[Tepexnan KOPOTKOI XapaKTEPUCTUKHA Mo PeecTpaniiiHoro nocBixyeHns
TiKapCchKOTo 3ac0o6y IepPKaBHOIO MOBOIO, Ne /A //yg 9L 0L/ 0L
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3asBHIKA 200 YIIOBHOBaXEHOI'0 HUM
npencrapanka (Peapkis K.J1.)

KopoTka xapakTepucTHKA JIIKaAPCbKOT0 32¢00y

[leit nikapchKuii 3aci6 migyiarae 10IaTKOBOMY KOHTPOMO. Lle MO3BONUTE IIBUAKO iNEHTHU(IKYBATH HOBY
inpopmauito mpo Gesnexy. MeauYHHK IMPALBHHKIB MPOCATH MOBIIOMIIATH Npo Oynb-faKi MiZ03proBaHi
no6iuni peakuii. /IuBiThes po3ain 4.8 111010 TOro, K MOBIJOMIIATH IIPo MOGIYHI peakiii

1. HA3BA JIIKAPCBKOT O 3ACOBY

Origpi 150 Mr nOpoImIOK A1 KOHLEHTPATY U1 PO3UMHY i 1HPY31H
Oriepi 420 Mr nopoIIoK AJIsl KOHUEHTPATY U1 PO3YMHY 11s 1HY3iH
2. SIKICHUM 1 KIbKICHHAM CKJIAJT

Oriepi 150 Mr mopouIok i1 KOHLUEHTPATY /18 PO3YHHY Juls iHdV3iil

Omun ¢uakon micturk 150 Mr TpacTysymaby, rymMaHi30BaHOTO MOHOKIOHaNTbHOro anrturina IgGl,
OTPUMAHOIO 3 CYCIIeH31MHOT KyIbTYPY KITITHH CCABLIB (S€YHHKIB KUTAHCHKOrO XOM’sIKa) Ta OYHMILIEHOrOo 32
nonomororo adiHHOT Ta i0Ho0OMiHHOT XpoMaTorpadii, BKIoUarouH crieludiuHi MponeaypH iHaKTUBALLT Ta
BUAANICHHS Bipycy.

Oriepi 420 Mr NOpoLIOK Ui KOHUEHTPATY ISl PO3UHHY JUld iHdY31H

Onus dnakoH mictute 420 Mr Tpacty3ymMaby, ryMaHi30BaHOIO MOHOKIOHaNBHOro agtutina IgGl,
OTPUMAHOTO 3 CYCIEH3iHHOT KyJbTYPH KJIITHH CCaBUIB (I€UHHKIB KMTAHCHKOI'O XOM’sKa), OUHMILEHOTO 32
nonomororo adinHoi Ta i0HOOOMIHHOT XpoMaTorpadii, BKIFOYaI0UM CrelH(iYHi Npoleypy iHAKTUBALIT
BipyCy Ta BUJAICHHS.

BigHorneHuii po3urH OriBpi MicTuth 21 Mr/mi Tpactysymady.

JlonoMi>kHa pedyoBHHa 3 BIIOMOIO Ji€H)

Koxen ¢naxon no 150 mr mictuts 115,2 Mr copbitony (E420).

Koxxen ¢nakon mo 420 mr mictuts 322,6 Mr copbitory (E420).

[TorHmMit nepenik JOMMOMUKHUX PEYOBUH AUB. Y PO3Aini 6.1.

3. JIKAPCBKA ®OPMA

[Nopomok Ui KOHHSHTPATy Ui po34MHy s iHGy3iH (MOpOoILIokK IS KOHLIEHTpATy ).
JlioginizoBaHuii MOPOILOK Bix O17I0r0 A0 CBITIIO JKOBTOTO KOJIBOPY.

4. KJITHIYHI XAPAKTEPUCTUKH

4.1 TepaneBTHYHI IOKA3AHHS

Memacmamuunuil pax MoR0YHOT 3a103U

Ilpenapat Oripi moxasaHMii Jist JiKyBaHHS JOPOCUX MauicHTiB 3 HER2-nosusysHuM . MeTacTaTHUHUM
pakoM Mono4Hoi 3a103u (MPM3): 4 . F




ITpeniapar Orispi nokazaHui A1 JIKyBaHHS JOpocnuX naiienTis 3 HER2-MO3UTHBHIM MeTaCTaTUYHUM
paxkom mosiouHoi 3ao3u (MPM3):

— SIK MOHOTepaIis AJis Mal[i€HTiB, SIKUM 3aCTOCOBYBAIU AK MiHIMYM JBi cxemH ximioTepamii 3 npuBoxy
MeTacTaTM4HOI cTaAii 3axBoproBaHHs. [lomepeaHs XimioTepamnis TNOBHHHA BKJIFOYATH TPUHANAMHI
aHTPALMKJIIH i TAaKCaH, AKLIO NALlEHTH He MiAXOIATH IS LIMX METOMIB JIiKyBaHHA. [TallieHTH 3 TO3UTHBHUM
rOpMOHAILHMM PELICITOPOM TaKO>K IOBHMHHI MAaTH HEBAATY FOPMOHAILHY TEPAITii0, OKPIM BUITAJKIB KOJIM
MAL€HTH He MiAXOAATE IS LBOTro JIIKYBaHHS;

— B KOMOiHallil 3 NaKJIITAKCeIOM JUlsl MALI€HTIB, SKi He OTPUMYBAJIM XiMioTepartii METaCTaTUYHOI cTamii
XBOPOOH 1 JJIS IKUX He MiTXOMUTh AHTPANMKITIH;

— B koMOiHaLil 3 JOLETAKCEeIOM IS MALEHTIB, fKI He OTPUMYBAJIM XiMioTepariii MeTacTaTHUHOI cTamii
XBOPOOH i AJIA SIKKMX HE HiIXOAUTH AHTPAIMKIIIH;

— B koM6iHauii 3 iHribiropoM apomaTasu I NAi€HTOK y MOCTMEHOMNAY3i 3 FTOPMOHAILHHM PeLenTop-
MO3UTHBHUM PaKOM MOJIOYHOI 3aJ103H, SIKi HE OTPUMYBAITH XiMioTepaltii 3 IPHBOLY METaCTaTHYHOI CTaIil
3aXBOPIOBaHHS.

A0 losanmua mepanis paxy Molourol 3qaiozu

Ipenapar OriBpi noka3aHui i TiKyBaHHA narieHtiB 3 HER2-no3uTHBHUM pakoM MOJIOUHOT 3aJ1034 Ha
paHHIX CTaTigX:

— mic/s DpoBENeHHs XIpypriYHOro BTPYHYaHHs, XiMmioTepamii (Heoaa FOBAHTHOI abo aa’lOBaHTHOI) Ta
(K10 €) mpoMeHeBoi Tepanii (qUB. po3mia 5.1);

— Iiciis MpoBeAeHHs ajl’IOBaHTHOI XimioTepamii qokcopy6iuuboM i uukiodochamizom B xoMGiHauil 3
IaKJTIITAKCENIOM ab0 IOLIETaKCeIOM;

— y xombiHalii 3 a’FOBaHTHOIO XiMiOTepaIi€elo JOIETAKCeIOM i KapOOTUIATHHOM;

— y xombiHalii i3 Heoa ' FOBaHTHOIO XIMIOTEpAIIi€elo i3 MOJANBIINM 3aCTOCYBaHHAM mpemnapaty Oriepi sk
a/J’IOBaHTHOI Teparii [Uf JiKyBaHHS MiICHEBOMOUIMPEHOro (B TOMY YHCII 3aMalibHOr0) Paky MOJIOYHOI
3aj103u abo MyXJIUH, JiaMeTp AKuX > 2 cM (auB. po3ainu 4.4 1 5.1).

OriBpi cJlii 3aCTOCOBYBATH JIMIIE MAI[iEHTaM i3 METaCTaTHYHUM af0 pakoM MOJIOYHOI 31031 Ha PaHHIX
cTafifgX, 4YMi MyXJIMHH MaioThk Hagekcnpecito HER2 abo ammuidikauiro rena HER2, sk Bu3HaveHo 3a
JOIMOMOFOKO TOUHOIO Ta NEePEeBipeHOro aHalisy (Iue. po3uinu 4.4 ta 5.1).

Memacmamusnuii pax wWvHKa

IIpenapar OriBpi y KoM6iHaLli{ 3 KarleUTabiHOM YH BHYTPIITHLOBEHHHUM S-OTOPYPAIHIOM i HHCIUTATHHOM
NOKa3aHWH 14 JTiKyBaHHA NauieHTiB 3 HER2-1103UTHBHOIO METACTATUYHOIO aCHOKAPLIMHOMOIO LHNYHKA
Y¥ racTpoesodareaqbHOro0 IEpexomy, fAKi paHille He OTPUMYBaJM XiMIOTepamilo 3 IIPHBOAY
METaCTaTHYHOI'O 3aXBOPIOBAHH.

IIpemnapat OriBpi ci1il 3aCTOCOBYBATH JIULIE MALIEHTaM 3 METACTATHYHUM PaKOM IIULYHKA, UMl IyXJIHHH
maroTh Hagekcnpecito HER2, sk Buznaueno IHC2+ i minteepmxyrouum pesyastaroMm SISH uu FISH, a6o
pesyastaroM [THC 3+. HeobxinHO BUKOPHCTOBYBATH TOUHI Ta NEPEBipeHI METOAM aHAi3y (IUB. PO3ALIH
4.415.1).

4.2 Cnocid 3acrocyBaHHS Ta J03H

ITepen mogatkoM Tepartii 060B’a3K0BO ciin Bu3HauuTh craryc HER2 (mue. posainu 4.4 i 5.1). JlikyBanHs
TpacTy3ymMaboM Ma€ pO3MOYMHATHA JIMIIe JIiKap, SKWH Mae HOCBi 3aCTOCYBAaHHS IUTOTOKCHYHOL
XiMioTteparii (AUB. po3zin 4.4), i MPOBOAKUTH HOTO Mae JIMIIE MEAUYHUI MPAL[iBHEK.

ITpenapar OriBpi il BHYTPILIHEOBEHHOTO BBECHHS HE MPU3HAYCHUIM TS MiAWKIPHOrO BBEEHHS, HOrO
CJIi/I BBOIUTH JIMIIE IIIIXOM BHYTPiLIHEOBEHHOT 1HOY3Ii.

SIxio moTpibeH anbTepHATUBHUIM IIUIAX BBEIECHHS, CJTiJl BAKOPHUCTOBYBATH iHIII MpenapaTy TpacTy3ymaby,
IUTSL SIKUX 1€ COMKIIHBO.

IJo6 3amo6irTd NOMWIKAM MpU JIIKyBaHHI, BaXJIMBO MEPeBIpATH €THKETKH Ha (uiakoHaX, 1000
IIEPEKOHATHCS, 10 JiKAPCHKUH 3acib, IKUH roTyeThest Ta BBOAUTHCS, € Oriepi (TpacTy3ymab), a He iHIIUH

IPOIYKT, L0 MiCTUTH TpacTy3yMal (HanpHKiIaz, TpacTy3ymad emraHsuH abo TpacTy3ymal jiepyKeTeKaH).
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Cnoci® 3acTocyBaHHs

Memacmamuyrull pak MoJ04Hol 3a103U

Tpumuoicnesa cxema

PekoMeHOBaHA MOYATKOBA HABaHTaXKyBalbHA 1032 CTAHOBUTh 8 MI/KI Macu Tina. PexomengoBaHa
MiATPHMYIOYA 1032 3 TPUTHKHEBUMHM [HTepBaJlaMH CTaHOBUTH 6 MI/KI' MacH TiNla, MOYMHAIOYH 3 TPbOX
THXKHIB TICJIsI HABAHTAKYBAJIBHOT TO3M.

LJomuoicuesa cxema

PexoMeHIOBaHA MOYATKOBA HABAHTAXYyBaJbHA [03a TPacTy3ymaly CTaHOBUTH 4 MI/Kr Macu Tifna.
PexoMenioBaHa THXKHEBa MIATPUMYIOUa 1032 TPacTy3yMaly CTAaHOBHTH 2 MI/KI MacH Tila, TOYMHAIOUH 3
OJTHOT'O TVDKHS IIC/IA HAaBAHTXKYBAJIbHOT IO3U.

3acmocysanns 6 kombinayii 3 naxnimaxcenom abo doyemaxcenom

V 6azoeux mocnimkendax (H0648g, M77001) nakiiTakcen abo AOLETAKCEN 3aCTOCOBYBAIA HA HACTYNHHUM
JIeHb MiCisA epLIol qo3u TpacTy3ymady (womo no3u aue. KopoTky xapaKTeprCTHKY JiKapchbKoro 3acoby
(KXJI3) mis maxiitakcenmy abo mouerakcenmy) i ompasy micis HACTYNHHX I03 TpacTy3symaly, fKIIO
nonepeHs 103a TpacTy3yMady 1obpe nepeHocHnacs.

3acmocysanns e kombinayii 3 inzibimopom apomamasu

V 6asosomy mocmimkensi (BO16216) tpactysymab i anactposon 3actocoByBany 3 1-ro gus. He 6yno
oOMexeHb MO0 BIIHOCHOrO Yacy MpUifoMy TpacTy3yMaly Ta aHaCTpO30JIy IIiJ] 4ac BBeAeHH (L1010 103U
IuB. KOpoTKy xapakTepuCTHKY Mpenapary i aHacTpo30ily abo iHIIUX iHriOITOpiB apoMaTasH).

Pauniil pax mMonoynoi 3ano3u

Tpumuolcneea ma wWomuslICHe8a cxemMa

JI51st TPUTHOKHEBOT CXEMH PEKOMEHI0BaHa N0YaTKOBAa HABAHTAXKYBAJIbHA 032 TPacTy3yMaly CTaHOBMTE 8
MI/KT Macu Tina. PekoMeHIoBaHa MiATpHMYyIOYa I03a TPacTy3ymMaby 3 TPHTIDKHEBUMHM iHTEpBalaMH
CTaHOBMTH 6 MI/KI MacH Tija, MOYHHAIOYH 3 TPHOX TIKHIB MiCJIl HABAHTAKYBAIBHOI JO3H.

IfoTwxkHeBa cxema (TOUATKOBA HABAHTAKYBATBHA 032 4 MI/KT, MOTIM 2 MI/KI' MIOTHIKHS) OJHOYACHO 3
MaKJIiTaKCeIJIOM Micis XiMioTepartii JoKcopyOinuHoM i mukIodocdaminom.

Jue. po3nin 5.1 s koMGiHOBaHOTO TO3YBaHHSA XiMioTepanii.

Memacmamuunuil pax wvnka

Tpumusicnesa cxema

PexomeHIOBaHa MOYAaTKOBA HABAHTAKYyBAJIbHA 11032 CTaHOBUTH 8 Mr/kr macu Tima. PexomeHmoBaHa
HiITpUMyIOYa 0032 3 TPUTHXKHEBHMH IHTepBATaMH CTAHOBHTH 6 MI/KI MacH Tilla, IOYMHAIOYM 3 TPBOX
THXKHIB IICTISl HABAHTAXKYBABEHOT O3H.

Pak rpyzeii i pak nuvHka

Tpusanicmv NiKy8anHA

[MamieHTiB 3 METaCTAaTHYHUM PAKOM MOJIOYHOI 3aI03M a0 IOIIMPEHHM PakoM HITyHKa CIil JIKyBaTH
TPacTy3yMaboM [0 NPOrpecyBaHHs 3aXBOPIOBAHH.

[MawieHTH 3 paHHIM PAKOM MOJIOYHOT 32JI031 MOBHHHI OTPHMYBAaTH JTiKyBaHHA TpacTy3yMabom npoTarom 1
poky abo 10 pelMIOMBY 3aXBOPIOBAaHHSA, 3aJI&KHO Bil TOro, IO HACTaHe paHillle; He PEKOMEHIYEThCA
NPOJOBKYBATH JTIKyBaHHS PaHHBOIO PaKy MOJIOYHOI 3a5103M Oinbwie 1 poky (muB. po3min 5.1).
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ITix wac KIHIYHUX JOCAIMKEHb J03Y TpacTy3yMaly He 3HrbKyBand. IlallieHTH MOXYTb NMpOJAOBXKYBATU
Tepariio MPOTAroM nepiolie 000POTHOT MiENOCYTIPecii, CIPHYHUHEHOT XIMIOTEPAIi€lo, ajle MPOTAroM LbOro
Nepioy 3a HUMH CIi/I peTeNbHO CIOCTepiraTy o0 YCKIaqHeHb HelitponeHii. 3sepHiThea a0 KopoTkoi
XapaxTEPUCTHKH Ha JIikapchkuil 3acib Iuts nmakiiiTakceny, Aouerakceny abo 1HribiTopy apoMarasu, o6
orpumarty iHbOpMAaLiO MONO0 3HWKEHHS A03H a0 MOJOBXKEHHS IHTepBaliB.

Skimo dpakiis Bukumy jisoro uuyHouka (OBJIIL) y Bincotrkax nagae Ha > 10 MyHKTIB Bif IOYAaTKOBOIO
3Ha4YeHHs a60 3HWKYEThCA 10 MeHiue 50 %, NiKyBaHHS CiJ MPU3YNHHUTH Ta DPOBECTU MOBTOPHY OLHKY
OBJIL npotsirom npubausto 3 trokaiB. ko OBJIII He mokpanmnacs, abo BoHa e 6i1bLie 3HU3UNacH,
ab0 SKIO PO3BHMHYJIACH KITIHIYHO 3HAYyIla ceplieBa HEAOCTATHICTb, CJIiJl HAMNOJEMJIMBO DPO3IJIAHYTH
MOXUIHBICTS MPHIMHEHHS 3aCTOCYBaHHsS TpacTy3yMaly, 3a BHMHATKOM BHIIAJKiB, KOJM KOPMCTH JJIs
OKPEeMOro Nal(i€HTa IepeBaKac PU3MKU. Y Cix TAKHUX [ALiEHTIB CITiJ HAIPaBUTH Ha OIJI] RO KapJionora Ta
CHOCTepiraTH 3a HUMHU.

