3ynbrarel onieHKH 3()PEKTUBHOCTH, MOJYyUYCHHBIE B X0/I¢ O0OBEAMHEHHOTO aHaM3a
nanubix uccneaoBanuii NSABP B-31 u NCCTG N9831 na MOMEHT npoBeJIeHHs OKOHYATEIbHOTO
ananuza BBII3*
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IMapamerp AC—P ACSPH=""-F OTHoniénue puckoss
(n=1679) (n=1672) cpaBuenun ¢ AC—P
(95% AN)
3HauyeHue p
BepkuBaeMocTh  0€3  MPH3HAKOB
3a00sIeBaHUS 261 (15.5) 133 (8.0) 0.48 (0.39, 0.59)
UYucno maueHToB ¢ codbrtuem (%) p<0.0001
OT/a/ICHHBIH PeLUIUB
YwCIIo MalienToB ¢ COOBITHEM 193 (11.5) 96 (5.7) 0.47 (0.37, 0.60)
p<0.0001
Jletanbhbiii ucxox (coositue OB):
YuCIIo MalienToB ¢ COOBITHEM 92 (5.5) 62 (3.7) 0.67 (0.48, 0.92)
p=0.014**

* MennaHa ATUTETHHOCTH TepHoAa HaOmoneHus coctaBmwia 1.8 mer y manmentoB rpymmsl AC—P u 2.0 roma y
nanueHToB rpynnsl AC—PH

** 3gauenne p st OB as Tex cimydaeB, KOTJa He IPEBHIIIAa 3apaHee ONPEIeIEHHOTO CTATUCTUIECKOTO Tpeiena mpu
cpaBHenuu cxem AC—PH u AC—P

B otHomenun mnepBuuHON KoHeuHoi Touku (BBII3) noGaBienune mnpemapata [epuentun K
XUMHOTEPANNY MaKIUTAKCEIOM MIPUBEJIO K CHUKEHHUIO PUCKA Pa3BUTHSI peLlMIMBa 3a00JI€BaHUs Ha
52%. OTHOIIEHHE PUCKOB JAEMOHCTPUPYET aOCONIOTHBIN MONOKHUTENbHBIA 3P(PEKT B OTHOLICHUU
NoKasarelisi 3-JeTHel BBDKMBACMOCTH 0e3 Mpu3HakoB 3a0oneBanus Ha 11.8% (87.2% B cpaBHeHUH
¢ 75.4%) BhlllIe B MOJB3Y TPYIIILI IeueHus npenapatom ['epuentun nmo cxeme AC—PH.

[Ipu o0OHOBIEHMM MJAHHBIX IO OE30MMACHOCTM HAa MOMEHT JOCTHXKEHHS MEIuaHbl Mepuoja
nocnenytomero Habmonaenus 3.5-3.8 ner, ananu3 BBII3 moBTOpHO MOATBEpKIAaET BEIUYUHY
3¢ (HEeKTHBHOCTH, YCTAaHOBJICHHYIO B puHaAIEHOM aHanm3e BBIT3. HecmoTps Ha mepexo1 maiueHToB
U3 TPYNIBl KOHTPOJs B TPYIIy TMoilydeHus mnpenapata [epuentuH, ero mgo0aBleHHE K
XUMHOTEPANUN MaKIUTAKCEIOM MPUBEJIO K CHUKEHHUIO PUCKA pa3BUTHS pelMIuBa 3a00IeBaHus Ha
52%. JlobaBnenue mpemnapara ['eprenTH K XUMUOTEpANUU MAKIUTAKCEJIOM MPHUBENIO TaKXKE K
CHIDKEHHUIO PUCKa JIeTalbHOTO ucxoaa Ha 37%.

[TpenBapuTenpHO 3anjgaHUpPOBaHHBIN (uHANBHBINH aHamu3 OB mo pesynabTaraM 0O0BEIUHEHHOTO
ananu3a nanubix uccienoBanuii NSABP B-31 u NCCTG N9831 npoBoauicst B TOT MOMEHT, KOT/1a
6bu10 3aukcupoBaHo 707 neTandbHBIX MCXOJOB (MEIMaHa MepHoAa MOCIEAYIOUIero HalOI01eHus
cocraBmia 8.3 rona B rpynne AC—PH). Jleuenne nmo cxeme AC—PH B cpaBHeHuu co cxemou
AC—P nmpuBeno kK CTaTUCTHUECKH 3HAUMMOMY YIIydlleHuto rnokaszarens OB (cTtpatuduumpoBanHoe
OP = 0.64; 95% U [0.55, 0.74]; norpanrosoe 3HaueHue p <0.0001). Uepe3 8 ner pacyeTHbIH
MOKa3areiab BbDKMBAaEMOCTU cocTaBuil 86.9% B rpynmne sedenus no cxeme AC—PH u 79.4% B
rpymme jedenus o cxeme AC—P, a abcomroTHBIN NONM0KUTENbHBIH Y dekT Obu1 paBen 7.4% (95%
JIN: 4.9%, 10.0%).

PesynbpTatel uToroBoro aHanm3a mokasarens OB, monydeHHbIE B XO7e OOBEIMHEHHOTO aHaln3a
nauubix uccneaoBanniit NSABP B-31 u NCCTG 9831, npencraBiieHbl B TaOJIHIIE 5 HUXKE.

Tabmuma 5. Pesynbrarel uTOroBoro ananusa nokaszarens OB, monxydeHHble B X07e 00BEAMHEHHOTO
a"Haymza naHabeix ucciaegoBanuii NSABP B-31 u NCCTG 9831

IHapamerp AC—P AC—PH 3navenne pB | OTHoOLIEeHHe
(N=2032) (N=2031) CpPaBHEHUH C PHMCKOB B
AC—P CPABHEHUH C
AC—P
(95% AN)
JletanpHblii  McXxonm  (COOBITHE
OB): 418 (20.6%) 289 (14.2%) <0.0001 0.64
Yucno MalMeHToB € COOBITHEM (0.55, 0.74)
(%)

A: noxcopyourus; C: muknodochamun; P: maknmurakcen; H: Tpacty3zymad
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(MOCNEQOBATENEHOCTE 0012)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Tpu punansHoM ananm3e OB B paMkax o0OBEAMHEHHOTO aHANW3a AaHHBIX uccienoBannii NSABP
B-31 u NCCTG N9831 Taxxe Obuta mpoBeneHa orieHka BBI13. OOHOBIEHHBIE pe3yIbTaThl aHAIHM3a
BBII3 (ctpatuduumpoannoe OP = 0.61; 95% U [0.54-0.69]) yka3pIBalOT Ha CXOIHBIN
MOJIOKUTENbHBIA 3 dekr mo mnokazarento BB3 B cpaBHeHMHM ¢ JaHHBIMH OKOHYATEIBHOIO
nepBuyHOro ananusa BBII3, necMmoTps Ha T0, yTo 24.8% manuenToB u3 rpymnsl AC—P nepenuiu B
rpynmy Jedenus npenaparom ['epuentun. Yepes 8 neT mokaszareib BBDKUBAEMOCTH 0€3 MPU3HAKOB
3aboneBanus coctaBun 77.2% (95% HAW: 75.4-79.1%) B rpynmne nedenus: no cxeme AC—PH, a
a0COMIOTHBIN TOJIOKUTENbHBIN ekt Obi1 paBeH 11.8% B cpaBHEHUUM C TPYIION JieYeHHs MO
cxeme AC—P.

B wuccnenoBanun BCIRG 006 mnpenapar [eprienTuH npuMeHsUTH JU00 B KOMOWHAIIMH C
nouerakceaoMm tmocie xumuotepanuu mo cxeme AC (AC—DH), nu6o B kKoMOWHAIMu C
norerakceiaom u kapoorutaruHoMm (DCarbH).

Jlouerakcen BBOJWIIN IO CIAEAYIOLIEH CXEME:

- JIOLIeTaKkcea BBOAWIM BHYTpUBEHHO B no3e 100 Mr/M? B Buae 1-4acoBoii BHYTPUBEHHOI
nHY3UH KaXIbple 3 HEeeNn Ha MPOTHKEHUU 4 IUKIIOB (BO 2-i IEHb MEpBOTO IUKJIA JAOIETAaKCea,
nanee B 1-i IeHb KaXKJ0T0 MOCJIEIYOIIEro [UKIIA)

HJIN

- JloLleTaKces] BBOAMIM BHYTPHBEHHO B 03¢ 75 Mr/M> B Buje 1-4acoBoil BHYTpPUBEHHOI
nHpY3UH KaKple 3 HeOenu Ha NpoTsoKeHuH 6 MUKiIoB (Bo 2-if jaeHs nukia 1, manee B 1-it neHb
KaX/10T0 MOCJIEAYIOIIEro IIUKIIA).

Janee neyeHue NpoBOAUIIM IO CIEAYIOLIEH CXEME:

- kxap6orutatun — neneBas AUC (moiomaap moj KpUBOM «KOHIEHTPAIUA-BpEMs») = 6 MI/Mil/MUH
— BBOJIWJIM B BUJIE BHYTpUBEHHOU H(DY3un Ha TipoTspkeHnn 30-60 MuH kaxapie 3 HeAenu B paMKax
B 001IEH CITO)KHOCTH 6 KypCOB JICUEHHUS.

[Ipemapat ['epuenTuH NpuUMeHsIIA OJIMH pa3 B HEAETIO BMECTE C XMMHOTEpaIueH, aanee — OJUH pa3
B 3 He/IeNIU Ha MPOTSHKEHUH B OOIIEH CIIOXKHOCTH 52 HEelb.

PesynbraTel oueHku >(QekTuBHOCTH, NONydeHHble B xoae wuccienoanus BCIRG 006,
MPeJICTaBJICHBI B Ta0MIax 6 u 7. Meauana mpoI0JDKUTEIIBHOCTH TIEPHO/1a HAOTFOICHUS COCTaBHIIA
2.9 ner y nanuenTtoB rpynnsl AC—D u 3.0 roga B kaxnoit u3 rpynn AC—DH u DCarbH.

Tabmuma 6. O030p MaHHBIX aHATU30B dPPEKTUBHOCTH CO cpaBHeHHEeM cxeMm JjedeHus AC—D u
AC—DH B pamkax ucciegosanust BCIRG 006

IMapameTp AC—-D AC—DH OTHollleHHE PUCKOB
(n=1073) (n=1074) B CPaBHEHHH C
AC—-D
(95% JAN)

3HayeHue p

BroxnuBaemMocThb 0e3 IIPU3HAKOB

3a00J1eBaHus

Ymco maiuenToB ¢ coObITHEM 195 134 0.61 (0.49, 0.77)
p<0.0001

OTtnaneHHbIN peluIuB

Ywco maiueHToB ¢ coObITHEM 144 95 0.59 (0.46, 0.77)
p<0.0001

Jletanphbrii ucxon (coowitue OB)

Yucno maueHToB ¢ cOObITHEM 80 49 0.58 (0.40, 0.83)
p=0.0024
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Tabmuma 7. O630p maHHBIX aHAIU30B A()(PEKTUBHOCTU _CO cﬁﬁﬂ}}éﬁ{ﬁ&%@ﬂ EII;UEA_}I[';I;'T I\_Cl—iﬁ“ll'/l

DCarbH B pamkax uccnenoBanust BCIRG 006

IMapamerp AC—D DCarbH OTHolIEeHNe PUCKOB
(n=1073) (n=1074) B CPaBHEHHH C
AC—D

(95% JAN)

BeokuBaeMocTh 03 MPHU3HAKOB

3a0oneBaHus

Yuco MalMeHToB ¢ COOBITHEM 195 145 0.67 (0.54, 0.83)
p=0.0003

OTnaieHHBIN PEeUINB

YuCIIo MalMenToB ¢ COOBITHEM 144 103 0.65 (0.50, 0.84)
p=0.0008

JleranbHsrii ucxof (coobitre OB)

YmCII0 MalHenToB ¢ COOBITHEM 80 56 0.66 (0.47, 0.93)
p=0.0182

B wuccnenoBannn BCIRG 006 no nepBuuyHOil kKoHeuHOU Touke, BBII3, oTHOmeHue puckos
TPAHCIUTEPUPYETCS] B A0COIIOTHBIN TOJIOKHUTEIBHBIA A(P(PEKT B OTHOIICHUH MOKAa3aTeNs 3-JIeTHEH
BBDKMBAEMOCTH 0e€3 MpH3HAKOB 3aboseBanus, Ha 5.8% (86.7% B cpaBHenuu ¢ 80.9%) Bbiiie B
nosb3y rpynnsl AC—DH (Iepuentun) u Ha 4.6% (85.5% B cpaBaenuu ¢ 80.9%) B 103y TPYIIIIBI
DCarbH (I'epuentun) B cpaBHeHu# co cxemoit AC—D.

B wuccnenoanuu BCIRG 006 y 213/1075 manumento B rpymme DCarbH (TCH), y 221/1074
nanuedtoB B rpymine AC—»DH (AC—TH) u y 217/1073 namuentoB B rpynne AC—D (AC—T))
nokasatesb olmiero coctostHusi mo mkane Kapuosckoro cocrasmin <90 (80 wnu 90). B nannoit
MOATPYIIE TMAIMeHTOB TMONOXKUTENbHOrO Hddekra mo mnokazateno BBII3 He nHabmromamoch
(otHomenue puckoB = 1.16; 95% M [0.73-1.83] ansa cxembr DCarbH (TCH) B cpaBHeHHH cO
cxemoit AC—»D (AC—T); orHomenue puckos= 0.97; 95% AU [0.60-1.55] nus cxembr AC—DH
(AC—TH) B cpaBHenuu co cxemoit AC—D).