IIponyweni 0o3u

SIKIIO MAliEHT MPOITYCTHB 103y TpacTy3ymaby Ha OIUH TWXKIEH a00 MeHIIe, CIIijl IKHAMIIBH/IIIE BRECTH
3BMYAlHY MATPUMYOUY 103y (IOTIDKHEBA cxema: 2 MI/Kr; TpUTIDKHeBa cxema: 6 mr/kr). He uekaiite
HACTYITHOIO 3aIIaHoOBaHoro WuKiy. [logansii miaTpUMyrO4i JO3U ClTiZ BBOAUTH depe3 7 nHiB abo 21 neHs
BIATIOBIZIHO IO TIOKHEBOT a00 TPUTKHEBOI CXeM.

SKo TaItieHT MPOMYCTHB JI03Y TPACTy3yMaby OiTbII HIXK Ha OJUH THXXIEHB, HOBTOPHY HAaBaHTAKYBATbHY
J03y TpacTy3ymaly CiliJi BBECTH MNpOTSroM mpuOmn3Ho 90 xpwiuH (LIOTHXKHEBa cxema: 4 MI/KT;
TPUTIKHEBA cxema: 8§ MI/Kr) skomora mpuaie. [Toxanbii miarpuMyrodi 1034 TpacTy3yMaby (LIOTWKHEBA
cxema: 2 MI/KT; TPUTHDKHEBA cXeMa 6 MI/KT BiINOBiAHO) cnix BBOAMTH uepe3s 7 abo 21 peHsb BiANOBiAHO A0
THXKHEBOT a00 TPUTIKHEBOT CXEM.

Ocobnugi epynu nayienmis

CrientianbHHX (apMaKOKiHETUYHUX JAOCIIDKEHb Y MallieHTiB IOXWIOro BIiKy Ta MALli€HTiB 3 MOPYIUEHHAM
GbyHKUii HAIpOK abo MeYiHKM He MPOBOAWIOCA. Y IMOMyNsALifHOMY (apMaKkOKiHETHYHOMY aHasli3i BiK i
nopyuteHHs QYHKL{T HHPOK He BIUTMBAIOTH Ha PO3MOALT TpacTy3ymaby.

Himu
Hemae nouiisHOro 3acTocyBaHHs TpacTy3yMaly B NediaTpUYHil MOy IALii.

Crnoci6 3acTocypaHHs

HaganTta)xyBajbHy 103y TpacTy3ymaly CIifl BBOAWTH Y BUNIIAAL 90-XBHIHHHOT BHY TPIIIHBOBEHHOT iHDY3ii.
He BBOAMTH BHYTpilUHBOBEHHO ab0 OomocHO. BHyTpIlIHBOBEHHE BIMBAHHA TpacTy3ymaly Mae
3AIMCHIOBATH MEAMYHMH MPAIliBHUK, KK rOTOBHI JikyBaTH aHadinakcito, i Mac 6yTn goctynHuit Habip
IUis ekcTpeHol gqonomoru. Ciii crocTepiraTu 3a naljieHTaMy MOHa#MeHLIIe IPOTAroM IMECTH FOAMH ITiCis
noyatky rmeprroi iHGys3ii Ta MpoTAroM OBOX TOAMH Hicis MOYATKY HACTYNHMX iHQY3iH LIONO0 TaKMX
CHUMIITOMIB, SIK JIMXOMAaHKa Ta 03H06 abo iHIIi cCUMIITOMH, OB’ s13aHi 3 iHdy3iecro (auB. po3ainu 4.4 ta 4.8).
TlepepuiBaHHs ab0 yMOBITbHEHHS LIBUAKOCTI 1H(Y3ii MOXKe JOIOMOITH KOHTPOIIOBATH TaKi CHMIITOMH.
IadY3ir0 MOXKHA BITHOBUTH, KOJIK CHMITTOMH 3HUKHYTh.

SIKINO MOYATKOBA HABAHTAXKYBAIIBHA /1038 JOOpE MePeHOCHNACs, HACTYIIHI 03U MOXKHA BBOJAUTH Y BHITIAMI
30-xBHIMHHOT iHQYS3i1.

IHCTPYKII 11010 pO3YMHEHHS iKapCHKOTo 3aco0y Iepe/] 3aCTOCYBaHHAM AMB. y po3Aiii 6.6.
4.3 IIpoTHHOKa3aHHA

« [TinBuIIieHa Yy TIIMBICT 10 AiFOUOT peYOBHHY, MHILAYHX OUIKIB 260 10 Oy Ib-KO1 3 JOTIOMDKHUX PEHOBHH,
nepeniyeHux y posnini 6.1.




* CunbpHa 3aMIIKa B CTaHi CIIOKOK BHACTIJOK YCKJIaJHEHb Ii3HIX 3MOSKICHWUX HOBOYTBOPEHb abo mpu
notpedi B JONATKOBii KUCHERiH Tepartii.

4.4 Oco6JIMBI 3acTepeKeHHA TA 3ACTEPEKEHHSA NIOA0 3ACTOCYBRHHS

BincrexyeaHicTs

3 MeTOr0 MOKpallleHHs BIACTEKEHHS G10JIOriYHMX JIIKapChKUX 3acO0iB Ha3By Ta HOMEp cepil BBeIEHOro
npenapary cJif 4iTKO 3alucaTH.

Tecrypanns Ha HER2 HeobOxigHO mpoBoauTH B criewiani3oBaHili labopartopii, fika Moxe 3a0e3neduTH
aZleKBaTHY Ballilallifo IIpoLeyp TeCTyBaHHSA (AUB. po3in 5.1).

Ha naHuit MOMEHT HeMae HaHUX KIIiHI{YHHUX BHNPOOYBaHB IOAO MOBTOPHOTO JIKYBAaHHS TALUEHTIB, SKi
paHille OTpUMYBaIH TpacTy3ymad sk a1’ IOBaHTHY Teparito.

Cepuesa nedocmamuicins

3azanvui miprxysanns

TMarieHTy, SKi OTPUMYIOTH TpacTy3ymal, MarOTh migsuineHuil pusuk po3sutky 3CH (Hsto-Mopkchka
kapgionoriuba acouiauia [NYHA], xnac II-IV) a6o 6escumnromHoi cepueBoi muchynkuil. Lli seuina
CIIOCTepIraiuCs y MNALEHTIB, SKi OTPHMYBAIM Teparliio TpacTy3yMaboM okpemMo abo B koMOiHalii 3
naiiTakcesioMm abo JoIeTakceloM, OCOONMBO INichs XiMmioTepamii, IO MICTHTh aHTPAUHKIIH
(mokcopybiuyH abo enipy6iuvH). BoHr MOXKyTE OYTH Bif CEpEeIHBOTO JI0 TSHKKOTO CTYIIEHS Ta MPHU3BOAUTH
Jo cMmeprti (auB. po3ain 4.8). Kpim toro, ciig 6yTi o6epexxHUMU MpH JIKyBaHHI HALUEHTIB i3 MiABUIIEHUM
CEpLEBUM pPU3UKOM, Hamllp. apTepiaibHa rinepTeHsid, MiATBepkeHa imemiuHa xBopoGa cepus, XCH,
DBJIL < 55%, niTHiH BiK.

Vei kaHAMAATH Ha JIIKyBaHHS TPacTy3yMaboM, alie 0COGIHBO Ti, XTO paHillle 3aCTOCOBYBAB aHTPALMKIiHH
Ta nuKnodocdamia, MOBUHHI NPOUTH 6a30BY KapAIONOTiUHY OLIHKY, BKIFOYAIOUH aHaMHe3 Ta di3HKabHe
obcrexxeHns1, enexkrpokapaiorpamy (EKI'), exokapmiorpamy Ta/abo ckaHyBaHHS 3 6araroKaHalbHUM
ckanyBaHHAIM (MUGA) a6o MarHiTHO-pe30HaHCHE JOCIiIKeHHA. MOHITOPUHT MOYKe JOMOMOITH BUSBUTH
NALi€HTIB, Y SKHX PO3BHUBAEThCA CepLiEBa HemocTaTHiCTh. OLIHKY CTaHy ceplld, BHKOHAHY Ha MOYATKY
JIKYBaHHS, CJIil HOBTOPIOBATH KOXKHI 3 MiCsIi ITi/A Yac JMiKyBaHHS Ta KOKHi 6 MICALIB Mmicis MPUITHHEHHS
JIKyBaHHA [0 24 MicALiB Mic/d OCTaHHBOIO BBEACHHS TpacTy3ymaly. [lepiu HbK NpuiHATH PilUeHHS [Ipo
JIiKyBaHHs TpacTy3yMaboM, CIIiJl peTeNbHO OL[IHUTH CIIBBITHOIICHHS PU3HKY T4 KOPUCTI.

BingnopinHo no momymnAiHHOrO ¢apMakOKiHETHYHOrO aHaNi3y BCiX HAABHHMX AaHWX (IUB. po3din 5.2)
TpacTy3ymad Moxe 36epiraTucs B cucTeMi KpoBOOOIrY HpOTAroM 7 MICSLIB ITiCAsS TPUIMHEHHS JIIKYBaHHS
Oriepi. [NauienTH, siKi OTPUMYIOTh AHTPAIMKIIHY MICIIS MPUITMHEHHS HpPHiOMY TpacTy3ymaby, MOXYTb
MAaTH IiIBULICHUH PH3MK PO3BUTKY CEPLIEBOI HEIOCTATHOCTI. SIKI{0 MOXITHBO, Jiikapi MOBUHHI YHHKATH
Teparii Ha OCHOBI aHTPALMKJIIHIB MPOTATOM 7 MICAIB ITiC/As MPUIIHHEHHs 3aCTOCYBaHHA TpacTy3ymaly.
ITpu 3acTocyBaHHI aHTPAMKITIHIB CJTIIA PETeIbHO KOHTPOJIIOBATH CEPLIEBY (QYHKLIIIO MallieHTa.

®dopmanipHe KapaiojoriyHe OOCTEKESHHS CiJl PO3MISHYTH Y NMAUIEHTIB, ¥ AKHUX € MPOOJIEMH 3 CEPLEBO-
CYAMHHOIO CHCTEMOIO ITicIIs 6a30BOro CKPHHIHIY. Y BCIX MAI[i€HTIB CIiZl KOHTPOJIIOBATH CEpLEBY QYHKIIIO
i Yyac JIiKyBaHHS (HapuKIaa, KoxHi 12 TkHiB). MOHITOPUHI MOXe TOMOMOITH BHABHTH IALIIEHTIB, ¥
SKHX pPO3BMBAETHCA cepleBa nucyHKuis. IlanieHtam, y SKUX pO3BHBAEThCS OE3CHMNTOMHA CepiieBa
OUCHYHKLISA, MOXKe OYyTH KOPUCHUM OINIBII YaCTUH MOHITOPHHT {HaNpUKad, KoxHi 6-8 TrkHiB). AKIIo y
NAIi€HTIB TPOJOBXKYEThCS 3HWDKEHHA (GYHKLIT JBOro IDTyHOYKa, ajié BOHM  3aIHIIAIOTHCS
6e3cHMITOMHUMY, JIiKap NMOBHHEH PO3MISHYTH NHUTAHHSA NPO NPUIMHEHHS Teparii, AKIo KIiHIYHOT
KOPHCTI BiX Teparii TpacTy3ymMaboM He CIIOCTepiracThes.

besmexa mpoaopxeHHs ab0 TOHOBNEHHS JIIKYBaHHS TpacTy3yMaboM y TMAIL[i€HTIB i3 CEPUEBOIO
AUCYHKLIEIO MPOCIEKTHBHO He BuUBYatacd. Skwo ¢pakuis BuUKuAy diBoro uurynouka (PBIIII) y
BIZCOTKaX Majae Ha > 10 MyHKTIB Bill IOYATKOBOrO 3HAYEHHs a00 3HIKYETBCS /10 MeHIe 50.%,. HiKyBaHHs
CJILA MPU3YNMHUHUTH Ta NpoBecTH NOBTOpHY ouiHKy OBJILI mpoTsirom npubanzHo ‘2 T )gﬂ{ﬁ‘?ﬂkluo DRJILL
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He Mokparuuiacs, abo BoHa wie Oinplie 3HU3MNACA, ab0 AKIIO PO3BHHYJIACh KIIHIYHO 3Hadylla cepleBa
HEJOCTAaTHICTb, CJ1iJl HAMONETJIMBO PO3IIIAHYTH MOMJIUBICTD NPUITMHEHHS 3aCTOCYBAHHS TpacTy3ymaly, 3a
BUHATKOM BUNAKIB, KOJIM KOPUCTb [T OKPEMOTO MMAlliEHTa IePeBaXkae pU3HKH. Y CixX TaKHX NaLl€HTIB Cix
HaIpaBUTH Ha OIVILJ A0 KapJIofora Ta CloCTepiraTy 3a HUMH.

Axwo mix yac Tepanil TpacTty3ymaboMm pO3BUBAETHLCS CHMITOMATHYHA CEpLIEBA HEOCTATHICTD, fi CIif
JKYBATH CTAHIAPTHHUMHM Npenaparamu ais jikyeadHs XCH. BumbliicTh MauieHTIB, Y SKHX PO3BUHYJACH
3CH abo OescummroMHa cepueBa AuCOYHKLIS B 6a30BHX JOCHIKEHHSX, MOKPAUIWINCS TIpU
craHgapTHOMY JikyBaHHI 3CH, sike cxyamanocs 3 iHriGiTOpY aHIiOTEH3MHIEPETBOPIOBATEHOIO pepMeHTY
(AIlI®) abo 6Gioxatopa peuenropis anriotensuny (bPA) i Gera-6Gnokaropa. Bimbluicts nauieHTiB i3
CEepLIeBUMH CHMITOMAMH Ta A0Ka3aMM KJIIHIYHOT KOPHCTI JiKYBaHHS TpacTy3ymMaboM I[pOIOBKYBAIH
Teparito 6e3 10JaTKOBUX KIIHIYHUX CepPLEBHX MOiH.

Memacmamuunuiil pax MoIounol 3a103u

Tpacty3ymal i aHTpaLMKIIiHE HE CJIi MPH3HAYATH OOHOYACHO B KOMOIHAllil B YMOBaX METacTATHYHOIrO
paKy MOJIOUHOT 3al103H.

[MarieHTH 3 METACTATUYHUM PaKOM MOJIOUHOI 3aJI03H, fKi paHillle OTPUMYBAJIH AHTPALMKIIHH, TAKOX
MaloTh PH3HUK cepueBoi AUcyHKUII TpW JTiKyBaHHI TpacTy3yMaboM, Xoua PH3UK HWKYHH, HDK NpH
OJJHOYaCHOMY 3aCTOCYBaHHI TpacTy3yMaly Ta aHTpalMKIIiHiB.

Panuiii pax monounol 3anosu

[TanieHTam 3 paHHIM pakoM MOJIOYHOT 3aJI03H CJTiJ TOBTOPIOBATH OLIIHKY CEPLEBOT AisJIbHOCTI, MPOBEACHY
Ha MOYaTKy JIKyBaHHs, KOXHI 3 MicAlli Mix 4Hac jiKyBaHHS Ta KOXKHI 6 MICAIIB Micis NPUIHHEHHS
TMiKyBaHHS A0 24 MICSLIB MicNiAd OCTAaHHBEOrO BBEHCHHA TpacTy3ymaly. IlanienTam, ski OTPUMYIOTh
ximioTeparmito, II0 MiCTHTh AHTPALMKIIHH, PEKOMEHIYETHCSA MMOJANbIUMM MOHITOPHHI, SKMM Cclil
MPOBOJMTHU IIOPOKY IPOTATOM 5 POKIB IiCNsS OCTAaHHBOIO BBEJEHHS TpacTy3ymaly abo HOBIUE, SKIIO
croctepiraerbes nocriiae sumwkenHs OBJILIL

IMarnienTH 3 iHdapKkTOM MiOKapaa B aHaMHe31, CTCHOKapi€lo, 110 OoTpedye MeAUKaMEHTO3HOTO JIIKYBaHHS,
i3 3acTiiiHOKO cepueBoto HepocTatHicTio (knac II-1V 3a NYHA) B anamuesi, OBJI < 55%, ixmoro
KapIiOMiONaTi€l0, CEepLEeBOIO apUTMIE0, W0 MOTpeOye MEIMKaMEHTO3HOrO JIKYBAHHS, KIHIYHO
3HAUYIIMM 3aXBOPIOBAHHSIM KJIAMAHIB Cepili, [OraHO KOHTPOJBOBAHA apTepiaibHAa rinepTeH3is
(aprepianpHa rinepreHsis, sKa KOHTPOJIOETHCSH 3a JONMOMOTOK CTaHJAPTHOTO MEIHKAMEHTO3HOTIO
NiKyBaHHA) Ta FEMOJUHAMIYHO e()eKTUBHUI NIepHKapAialIbHUi BHIIIT OyJIM BUKIIIOYCHI 3 a/I’ IOBAHTHUX Ta
HEeOaJ IOBaHTHUX 0a30BHX MOCHIKEHb PaHHBOrO paKy MOJIOYHOI 3aJlo3H i3 TpacTysymabom, Tomy
JIiKyBaHHS TaKHM IallieHTaM He MOXKHa PeKOMEHIYBaTH.