JIONOTHUTENBHO OBbLIT BBIOJHEH PETPOCHEKTHBHBIN MOMCKOBBIM aHalW3 Ha MacCuBax JaHHBIX,
MIOJIyYEHHBIX B XojAe oObenuHeHHoro aHanuza (OA) kinumHudeckux wuccienoBanuii NSABP B-
31/NCCTG N9831* m BCIRGO006, roe Obuim oObemuHeHbl coObiTHst BBII3 u  sBiacHus
CHMITTOMAaTHYECKUX HapyIIeHui GpyHKIun cep/a. Pe3ynpraTel anannsa npuBeeHb B Ta0uIe 8.

Tabmuua 8. Pe3ynbTaThl peTpOCNEKTHBHOTO MOWCKOBOTO aHalN3a, BBIMOJIHEHHOIO B XOJ€
00BEIMHEHHOI0 a”Hain3a MaHHbBIX kanHndeckux uccienoBannii NSABP B-31/NCCTG N9831* u
BCIRGO006, rne Obimn oO0benuHeHsl coobiTus BBII3 1 sBieHus cUMNTOMaTHYECKUX HapylIeHUH
¢GbyHKIMHU cepana

Cxema AC—»PH AC—DH DCarbH
(B cCpaBHEHHH €O (B cpaBHEHHH €O (B cpaBHEHHH €O
cxemoii ¢c AC—P) cxemoii AC—D) cxemoii AC—D)
(NSABP B-31mn (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
[TepBruHBIH aHanum3
3¢ (HEeKTUBHOCTH 0.48 0.61 0.67
BBII3 OtHolieHue pruckoB (0.39, 0.59) (0.49,0.77) (0.54, 0.83)
(95% JAN) p<0.0001 p<0.0001 p=0.0003
3HaueHue p
[annbie aHaIM3a
a¢hekTUBHOCTH 32  TIEPHUOJ
JUINTEIBHOTO  IOCJIEAYIOIIETO 0.61 0.72 0.77
HaOmromeHus* * (0.54, 0.69) (0.61, 0.85) (0.65, 0.90)
BBII3 OTHOLIEHHE PUCKOB p<0.0001 p<0.0001 p=0.0011
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(95% JIN) (ACOCAEQOBATEREBROCTE0012)
3HaveHme p

annbie PETPOCTIEKTUBHOTO

MTOMCKOBOTO aHanm3a c

cooprTussmu BBII3 u sBnenmsaMu

CHUMITTOMATHYECKUX HapyIICHUN 0.67 0.77 0.77
(byHKIHU cep/ara (0.60, 0.75) (0.66, 0.90) (0.66, 0.90)
HonrocpouHoe  mociexyoiiee

HaOmoeHne™ *

OTHOIIICHHS PUCKOB

(95% JAN)

“ Ha MOMEHT NpOBefieHHsl OKOHuaTeNnbHOro anammsa BBII3. Meauana NpoaoJDKUTENBHOCTH TIEPUOJA HAONIONEHUS
cocraBuia 1.8 et y naumenTtoB rpynnsl AC—P u 2.0 roga y nanuentoB rpynmnst AC—PH

" MeauaHa NpoJOJDKUTENBHOCTH JIOJIIOCPOYHOrO MEPHO/a HAOJIONEHUs MO PE3yJbTaTaM OObEMHEHHOTO aHajlu3a
JMAHHBIX KJIMHUYECKHUX MCCleqoBanuil coctaBmia 8.3 yiet (quanason: 0.1-12.1) B rpynne AC—PH u 7.9 net (auana3oH:
0.0-12.2) B rpymne AC—P. Menuana NpOAOIIKUTENBHOCTH JIOJITOCPOYHOIO IepHoJia HaOJIONEHHs- B paMKax
uccaenosanuss BCIRG 006 cocraBmia 10.3 ner u B rpynne AC—D (amanazon: 0.0-12.6), u B rpymne DCarbH
(muamason: 0.0-13.1); B rpynmie AC—DH ona coctasuna 10.4 net (muamason: 0.0-12.7).

Pannue cmaouu PMIK (pesrcum Heoadvioganmuou-a0vio8anmuou mepanuu)

B Hacrosimiee Bpemst pe3ynbTaThl cpaBHEeHUs 3G (GEKTUBHOCTH MPUMEHEHUs npenapara ['eprentus u
XUMHUOTEPANMKA B aTBIOBAHTHOM PEXKHUME M €ro MPUMEHEHHs HEO0abIOBAHTHOM-aIbIOBAHTHOM
pEXHUME OTCYTCTBYIOT.

B pexume HeoalbIOBAaHTHON-aIbIOBAHTHOM Tepanmuu ObLIO MPOBEIAEHO MHOTOLIEHTPOBOE
paHIOMU3MpOBaHHOE uccienoBanne MO16432, paspaboTaHHOE AN HM3YYCHMS KIMHUYECKOM
3¢ (HEeKTUBHOCTH OJHOBPEMEHHOTO NpPHMEHEHHUs Tmpenapara ['epuenTyH M HEOaqbIOBAaHTHOM
XMMHOTEPANNHY, BKIHOYAMOIIEH aHTPALMKIMH M TakCaH, ¢ IMOCIEAYIOLIEH Tepanued mpenaparom
I'epuenTuH B abIOBAaHTHOM pEKUME 00IIel MPOAOKUTENbHOCTRIO 1 rof. B uccrnenoBanue O6bu1m
BKJIFOYEHBI MAllMEHTHl, Y KOTOPBHIX ObLIa BIEPBbIE JUArHOCTUPOBAHA MECTHO-PACIpPOCTpaHEHHas
(cramus 1II) wnmu BocmanutensbHass (opma pPMIK. Ilanmumentst ¢ HER2+ onyxomsimu Obuin
PaHIOMU3UPOBAHBI JIMOO0 B TPy MOIYYEHUs HEOAbIOBAHTHON XMMHOTEpanuy B KOMOMHALIUY C
HE0a/IbIOBAHTHOM-aIbIOBAaHTHOM Tepanueil nmpenaparoM ['epuentuH, au00 B TpyIiy MNOJyYeHUs
TOJIBKO HE0AIbIOBAHTHON XUMHUOTEPAIINH.

B wuccnegoBanmu MO16432 mnpemapatr Iepuentun (Harpy3ouHas jo3a 8 MI/Kr, Jajnee
nojajepKuBaromas no3a 6 MI/Kr Kaxaple 3 HeAenu) MNpuMeHsuii BMmecte ¢ 10 mukimamu
HEO0abIOBAHTHOW XUMHUOTEPAITUH CIIEIYIOIINM 00pa3oM:

- JI0KCOpyOHIHMH B 103e 60 Mr/mM? u makaurakcen 150 mr/m? mpuMeHsUIM OfMH pas B 3 HejlenH Ha
MPOTSHKEHUH 3 IIUKIIOB.