Ao 1oeaumna mepanis

Tpactyzymalb i aHTpauMKIiHE He CJIil NMpU3HAYaTH OAHOYAacCHO B KOMOIHALii B paMKax aj FOBAaHTHOL
Teparii.

V nauieHTiB 3 paHHIM pakoM MOJIOYHOT 3aJI03H CIOCTepiranocs 30UTbIISHHS YaCTOTH CHMITOMATHYHHAX i
OE3CHMITTOMHHX CepLIEBUX IOJiH, KOJNK TpacTy3ymad 3acTOCOBYBAIM Wicis XiMioTeparii, 10 MICTHTH
aHTPALKKJIIHY, TTOPIBHIHO i3 3aCTOCYBAaHHSIM HEAHTPALMKIIIHOBOI CXEMH INOLETAKCEIy Ta KapOOoIUIaTUHY
Ta OyJ10 OUIBII BUPAKEHUM, KOJIM TPAcTy3yMab 3aCTOCOBYBAIM OJHOYACHO 3 TAKCAHAMH. HDK PH BBEACHHI
IOCIIIOBHO 3 TakcaHamu. Hesane)kHO Big BHKOPUCTOBYBAaHOI'O PEXHMY, OUTBIIICTE CHUMITOMATHYHHUX
cepLeBUX NOAIM BHMHHKand mporsroM mnepmux 18 micauie. B ogHOMy 3 3 OCHOBHHX [OCHIIDKEHb,
IIPOBEIECHHX Y cepeaHboMy TpuBanicTio 5,5 pokis (BCIRG006), crioctepiranocs 6e3nepepBHe 36 1bLISHHS
KyMYJIATUBHOI 4acTOTH CHMIITOMAaTHYHHUX cepueBnX nofid abo nomiit i3 ®BJIII y nauieHTiB, SKUM
3aCTOCOBYBAIM TPAcTy3yMa® OIHOYACHO 3 TAKCAaHOM ITICNSA aHTPaUHKIiHy a0 2,37 % nopiBHAHO 3
nprbnuzHo 1 % y ABOX rpynax nopiBHAHHA (aHTPAUMKIIiH IUTFOC HUKIIodocdamia, MOTiM TakcaH i TakcaH,

kapbonnatuH i TpacTy3ymab). PrAtaloy \
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DaKTOPU PU3KKY CEPLIEBOT MO/, BUSBJIEH] B YOTHPbOX BEJIUKHX aJi FOBAHTHUX AOCIHIIKEHHSIX, BKIIOYATH
noxuiuit Bik (> 50 pokis), Husbky OBJIII (< 55 %) na mouatky, mo abo nicis modyatky JIiKyBaHHS
naktitakcenom, 3umwkenHs OBJILI Ha 10-15 myHkTiB, a Takox nonepeaHe abo oJHOHYACHE 3aCTOCYBaHHS
AHTHIIEPTEH3UBHUX JIIKAPCHKUX 3aC00iB.

V namieHTiB, AKi OTPHUMYBaNH TpacTy3yMad Micis 3aBepIICHHS a/i FOBAHTHOI XiMioTepaIlii, pU3HK cepLeBol
muchyHKLUIT OyB TMOB’SI3aHME i3 BHINOK KyMYJIATHBHOK O30 aHTPaUMKIiHY, Ky BBOIMIIM Mepej
NOYaTKOM JIiKYBaHHS TpacTy3ymabow, i ingexcom mMack Tina (IMT) > 25 kr/m?.

Heoad toeanmuo-ao roeanmua mepanis

[TawienTam i3 paHHIM paKkoM MOJIOYHOI 3aJ103H, AKi MiAXOIATH Ul Heoan IOBaHTHO-a/’ FOBAHTHOI Tepartii,
TpacTy3ymad CJIiZl 3aCTOCOBYBAaTH ONHOYACHO 3 AHTPALMKIIIHAMH JIMIIE Yy TIAIE€HTIB, fKi paHille He
NPOXOAUIH XIMIOTeparito, i JIULIe 3 HU3bKUMHU 103aMH aHTPALMKIIIHIB, TOOTO MaKCHUMAaJIbHI KyMYJIATHBHI
no3u gokcopy6inuny 180 mr/m? a6o enipy6inuay 360 mr/m2.

SIKIO ManieHTH OOHOYacHO OTPUMYBAJIM MOBHHE KypC HM3BKUX 103 aHTPALMKIiHIB i TpacTysymaby B
pamKax Heoa1 FOBaHTHOI Tepartii, I0JaTKOBY LIMTOTOKCHYHY XiMIiOTepallito Micys ornepatii He IPH3HaYaTH.
B iHIIHX CHTYAIliSX PilIeHHS PO HEOOXIAHICTh TONATKOBOT LIMTOTOKCHYHOT XiMiOTeparlil BU3HaYa€ThCs Ha
OCHOBI1 IHOUBIAyaNBHUX (AKTOPIB.

JIoCBin 0IHOYACHOTO 3aCTOCYBAHHS TPACTY3yMaly 3 HU3bKMMH 103aMH aHTPaLMKIIiHIB Hapasi oOMexeHuit
nocmmxeHHsIM MO16432.

V 6azoomy pochimkeHni MO16432 TpacTysyma® 3acTOCOBYBAJIM OJHOYACHO 3 HEO0a] FOBAHTHOIO
XiMioTeparniero, sSka MiCTHIA TPY LMKIM AOKCOpYOimHy (cykynHa xo3a 180 mr/m?).

YacroTa CUMIOTOMATUYHOT cepiieBoi auchyHKNiT cranoBuna 1,7 % y rpymi Tpacty3ymaoy.
KuniniuHuii qOCBiA 3acTOCYBaHHS MallieHTaM cTapiie 65 pokiB 0OMeKeHHIA.

Peakuii, mos’a3ani 3 iHdv3iel Ta rNepYyTinuBICTh

TMoBimoMuisniocs Tpo cepiio3Hi peakwii, moB’s3aHl 3 iHQYy3iero, npH iHQY3ii TpacTy3ymaly, BKIFOHAI0OUX
3aAMIIKY, apTepiayIbHy IiNOoTeH3il0, CBUCTAYE NUXaHHS, FinepTeH3ito, 6GpoHX0cnasM, CyNpaBeHTPUKYIAPHY
TaXiapUTMIlO, 3HIDKEHHS HACHYEHHS KHCHEM, aHa(ilakciro, pecripaTopHUil AHCTpeC, KPONMB SHKY Ta
aHriOHeBPOTUYHMHM HaOpsik (auB. posnin 4.8). Jlnsd 3HIKEHHS PU3HMKY BHHHMKHEHHS LIUX SIBUIL MOXKHA
BHKOPHCTOBYBATH TIpeMeauKauito. BiplricTs 1px moilt BHHUKAE i yac abo mpoTAroM 2,5 roaMH micis
nouartky nepiuoi iHdys3il. ¥V pasi BUHHKHEHHs peakilii, MoB’s3aHoi 3 iHQY3ieto, iHPY3i0 Cilif NPHITHHUTH
ab0 3MEHIIMTH MIBUIKICTb iH(DY3IT Ta CroCTepiraTH 3a NaLieHTOM A0 3HHKHEHHS BCIX CIOCTEPEKYBaHUX
cumnromie  (muB. posait  «OcobimuBocTi  3acrocyBaHHA»). LI  cHMIITOMH MOXKHA  JIIKYBaTH
aHAIBreTHKAMU/*KapO3HIDKYBATBHUMH 3aco0aMM, TakMMH SK MeIepuauH abo mapaueramon, abo
AHTUTICTAMIHHMMHK 3acobamu, TakuMd sk audeHrigpamin. Y OGiNBIIOCTI MALl€HTIB crocTepiranocs
3HUKHEHHS CHMIITOMIB, i 3r0OIOM BOHHM OTpUMYBaJH mHojansiii iHdy3ii Tpacty3ymaly. Cepiio3Hi peakuii
YCHIIIHO JIKYBaJIX i ATPUMYIOUYOIO TEepaIli€lo, TaKOIO SIK KUCEHb, 6€Ta-arOHICTH Ta KOPTUKOCTEpOign. Y
PIOKICHHX BWIaAKax Il peakuii IOB’sf3aHi 3 KIIHIYHUM IepebiroM, IO 3aBepIIyeTbCs JIETAIBHUM
HacmiakoM. ITailieHTH, SKi BiJUyBarOTh 3aJUIIKY B CTaHi CIIOKOIO BHACTINOK YCKIaJHEHb IIPOrpeCcyroHol
370SKICHOI MYXJIMHU Ta CYITyTHIX 3aXBOPIOBaHb, MOXKYTh MAaTH MiIBHMILICHUH PU3HK JIETAILHOI PEaKLii,
noB’13an0i 3 iHdy3icto. ToMy Takux MaUiEHTIB He CITif JTiKyBaTH TpacTy3ymabom (ouB. posain 4.3).

TToBiIOMIIAIIOCS TaKOX PO TMOYATKOBE TMONIMNIICHHS 3 IOAAJIBIINM IKJIHIYHMM IOTIpIIEHHAM i
BIZICTPOYEHHUMH peakUisMH 31 WIBHAKHM KTIHIYHHM DoripiueHHAM. CMepTesbHI BHNAAKH TPAIUTAINCA
OpPOTATOM T[OAMH i JO ONHOro TWKHA micnsa iudysii. V myke piOKiCHHX BHIIAJKaX y Malli€HTIB
criocTepiranucs CUMIITOMH iHQY3ii Ta JereHeBi cUMITOMHE O1bLIe HixK Yepe3 [icTh FOAMH Hic/IA MOYaTKy
1HQy3ii Tpacty3ymaby. IlaiieHTiB ciix nomepeauTH Npo MOMUJIMBICT TAKOro Mi3HBOIO MOYATKY Ta
MPOIHCTPYKTYBATH 1X 3BEPHYTHCH IO CBOTO JIiKapsl, AKIIO L{i CHMIITOMU BUHUKAIOTb. '

Peaxuiii 3 Goky jierenie
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Ilpu 3actocyBaHHI TpacTysymMaly B TiciaspeecTpauiiHuil Mepiol piaKo MOBIZOMJISANOCA IMPO SBUILA
TSKKOIO CTyreHs 3 6oky nereHis. Lli ABuIna iHOA1 NpHU3BOAMIH IO JIETAIBHOTO KiHws. Bynu nosinomnenns
PO BUNAJKK IHTEPCTHUIAIBHOTO 3aXBOPIOBAHHSA JIETeHIB, 30KpeMa MOBigoMisuiocs npo iHdiuTbTpatd B
JIETEHAX, TOCTPUI PpecnipaTOpHHH IHCTpec-CUHAPOM, MHEBMOHIIO, MHEBMOHIT, MJIEBPAILHUM BHIIT,
pecnipaTopHUi AMCTpec, rocTpuil HaOpsK JIereHiB Ta IHUXallbHY HEAOCTATHICTh. DaKTOpH pH3HKY
IHTEpCTHLIMHOT XBOPOOHM JIEreHiB BKIOYAIOTh NOMepenHe abo CyNMyTHE 3aCTOCYBaHHS iHIIWX
NPOTHUITYXJINHHKX 32C00iB, 3JaTHUX MPU3BOJUTH KO PO3BUTKY IHTEPCTULIIWHOT XBOPOGH JIETEHIB, TAKUX AK
TaKCaHH, reMuuTabin, BiHOpenOiH Ta npomeHeBa Teparis. [lamieHTH, y SIKMX CIOCTEPIracThCd 3aqMUIKa B
CTaHi CHOKOK) Yepe3 YCKJIAJHEHHS pPO3MOBCIOKEHOrO 3JI0SKICHOrO HOBOYTBOPEHHS Ta CYMyTHI
3aXBOPIOBAHHS, MAIOTh MiABHIICHHI PU3UK BUHUKHEHHS ABUIL 3 OOKY JiereHiB. ToMy Takux MalieHTiB He
c1if JiKyBaTH TpacTy3yMmaboM (aue. posain 4.3). IlauieHTd 3 MHEBMOHIEIO, 30KpeMa, Ti, WO MPOXOAATh
CYIyTHE JIIKyBaHHS TAKCaHAMH, MalOTh 6yTH MoONepeHKeHi po we.

HOI'IOME)KI’!i PEYOBHHH

Buicm copbimy
Orispi 150 Mr micTHTb 115,2 Mr cop6iTy B KOKHOMY (hJIaKOHI.
Orispi 420 Mr micTiTs 322,6 Mr copGiTy B KOXKHOMY (JIAKOHI.

[NamientaM 3i CHAaAKOBOI HEMEPEHOCHMICTIO (MPYKTO3H He MOXHA MpPM3HAYATH LIEH Mpenapar, okpiM
BHIT3/IKiB TOCTPOI HEOOXiAHOCTI.

VYV KOXHOTO malieHTa nepej MPU3HAUYSHHAM LBOTO JIKApCHKOro 3aco0y HeoOXinHo 3i0paTd AeTanbHy
icTOpilO IIO/I0 CUMIITOMIB CNAJKOBOI HENEPEHOCUMOCTI HPYKTO3H.

Hampiii

Leti nikapepkmii 3aci6 MicTHTh MeHuIe 1 MMONb Hatpifo (23 Mr) Ha 103y, TO6TO HNPAKTUYHO HE MICTUTH
HaTpiro.

4.5 B3aemofist 3 iHINHMH JIKAPCHLKUMH 32c00aMH Ta iHIi BHIH B3acMoaii

Hocmipkennas B3aeMoii He npoBoqtuck. KiiHivHO 3Ha4dy101 B3aEMOii MiX TpacTy3yMaboM i CyImy THIMU
NKapChKUMH 3aC00aMH, SKi BUKOPUCTOBYBAIHCS B KIIIHIYHUX IOCITI/DKEHHSX, HE CIIOCTEPIranocsl.

Brumige Tpacrysymaly Ha GapMakOKIHETHKY 1HIUMX NPOTHITVXIIMHHEX 3ac00iB

DapMaKkOKiHETHUYHI JaHi, OTpHMaHi B KIiHIiYHKMX qociimkeHHsx BO15935 ta M77004 3a y4acTio NallicHTiB
#iHouoi crati 3 HER2-no3suTHBHAM METacTaTHYHUM PAKOM MOJIOYHOI 3aJI03H, MPOJEMOHCTPYBAIIH, IO
BIUIMB IAKJITaKcely Ta AOKCOPYOiLMHY (Ta iXHIX OCHOBHMX MeTaGoiTiB 6-0-TiAPOKCUII-NAKITITAKCENY,
POH, Ta moxcopy6inunory, DOL) He 3MiHIOBAaBCS 3a HasBHOCTI TpacTy3ymaly (pH HABaHTaKyBaIbHil
n03i 8 Mr/kr a6o 4 Mr/kr BHyTpilIHEOBEHHO 3 HOJAIBLINM 3aCTOCYBAHHAM BHYTPIIIHBOBEHHO 6 MI/KT | pa3
Ha 3 TiwkHi abo 2 Mr/kr 1 pa3 Ha THXKIEHD BiOIIOBIAHO).

Onnak TpacTysyma0® Moke MiIBHIIMTU 3arajibHUN BIUIMB OJHOrO 3 MeTabouiTiB nokcopybiuuny (7-
Aeokcun-13-purigpo-moxcopydinmHon, D7D). Bioakrushicte D7D Ta kmiHiYHMMA BIUIMB MifBHLIEHOIO
PiBHA LIEOTO METabONITY HEBiaOMI.

Haui, oTpuMani B HenopiBHANBHOMY mnociimkenHi JP 16003 3 owiHku BIUMBY TpacTysymaby (mpu
HaBaHTaXXyBalbHiH 1031 4 MI/KI BHYTpIIUHBOBEHHO 3 MOJAIBNIMM  3aCTOCYBAHHAM 2 MI/KT
BHYTpIIIHFOBEHHO pa3 Ha TIDKACHD) Ta Houertakceny (60 Mr/M? BHYTPIIIHBOBEHHO) 33 YHACTIO KiHOK 3
Snonii 3 HER2-n03UTUBHUM METACTATHYHHM PaKOM MOJIOYHOI 3a/I03H, CBIIYWIM IPO T€, MO CYMyTHE
3aCTOCYBaHHA TpacTy3ymMaly He Majio BIUIMBY Ha (papMaKOKIHETHKY OXHOKPATHOI MO3H JOLETaKCeNy.
Hocnimxenns JP19959 6yno miggmocnikeHHsM B pamkax jgociimkenus BO18255 (ToGA), sake
NPOBOMIIOCA 33 YYACTIO MALieHTiB i3 SroHii JoyIoBi4oi Ta >KIHOYOI CTATi 3 PO3MOBCIOLKEHHM PaKOM
NUTYHKa U BHBYEHHS (PapMaKOKIHETHKH KallelUTabiHy Ta LMCIUIATHHY [PU 3aCTOCYBaHHI pasoMm i3
TpacTy3yMmaboMm abo 6e3 Hporo. PesynsTars miqnociikeH s CBIAYATE PO Te, 110 €KCHO3HUIIiS 610JI0riYHO
aKTHBHUX MeTabonitie (Hanpukian 5-FU) kaneuuTabidy He 3MiHIOBANIACA MPH CYITYTHHOMY 3aCTOCYBaHHI
MCIUTaTHHY abo LucnnaTuHy y KoMOiHauil 3 Tpactysymabom. OmHak npu 3aCT0cyBaHHi';3}‘_':_Rdii?_iﬂaui'[ 3
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TpactysymaboMm Oys0 Bia3HaueHO BHILI KOHLEHTpalil kameuuTabiHy Ta Ginbwl TpuUBaIHMi nepion ioro
HariBeuBeeHHs . DapMakoKiHETHKa UMCIUIATMHY HE 3MIHIOBalacs NOpH CYMYTHbOMY 3aCTOCYBaHHI
kaneuuTabiHy abo kareuuTabiHy i3 TpacTy3ymabom.

QapmakokineTuuHi maxi gocnimkenss H4613g/GO01305 y nauieHTiB 3 MeTacTaTHYHUM abO MicLeBo
nowwrpeHum HeonepabenbHruM HER2-M03UTHBHUM pakoM CBi4aTh MO T€, IO TPACTy3yMad HE BIIHUBAE
Ha ©K kapboraruny.

BriiMe npoTHOVXIHHHEEX 3ac00iB Ha hapMakOKIHETHKY TpacTy3yMady

Ilpy mopiBHAHHI MOJENIOBaHHA KOHLEHTpauifl TpacTyymaly B CHpOBATLl KpOBi Iicias MOHOTepamii
TpacTy3yMaboM (HaBaHTKyBaIbHa 1033 4 MI/KT 3 IOAJBIIMM 3aCTOCYBAHHIM 2 MI/KI BHYTPilTHLOBEHHO
paz Ha TH>KJICHB) Ta KOHIEHTpALill y CHpPOBATI KPOBI, fAKi criocTepiranucs B >kiHoK i3 SAnonii 3 HER2-
MO3UTHBHMM METACTATHYHHUM pakoM MOJIOUHO] 3ao3u (nocnimkeHas JP16003), ;xoaHoro nokasy BIUIMBY
CYIYyTHBOr'O 3aCTOCYBAHHS JIOLETAaKCeTy Ha hapMaKkOKIHETUKY TpacTy3yMaly BHABIEHO He OyJo.
[Topieusuus @K pe3ynsrariB, OTpUMaHUX Yy ABOX mociimkeHHsax ¢asu Il (BO15935 ta M77044) Ta
onHomy pociimkenHi Qasu Ol (H0648g), B sAKkuUX DNAalieHTH OTPUMYBalM JIIKyBaHHA OJHOYACHO
TpacTy3ymaboM i IaKJiTakcelIoM, a TakoXK y JABOX aociimkeHHax ¢asull, B saxomy tpacTysymabd
3acTocoBYBaIu Ik MoHoTepamito (WO16229 ta MO16982), 3a yuactio xiHok 3 HER2-nozuruBHHM
METaCTaTMYHHUM PaKOM MOJIOYHOI 3aJ103H, BKa3ye Ha Te, [0 OKpeMi Ta cepe[Hi 3Ha4eHHs KOHLIEHTpaLlii
TpacTy3yMaby y cHpOBATIi KPOBi BapilOBAJIM Y MEXaX OXHOIO i TOro caMoro AOCHIIKEHHs Ta B Pi3HUX
JOCI/DKEHHSAX, MPOTEe SIBHOTO BIUIMBY CYILyTHBOIO 3aCTOCYBaHHS MHakJIiTakceNly Ha (apMakOKIHETHKY
Tpactysymaby He Oyio. [lopieHIHHS JaHUX Tpo GapMakoKiHETHKY TpacTy3ymaby B mociimxenHi M77004,
y saxomy xiHku 3 HER2-MO3UTHBHAM METACTATUYHHM PakOM MOJIOYHOI 3aJI03M OTPUMYBAJIH OJIHOYACHE
NiKyBaHHA TpacTy3ymaboM, MNaKIiTakceloM i JOKCOpPYOILMHOM, 3 IaHHMU Npo (apMaKOKiHETHKY
TpactysymMaby B AOCHIIKEHHAX, O TpacTy3ymalb sacrocoByBaBca sik MoHoTepamis (H0649g) abo B
koMOiHalil 3 aHTpaumKiIiHOM mwitoc Lukiodochaminom abo nawsitakcenoMm ( Hocmimxenns H0648g)
NOKA3aJIo BiZICYTHICTh BIUIHBY JA0OKCOPYOILMHY Ta Makiitakceny Ha ¢papMakoKiHETHKY TpacTy3ymaly.

dapmakokineTHyHi qani gocnimpkenas H4613g/GO01305 criguaTs npo Te, 110 KapOOMIATHH HE BIUIMBAE
Ha PapMaKkOKiHETHKY TpacTy3ymaly.

CymnyTHe 3aCTOCYBaHHS aHACTPO30Iy He BIUIMBAIO HA (papMaKOKIHETHKY TpacTy3ymaoy.
4.6 ®epTHIBLHICTH, BATITHICTD i JaKTaLlis

JKigku JiTOPOOHOrO BIKY

XKinkam miTOpoAHOrO BiKy CIiJi peKOMEHIYBaTH BUKOPUCTOBYBAaTH €(heKTHBHI 3aCO0M KOHTPALICTILIT Tif
yac JIiKyBaHHs TPAcTy3yMaboM i mpoTsAroM 7 MICALIiB MMiCJIs 3aBEPLICHHS JIIKYBaHHA (IUB. po3alT 5.2).

BaritHicTs

HocnimkeHHs penpOIyKTUBHOT TOKCHYHOCTI IIPOBOJMIIUCA Ha SIBAHCHKMX MaKaKax, SKUM 3aCTOCOBYBAJIU
IO3H, 110 MEPEBUIIYBATH TIKHEBY MiATPHMYBaNbHY IO3Y TpacTy3ymaly IUIA JIIOAMHU 2 MI/KT B/B HE
6inbine HiX y 25 pasiB, 1 He BHABHIM O3HAK MOTipineHHs GepTHIbHOCTI ab0 3aBIaHHA LIKOAM AMTHHI B
yTpo6i Marepi. CriocTepiranocs MPOHUKHEHHS TpacTy3yMaly depes IUTALeHTy Ha paHHbOMY (recTalliifHuH
BiK — 2050 quiB) Ta misHpOMy (rectauiiinuii Bik — 120-150 guiB) etami po3BuTKy mioga. Heeizomo, un
MOJKe BIUIMBATH TpacTy3ymab Ha ¢epTwibHicTh. OCKITBKH TOCHIIKEHHS BIUTMBY Ha PENpOAYKTHBHY
GbyHKIiF0 Ha TBapHHaX HE 3aBXAM MOXYTH CIPOrHO3YBAaTH TaKuil BIUIMB Y JIIOJEH, ClIif YHHKaTH
3aCTOCYBAHHA TpacTy3yMaly mif 4ac BariTHOCTI, SKIIO TiIbKH MOTEHLiHHA KOPUCTH [l Marepi He
nepeBaykaTUMe MOTCHUIMHMM pU3NK VI IUTOJA.

V micnapeecTpauifiHui nmepioa y BATiTHHX JKIHOK, SIKi 32CTOCOBYBAJIM TpacTy3ymab, 6yiu 3apeecTpoBaHi
BUMANKM 301IBIIEHHS HUPOK utoaa Ta (abo) moriprueHHs QyHKLIT HUpOK Ha GoHi oniroriﬂpa;ulgi\quf@\pu
LBOMY JI€SKi 3 X BUIAJKIB CYNPOBO/KYBAJIUCS TIIIOILIA3IEI0 JISreHIB III0/Ia 3 JIeTanbHUM KifileM. JKinoK,
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Kl 3aBariTHUIM, CHIA TNOMEpeayTd NP0 MOMJIMBE 3aBAaHHS IUKOAW IS Iiofa. SIKIIO BariTHa >kiHka
MPOXOAMTE JTIKYBaHHS TPacTy3ymMabom abo 3aBariTHina i Yyac 3acTOCYBaHHA TPACcTy3yMaby abo mpoTarom
7 MicsLiB Micsl 3aCTOCYBaHHS OCT@HHLOT 03K Tpacty3yMady, 6axaHo, 100 rpyna cneuiaricTiB pisHUX
npodinip 3AIHCHIOBANA peTeJIbHHI MOHITOPHHT CTaHy 3A0POB’ S Takol KIHKH.

TopvBanHg rpvLIo

JocnimkeHHs, NpoBeJieHe Ha SBAaHCHKUX MaKakaX y J03ax, fKi y 25 pa3iB MepeBHINYBaId LIOTIKHEBY
MATPUMYIOUY A03y IS JIIOOWHU Y opMi 2 MI/KT TpacTy3ymaly AJisi BHYTPiIHLOBEHHOTO BBeACHH: 3 120
no 150 meHb BariTHOCTI, MPOAEMOHCTPYBANO, IO TPACTY3yMad CEKPETYEThCA B MOJIOLI MIiCHs TOJIOriB.
Brinus TpacTy3zymaby BHYTpPIiLIHBOYTPOOHO Ta MPHCYTHICTH TpacTy3ymaly B CHPOBATL KPOBi AUTHHYAT
MaBIl He acoLiloBaIMCA 3 OyIb-IKUM MOOIYHMM BITMBOM Ha iXHill picT a60 pO3BHTOK Bill HAPOKESHHS 10
1 wmicams. Hepimomo, 4u cekpeTyeTsesl TpacTysyMalb y rpyaHe Mosoko. Ockinbku moncekuii IgGl
CEKPETYETHCSA B IPYAHE MOJIOKO, a MOTEHIIAT [IKOIM HEMOBJIATI HEBIJOMMH, XKiHKaM He CITiJ FOIyBaTH
IPYABMH IIiJi 4ac Teparii TpacTy3yMaboM i MpoTAroM 7 MiCSILIB MIiC/sE OCTAHHBOT I03H.

DepTUNBHICTE
Hemae nanux npo ¢hepTuibHICTD.
4.7 BnJaHB Ha 37aTHICTH KepYBaTH TPAHCHOPTHUMHE 32c00aMH Ta MPAILOBATH 3 MeXaHi3MaMu

OriBpi Mae He3HAYHHH BIUIMB Ha 3JaTHICTh KepyBaTH aBTOMOOINeM i MpaillfoBaTH 3 MeXaHi3MaMHu (OUB.
poszin 4.8). ITix gac nikyBanHs OriBpi MOXKyTh BUHHKATH 3aIaMOPOYEHHS Ta COHJIMBICTE (AuB. po3aii 4.8).
IlamieHTam, y IKUX BHHUKAIOTH CHMIITOMH, OB’ s13aHi 3 iHdy3icro (AuB. po3ain 4.4), ¢iix pekoMeHIyBaTH
HE KepyBaTH TPaHCIIOPTHUMH 3acoDaMy Ta MPaLFOBATH 3 MEXaHi3MaMH, TOKH CUMIITOMH He 3HUKHYTb.

4.8 IloGiuni peakmii

Kopotkuii onue npodinig Gesrexu

Cepen HaibLIBLI cepiio3HMX Ta/ab0 TMOLMPEHHMX MOOIYHUX peakuifi, mpo sKi MOBIAOMITIIOCS MPH
3aCTOCYBaHHI TpacTy3yMaly (BHYTPILUHBOBCHHHX Ta MIAWKIPHUX HOPM), Ha CbOTOIHIIIHIHM IEHb € CeprieBa
auchyHKLis, peakLii, noB’3aHi 3 iHQY3i€0, FeMaTOTOKCHYHICTh (30KpeMa HeHTpomeHis), iHdekuii Ta
no6ivHi peaxuii 3 60Ky nereHis.

Tabmuunuii nepenik noGiyHUX peakiiii

V upoMy po3aii BHKOPUCTOBYBAJIMCS TaKi KaTeropii 4yacToTH: Ayxe mommwmpedi (> 1/10), mowmpeni (>
1/100 mo < 1/10), Henoumupeni (> 1/1000 xo < 1/100), piaxo nomupeni (> 1/10000 oo < 1/1000), xyxe
piako momupeHi (< 1/10000), yactota HeBigOMa (YacTOTY HEMOXKIMBO OLIIHUTH 32 HAABHUMH JaHUMH). Y
KOXKHiH rpyni 4acToTH NoOIuHI peakilii mpeAcTaBIeH] B MOPSAKY 3MEHIUCHHS CepHO3HOCTI.

V tabmmui 1 HaBemeHO noGiuHi peakiii, Ipo sSKi MOBIAOMIISUTOCS Y 3B’ A3KY i3 3aCTOCYBaHHAM TpacTy3yMaby
JUI1 BHYTPIIIHBOBEHHOTO BBEJEHHSI OKpeMo abo0 B KoMmOiHamii 3 XiMioTeparli€lo B OCHOBHHX KTIHIYHHUX
JOCIIPKEHHSX 1 B IOCTMapKeTHHIOBOMY HEpiozi.

Vci BntoyeHi TepMiHg 6a3yloThes Ha HAUBHIIOMY BiICOTKY, SIKMH CIIOCTEpiraBcsi B OCHOBHHX KJIIHIYHHUX
JocmimkeHHsx. Kpim Toro, TepMiHM, 3a3HaueHi B IOCTMAPKETHHTOBHX HAJIAUITYBAHHSX, BKJIIOYCHI B
Tabmuwro 1.

Tabmuusa 1. Ilo6iyni peaknii, nmpo #AKki MOBIZOMISUIOCS TP BHYTPILIHBOBEHHIN MOHOTeparii
TpacTy3yMabom abo B koMOiHALIT 3 XiMiOTepamni€lo B OCHOBHUX KIIiHIYHMX HocmimkeHHsx (N = 8386) i B
[IOCTMAapKETHUHI OBUH Nepion

Kuac cucTeMu oprasip IloGiuna peaxknis YacrToTa
Ingpexyii ma insasii Indexiis Hy>xe nomupeni
Hazodapunrit Jlyxe nouwpenj /. 2> B
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HetiTponeHiynuii cencuc ITourupeni
HucTur HMomupeni
I'pun [Nournpeni
CuHycut Iomupeni
Cunycutr IomwmpeHi
HlkipHa iHdekuis Iomupeni
Punit Ioummpeni
[adekiist BepXHiX THXATBHUX [MomwupeHi
HUIXIB

Indexuii cevopupimnux uutsaxie | [Tomupeni
dapuHriT TTomwupeni

Hosoymeopenns, oobposxichi
ma 3710AKICHI (8 MmOMY Yuchi
Kicmu ma noJinu)

[Tporpecytoue 3nosgxicHe
HOBOYTBOPEHHS

YacToTa HEBigOMA

[Iporpecyroue HOBOYTBOPEHHSI.

YacToTa HEBigOMAa

3 boky cucmemu kpogi ma
niMpamuunoi cucmemu:

DebpuiibHa HEUTPOIIEHIs

Jly>xe rowupeHi

AHeMis

Jlyxe mowupeHi

Heiitporienis JIyKe momupeHi
KUTBKICTE JIEHKOUHTIB Jy>xe mommpeHi
TpomboupTonewis Hy>xe nomupeni
lonpoTtpoMbinemis YacrtoTa HeBimoma

IMyHHa TPOMOOLIHTOTIEHIA

YacTtoTa HeBiAOMA

3 boky imyHHOI cucmemu

[TigBuIeHa Yy TIHBICTh

Iorwmpeni

+ AHadinaktuuHa peakiis

Pigko momupeHi

+ AHabinakTHYHUIH 10K

Pigko mouupeHi

3 6oky 0bminy pewosun ma
Xapyy8aHHs

3amwxKeHHs Bari/Brpara Baru

Hyxe nommwpeni

AHoOpekcis

Jlyxe nomupeni

CuHIpOM J1i3UCY MTyXJIUHU

YacroTa HeBiZOMa

linepkastieMist YacroTa HeBigoMa

Icuxiuni poznaou Bbesconns Jy>xe nomupeni
Tpusora [Momupeni
JHenpecis IMowmupeni

3 boky Hepeosoi cucmemu ' Tpemop Hyxe mommpeHi
3anaMopo4eHHA Hyxe nomupeni
I'onosHui 6ink Jyxe nommpeHi
Ilapecresii Jy>xe nomupeHi
Hucressis Jy>xe nowmupeHi
[Tepudepudna Helipomnaris IMommupeni
IinepToHis [Tomupeni
CoHnuBicTh Tommpeni

3 boxy opzanie 30py KOH'TOHKTUBIT Hyxe momupeni

Ilocunene C.IIBOSOBI/II[iJ'IeHHH

Jy>xe nowmupeni

CyxicTe oueit

IMowupeHi

Habpsik nucka 30poBOro HepBa

YacToTa HEBiZOMA

KpOBOBHIIHB V CITKIBKY

YacroTa HeBigomMa

3 6oxy opzanie cayxy ma
8eCuUbYIAPHO20 anapamy

T'nyxora

Henoumpeni

Kapoianvui nopyuwenns

! BHmKeHHs apTepianbHOro
THCKY

Jy>xe moiinpeHi

! TTigButueHHs apTepialbHOro
THCKY

Hyxe nommupeni

! Heperysnsipae cepueGuTTs

Jy>ke momwupedi

! TpimoTinHs mepencepan

Hy>xe nomupeHi

3HwkeHHs dbpaxkiii BUkuay*

Jly>xe nouupeHi

* CeplieBa HEIOCTATHICTD
(3acTiiina)

TTomwupeHni

b
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*'Hamunynoukosa taxiapurmis | ITowmwpeni
KapuniomiomnaTis [TormupeHi
! Cepueburrs [MowmmpeHi
[MeprkapaianbHUA BUOIT Henowupeni

KappnioreHuuii mok

Yacrora HeBimoMa

PutM ranory

YacTora HEB1IOMA

Cyounni posnadu Ilpunnusu Jy»xe nouupeHi
*! Tinorensis [TowupeHi
Bazogunarauis IMowmpeHi