Jlanee neyeHue NpOBOJUIM MO CIAEAYIOIIEH cxeMe:
- MaKIMTaKcen B 103e 175 Mr/m? oquH pa3 B 3 HeJeIM Ha MPOTSKEHUH 4 IUKJIOB.
Jlanee neyeHue NpOBOJUIM MO CIAEAYIOIIEH cxeme:

- nukiopochamua, merorpekcar u gropypammit (CMF) B 1-if u 8-if JeHb 1TUKIIA KaXIble 4 HEIeTH
Ha IPOTSHKEHUU 3 LIUKIIOB.

llanee IMOCJIC OIICPATHUBHOT'O BMEIIATCIILCTBA:

- HOOHNOJHHUTCIBHBIC IMUKJIBI TCpallkuu MperapaToM repHeHTI/IH B aABbIOBAHTHOM PCKHUMC
(TIpOIOIKUTETHHOCTD JISUCHUS — 1 TOx).
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npencTaBicHsl B Tabnuie 9. Menuana MpONOJDKUTENBHOCTH TepHoAa HAOMIOAEHUS B TPYIIIEe
npenapara ['epuentuH cocraBuia 3.8 roja.

Tabmuma 9. PedynbraTe! onieHku 3 pextuBHOCTH B UccienoBannun MO16432

ITapamerp Xumunorepanus + ToJubko
I'epuentun XHMHOTEPaNus
(n=115) (n=116)
beccoObITHIiHAs BBDKHBACMOCTb OTHoIIEHHE PUCKOB
(95% AN)
YwCIIo MalienToB ¢ COOBITHEM 46 59 0.65 (0.44, 0.96)
p=0.0275
OOmMi MaTOJOrMYECKUM  ITOJIHBIN 40% 20.7% P=0.0014
otBet* (95% JAN) (31.0, 49.6) (13.7,29.2)
OO0mas BBDKUBaEMOCTh OTHOILIEHHE PUCKOB
(95% AN)
Yucio maueHToB ¢ COObITHEM 22 33 0.59 (0.35, 1.02)
p=0.0555

* OnpenensieTcss Kak OTCYTCTBHE OCTaTOYHOW MHBA3MBHOM OIMYyXOJIM KaK B MOJIOYHOI! jkene3e, Tak M B [TOJMBIIIEYHBIX
TIM(ATHICCKHAX Y3IIaX

AOCONIOTHBIN TIOJIOKHUTEIBHBIA 3(PGEKT B OTHONIEHWH ITOKa3aTens 3-JIeTHeW O0eccoOBITUIMHON
BbDKMBaeMOCTH Obl1 Ha 13% Bbllie B monb3y rpynmnsl jedeHus npenapatoMm I'epuentun (65% B
cpaBHeHUU ¢ 52%).

Memacmamuueckuil pax scenyoka

B pamkax paHgoMusupoBaHHOro OTKpbiToro wuccienosanus III ¢aser ToGA (BO18255)
IIpUMEHEHUeE MpenapaTa [ epuentuH B KOMOMHAIMY ¢ XMMHOTEPANUeN UCCIIEI0BAJIOCh B CPAaBHEHUU
C IPUMEHEHUEM TOJIBKO XUMUOTEPAIIHUH.

XUMHOTEpANHIO IPOBOANIIN IO CIEAYIOLIEH cXeMe:

- kanerurabun — 1000 mr/m? BHYTpPb JIBa pa3a B CyTKH B TeueHue 14 nHel kaxnaple 3 Heoenu Ha
MPOTsKEHUH 6 IIUKIOB (C Beuepa 1-ro 1H4 10 yTpa 15-T0 1HA Ka)KI0ro LKKJIIA)

50044

- b-dTopypanun BHyTpHBEHHO — BBOAMIM B j03e 800 Mr/M%CyTkM B BuIE IITHTEIBHOI
BHYTPUBEHHON MHQY3UHM 5 THEH MoApsia Kaxkabple 3 Helenau Ha NpoTsbkeHuu 6 nukiioB (¢ 1-ro mo
5-i JIeHb KaXKJIOTO ITUKJIA).

B KOM6I/IHaIII/II/I C KaXXJIbIM U3 HUX BBOJIUJIICA:

- IMCIUIATHH — BBOIMIM B 103€ 80 MI/M? KaXKIble 3 HEIEIH Ha MPOTSHKEHUH 6 IUKIIOB B 1-11 1eHb
Ka)KIIOTO IIAKIIA.

PesynbraTsl oieHKH 3()(HEKTHBHOCTH, MOJTyUeHHBIE B X0I¢ ucciieaoBanus BO18225, npencraBieHs
B Tabimmue 10.

Ta6muua 10. Pezynbrats! onieHkH 3¢ (hekTuBHOCTH B uccienoBanun BO18225

IMapametp FP FP+H OP (95% JAN) 3HaveHue p
N=290 N=294

OOmast  BBDKMBAEMOCTHb,  MeJuaHa 11.1 13.8 0.74 (0.60-0.91) 0.0046
(Mecsiipn)
BroxnBaeMocTsb oe3 55 6.7 0.71 (0.59-0.85) 0.0002
HPOrPECCUPOBaHHs, MeIMaHa (MecCsIbl)
Bpewms 10 MIPOrPECCUPOBAHUS 5.6 7.1 0.70 (0.58-0.85) 0.0003
3a00eBaHms, MearaHa (MECSIIbI)
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YacroTa o0miero orsera, % 34.5% 47.3% ''1--1 70192 D-38F " JC 0?06&%‘::'
JUIMTeNbHOCTS  OTBeTa,  MeAMaHa 4.8 6.9 0.54 (0.40-0.73) <0.0001
(MecsIIBI)

FP + H: ®ToprmpumMunys/nuciiaTae + Iepuentux
FP: ®ropriupuMuanH/IUCIIIaTHH
& OTHOIICHNE IIaHCOB

B uccnenoBanue ObUM BKIIIOUEHBI MAIMEHTHI, KOTOPbIE paHee He MPOXOAUIIH JICYCHHUSI 110 TIOBOY
HER2-nonoxxurenpHON HeomnepadenbHOW MECTHO-PACIIPOCTPAHCHHONW WIIM  PELUIUBUPYIOMIEH
W/WJIM METAaCTaTHYECKON a/IeHOKapPIIMHOMBI JKEIyAKa WM MUIIEeBOJIHO-KEIYA0YHOIO Nepexoia, He
nojaronieiicss paaukanbHoil Tepanuu. llepBuuHoil koHeuHOM TOUKOHM siBismack OB, KoTOpyro
OTIpEeEIISIN, KaK BpeMsl OT J1aThl PaHIOMM3AIMH 10 JaThl JIETAIBHOTO UCXO0/a IO JIF000H MpUYKHE.
Ha moment ananuza ymepso 349 panaoMu3upoBaHHbIX HanueHToB: 182 maumenra (62.8%) B
KOHTposbHOU Trpynne u 167 (56.8%) B rpynmne Tepanuu. BoibIIMHCTBO CMEPTEIBHBIX HCXOIOB
OBUTH CBSI3aHBI CO 3JIOKAYECTBCHHBIM HOBOOOpPA30BaHUEM.