3 b6oky Ouxanvroi cucmemu,
Op2aHie 2pyOHOT KAImKU ma
cepedoCmints

" 3anuuika Jy>ke momupeHi
Karens Jy»xe mommpeni
HocoBa kpoBoTeua Hyxe mouvpeni
PuHopest Hyxe nommupeHi
“TIneBMoHis [omupeHi
Actma ITomupeni
Posnan nereHis [TowupeHi

* [IneBpaibHUI BUMIT TMomupeHi

*! Xpunu Henommuperi
ITHEBMOHIT Hemnomwpeni

"Jlerenesuii dibpos

YacToTa HeBimoMa

" PecniipaTopHuii JucTpec

Yacrora HeBIAOMA

* JluxanbpHa HeTOCTaTHICTh

Yactota HeBiﬂOMa

" IndinsTpauis nereHiB

YacToTa HEBIOOMA

“T'ocTpuii HAGPSIK JIEreHIiB

HacroTta HeBigoMa

* Toctpuit pecntipaTopHuit
JUCTPEC-CHHAPOM

Yacrora HeBigoOMA

* BpoHxocmnasm

Yacrora HeBinoMa

*Tinokeis

Yacrora HeBiiOMAa

* 3HWKEeHA CaTypallisl KUCHEM

YacToTa HEBiIOMA

Habpsk ropraui

YacroTa HeBiHOMa

OpTomnHoe

YacToTa HEBIIOMA

Hab6psik nerens

YacToTa HEBimoMa

InTepcTuLiansHa xBOpoba
JIereHb

YacroTa HeBiI[OMa

LInynkogo-kuuixoai po3nadu JHiapes Jlyxke mowmupeHi
biiroBaHHA y>xe nommpeHi
Hynota Hy>xe moummpeHi
! Habpsk ry6u Jly>ke mommpeHi
Bine y KuBOTI Jyxe mommpeni
Jucnencis Jly>xe nommpeHi
3anop Hyxe mouupesi
Cromatut Jy>xe nommpeHi
I'emopoii Iommwpeni
CyxicTh ¥ poTi TTomupeni

3 boky nevinxu ma ['enarouenoNspHe YpaXKeHHs ITourupeni

J#CO8YOGUBIOHUX WILAXIB ematut IMommpeHi
XBOpOOJIMBICTE HEYIHKH INommperi

KopTauuis

Pingxo mommpeHi

3 boky wixipu i niowipnoi Epurema Hyxe nonmpeni
KNIMKOGUHU Bucunanus Jly>xe mommpeni

'Habpsk obnuuus Jly>ke MoUIHnpeHi

Anonenis Hyxe momupeHi

Poznanu 3 60Ky HIrTiB Hyxe nomupe}}if ole fl-"'?f\
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CHHAPOM IOJIOHHO-ITiA0IIOBHOT

Hyxe noutupeHi

| epuTpoamMsecTesii
AkHe IowmpeHni
CyxicTp HKipu INomupeni
Eximozu [owmmpeHni
linepriapos [Nowwmpeni
MakynonanyibO3HHI BUCHII [owupeni
Crepbix IMoupeni
Onixoknas [Towmpeni
Hepmatur [MommupeHi
Kponug'suka Henowmmpeni

AHrioHEBpPOTHUHHI HabpsiK

YacrtoTa Hesimoma

3 boxy onopmno-pyxoeoi Aprpanris Hyxe nommpeni
cucmemu ma CnoayyYHol
MKAHUHU ! Ckyricts M's13iB Jy»xe noumpeHi
Mianris Jly>xe nonspeHi
ApTpuT Iomupeni
Bine y cnuwi [Tomupeni
Bine v kicTKax Iowmpeni
M's30B1 ciazmu ITommpeni
bins y mmi [Tourmmpeni
Bink y KiHIIBKax [MommupeHi
3 6oky nupox ma cevosudinvroi | IlopynieHHs: GyHKUIT HUPOK ITomupeni

cucmemu

ITniBuactuii rioMepynoHeh pUtT

YacToTa HEBIAOMA

['nomepynonedponaris

YacToTa HeBiﬂOMa

HupkoBa HeNOCTaTHICTh

YacroTa HeBigOMa

Bazimuicme, nicnanonozosui
nepiood i nepuHamanbHi CManu

Manosoang

Yacrtora HEBIAOMA

I'imonnazist HUPOK

YacroTa HeBi,E[OMa

I'inominasis seress

YacroTta HeBiﬂ_OMa

3 6oky penpodykmueHoi 3amaneHHs MOJOYHUX [Tomwupeni
cucmemy ma MONOYHUX 307103 3aJ103/MacTHUT
3azanvni poznadu ma po3naou é | AcrteHis Hy>xe momupeHi

Micyi 68e0enHs

bins y rpynax

Hyxe nommupeHi

O3H06

Jiyaxe nomupeHi

Broma

yxe momupeni

I'purniononiGHi cUMITOMYU

Iyxe nourmperi

Peaxuiis, nos's3ana 3 iHdysiero

Jlyxe mornpeni

bins

JIy>ke mmonIMpeHi

Tapsuka

Ly»xe nommpeni

3anajieHHs CITH30BO1

yxe noummpeHi

INepudepuunuii HabpsK

Jlyske MomupeHi

HesnyxaHHs TTomwupeHi
Habpsax ITowmupeni
Tpaemu, ompyecHns i Konryzis IMommwpeni

npoueoypui YCKIAOHEeHHA

" Ilo3navae nobivHi peakii, Mpo sAKi HOBIIOMIISIIOCS y 3B’ 3Ky 31 CMEPTeJIbBHUM HACIIIAKOM.

! Mosnavae mo6iuni peakiii, Mpo AKi HOBIIOMIISETHCS MEPEBAXKHO Y 3B’ SI3KY 3 PEaKLisSIMH, 0B’ I3aHUMH 3
iHdy3iero. KOHKpeTHI BiICOTKY JUI HUX HETOCTYIIHI.

* Crioctepiraethes npu KOMOIHOBaHi# Tepamii Mmic/is aHTPALUKIIIHIB 1 B KOMOiHaulil 3 TakcaHaMu

Onnc okpeMux nodIYHUX peakuii




Kapoianvui nopyuenns

3actifina cepueBa HemoctatHicTs (3CH) (II-IV dyHkuioHansHuii knac 3a knacudikauicro NYHA) €
YacTO MOOIYHOK peakiicio, IIOB’SI3aHOK0 13 3aCTOCYBAaHHSAM TpacTy3yMmaly, ska IpU3BOAMIA IO
JIETAILHOrO KiHUA (UB. po3ain 4.4). Taki o3HaKu Ta CHMITOMH AUCQYHKLIT cepLs, K 3aAHULIKa, OPTONHOE,
NiABUIIEHUE KalleNb, Habpsgk ereHis, S3-rajon a6o Hu3bKa PpakLis BUKUAY UUTYHOUKA, CIIOCTepPiraiucs
B MALIE€HTIB, AKi MPOXOIUIN JIIKyBaHHS TpacTy3ymMaboMm (mus. posain 4.4).

VY 3 OCHOBHHX KJIHIYHHX AOCIIIPKEHHSIX aI'FOBAHTHOTO TpacTy3yMaby, L0 3aCTOCOBYBaBCs y KOMOiHaLiT
3 XiMiOTepari€r, 4acToTa PO3BUTKY cepleBoi aucdyHkuii 3/4 crymeHs (30Kpema CHMITOMATHYHOL
3acTiHHOT cepiieBoi HeJOCTAaTHOCTI) OyJia MOAIOHOK y MALUEHTIB, SKi OTPUMYBAIM JIMILE XiMiOTepamnito
(TobTO He OTpUMYBAIU TpacTy3yMad), Ta y MAIEHTIB, SIKi OTPUMYBAIH TPACTY3yMab MOCHiTOBHO MicHs
Takcany (0,3-0,4 %). HaiiBnimum ueil nokasHuk OyB y MAI{i€HTIB, SKUM TPAcTy3yMad BBOAWIM OJHOYACHO
3 takcanoM (2,0 %). YV Heoan'roBaHTHINA Tepamil JOCBig OAHOYACHOIO 3aCTOCYBAHHS TPAcTy3ymaly Ta
HHU3BKHX 103 aHTPALMKJIIHY oOMexeHui (I4B. po3ain 4.4).

Ipu 3acTocyBaHHi TpacTy3ymMaly micis 3aBepiueHHs al TOBaHTHOT XiMioTepanii ceplieBa HepocTaTHicTs 111
- IV knacy 3a NYHA cnocrepiranacs y 0,6 % nauieHTiB B OQHOPIYHIH Iy ICTs MEOiaHH CIOCTEPEXEHHS
12 micauis. ¥ pocmimkenni BO16348 micns MemiaHu criocTepeskeHHs 8 pOKIiB HaCTOTa PO3BHUTKY TKKOL
CH (III i IV wrac 3a NYHA) B rpymi 1 poky siikyBaHHs TpacTy3symabom craHoBuna 0,8 %, a yacrora
PO3BHUTKY JIErKOl CHMOTOMATHYHOT Ta 6e3cuMnToMHOT IucdyHKLIT giBoro mnyHouka - 4,6 %.

Ob6opotricte Tkkoi CHF (BH3Ha4eHO! SK MOCNIAOBHICTH IIOHAHMEHINE JBOX TOCTIHOBHUX 3HAadeHb
OBJIIII > 50 % nicng moxil) Oyna odeBuaHOWw g 71,4 % mMalieHTiB, AKIi OTPUMYBATM JIiKYBaHHS
Tpacty3zymaboM. OGOpOTHICTH JIETKOT CUMITOMATUYHOT Ta 6€3cHMITOMHOT JTUCHYHKLIIT JTIBOTO LINTYHOUKA
6yna nmpomemoHcTpoBaHa it 79,5 % nanientis. [Tpubmusno 17 % noxidd, NMOB'S3aHUX i3 CEPLEBOIO
IUCOHYHKLIEIO, BHHUKAH ITICIS] 3aBepLICHH JIIKyBaHHS TPAacTy3yMaOoM.

V KIIOYOBMX METAaCTATHYHUX MOCIIKEHHSIX BHYTPIIIHHOBEHHOTO BBEINEHHSA TPAcTy3ymaly dacrora
pO3BUTKY ceprieroi aucyHKUIi BapitoBana Big 9 % go 12 % npu Horo komOiHauil 3 MaKIiTAKCENOM
nopiBHsAHO 3 1 % - 4 % npu 3acTOCYBaHHI TUIBKY NakiiTakceny. g MoHoTepanil Lei NoKa3HUK CTaHOBUB
6 % - 9 %. Haiipuina qactora nopyIeHs cepleBoi HyHKIIT cnocTepiraiacs y Nalli€eHTiB, SKi OTpUMYBaIU
TpacTy3ymad OJHOYACHO 3 aHTpalMKIiHOM/LuKIodhochaminom (27 %), i Gyna 3HaA4YHO BHULIOKO, HDK MPU
3aCTOCYBaHHI TUTBKHM aHTpaudkiiHy/uuriodochamigy (7 % - 10 %). V nogansLioMy JOCTIKEHHI 3
NPOCIEKTHBHUM MOHITOPHHIOM cepueBol ¢yHKkuii Yacrora BHHUKHEHHS cumnroMmatuyHoi XCH
craHoBuna 2,2 % y TauieHTiB, aKi OTpUMYBaIK TpacTy3ymad i jotieTakcen, nopiBHAHO 3 0 % y MailieHTiB,
AKi OTPUMYB&JIM TUTbKH Aouerakcen. Y Oinpmocti nauieHtiB (79 %), y sSkuX po3BUHYJacs cepLesa
IuchyHKIIA Y LIMX JOCI/DKEHHAX, CIIOCTepiranocs NOKpaleHHs CTaHy ITiCIsA OTPUMAaHHA CTaHAAPTHOTO
nixyeaHHs XCH.

Ingysiiini peaxyii, anepeiuni peaxyii ma nioguwjena yymaugicms

3a ouinkamu, npubnuzHo y 40 % manieHTiB, IKi OTPHMYIOTH JIiKyBaHHS TPacTy3yMaboM, BUHUKAIOTh Ti YU
iHII peakmii, moB'13aHi 3 iHYy3icro. OmgHak OUMBIIICTE peakiiif, NoB'I3aHUX 3 iHOY3i€r0, € erkumu abo
noMipHuUMH 32 iHTeHcuBHICTIO (3a mKkanoro NCI-CTC) i, sk npaBuito, BHHUKAIOTh Ha [0YATKY JIiKYBaHH,
TOOTO M Yac mepuioi, APYroi Ta TpeThoi iHQY3iii, 1 3SMEHIIYIOThCA 32 HACTOTOIO MIPH HACTYMHUX iHPY3iaxX.
Peakniii BKTIOWAIOTH 03HOO, rapsyky, B3aJUIIKYy, CIIOTEH3I0, CBUCTIYE JHUXAHHS, OpOHXOCHA3M,
Taxikapilo, 3HIKEHHs] HACHYEHHS KPOBi KHCHEM, PECIlipaTOPHUMA AUCTPEC, BUCHUIL, HyNOTY, OFOBaHHA Ta
ronoBHuit 6ineb (auB. posain 4.4). Yacrora peakuiid, NOB'sI3aHuUX 3 iHQY3i€r0, yCiX CTYNEHIB BapiroBaia Mix
OOCTIDKEHHSIMH 3a7e)KHO Bif MOKAa3aHHI, METOJONOriT 300py JAaHMX, a TAKOX BiJ TOro, YH BBOJUBCSH
TpacTy3yMab OIHOUACHO 3 XiMioTeparieto abo Tk MOHOTeparis.

Tsoxki anadinakTUdHi peakuii, O NMOTPeOyIOTh HeraltHOro JOAATKOBOIO BTPYUAHHS, MOXKYTh BUHUKATH
3a3BHYai Mig yac nepinoi abo Apyroi iHdysii Tpactysymaby (nus. posain 4.4) i 6ynu nop's3aHi 3 1€TATBHUM
HACJTiIKOM.

AnadhinakToiIHI peakllil CIOCTEPIraiucs Y NOOHHOKMX BUTAIKaX.

Temamomoxcuunicmo




OedpunpHa HEUTPOTICHIS, TEeMKOIIeHis, aHeMis, TPOMOOLIUTOIIEHIS Ta HEUTPONMEHIsl BUHUKAIN Iy>KE YacTo.
YacToTa BHHHKHEHHS rinonpoTpoMbiHeMil HeBimoma. Pu3Mk BUHMKHEHHS HEHTpOIMeEHii MOXKe [erlo
HiABHLIYBaTHCS NPYU BBEIEHHI TPacTy3yMaly 3 JOLIETaKCeNIOM Mic/s Teparii aHTpauukIiHaMH.

Jlezenesi ssuya

Tsokki nereHeBi No6i4HI peakLii BHHUKAIOTh Y 3B'I3KY i3 32CTOCYBaHHAM TpacTy3ymaly i OyJu MoB's3aHi 3
JeTanbHUM HaciiAkoM. BoHM BKIIIOUalOTh, ane He OOMEKYIOThCS HUMH, JiereHeBl iHQinbTpaTy, rocTpuii
pecnipaTopHUi JUCTPeC-CUHAPOM, MHEBMOHIIO, THEBMOHIT, INIEBpajIbHUIH BHITIT, pecripaTOpHui AucTpec,
rocTpuii HabpsK JIereHiB Ta AUXaJIbHY HEAOCTATHICTD (MUB. po3ain 4.4).

HetanpHa inGopmaLis 1po 3axoau 3 MiHIMI3aIii pU3KKIB, AKi BianoBigaoTe [InaHy ynpaBniHHS pU3HKaMU
€C, HaBeneHa y po3aini (po3ain 4.4) "IlonepemkeHHs Ta 3ano0bKHI 3axoau”.

Ivtynozennicns

VY Heoan'toBaHTHO-aJ'IOBaHTHOMY mocnipkeHHi PM3 (BO22227) npu meniaHi crioctepexkeHHs: oHan 70
Mmicsuie y 10,1 % (30/296) nauieHTiB, AKi OTPHMYBaJIH TPAcTy3yMal BHYTPIIIHEOBEHHO, PO3BHHYIIUCS
AHTUTIJIA IPOTH TPACTy3yMaby.

Heifirpanisyroui aHTHTLIA IPOTH TpacTy3yMady Oyyin BHBJIEH! y mocTOa30BuX 3pazkax y 2 3 30 naiieHTin
Y IpyIi BHYTPINIHEOBEHHOrO BBEACHHS TPACTY3yMaly.

KiiHiyHe 3Ha4eHHS LMX aHTUTIT HeimoMe. HasBHiCTH aHTHTIN HO TpacTysymaly He BIUIMBaJia Ha
dapmakokiHeTUKyY, ©¢eKTHUBHICTh (BH3HAYeHy 3a MAaTOJIOTIYHO moBHOK BixmoBigmo [pCR] Ta
BrokuBaHicTIo 63 noxiti [EFS]) ta 6e3nexy, BU3HaueHy 3a YaCTOTOIO BUHHKHEHHS peakiliii, OB'I3aHuX 3
BBezieHHAM (ARR) TpacTy3ymaly, o BBOJUBCS BHYTPILIHHOBEHHO.

JaHi o0 iMyHOreHHOCTI TpacTy3ymaly MpH paky IUTyHKa BiACYTHI.

ITepexin 3 BHYTPIMIHLOBEHHOTO BBEIEHHA TPAcTy3yMady Ha MIAIIKIPHE Ta HABIAKH.