JlaHHBIE PETPOCIEKTUBHOIO aHajM3a B MOATPYIIAX MOKA3bIBAIOT, YTO MOJOKUTENbHBIN 3 ekt
JedeHus] HaOMIoNaics MpH JICYEHUH oOIyXxolieil ¢ Oosee BbicokuM ypoBHem Oenka HER2 (MI'X
2+/FISH+ nmn UI'X 3+). Menuana oOrmieil BBDKMBaeMOCTH B rpyiie ¢ runepakcipeccueir HER2
cocraBuna 11.8 mecsnes B cpaBHeHuu ¢ 16 mecsmamu, OP = 0,65 (95% JIW1: 0.51-0.83), a menuana
BBDKMBAEMOCTH 0€3 IporpeccupoBaHus 3a00JeBaHUs COCTaBHUiIa 5.5 MecsieB B cpaBHeHHU ¢ 7.6
Mecsmamu, OP = 0.64 (95% JW: 0.51-0.79) nnsa FP B cpaBHenun ¢ komOunammeirn FP + H
cootBeTcTBeHHO. OP 1151 0011eit BekuBaemoctu coctaBuio 0.75 (95% AU: 0.51-1.11) B rpynme
NI'X 2+/FISH+, a B rpynne UT'X 3+/FISH+ OP cocrasuio 0.58 (95% JU: 0.41-0.81).

[TouckoBbIll aHaIU3 B NOATrpYMNINax, BHIIOJHEHHBIN B paMkax uccienoBanus TOGA (BO18255), ne
BBISIBHJI SIBHOTO TOJIOKUTENIBHOTO 3(deKTa Mo TMoKa3aTedaro oOuied BbDKUBAEMOCTH IIpU
nobapiieHnn Tmpermapara [eprenTuH y mnanuMeHToB ¢ mokaszatenem mo mkaie ECOG= 2 Ha
ucxogaom ypoHe [OP = 0.96 (95% JAU: 0.51-1.79)], memsmepumeim [OP = 1.78 (95% JAU:
0.87-3.66)] u MecTHO-pactpocTpaHeHHbIM 3a00neBanuem [OP 1.20 (95% IU: 0.29-4.97)].

MIMMYHOTr€HHOCTD

B uccnenoBanuy HeoaabIOBAaHTHON-aIbIOBAHTHOM Tepamuu paHHux craauii PMOK (BO22227) c
MeIuaHoi nocneaytoiero Haomoaenus >70 mecsuer y 10.1% (30/296) nmarmeHTOB, MOTyYaBIIAX
npenapar ['epuenTHH BHYTpUBEHHO, MOSBMJIMCH aHTHTENAa K TpacTy3ymaly. Heltpanusyromue
aHTUTENa K TpacTy3ymaly OBbLIM BBISBIECHBI 110 CPAaBHEHUIO C HCXOJHBIM ypoBHeM y 2 u3 30
NaIMEeHTOB, NOTYYaBIIUX Mpenapat [ epluenTuH /Ui BHyTPUBEHHOTO BBEICHMUS.

Kinanueckas 3Ha4UMMOCTB ATUX AHTUTEJ HEM3BECTHA. JlaHHBIE aHTUTENA HE OKA3bIBAJIM BIMSHUS Ha
(hapMakOKMHETUKY, (DPEKTUBHOCTD (OMpEAeIsIeMyl0 O TIOJHOMY MaTOJOTHYECKOMY OTBETY M
BBDKMBAEMOCTH 0e€3 coObITHH) M 0e30macHOCTh (OMpeAensieMyr MO 4YacToTe HH(Y3MOHHBIX
peakmuii) nmpemnapata ['eprienTuH Mpu BHyTPUBEHHOM BBEJCHUH.

JlaHHBIE IO UMMYHOTE@HHOCTH NP NPUMEHEHHUH Tpernaparta ['epuenTiH Uit JeUeHs paka xKelyIKa
OTCYTCTBYIOT.

5.2. ®apMakoKMHeTHYEeCKHe CBOICTBA

dapMakOKMHETHKAa  TpacTy3ymaba  OlleHMBaJacb  Ha  OCHOBaHMM  TOMYJISLMOHHOTO
(apMaKOKMHETUYECKOTO aHalIW3a HAa OCHOBAaHMM OOBEIMHEHHBIX JaHHBIX, MOJTY4YEeHHBIX y 1582
cyonbexToB u3 18 uccnenoBanuit ¢asel |, 1l u Ill, xoTopeie momyvanu npemnapar I'epuentuH Bo
BHYTPUBEHHOM JjekapcTBeHHOM ¢opme. Ilpoduns KoHIEHTpauus — BpeMs TpacTy3ymada Obul
ONUCaH C IOMOILNBIO JBYXKAMEPHOW MOJENHM C MapajljIebHbIM JIMHEHHBIM M HEIMHEHHBIM
BBIBEJICHUEM H3 IIEHTPaIbHOM KaMmepsl. brarogaps HEJIMHEMHOMY BBIBEJEHUIO YMEHbILIECHUE
KOHIIEHTPALlMH IperapaTta CopoOBOXKIAIOCh YBEIMUEHHEM 00Iero kiupeHca. JInHelHbli knupeHe
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) r_1 OTYETY

nanueHToB ¢ MP)K. 3HaueHus HenMHEHHBIX IapaMeTpoB BBIBEAEHHUS 0 Mojaenu Muxalsmiuca-
MenteH coctaBmin 8.81 MI/neHp 111 MaKCUMAJIBHOW CKOPOCTH BbIBeIeHUS (Vmax) 1 8.92 mr/m st
KoHCTaHThl Muxasmca-Menten (Km). O0beM pacnpeneneHuss B ICHTPATBHON KaMepe COCTABHII
2.62 n y nanmentoB ¢ PMXX u 3.63 n y nauuentoB ¢ MPXK.

PaccunTaHHbIE C OMOIIBIO HOMYJISIMOHHOTO aHANN3a 3HAUEHUs DKCIO3ULHUH Tpenaparta (57 — 957
MEpUEeHTUIN) W 3HadeHHus (HapMaKOKMHETHUYECKUX MapaMeTpoB MpU KIMHUYECKH 3HAUYUMBIX
KOHIIEHTpanusax (MakcumanbHass KoHUEHTpanus (Cmax) 1 MuHHManbHas KOHIEHTpaus (Cmin)) y
nanueHToB ¢ PMXX u mMPXX npu npumeHeHuun mnpemnapara €XKEHEACIbHO U KaXKIble 3 HeIelu
npencrasicHsl B Tabnumax 11 (B mukiie 1) u 12 (B paBHOBECHOM COCTOSTHUM).

Tabnuna 11. PaccuuTanHble 3HAYEHUS MOMYJSIMOHHBIX (apMaKOKHMHETUYECKUX IIOKa3aTesen

SKCIO3MIIMU B 1IMKJIE | Npu BHYTPUBEHHOM BBeleHMH y mamuentoB ¢ PMOK m MPXK (5% — 957
TIePIEHTHIIH )
Pexum N - YUCJI0 Cmin Cmax AUC
Tun onyxoJun
JI03UPOBaHUSA MalUeHTOB (MKr/MJ1) (MKr/MJ1) (MKT.J1eHb/MJ1)
/K MPMXK/pannune 1195 29.4 178 1373
6ur/xr 1 pas B cragun PMOK (5.8-59.5) (117-291) (736-2245)
3 Hexenn MPXK 274 23.1 132 1109
(6.1-50.3) (84.2-225) (588-1938)
4mr/KT + MPMX/pannue 1195 37.7 88.3 1066
2mr/kr 1 pa3 B cragun PMX (12.3-70.9) (58-144) (586-1754)
HEJIEIIO
Tabmuma 12. PaccuwTaHHbIE 3HAYCHHS MOMYJBSIIHOHHBIX (DapMaKOKMHETHYECKHX ITOKa3aTelei

OKCIIO3UIIMKM B PABHOBCCHOM COCTOSAHHUHU I PCIKUMOB AO3UPOBAHUA IIpCIIapara repHeHTI/IH IIpu

BHYTPHBEHHOM BBejleHMH y nanuenTos ¢ PMOK u MPIK (57 —

95" nepuenTunM)

Bpewms Jnana3zon
o 3HAYEHU I
N - JTOCTHIKE of1mero
Pexxum Tun AUC;; HHS
4HCI0 Chinss Cmaxss KJIHpeHca B
A03MPOBa | OIMYXOJI (MKT.leHb/M | paBHOBeC
namue (MKr/™Mi1) (MKr/™Mi) PaBHOBECH
HUSA " a) HOT'0
HTOB oM
COCTOSTHH
COCTOSIHMH
§ (a1/neHnb)
(Hemenn)
MPMX/ | 1195 474 179 1794 12 0.173-0.283
8Mr/kr + | paHHHE (5-115) (107-309) (673-3618)
6Mr/kr 1 CTaJInH
pa3 B3 PMX
HENEIN MPK 274 32.9 131 1338 9 0.189-0.337
(6.1-88.9) (72.5-251) (557-2875)
4mr/xr + | MPMOK/ | 1195 66.1 109 1765 12 0.201-0.244
2mr/kr 1 | panHme (14.9-142) (51.0-209) (647-3578)
pa3 B CTaiuu
HEJIEI0 PMX

OTMBIBOYHBIM niepro (Washout period)

OTMBIBOYHBIH TIEpUOA TpacTy3yMada TIOCiIe BHYTPHUBEHHOT'O BBEIEHHUS KAXKIYIO HEIENI0 WIN
KOKJble TpU HEJACIH OIEHUBAICA C TIOMOINBIO TOMYJISIIMOHHOTO (PapMaKOKUHETHYECKOTO
monenupoBanus. [1o kpaitueit Mepe, y 95% mnanueHToB KOHIIEHTpAIUs TpacTy3yMada B CHIBOPOTKE
KpPOBH JIOCTHTaeT 3Ha4eHUsI <1 MKI/MJ (4TO cocTaBiisgeT okoyio 3% OT pacCUMTaHHOM MUHHUMaIbHON
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MCCAILCB IOCJIC IIpUcMa MOCJIEIHEH J035I.

HupKyIMpYIOMKN «CAYIMBAOIIMNCI) BHEKIETOUHBIN noMeH penentopa HER2 (HER2-ECD)

Pe3ynbraThl IOMCKOBOTO aHAIM3a KOBApHAT HA OCHOBAHWU MH(OPMAILIMU B MOATPYIIAX MaUEHTOB
MO3BOJISIIOT TPEIONaraTth, YTO y MAIMEHTOB C BBICOKOW KOHIEHTpPAIMEH «CIIyIIHBAIOLIETOCS)
peuentopa HER2-ECD B mutasme KpoBH HETMHEHHBIH KIMPEHC TpacTy3yMabda Boliie (0ojee HU3KUi
nokasarenab Km, P <0.001).

Habmonanace KOppemsiiusi Mexay «CIyHIMBAIOIIUMCS C KIETKH QHTHUT€HOM W aKTHBHOCTBHIO
CBIBOPOTOYHOM TiyTamar okcajoarneraT TpancamuHasel (CI'OT)/ acmapraTamuHOTpaHchepasbl
(ACT); BO3IEHCTBHE «CITYIIMBAIOUIETOCA» C KJIETKM AHTUIE€HAa Ha KIUPEHC MOXXET YacTUYHO
00bsicHAThC akTuBHOCTRIO CITOT/ACT.

Hcxonubpie KoHUEHTpanmu «ciymuBatonierocs» HER2-ECD, nabmiogaBmimecs y TalnueHTOB C
METACTaTMYECKUM PAKOM JKelyjAKa, OBbUIM CONOCTaBMMbI C TAaKOBBIMU Y TMalMEHTOB C
METaCTaTUYECKUM U paHHUM pPaKOM MOJIOYHOM IKejie3bl; SIBHOIO BIUSHUS Ha KIUPEHC
TpacTy3yMada He OTMEYaoCh.

Oco0ble rpynIbl MalUueHTOB

Toueunas neoocmamounocme

[TonpoOHble (apMaKOKMHETUUYECKHUE UCCIIEIOBAHUS y MALMUEHTOB C MOYEYHON HEJ0CTaTOYHOCTHIO
He npoBoawINCh. [lo MaHHBIM MOMYJSLMOHHOIO (apMaKOKMHETHYECKOIO aHallM3a I0YeqHast
HEI0CTaTOYHOCTh HE BIMACT HA paclpeesieHie TpacTy3yMaoa.

Ileyenounas neoocmamounocms

[TogpoGHBIE  (QapMaKOKMHETHUYECKHME  HWCCIIENOBAHMS Yy  MAIMEHTOB € TNEYCHOYHOU
HEJIOCTaTOYHOCTHIO HE MMPOBOAUIIHUCE.

ﬂut;a nooaicusioco so3pacma

ITonpoOHble (hapMaKOKMHETHUECKHE HCCIEAOBAaHUS y MAlMEHTOB TMOXHWIOTO BO3pacTa He
poBOAMIINCE. Bo3pacT He BIMsET Ha pacnpeielieHne TpacTyzymada (cm. pasaen 4.2).

5.3. JlaHHbIe TOKJIHHUYECKOH 0e30MaCHOCTH

He 6p110 00HapYyX€HO A0KA3aTENbCTB OCTPON TOKCUYHOCTU WM TOKCHUYHOCTH MPU MHOTOKPATHOM
BBEJICHUM B HCCIEAOBAHUSAX MPOJODKUTEIBHOCTRIO BIUIOTH J10 6 MecsleB, a Takke
PENpOyKTUBHOM TOKCHYHOCTH B HCCIIEIOBAHUAX TEPATOTEHHOCTH, (EPTHIBHOCTH Y CaMOK WM
MO3JHEH TeCTAllMOHHONW TOKCUYHOCTH/TIEpeHoca depe3 IutaneHTy. [Ipemapar [epuentuH He
SIBJISIETCS] TEHOTOKCUYHBIM. VcciiemoBanue Tperaiosbl, OCHOBHOTO BCIIOMOTATEIFHOTO BEIIECTBA, HE
BBISIBUJIO KaKOW-THO0 TOKCHYHOCTH.