Hocnimxenns MO22982 BuByaso nepexif 3 BHyTPILIHBOBEHHOTO Ha ITALIKIPHE BBEACHHS TPacTy3ymaly
3 OCHOBHOK METOIO - OLiHMTH IepeBary Naui€HTaMd BHYTPIlIHBOBEHHOro abo0 MiJIIKipHOrO NUIIXY
BBEJEHHA TpacTy3yMaly. Y LbOMY JOCTIHKEHHI 2 KOropty (0Ha i3 3aCTOCYBaHHAM MigUIKipHOT dhopMu
npenapaty y GIakoHi Ta iHIIA i3 3aCTOCYBaHHAM MiALUIKIPHOT GOpPMH mpenapaTy y CUCTEeMI AJsl BBEACHH)
JIOCTIIDKYBAJIUCH 13 3CTOCYBAaHHIM ITIEPEXPECHOTO HM3akiHy 3 [BOMA pyKaBaMH, 3a ydacTio 488 martieHTis,
ski Oymu paHAOMI30BaHI 1O OAHIET 3 JBOX PIi3HHX TPUTIKHEBUX MOCHIJOBHOCTEH JIiKyBaHHS
TpacTy3ymabom (BHyTpilIHEOBEeHHE [uuknu 1-4] — migmkipHe [muru 5-8], abo migukipae [rpxmm 1-4]
— BHyTpilmHbOBeHHe [mmkiau 5-8]). [lamientu Oymu abo HaiBHI 1O JIiKyBaHHA TpacTy3yMabom
BHyTpiHBOBeHHO (20,3 %), ab0 nonepeaHbO OTPUMYBAIIH TPAacTy3yMad BHY TPIIUHBOBEHHO (79,7 %). ns
MOCTTIIOBHOCTI BHYTPIIIHEOBEHHE — MIAIIKIpHE BBeACHHs (MAIKIpHA aMITysia Ta mialkipHa dopMma y
KOMOIHOBaHHX KOropTax CHCTEMH BBEICHHS) YacTOTa HebakaHUX ABUIL (YCiX CTyneHir) Oyna onucaHa 10
nepexony (uuknu 1-4) ta micns mepexony (uwknu 5-8) gk 53,8 % mporu 56. 4 % BianmoBimHO; AA
MOCIITOBHOCTI MiUIKipHe — BHYTPILIHHOBEHHE BBEACHHA (MIAMIKIpHUH (IakoH Ta MiALKipHa popMa y
KOMOIHOBaHHX KOI'OPTaxX CUCTEM BBEIECHHS) YacTOTa HebakaHHX SBHII (YCiX CTyneHiB) Oyna onmucaHa a0
Ta Micns nepexony gk 65,4 % npotu 48,7 % BinmoBigHo.

YacroTa BUHMKHEHHs cepio3HuMX noOiunux sBum (uukin 1-4), mobiuyHux sBUm[ 3-ro CTyIEHs Ta
IPUIIMHEeHHS JIiKyBaHHS depe3 NoOitHI SBUINA 10 MepexoIy Ha IHIILy CHCTeMY JIiKyBaHHS 0yia HU3bKO0 (<
5 %) 1 noaibHOIO A0 YACTOTH BUHUKHEHHS MMOGIYHMX SBUII ITIiCNIS MEPEXOqy HA iHIILY CHCTeMY JIiKYBaHHS
(uuxta 5-8). TIpo no6iusi sBuina 4-ro abo 5-ro CTymneHs He MOBiIOMIIAIOCS.

[ToBinomJieHHs MPo Mi103POBaHI MOOIYHI peakilii

[ToBigoMIIEHHS TIPO MiO3pIOBaHi MOOIYHI peakuii micis peecTpaliii Jikapcskoro 3aco0y € BaxuiuBuM. Lle
JO3BOJIE 3AIHCHIOBATH MOCTIMHHM MOHITOPHHI CIIBBITHOLICHHS KOPHCTB/PHU3MK JIKapchkoro 3acoly.
MeayyHuX NpaliBHUKIB NPOCIATH NOBIJOMIIATH Npo OyAb-fKi MiZO3proBaHI MOOIYHI peakilii yepes
HalllOHaJIbHY CHCTEMY HOBiXOMJIeHB, 3a3HaueHy B Jogatky V.

4.9 llepeno3yBanHs
Hocpiny mnepeno3yBaHHSA y KIIHIYHMX ROCIIDKEHHAX 3a Y4YacTIO JIFOAMHM HeMmae. OmHOpa3oBi AO3HM
TpacTyzymalby, IO IMepeBHIlyl0Th 10 MI/Kr, y KIHIYHMX JOCHIDKEHHAX HE 3aCTOCOBYBAJIMCS;
nigTpuMyroua go3a 10 mr/kr 3 pasu Ha THXKIEHB IIC/Is HaBaHTaXKYyBaJIbHOI M0O3U 8 Mr/}:,ﬂﬁﬁ%ﬁﬁf[:%ﬁa y

N

)




g "4 "

KNIHIYHOMY JOCJIDKEHHI 32 Y4acTIO MAli€HTIB 3 METACTATUYHHM PakoM LUTYHKa. Jl03u [0 UbOro piBHs
repeHocunucs noope.

5. PAPMAKOJIOI'TYHI BJIACTHUBOCTI

5.1 ®apmakoguHaMivHI BIACTHBOCTI

PapmakorteparnesTuyHa rpyna: [Ipotumyxirnni 3acobu, MOHOKIOHANBHI aHTHTINA, kog ATX: LO1XCO03
Oriepi € 6iomoniGHUM NikapchkuM 3acoboM. JleTanbHa iHopMaltis posmillieHa Ha caiTi €pponeiicskoro
areHTCTBA 3 JIiKapchKUX 3acobiB http://www.ema.europa.eu.

TpacTy3ymab - e pekoMbiHaHTHe ryMaHi30BaHe MOHOKJIOHANIbHE aHTHUTLIO Kiacy 1gGi mpoTu penenrropa
emigepMasibHoro ¢axropa pocty moauuu 2 (HER2). inepekcnpecis HER2 cnoctepiraerses y 20 %-30 %
BHIA/IKIB MEPBUHHOIO paKy MOJOYHOI 3amo3u. JlocmipkeHHs nokasuukis HER2-nmosurueHOCTI npu paky
uutynka (PL) 3 suxopuctanuam imyHorictoximii (II'X) Ta duryopecuentHol ribpuousauii in situ (FISH)
abo xpomoreHHoi ribpunuzatii in situ (CISH) nokasanu, 1o icHye wupoka Bapiauis HER2-nosurusaoCTI
B Mexkax Bin 6,8 % mo 34,0 % mns II'X Ta Bing 7,1 % no 42,6 % nna FISH. JocnimkeHHS MOKA3yIOTh, 1110
NALi€HTKH 3 PakoM MOJIOYHOI 3aJI03H, NYXJIHHH SKHX rinepekcrpecyiore HER2, maioTh ckopoyeHy
Oe3pelMAYBHY BIDKHUBAHICTh MOPIBHAHO 3 Mali€HTKAMH, MyXJIMHH SKHX He rinepekcrnpecyiotb HER2.
ITozaxniTunHMit foMeH peuentopa (ECD, p105) Moxe NoTpanisTe B KPOBOTIK i BAMIPIOBATHCS B 3pa3Kax
CHPOBATKH KpOBI.

Mexanizm aii

Tpactysyma® 3 BHCOKOWO adiHHICTIO Ta crenuiyHIiCTIO 3B'I3yeThCs 3 cyOmomenom IV,
IOKCTaMeMOpaHHOIO IUISHKOIW mo3akiiTuHHoro nomeHy HER2. 3B'ssyBanus Tpacty3symaby 3 HER2
iHribye niraHa-HesanexxHy curHanizauito HER2 i 3amo6irae mpoTEONiTHYHOMY PpO3LICIVIEHHIO HOro
NO3aKTITHHHOIO JOMEHY - MexaHi3My aktupauii HER2. B peaynsraTti Oyno mokaszaHo, mo Tpacty3ymab, sk
B JOCIiKEHHSX in Vitro, Tak i Ha TBapHHAX, NPUTHIUYeE Npotidepalito MyXJIHHHHAX KIITHH JIFOAMHH, SKI
HagMipHO ekcripecylots HER2. Kpim Toro, tpacty3ymalb € MOTY>KHMM MeRiaTOpOM aHTHTiIO03aeXKHOL
KIITHHHO-OMOcepeaKkoBaHoi mutotokcuuHocti (A3KII). Byno mokasaHo, Io in vitro TpacTy3syma6-
onocepeaxopada A3KL[ uuHWMTH NepeBaxHy IO HAa pakoBi KIITHHH, 10 rinepekcmpecytots HER2,
MOPIBHSHO 3 paKOBUMH KJIITHHAMHU, Ki He rinepekcnpecytots HER2.

Buspnenns rinepekcrpecii abo ammnidikanii reua HER2

Busenenns cinepexcnpecii abo amnnigixayii cena HER2 npu paxy mMonoyuHoi 3a103u

Tpactysymab cmif 3acTOCOBYBaTH JIMIIE MAlli€HTaM, y ITyXJMHAX SKHX BUSBIEHO Tilepekcrpecito abo
ammutipikaniro resa HER2, mo Bu3HaYeHO 3a [OIOMOrO0 TOYHOrO Ta BaJIiJIOBAHOTO aHasIi3y.
Iinepexcnpecito HER2 crnin Buapnatu 3a momomoroto imyHorictoximiunoi (II'X) ouinku ¢ikcoBanux
MyxJuHHUX Onokie (muB. po3ain 4.4). Awmmiidikamiro rena HER2 cnig BHABIATH 3a JOIOMOTOIO
dyopecueHTHoi ribpuauzanii in situ (FISH) abo xpomorennoi ribpuausariii in situ (CISH) dixcoBanux
6s0kiB myxmHU. [TauieHTH MaroTh MpaBo Ha JIiKyBaHHs npenapatoM OriBpi, SKUIO BOHH JEMOHCTPYIOTH
cunbHy Trinepekcrpecito HER2, mo omucyetbes omiHkoro 3+ 3a mkanow II'X abo MO3UTHBHHM
pesynbratom FISH a6o CISH.

Jna zabesnmedeHHA TOYHHX 1 BiATBOPIOBAHMX pE3YJIbTATIB TECTYBaHHS MOBHHHO TPOBOJMTUCS B
crieliianizoBaHiii 1abopaTopii, fka Moxe 3a0e3MeUrTH BaliJallifo MpoLeAyp TECTYBaHHS.

PexomennoBaHa cucteMa OastiB [ OLIHKY KapTuHH 3abapenends II'’X HaBeaena B Tabwiii 2:

Tabnuus 2 PexoMmeHnoBaHa cucteMa GaitiB A ouiHkM kapTuad 3abapeiends II'X npu paky MONOYHOT
3aJ103H

ban Tun 3abapeneHss Ouinka rinepexcnpecii HER2
0 3abappieHHs He crocTepiraeThest abo 3abaprnenHs MemopaH | Heratneua
cnoctepiraerbes y < 10 % myxXJIHHHUX KITITHH




1+ Cnabke/nenp nomiTHe 3abapeieHHs MeMbOpaH BusBNgeThea y | Heratusna
> 10 % myxJIMHHMX KITHH. Y K1iTHHaX MeMOpaHu 3abapeiieHi
JIMLIEe YACTKOBO.

2+ Cnabke abo nmnomipHe moBHe 3abapenewHs MmemOpaH | HeBuzHaueHa
BUSIBJIAETECA y > 10 % MyXNMHHHHMX KIIiTHH.
3+ CunpHe IoBHE 320apBleHH MEMOPaHH BUSBISIETLCS Y ITosuturHa

> 10 % NyXJMHHHX KITITHH.

3aranom FISH BBakaeThcs MO3UTHUBHUM, SKIIO BiJHOIIEHHS KibKOCTI Komik rena HER2 B myXJIuHHIN
KJITHHI 10 KUTBKOCTI Komii xpoMocomu 17 Ginbire abo mopisHioe 2, a60 gKuio € 6inbliue 4 Komid rena
HER2 B myxJInHHI} KJIITHHI, SKIIO HE 3aCTOCOBYETHCS MEPEBipka XpoMocomu 17.

3aranoM, CISH BBaxkaeTbcs MO3UTUBHUM, SIKUIO NpUCYTHI Ginbie 5 kot rena HER2 B sapi B 6inbin Hixk
50 % NMyXJIMHHUX KJTHH.

JI1s oTpMaHHS NOBHUX IHCTPYKILi# MO0 MPOBEASHHATA aHAi3Y Ta OLHKH HOro pesynprary, 0yab jacka,
3BEPHITBECA O IHCTPYKUIl A 3acTocyBaHHA 3arBeprkenux Meroguk FISH ta CISH. Takox MoxyTh
3aCTOCOBYBATUCS 0QiliiHi pexomeHaauil moao Tectyanus HER2.

Jnsa 6yap-gxoro iHIIOro MeTony, KU MoXke OyTH BUKOPHCTAHMH JUIsl OLIHKH ekcrpecii Ginka abo rena
HER?2, aHani3u NOBMHHI MPOBOAHTHUCS TINBEKH B J1abopaTopisx, ski 3a0e3nedyroTh aJeKBaTHY CydacHy
NPORXYKTHBHICTE BalifoBaHUX MeToiB. Taki MeToau moBUHHI 6yTH HOCTATHBO TOYHHUMH i JOCTOBIPHUMH,
o6 npoaeMoHcTpyBaTH rinepekcnpecito HER2, i nosumHi 6yTH 31aTHI pO3pISHATH NOMIpHY
(koHrpyeHTHYy 3 2+) i cubHY (KOHIpYeHTHY 3 3+) rinepekcnpecito HER2

Busnauennsn zinepexcnpecii abo amnnighixayii 2zena HER2 npu paxy wnynxa

Jna Bu3HaueHHs rinepekcnpecii abo amrutidikauii rena HER2 cnig BUKOPUCTOBYBATH TLIBKH JOCTOBIpHi
Ta BaliOBaHI MeToAMKH. B sxocTi mepimoro mMeroxy tecTyBaHHs pexomenayerbes II'X, a y Bumajgkax,
KOJIM HeoOXiHO JOJaTKOBO BM3HAYMTH cTaryc amiutidikauii resa HER2, nopunHa 6yTH BUKOpHMCTaHa
nocwieHa cpibmom ribpummzanis in situ (SISH) a6o texnomoris FISH. Opnak pexomMeHOyeThCs
BUKOpHCTOBYBaTH TexHosorio SISH nns mapanensHol owiHky ricrosorii Ta Mopdomorii myxmuau. s
3a0e3riedeHHs Ballijallii NpoLeqyp TECTYBaHHS Ta OTPUMAHHS TOYHMX | BIATBOPIOBAHMX pPe3YJIbTATIB,
TecTyBaHHd Ha HER2 noBunHO mnpoBomuTHCs B jabopaTopii, YKOMIUIEKTOBaHil KeanidikoBaHMM
nepcoHanoM. [ToBHI iHCTPYKLIT IIOMO BUKOHAHHS aHali3y Ta iHTepIpeTalii pe3ynbraris ciig Gparu 3
iHdopMaLliiHOT JIMCTIBKM PO HPOIYKT, IIO HANAETHCS PasOM 3 BHKOPHUCTOBYBAHMMHM HaOOpaMM It
tecTyBaHHs HER2.

V nocnimxenni ToGA (BO18255) sxirouanucs naientku 3 HER2-MO3UTHBHUM CTaTyCoOM, BUSHAYCHUM
ak II'X3+ abo FISH-nmoszutuBHUWIA. 3a pesyspraTaMy KIIHIYHMX JOCTIZPKEHb, MO3MTHBHHM €(eKT
3aCTOCYBaHHs Ipenapary OyB Bil3HaYeHHH TUIBKM y TALli€HTIB 3 HAHOINbII BUCOKAM piBHEM OiMKOBOL
rinepexcnpecii HER2, ouinenomy sk IT'X 3+ a6o IT'X 2+ i no3urHBumii pesynsrar FISH.

VYV nopiBHsIEHOMY JgocnimkeHHI Metoais (mocmimkenHs D008548) coocrepiraBcs BHCOKHI piBeHb
BianosigHocTii (>95 %) Mmix meromamu SISH Tta FISH npu pusHauenni amrnidikauii rena HER2 y
nauieHTiB 3 pakoM mutyHka. I'inepekcnpecito HER2 cnin BHSBIATH 32 TONOMOTOKO IMyHOTICTOXIMIYHOT
(Ir'X) ouinku dikcoBaHux 6i10kiB myxuHY; amiutidikaiiio rena HER2 nosurHa 6yTH BU3HAYeHa METOIOM
ribpuausauii in situ 3 BuxopucranssM SISH a6o FISH ¢ikcoBaHux myxsiMHHUX GIIOKIB.