JIOJITOCPOYHBIX HCCIICIOBAHMN U YCTAHOBJEHHUS KAHIIEPOT€HHOTO ITOTEHIHANA Ipernapara
I'epuenTuH UM Ui ONpeieIeHus BIUSHUS Ha (EpTUIBHOCTh CaMIIOB HE IPOBOIMIIOCH.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeueHb BcioMoOraTeIbHbIX BelleCTB

L-ructuanHa ruapoxXiaopu
L-ructuanu
OL,0L-TPETanI03bl TUTUAPAT
[Tonmucop6at 20
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(MOCNEOCBATENEHDCTE 0012)

6.2. HecoBMecTUMOCTH

[Ipemapar ['eprientiH HecoBMecTUM ¢ 5% pacTBOPOM JIEKCTPO3BI M3-32 BOSMOXKHOCTH arperaruu
Oelka.

JlaHHBIN JIEKapCTBEHHBIM IpenapaT HE CIEAYeT CMEHMBaTb C JPYIMMH JIEKAPCTBEHHBIMU
IpenapaTamy, 3a HCKJIIOUYEHUEM YIIOMSHYTBIX B paszaene 6.6.

6.3. Cpok roaHocTu (CPOK XpaHeHus)

HeBckpoITHI (haakoH

4 rona.

KonnenTpar (BOCCT&HOBJ’ICHHHI\/’I DaCTBOD)

PactBop mpemapara ['epuentuH Qu3MYecKH W XHUMHYECKH CTaOWJICH B TedeHHe 24 9 TIpH
temneparype 2-8 °C mociie pacTBOPEHHUSI CTEPUIIbHOM BOIOH [T HHBEKIINH.

B uckiIrounTenpHBIX CIy4asX KOHIIEHTPAT MOCie BOCCTAHOBICHUS THO(HUIN3aTa MOXKET XPAHUTHCS
He Oonee 24 u mpu Ttemmeparype 2-8 °C, ecnm BOCCTaHOBJIICHHE TUO(HIN3AaTa MPOXOIUIO B
KOHTPOJIMPOBAHHBIX M BAIUIUPOBAHHBIX aCENTHUECKUX ycToBHsX. [Ipu 3TOM 3a ycroBusi XpaHEHUS
(mpaBuja XpaHEHUS U MPOJOJDKUTEIBHOCTb) OTBEYAET CHELMAIUCT, BOCCTAHABIIMBAIOIINN
TroduIn3ar.

KOHHCHTpaT HCJIb3d 3aMOPaKHMBATD.

PactBop juts uady3ui

B HCKITIOYUTENBHBIX CITyYasx MPUTOTOBICHHBIN pacTBOP ISl MHPY3UH MOXKET XPaHUTHCS HE Ooee
24 4 npu temnepatype 2-8 °C, ecinu pacTBopeHue JIMopuiIn3aTa U MPUTOTOBIEHHE pacTBOpa s
MH(QY3UU MPOUCXOWIO B KOHTPOJIMPOBAHHBIX M BAJIMJIMPOBAHHBIX aCENTHYECKUX ycioBusx. [lpu
3TOM 3a YCJOBHS XpaHEHHs (IpaBUiIa XPaHEHHUS U MPOAOIDKUTEIBHOCTb) OTBEYAET CHEIMAJIMCT,
TOTOBMBIIIMI pacTBOP.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

Xpanuts npu tremmneparype 2-8 °C.
VYcnoBust XpaHeHHs TOCJIE€ BOCCTAaHOBJIEHUS M pa3BEIEHUS JICKapCTBEHHOI'O IpernapaTra CM. B
paznene 6.3.

6.5. XapakTep U cojep:KaHHe YIAKOBKH

ITo 150 Mr Tpacty3ymaba BO (pyiakOHBI, M3TOTOBJICHHBIC U3 OECIIBETHOTO CTEKJIA THAPOIUTHIECKOTO
knacca |, ykynopeHHsle mpoOkamMu U3 OyTHUIIKAy4dyKa, 3aKPHIThIC ATFOMHUHHEBBIMU KOJIMAYKaMU U
II1aCTMAaCCOBBIMH  KPBIIIKaMMU. IIo 1 (l)J'IaKOHy BMECTEC C JIMCTKOM-BKJIAAbIIIIEM IIOMCHIAKOT B
KapToHHYIO0 Madky. C IeNbI0 KOHTPOJS MEpPBOTO BCKPBHITUS HA TAYKy HAHOCHUTCS 3alllMTHAs
rojorpaduueckas HakJeka.

6.6. OcoObie Mepbl MPEIOCTOPOKHOCTH NMPH YTHIU3ALMH UCNOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WM OTX0J0B, NOJYYEHHBIX IOc/e NMPUMeHEeHHs JeKAPCTBEHHOro mnpenapara, u
Apyrue MAHUMYJISIKHU € PenapaTom

®naxoH co 150 Mr npenapaTta UCIOJIB3yETCs TOJIBKO OJTHOKPATHO.

CrepwibHas BoJa JUIsl MHBEKLUUH (HE BXOAWT B KOMIUIEKT ¢ mpemnaparom ['epuentun 150 mr),
HCIIONB3YIOMAsCS NIl PACTBOPEHUs cofepkumoro ¢akoHa co 150 mr mpenapara ['epuentuH, He
COZIEPKUT OCH3UIIOBBII CITUPT.
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[ToaroroBka npemnapara K BBEICHHUIO JOJKHA IPOBOJUTHCS B ACENITUUECKUX YCIOBHSIX.
Huempyxkyus no npuecomosnenuio KOHyeHmpama (80CCmano8ieHH020 pacmeopa)

Conepxxumoe ¢uiakona co 150 mr mpenapara I'epuenTiH pacTBOPSIOT B 7.2 MJI CTEPHILHON BOJIBI
JUIA UHBEKIHAH.

Bo Bpemst pacTBopeHus ciemyeT akKypaTHO oOpamiaThes ¢ mpernapaToM. IIpu pacTBopeHun ciienyer
u30eraTb M30BITOYHOTO NEHOOOPA30BaHMs, MOCICAHEE MOXET 3aTPyIHHTh HA0Op HY)XHOH 03B
npemnapara u3 (aakona.

1. CTeprJIbHBIM HIIPHUIIEM MEIJEHHO BBECTH 7.2 MJI CTEPHIIBHOM BOJIBI JIJII MHBEKIMHA BO (DJIaKOH
co 150 mr npenapara ['eprienTuH, HaIpaBJIsist CTPYIO KUAKOCTH MPSIMO HA IMOPUITH3AT.