PexoMennoBaHa cucteMa 6asiB Ui OLiHKY KapTHHH 3a0apenenns [I'X HaBeneHa B Tabnuui 3:

Tabnmus 3 PexomeHnoBaHa cucteMa GaiiB JUIs OLiHKH KapTHHH 3a0apeienns [I'X npu paky nutyHka

banmsra | Xipypriuuuii npemapar - tun | Biomrar - Bioncis Ouinka
OlLliHKa | 3abapBieHHS cxema 3abapriieHHs rinepekcnpecii
HERZ:--o

/rt




0 BincyTHicTh peakTHBHOCTI 260 | BincyTHicTh peakTHBHOCTI 260 HeraTtusHa
MeMOpaHHa PEaKTUBHICTb Y < | MeMOpaHHOT peaKTUBHOCTI B XKOIHH
10 % nyxIWMHHUX KITITHH NyXJIMHHIA KITiTHHI
1+ Cnabka/nenp nomirHa Knactep myxJiMHHUX KIIiTHH 31 cnabkoro | Herarusha
MeMOpaHHa peaKTHBHICTb Y > | /Jielb IIOMITHOIO peakuiero 3 60Ky
10 % myXnMHHHX KTITHH, MeMOpaHH HE3AIEKHO Bijl MPOLUEHTHOT
peakxiis KIITHH TUTbKH 300Ky | KUTbKOCTI 3a6apBIeHUX KITITHH
MeMOpaHu
2+ Crnabxka abo nomipHa NoBHa, Kitactep myxJMHHMX KIITHH 31 cnabkoto | HeBusHauena
6azonarepansHa abo a0 MOMipHOIO MOBHOMO,
narepaiibHa MeMOpaHHa HazonarepanbHO abo NaTepabHOK
peakTuBHIiCTH y > 10 % MeMOPaHHOIO PEAKTUBHICTIO HE3AIIeKHO
MYXJIMHHUAX KTITHH BiJl MPOLIEHTHOT KUTEKOCTI 3a0apBIeHUX
KIITHH
3+ Bupaxxena nosHa, Kractep myxJIMHHUX KJTITHH 3 ITozutHBHA
6azonarepanpHa abo BHPAXKEHOIO NTOBHOIO, 6a30/1aTeparbHOI0
jatepajibHa MeMOpaHHa abo narepanbHOK MEMOPaHHOIO
peakTuBHicTh y > 10 % PEaKTHBHICTIO HE3AJIEXHO BiJl
IyXJINHHUX KITITHH IPOLIEHTHOT KiJIbKOCTI 3a0apBieHNuX
KJIITHH

3aranom pesynbratd Metoauk SISH abo FISH BBaxaroThCS NO3UTUBHHMM, SKIIO CIIiBBiJHOLICHHS
kinekocTi koni# resa HER2 B myxsmiHHiH KITiTHHI 10 KiNTBKOCTI KO Xpomocomu 17 6iibiie abo nopiBHIOE
21
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Memacmamuunuii pax MoON0UHOT 3a103U

Tpacty3ymab 3acTOCOBYBaBCA y KIIHIUHHX JOCHIPKEHHAX K MOHOTepamis mnauienTkam 3 MPM3, ski
MaoTh IyXJIMHH, IO rinepekcnpecytotb HER2, i axuM He BAanocs mpoBecTH OfHY abo Oinblie cxem
xiMioTeparrii 3 MpUBOAY METACTaTHYHOIO 3aXBOPIOBAHHS (TiNIbKH TpacTy3ymad). *

Tpacty3ymab Takoxk 3acTOCOBYBaBCH Y KOMOIHALIT 3 makmiTakcesloM abo IOLIeTaKCeNIoM s JIKyBaHHS
TMALIEHTIB, SKi HE OTPUMYBAJIH XiMioTeparmilo 3 NPUBOLY METACTATHYHOIrO 3axBoptoBaHHs. [lalieHTH, sKi
paHillle OTPUMYBAJIH 2/l FTOBAHTHY XiMIOTeparlito Ha OCHOBI aHTpaLMKIIiHIB, OTPHUMYBAIH MakiiTakcen (175
mr/m? indysifino mporarom 3 roauH) 3 TpactysymMaboMm abo 6e3 HBOro. Y KIKOYOBOMY JOCIiKEHHI
norerakceny (100 mr/m>, 1o BBOAMBCA MPOTAroM 1 roaMHM) 3 TpacTy3ymabom abo 6e3 mporo 60 %
MAII€HTIBE OTPHMYBATH IONEPEJHIO aA'IOBaHTHY XIMIOTepamilo Ha OCHOBI aHTpalMkiiHy. IlauieHTH
OTPHMYBAJIH JIIKYBaHHS TPACTy3yMaboM 10 MPOrpecyBaHHs 3aXBOPIOBaHHA.

EdextuBHicTh TpacTy3ymMaly y koMOiHaLil 3 MaKTiTAKCEIOM Y MAIli€HTIB, SKi He OTPUMYBAJIH HONESPEIHBO
an'tOBaHTHI aHTpalMKITiHY, He BuBHaIacia. OnxHak TpacTy3ymal IUIOC mouerakcen OyB e)eKTHBHHUM Yy
NaLieHTiB HE3aJIEXKHO Bi TOr0, OTPUMYBAIH BOHH MTOTIEPEAHBO a1 FOBAHTHI AHTPAMKIIIHY YU Hi.

Meron TecTyBaHHsA Ha rinepekcipecito HER2, mo BUKOpHCTOBYBaBCs A1 BU3HAUEHHS BiJIOBITHOCTI
MAIiEHTOK JUISI y4YacTi B OCHOBHUX KIIIHIYHMX JOCHI/DKEHHSX MOHOTepamii TpacTy3ymaboMm i
TpacTy3ymMabOM IUIIOC TAKIiTaKkces, BKIIOUaB iMyHoricroximiune ¢apOysanus Ha HER2 ¢dikcoranoro
MaTepialy 3 IMyXJIMH MOJIOYHOI 3aJI03H 3a JIOTIOMOrOI0 MHLIAYUX MOHOKIOHANBHIX aHTuTin CB11 i 4D5.
L1i Tkanunu dikcyBanu y popmaiini abo ¢ikcaropi byeHa. Y nbomy AOCHiZHUIBPKOMY KITIHIYHOMY aHai3i,
HNpOBEICHOMY B LEHTpalbHIH naboparopii, BukopucTOByBayjacs Iwikana Big 0 po 3+. IlauieHtH
kiacugikoraHi sk 3abapBiaeHHs 2+ abo 3+, Oynu BKIIIOYEHI, TO/i SK Ti, o 3abapenroBauca 0 abo 1+,
Oynu puwtrodeHi. [Tonany 70 % BrIroYeHHX MALEHTIB Manu rinepekcnpecito 3+. OTpuUMaHi JaHi cBig4aTh
PO Te, 110 IMO3UTHBHU edekT OyB GiUTBIINM Y MaLli€HTIB 3 OUIBII BUCOKHM piBHeM rinepekcnpecii HER2
(3+).

OCHOBHUM METOAOM JOCIIIXKEHHS, IO BUKOPHUCTOBYBAaBCH Ul BH3HAUEHHS nozH T snoeTicHER2 y
KJTFOYOBOMY JOCIIIIKEHHI JOLIETAKCeITy 3 TpacTy3yMaboMm abo 6e3 Hporo, Oyna iMyHOEETOXIMISL, I;L%ﬁ__ﬁg
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YaCTHHA NaLieHTIB OyJa NMpOTecTOBaHA 3a JONOMOrow (guyopecueHTHoI ribpunmsauii in situ (FISH). ¥V
UbOMY fociiikeHHi 87 % MalieHTiB, BKIIOUEHHUX Y AOCIPKEHHS, MaI 3aXBOPIOBaHHs, ke Oyno [HC3+,
i 95 % nanieHTiB, BKIIOUEHHX Y JOCHIIKEHHS, MalIu 3aXBOoploBaHHd, sike O6yno IHC3+ Tta/abo FISH-

MNO3UTHBHHM.

L Jomuodicrege 003Y8aHHS NPU MEMACTHAMUYHOMY PAKY MONOYHOIL 303U
PesyneTat eheKTHBHOCTI HOCIIPKEHb MOHOTepaIlIii Ta koMOiHOBaHOI Tepartii HaBeAeH! B Tabauii 4:

Tabnuug 4 Pesynbrat aociimkeHs eeKTUBHOCTI MOHOTEpartii Ta koMGiHOBaHOI Tepartil

[TapameTpu MownoTtepanis | KombiHOBaHe JIiKyBaHHS
Tpactysyma6' | Tpactysyma6 | IMTaknitakcen® | Tpactysymab | Jouerakcen’®
N=172 TUTIOC N=77 ILUTFOC N=94
naxsitakcen’ IOLIETAKCENT
N=68 N=92
YacroTa Bignoeime 18 % 49 % 17 % 61 % 34 %
(95 % OD) (13-25) (36 - 61) (9-27) (50-71) (25-45)
Mepiana TpuBaiocTi | 9,1 8,3 4.6 11,7 5,7
BignmoBini (micsami) (95 | (5,6-10,3) (7,3-8,8) 3,7-7,4) 9,3-15,0) | (4,6-7,6)
% D
Meniana TTIT | 3,2 7,1 3,0 11,7 6,1
(micsuie) (95 % 1) (2,6-3.5) (6,2-12,0) (2,0-4,4) (9,2-13,5 (5.4-7,2)
Meniasa BYOKHBAHHS 16,4 24,8 17.9 31,2 22,74
(micsii) (95 % 1D (12,3-ni) (18,6-33,7) (11,2-23.8) (27,3-40,8) (19,1-30,8)

TTP = yac ngo nporpecy; "ne" 03Havae, MO HOro HEMOXUTHBO OLHHUTH ab0 BiH IIe HE JOCATHYTHH.
1. Mocnimxenus HO649g: Tlinrpyna nauientis 3 IHC3+

2. Hocnimxenns HO648g: Iinrpyna nargienrie 3 [THC3+

3. Hocnimxenus M77001: ITosHuit Habip aHaimi3iB (HaMip JIiKyBaTH), pe3yJIbTaTH 3a 24 micsui

Kombinosane nixysanns mpacmysymabom ma aHacmpo30iom

Tpacry3ymab BuB4aBcs y KOMOiHALIT 3 aHACTPO30JI0M A JTiKyBaHHs mepuroi JiHii MPII3 y nauienTok 3
rinepekcnpecietro HER2 Ta mo3suTHBHAMH ropMOHAIEHUMH peLienTopaMu (TOOTO pelenTopaMy eCTPOreHy
(ER) Ta/abo peuentopamu mporectepony (PR)) y mocrmenomaysansHOMYy nepioai. BrokupaHicTh 6e3
nporpecyBanHs 6yia MOABOEHA y TPy TPAacTy3yMaby IUIFOC aHACTPO30J1 NOPIBHAHO 3 aHacTpo30sioM (4,8
Micsis nopieHgHO 3 2,4 wmicsaug). ogo iHmMWX napaMeTrpiB, TO MOKpalleHHS CIOCTepirajgocs s
koMOiHalil: 3aranbHa BiAMOBIAL (16,5 % npotu 6,7 %); yacToTa KiiHIYHOT kopucTi (42,7 % mpotu 27,9
%); yac no nporpecyBanss (4,8 micsaus npotu 2,4 micsus). g 4acy 1o BiANOBiAi Ta TPHBAJIOCTI BiATIOBiA]
He Oy1o 3adikcoBaHO KOMHOT Pi3HULI MK IpyrnaMu. MeniaHa 3arajibHOI BIDKHBAaHOCTI Oylla MoJOBKeHa
Ha 4,6 micsld A TMauieHTiB y koMOiHOBaHii rpyri. PisHuus He Oya CTaTHCTUYHO 3HAYYLIOKO, OJHAK
OinpLIe ITOJOBMHM MALI€HTIB, SKi OTPUMYBAIH TUIBKH aHACTPO30JI, MEpEUIIM Ha CXeMy JIiIKyBaHHs, IO
MicTusa TpacTy3ymab, MiCIis POrpecyBaHHs 3aXBOPIOBAHHS.

Tpumudicnese 003y8aHHA NPU MEMACAMUYHOMY PAKY MONOYHOI 3a103U
Pe3ynbpTaTi eekTUBHOCTI HENOPIBHAIEHUX AOCIIKEeHb MOHOTepanil Ta KoMOiHOBaHOT Tepartii HaBeIeHi

B TaluuLy 5:

Tabnuig 5 PesynbTaTu ed)eKTHBHOCTI HENOPiBHAIBHUX JOCTIPKEHh MOHOTepartii Ta koMOiHOBaHOI Tepanil

ITapameTpu MoHoTeparist Kom0OiHOBaHe JTiKyBaHHS
Tpactysyma6' Tpactysyma6? | Tpactysyma6 Tpacrysymab
N=105 N=72 TUTEFOC IUTIOC moueTakcen*
naKsiTakcen N=110
N=32
YacroTa Biamosigei 24 % (15 - 35) 27 % (14 - 43) | 59 % (41-76) 73 % (63-81)
(95 % AN




Mepniana Ttpusanocrti | 10,1 (2,8-35,6) 7,9 (2,1-18,8) | 10,5 (1,8-21) 13,4 (2,1-55,1)
BIAMNOBIIL (micsi)
(niamasoH)

Memiana TTII | 3,4 (2,8-4,1) 7,7 (4,2-8,3) 12,2 (6,2- 1i) 13,6 (11-16)
(Micanis) (95 % 1)
Meniana BUKHUBaHHs Hi Hi Hi 47,3 (32-ni)
(micsuis) (95 % JI)
TTP = uac go nporpecy; " Hi " 03Ha4ae, MO HOr0 HEMOXKIMBO OLIHUTH a0 BiH WE He AOCATHYTHH.

1. Jocnimxenns WO16229: napanTaKyBaibHa 1032 8 MI/KT, MOTIM 6 MI/KT 3 pa3u Ha THXKIEHD

2. Nocnimxenns MO16982: HapaHTaxyBanbHa 1032 6 MI/Kr [IOTHXHA X 3; MOTIM 6 MT/Kr 3 pasd Ha
THX/IEHb

3. Hocmimxenus BO15935

4. Nocnimxerns MO16419

Micys npozpecysanna

Yacrora nporpecysanHs 3 60Ky MediHkH OyJia 3HAUHO 3HMKEHA Y MALIEHTIB, 1Ki OTPMMYBAJIH KOMOiHaLir0
TpacTy3yMmaby i maKiTakcemny, HOPiBHAHO 3 TiKyBaHHSIM TiIbKU Nakiitakcenom (21,8 % nopisusHo 3 45,7
%; p = 0,004). V 6inpmoi KUIBKOCTI MALi€HTIB, fKi OTpUMyBalid TpacTy3ymal i mHakiiTakcesn,
crocTepiranocs nporpecyBaHHs 3 60Ky LIEHTPaIbHOI HEPBOBOI CUCTEMH, HIXK ¥ MALIEHTIB, AKi OTPUMYBAJIK
Tinbky naknitakcen (12,6 % nportu 6,5 %; p = 0,377).

Pannin pax monounoi 3ano3u (aodtosanmue nikyseanus,)
PPM3 Bu3Ha4aeThCA SIK HEMETAaCTaTHYHA NIEPBUHHA iHBA3UBHA KAPIHHOMA MOJIOYHOT 3aJI03H.

B sdKocTi aA'toBaHTHOrO JIiKyBaHHA TpacTy3yMad JOCTIPKYBaBcsS B 4 BeNHKMX GaraTOLEHTPOBUX
PaHIOMI30BaHMX JOCTIHDKEHHIX.

- Hocnimxenns BO16348 6yi0 po3pobieHo 1t NOpiBHIHHS OJHOTO Ta JBOX POKIB TPUTHIKHEBOTO
JIiKyBaHHS TPacTy3yMaboM Ta crocTepexkeHHs 3a narieHTkamu 3 HER2-nosutisium KPP micns
XipypriyHOro BTpY4YaHHS, 3araJibHONPUHHATO! XiMmioTepamil Ta mnpoMeHeBoi Tepamii (AKIIO
3acTOCOBHO). KpiM TOro, mpoBoaunocs MOPIBHAHHA ABOX POKIB JIKYBaHHS TpacTysymabom 3
OOHMM pOKOM JiKyBaHHA TpacTysymabom. [lauientaM, mnpuU3HaYeHHM Ui OTPUMAHHSA
TpacTy3yMmaly, IpU3HaYaIH IOYATKOBY HABAHTAKYBAJIBHY 103y 8 MI/KT, a OTIM 110 6 MI/KT KOXHI
TPH THXKHI IPOTATOM OJHOTO ab0 XBOX POKIB.

- Hocmimxenns NSABP B-31 ta NCCTG N9831, mo Bxomsth mo ob'eaHaHOro auanizy, 6ymu
po3pobiieHi 3 METOK BHBYEHHs KIIIHIYHOT KOPHCHOCTI KOMOIHAIIT JIIKyBaHHS TpacTy3ymaboM 3
naKsHTaKcesIoM micis ximiorepanii AC; kpim Toro, nocmimkenns NCCTG N983 1 Takoxx BUBYAIO
J0JaBaHHA TpacTy3yMaby mociigoBHoO 1o xiMiotepanii AC—P y mauientis 3 HER2-no3utnBHuM
PM3 micns onepauii.

- JHocmimxenns BCIRG 006 6yno mnpusHaueHe [Uisi BHBUYCHHS KOMOIHOBAHOIO JIIKYBaHHS
TpacTy3yMabom 3 jorierakcenioM abo micis ximiorepamii AC, abo B komGinalii nouerakceny 3
kap6ormatiHoM y nanientok 3 HER2-nozurupaiuM PM3 micist Xipypri9HOro BTpydYaHHs.

EBK y nocnimkenHi HERA o6MexcyBaBcs onepabensHO0, NEPBHHHOK, IHBA3HBHOKO aJeHOKAPLIAHOMOK)
MOJIOYHOI 3aJI03H, 3 IIO3HTUBHUMH NMaXBOBHUMH BYy3JIaMH a00 HEraTUBHHMH ITaXBOBHMH BY3JIaMH, SKIIO
ITyXJIMHU HEe MeHIIe 1 cM y miamerpi.

VY cninkHoMy aHanizi gocmimkess NSABP B-31 ta NCCTG N9831 EBC 6yno o6mexeHo »KiHKaMu 3
oriepabeIbHIM PakoM MOJOYHOI 3all03d 3 BHCOKMM PH3HMKOM, Bu3HadeHuM sk HER2-mozuruBHME i
MO3UTUBHMH MaxBoBMi NiMdoBy30a abo HER2-mosuTuBHMIT i HeraTHBHUM JiMGOBY301 3 O3HAKaMu
BHCOKOI'O PU3HUKY (po3Mip IMyxJHHH > 1 cM i HeratueHui ER a0 posMip myxiuHu > 2 ¢M, HE3aJIEXHO Bil
TOPMOHIBHOTO CTaTYCY).