2. Jlas pacTBOpeHMsI AaKKypaTHO IOKadaTh (JIakoH BpallaTelbHbIMU JBWXKeHUsIMU. He
BCTPSIXUBATH!

ITpu pacTBOpeHHH Ipernapara HepelKo oOpaszyercs HeOOJbIIOe KOJMUECTBO NeHbl. Bo u3bexanue
3TOro HeoOXOJUMO JaTh PacTBOPY IOCTOSATh OKOJIO 5 MHUHYT. BoccTaHOBIEHHBIH pacTBOp —
Ipo3payHasl UM CJerka onajJecupyomas OecBeTHas MM CBETI0-XKEITOr0 IIBETA )KUKOCTb.

[IpurotoBnenue pactBopa Aiasi HHPY3UM CIEOYET OCYLIECTBISTh HEMOCPEACTBEHHO IOCIe
pacTBopeHus TuoduiIn3ara.

Huempyxkyus no npueomoenenuio pacmeopa 0nsi ungysuu
Omnpenenutb 06beM pacTBOpA:

- HeOOXOAMMBIH JUTst BBEIEHUS HATPY30YHOU J03bI TpacTy3ymada, paBHOM 4 MI/KI Macchl Tela, HiTu
MOJIIEP>KUBAIOLIEH J103bI, PABHOI 2 MI/KT, onpesessieTcs Mo cleaytonen popmye:

Macca Tea (Kr) X 103a (4 MI/Kr Harpy304Hast Win 2 MI/KT TIOJIeP/KHABAIOIIast)
O0BeM (MJT) = =-mmmmmmmmm oo e —mmmeee
21 (Mr/mMi1, KOHIIEHTPAIUS TPUTOTOBJICHHOTO PACTBOPA)

- HeOOXOAMMBIH JJIs1 BBE/ICHUS Harpy304HOM /103bI TpacTy3yMaba, paBHOM 8 MI/KI Macchl Tena, Uiu
MOJICP)KUBAIOIIEH /103bl, paBHOW 6 MI/KI' Kaxkable 3 Helenu, ompeiensercd Mo cleayrolei

dbopmyre:
Macca Tesia (Kr) X g03a (8 Mr/kr Harpy3o04Has Wi 6 MI/KT MoaAepKUBaroIast)

OOBEM (MIT) = =mmmmmm oo R ——-
21 (Mr/mi, KOHIIEHTpalKs IPUTOTOBICHHOTO PacTBOPA)

W3 ¢rnakoHa ¢ pacTBOPUBILIUMCS JHO(PHUIN3ATOM CleAyeT HabpaTb COOTBETCTBYIOLIMI 00beM,
UCIOJIb3Ysl CTEPHJIbHBIE UTTy M IINPHUI, U BBECTU ero B MH(Py3uoHHBIH makeT ¢ 250 mu 0.9%
pacTBopa HaTpus XJopuia. 3aTeM HH(Y3MOHHBIM MakeT CleAyeT OCTOPOXKHO IMEPEeBEPHYTh IS
NepeMeIIuBaHs pacTBopa, u30Oeras mneHooOpa3oBaHus. Ilepen BBeieHHEM pacTBOp CleqyeT
IIPOBEPUTH (BU3YaJIbHO) Ha MPEAMET OTCYTCTBUSA MEXAHUYECKUX ITPUMECEN U N3MEHEHUS OKPACKH.

PactBop 114 nH(y3uil BBOAAT cpa3y MOCIie ero NpUroToBICHHUS.

PaCTBOp Ipenapara FCpHeHTI/IH COBMECTUM C I/IH(I)y3I/IOHHLIMI/I nak€TaMu, H3TOTOBJICHHBIMU U3
IMOJIMBUHUJIXJIOpH A, ITOJUITHUIICHA U MTOJHITPOIUIICHA.

HWHCTPpYKIINY 10 YTUIW3AIMKM HEUCIIOIL30BAaHHOTO IIpenapara WK ¢ HCTEKIINM CPOKOM I'OJIHOCTH

[lonaganue 1eKapCcTBEHHOrO Ipernapara B OKPYXKAIOIIYyK Cpeay JODKHO OBITh CBEACHO K
MuHMMYMy. He cneagyer yTwim3upoBarh Ipenapar ¢ IIOMOLIBIO CTOYHBIX BOJ WM BMECTE C

32



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.11.2025 N= 27837

OBITOBBEIMH OTX0JaMu. 110 BO3MOKHOCTH HEOOXOIUMO ncnoﬁQG%ﬁé%ﬁ'ﬁaEEQﬁy 'cj'lzlrc-lT_e_Mfl,r }ﬂlllﬂ

YTUIIN3aluu JICKAPCTBCHHBIX ITPCIIapaToOB.

H606XOI[I/IMO CTpOro CO6J'IIO,Z[8,TB CIICAYIOIUE PEKOMCHAAIMWA 10 HMCIIOJB30BAHUIO W YTHIMU3AIUU
MIMPUICB U paCXOAHbIX MaTCPpHUAIIOB:

e Urnel n HIIpUIbI HEJIB3A UCIIOJIb30BATh IIOBTOPHO.

e lcrnonp30BaHHBIC WIVIBI W IINPUIBI MOMEMIAIOT B 3aAIIMIICHHBIA OT IMPOKOJIOB KOHTEHHEp
(eMKOCTB).

Becp octaBmmiicst gekapcTBEHHBIM IpenapaT U OTXOAbI CIEIyeT YHHYTOKUTb B COOTBETCTBUM C
YCTaHOBJICHHBIMH TPEeOOBAHUSMHU 3aKOHOJATENLCTBA TOCYJapCcTBAa - 4ieHa EBpa3uiickoro
HKOHOMHUECKOTO CO03a.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI
[Iserimapus
@. Xopdpmann-Jls Por JItx.

F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4058 Basel, Switzerland
tei./dakc: + 41 61 68 6880192

7.1. IIpeacTaBuTEIb A€prKATE/ISI PETHCTPAIMOHHOTO YA0CTOBEPEHUSI

IIperen3un norpeduTene HaupaBIATh 110 AAPECY:

Kuipevizckas Pecnybonuxa

Arentckuii opuc «®. Xopdpmann-Jls Pour JIta.»

720055, r. bumkek, yn. Axyn6aesa 127/1, 8 atax, ka6. 808
ten. +996 (312) 29 92 92

e-mail: cholpon.galieva@gmail.com

Poccutickas ®@eoepayus

AQO «Pom-MockBa»

107031, r. Mocksa, TpyOHas miomans, 1. 2, noMemnierune 1, stax 1, komHara 42
Ten. +7 (495) 229 29 99

e-mail: moscow.reception@roche.com

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YIOCTOBEPEHUS

JITT-Ne(003400)-(PT-RU)

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA
JlexapcTBeHHBIN MpenapaT OTHOCUTCS K KaTErOpUU OTITYCKa MO pelenTy.
OOmias xapakTepUCTHKa JIEKapCTBEHHOTO Mpenaparta l'eplenTuH IOCTyNHAa B €IUHOM peecTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3MiicKOro SKOHOMMYECKOTO COK3a M Ha

ouIuaILHOM cauTe YIIOJITHOMOYEHHOTO opraHa (3xcriepTHOM OpTaHU3AIIHH )
(https://lk.regmed.ru/Register/EAEU_SmPC).
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