V pocnimxenHi BCIRG 006 HER2-mo3UTUBHHMH MaliEHTKAMH BBXKAIUCA MANiCHTKH 3 NO3MTHBHUMU
niMGaTHYHEMH By3/1aMy a00 NaliEHTKH 3 BUCOKUM PU3HKOM 6e3 ypaxeHHs iMbaTuunux By3ie (pNO), a
TAKOX TpHHAKWMHI 3 1 3 HacTyNHMX (akTopiB: Po3Mip IMyXJIMHU GinmblIe 2 CM, BIACYTHICTh PELCNITOPIB
€CTPOreHy Ta PELENTOpiB IPOrecTepoHy, ricronoriuamii Ta/abo saepHuit crynins 2-3, a6o B}K— 538 PORIB).
P
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Pesynetatn edextusHocTi B pocnimkenHi BO16348 micns 12 micauis* Ta 8 pokis** menianu
CIIOCTepexeHHs HaBeaeH! B Tabsuui 6:

Tabnuisa 6 Pesynbratu edextusHOCT gocmimkerts BO16348

CepenHiit TepMiH cIOCTEPEXEHHS CepenHiif TepMiH croCTEpeXEHHS
12 micauis* 8 pokip***

rnapaMeTpu Croctepexxen | Tpacty3zymad Crocrepexennst | Tpacty3zyma6
HA 1 pix N=1697*** 1 pix
N=1693 N=1693 N =1702%**

BIDKMBaHHs 6€3 3aXBOPIOBaHb
- KiJIBKIiCTh NauieHTiB 3 mogiero | 219 (12,9 %) 127 (7,5 %) 570 (33,6 %) 471 (27,7 %)
- KinepkicTh mauieHTie 6e3 noxii | 1474 (87,1 %) 1566 (92,5 %) 1127 (66,4 %) 1231 (72,3 %)
P-3HayeHHs B HOPIBHAHHI 3i < 0,0001 <0,0001
CIIOCTEPEIKEHHAM
Koeginienr  Hebesnekn B 0,54 0,76
MOPiBHSIHHI 31 CIIOCTEPEIKEHHIM
BixupanHss 6e3 peluauBiB
- KifbKicTh DauieHTiB 3 nomiero | 208 (12,3 %) 113 (6,7 %) 506 (29,8 %) 399 (23,4 %)
- KinbKicTh mauienTie 6e3 momii | 1485 (87,7 %) 1580 (93,3 %) 1191 (70,2 %) 1303 (76,6 %)
P-3HaueHHs B MOpPiBHAHHI 31 <0,0001 <0,0001
CIIOCTEPEXEHHAM
Koedimient HeOe3rnexku B 0,51 0,73
MIOPIiBHSAHHI 3i CIIOCTEPEKE HHAM
Binmanene  BuwxuBanHs  6e3
3aXBOPIOBAHHS
- KimbKicTh manienTis 3 mogico | 184 (10,9 %) 99 (5,8 %) 488 (28,8 %) 399 (23,4 %)
- KinbKicTh namieHTiB 6e3 momii | 1508 (89,1 %) 1594 (94,6 %) 1209 (71,2 %) 1303 (76,6 %)
P-3nayeHns B mnopiBHAHHI 3i
CIIOCTEPEIKEHHAM < 0,0001 < 0,0001
Koediuienr  Hebesmexku B
MOPIBHAHHI 31 CIIOCTEPEKEHHAM 0,50 0,76
3aranbHe BIKUBAHHSA
(cMepTHICTB)
- KiJIbKiCTh MauieHTiB 3 momiero | 40 (2,4 %) 31 (1,8 %) 350 (20,6 %) 278 (16,3 %)
- KinpKicTh nauieHTiB 6e3 moxii | 1653 (97,6 %) 1662 (98,2 %) 1347 (79,4 %) 1424 (83,7 %)
P-3HadenHs B mNOpiBHAHHI 3i 0,24 0,0005
CIIOCTEPEKESHHSIM
Koediiesr  HeGesmexu B 0,75 0,76
NOPiBHAHHI 31 CIOCTEPEKEHIIM

*IlepsunHa kiHLeBa Touka 3bI1 1 poky y mopiBHsAHHI 3i CHOCTEPEXEHHAM JOCAINIA MONEPEAHBO

BHU3HAYEHOT CTATUCTHYHOI MEXi

**@inanbHuil aHAT3 (BKIOWArOYW KpocoBep 52 % manieHTiB 3 CPYMM CIIOCTEPEXKEHHS Ha

TpacTy3ymad)

*** JcHye po36DKHICTB y 3arajJbHOMY PO3Mipi BUOIPKH Yepes HEBEJIMKY KUIBKICTb NalicHTIiB, sKi 6y

PaHIOMi30BaHi IiC/IA JAaTH BiACIKAHHS JUIS aHAJTI3y MeMiaHU 12-MiCsSuHOro CHOCTEPEIKEHH

Pesynbratd npoMDKHOro aHajisy eQeKTHBHOCTI MEpEeTHYNH IOIEPeHb0 BH3HAYEHY MPOTOKOJIOM
CTaTUCTHYHY MEXY JUld MOPIiBHAHHA 1 poKy 3acTocyBaHHA TpacTy3ymaly 3i crocrepekeHHsM. Ilicnis
MeJliaHK crocTepexeHHs 12 micsauis BigHowen s pusukis (BP) qns BrokuBanus 6e3 3axsoproanns (BB3)
cranosuno 0,54 (95 % /I 0,44, 0,67), mo o3Ha4dae aGCONIOTHY MepeBary, 3 TOYKU 30py 2-piuyHOro
BIDKMBaHHs 63 PO3BHTKY 3aXBOPIOBAaHHA, Ha 7,6 BicOTKOBUX MyHKTIB (85,8 % mpotu 78,2 %) Ha KOpUCTH
rpyTH TpacTy3ymady.

Ocrarounuil aHani3 6yB NpoBejeHuil [ic/IA MeAiaHH CIIOCTEPEXEHHA 8§ POKiB, AKWM MOKa3as, 10 1 pik
JIKYBaHHS TpacTy3ymMaboM acOLUIOETHCS 31 3HIDKEHHAM pH3UKY Ha 24 % nOpiBHAHO JMiie 3i
cnoctepexxeHHsaM (BP = 0,76, 95 % [II 0,67, 0,86). Lle o3Hauae abCoMOTHY nepeBary y BHIIIAL 8-piuHoi
6e3pelMBHOI BIDKMBAHOCTI Ha 6,4 BiICOTKOBUX IyHKTH Ha KOPUCTH 1 POKY JiKyBaHHS TpacTy3yMaboM.
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Y 1poMy OCTaTOUHOMY aHaJli3i NPOJOBXKEHHs JIIKYBaHHS TPacTy3yMaGoM 10 JBOX POKIiB HE IOKa3ano
AOAATKOBOI MEpeBaru MOPIBHAHO 3 JIiKyBaHHAM npoTarom 1 poky [BP I y nomynsuii 3 Hamipom
nikyeatu (ITT) npotsarom 2 pokie nopisHsHo 3 1 pokom r= 0,99 (95 % I: 0,87, 1,13), p-value = 0,90 Ta
BPOC=0,98 (0,83, 1,15); p-value = 0,78]. YacToTa Ge3cHMNTOMHOI ceplieBoi AucdyHKii 6yna 36inbineHa
y rpymi 2-piunoro nikyeaHHs (8,1 % mopisusHO 3 4,6 % y rpyni 1-piudoro nikysanns). YV 6iibuiof
KUTBKOCTI NIALLIEHTIB CIOCTepiranocs NpruHaiMHi ofHe HeGakaHe sBuILE 3 a60 4 cTyneHs y rpymi 2-piuHoro
nikyeaHHsA (20,4 %) nopiBHAHO 3 rpynoo 1-piuHoro mikysauns (16,3 %).

Y nocnimkennsx NSABP B-31 ta NCCTG N9831 Tpacry3symal 3acTocoByBald y KombiHauil 3
MaKJIiTaKcesIoM michns ximioreparnii AC.

HoxcopybinuH i nuitodocdamin BBOAMIM OQHOYACHO 33 TAKOK CXEMOIO:

- BHYTPILIHBOBEHHE BBEJICHHs JOKCOPYGiLMHY B 5031 60 Mr/mM? KO>xHI 3 TIDKHI NpoTAroM 4 LUKITIB.

- nuiopochami BHYTpIIHBOBEHHO, M0 600 Mr/m> nporsarom 30 XBHIMH, BBOOWTH KOXHI 3 THKHI
IPOTAroM 4 LHKITIB

IMaknitakcen y koMOiHallii 3 TpacTy3ymMaboM BBOIMIIM HACTYITHMM YMHOM:
- BHYTPIlIHBOBEHHO Nakiitakcen - 80 mr/m* y Bursai GesnepepsHOi BHYTPIlIHbOBEHHOT iHdY3il, IO
BBOAMJIACS LOTIDKHSA NPOTAroM 12 THXKHIE.

abo

- NAKJIITAKCES BHY TPilIHBOBEHHO - 175 Mr/m? y BUrTIsAi GeanepepBHOT BHY TPilIHBOBEHHOT iHdY3ii KosKHi 3
TIKHI IIPOTAroM 4 1ukiB (1-i geHb KOXHOro LEKITY).

Pesynbrati edexTUBHOCTI, OTpUMaHi Ha OCHOBI o0'enHaHoro amanisy gocnmimxeds NSABP B-31 Ta
NCCTG N9831 na MOMEHT IIpOBEACHHs OcTaTouHOro anaiisy JIIIT*, mincymopani B Tabnuwi 7. Meniana
TPUBAIIOCTI CIIOCTEPEKEHHs cTaHOBMIA 1,8 poky s nauientis y rpyni AK—I1 Ta 2,0 poky /TS naLieHTiB
y rpymi AK—IIX.

Tabmuns 7 3seneni pesynbTaTé eeKTHBHOCTI, OTPAMaHi Ha OCHOBI 06'€IHAHOrO aHAMI3y NOCHiIKEHb
NSABP B-31 ta NCCTG N9831 Ha MOMEHT NpOBEAEHHs OCTATOYHOro aHanisy DFS*

napameTpHu AC—P AC—PH Hazard Ratio vs
(n=1679) (n=1672) AC—P
(95% CI)
p-value
Buwxupanns 6e3
3aXBOPIOBAHb
KiNbKicTh MauienTie 3 | 261 (15,5) 133 (8,0) 0,48 (0,39, 0,59)
MO/I€I0 p <0,0001
Binnaneni peuuaveu
KiJIBKICTh NAl[i€HTIB 3 193 (11,5) 96 (5,7) 0,47 (0,37, 0,60)
MOJi€r0 p <0,0001
Cwmepte (mogais OS):
KIBKICTh nanieHTiB 3 | 92 (5,5) 62 (3,7 0,67 (0,48, 0,92)
MOIEI0 p=0,014%*

A: nokcopy6iumn; C: muxnodocdamin; I1: nakmitakcen; H: Tpactysyma6
* Ilpu Meniani TpuBanocTi cnoctepeskedHsa 1,8 poky s mauientis y rpymi AC—II Ta 2,0 poky mis
nauieHris y rpymni AC—IIX

** 3nauenna p ana OC He mepeTHHANO HONEPENHBO BU3HAYEHY CTATUCTUYHY MEXY Ul ITOPiBHAHHS
AK—IIX 3 AK—II TN

FNos b

O(ll*

™



Jna nepeunHoi kiHuesoi Touku, JDC, pomaBaHHs TpacTy3ymaby mo ximioTepamnii MaKJIiTAKCENTOM
[IPU3BEJIO OO 3HWKEHHS PU3MKY pELMAMBY 3aXBOpIOBaHHA Ha 52 %. CHiBBITHOIIEHHS pPH3HUKIB
TpaHchOpMYy€eTECS B abCONIIOTHY MepeBary, LIO BHP&XKAETHLCS B OLiHUI 3-piuHoi 6e3peurauBHOT
BwkuBaHocTi Ha 11,8 BigcotkoBux myHkTiB (87,2 % mnporu 75,4 %) Ha kopucth rpynu AC—PH

(Tpactyzyma0).

Ha momeHT oHOBieHHs maHuX 3 Oe3nekd micis MenaiaHu crnoctepexeHHs 3,5-3,8 pokie ananiz DFS
NiATBEpKY€E BETHYUHY KOPHCTI, [TOKa3aHy B octarouHomy aHaitizi DFS. Hespakarouu Ha nepexpecHuii
nepexij Ha TpacTy3ymMal y KOHTPONbHIi rpyri, JoAaBaHHs TPacTy3ymady 10 XiMioTepamnii makiirakcenom
[IPU3BEJIO IO 3HIDKEHHA DU3HKY DPELMAMBY 3axBOproBaHHA Ha 52 %. JomaBaHHA TpacTy3ymaly 1o
XiMioTepartii NaKTiTaKceIOM TaKOX IPU3BENIO A0 3HWKEHHS PU3UKY cMmepTi Ha 37 %.

3a3panerinp 3annaHoBaHui octatounuii aHaniza OC 3 ob'eguanoro aHaiisy gociimkedb NSABP B-31 i
NCCTG N9831 6ys npoeaeHuit, komu cranocst 707 cmepreii (Meniana crioctepeskeHHs 8,3 poky B rpyii
AK—IIH). JlikyBanus AK—IIH npusBeno go craructiuso 3Hauymoro nominmenHs OC MmopiBHAHO 3
AK—II (crpatudikosare BP = 0,64; 95% [l [0,55, 0,74]; log-rank p-value < 0,0001). Yepez 8 pokis
BIDKMBaHICTh OLiHIOBanacs Ha piBHi 86,9 % B rpyni AK—IIX i 79,4 % B rpyni AK—II, abcomoTHa
kopucth craHosuia 7,4 % (95 % 11 4,9 %, 10,0 %).

OcTaTouHi pe3yybTaTH 3arajibHOT BIDKWBAHOCTI 32 pe3yJIbTATAMH CIIUTBHOTO aHalizy mociimkens NSABP
B-31 ta NCCTG N9831 naBeneHi B Tabnuui 8 Hrpkue:

Tabmuns 8 IlimcymkoBWii aHali3 3araibHOI BH)KHMBAHOCTI 3a pe3yjbTaTaMH O0'€IHAHOrO aHali3y
nociimxens NSABP B-31 ta NCCTG N9831

[Tapametpu AC—P AC—PH p-3HaYEHHS B | BigHomenHs
(N =2032) (N=2031) NOPIBHSHHI 3 PU3HKIB
AC—P B TOpIBHAHHI 3
AC—P (95 % OI)
Cwmepts (momis OC):
Kinekicte matientis 3 | 418 (20,6 %) 289 (14,2 %) <0,0001 0,64
nomiero (%) (0,55,0,74)

A: nokcopybinmn; C: muxiodocdamin; P: naknitakcen; H: Tpactysyma6

DFS anani3 takox OyB npoBeneHuii npu octatoyHomy aHatizi OC 3 06'eqHaHOTO aHai3y MOCIIIKEHb
NSABP B-31 ta NCCTG N9831. Onosneni pe3ynbrat aHanizy DFS (crpatudikosane BP = 0,61; 95%
Al [0,54, 0,69]) nokasanu aHanoriyHy nepeeary DFS nopiBHSIHO 3 0cTaTOYHUM MepBUHHUM aHamizom DFS,
HE3BAXKAIOYH Ha Te, 110 24,8 % nauieHTiB y rpyni AC—II nepeiinuiy Ha npuifom Tpacty3ymady. Ilporarom
8 pokiB BIDKHBaHICTE O3 IporpecyBaHHs 3aXBOPIOBaHHs ouiHioBaiacs B 77,2 % (95 % I: 75,4, 79,1) B
rpyni AC—PH, o crasoBuno abcomoTHy nepesary 11,8 % nopieusaHo 3 rpymnorw AC—P.

VYV nocnimxenni BCIRG 006 tpacty3ymab 3actocoByBalu abo B KOMOGIHALUI 3 JOLETAKCENOM, IICIs
ximiotepanii AC (AC—/II), abo B kombinawii 3 mometakcenom i kapoomnaruaom (DCarbH).

JoLieTakcesl BBOJUIU HACTYTTHUM YHHOM:!
- BHYTpiUIHbOBEHHO goreTakcen - 100 Mr/M? y BUMIAAI BHYTPilIHEOBEHHOI 1HdY3ii npoTsarom 1 ronuuu,
BBOJMIIM KOXKHI 3 THXKHI IPOTATOM 4 IUKIiB (2 IeHb MepIIOro LUKy J0LETaKCeNy, NoTiM 1 IeHb KOXKHOro
HACTYITHOT'O IHKITY).

abo

- IOLIeTaKCell BHYTPIMIHBOBEHHO - 75 MI/M2 y BHTJISAL BHY TPIIUHBOBEHHOT iH(Y3ii MpoTarom 1 roauHH, 1o
BBOJUTHCS KOXKHI 3 THIXKHI POTAroM 6 LUKIIB (2-# KeHb 1-ro UKy, NOTiM 1-i IEHh KOXKHOI0 HACTYTTHOTO
LHKITY).

[Ticns goro 3acTocoByBaU

- KapOoIUaTuH - npyu UiTboB1d AUC = 6 MI/MJI/XB BBOAWIH LIUISXOM BHYTPIIIHBOBEHHOI iH(]y3ii mpoTarom
30-60 xBUIHH, 1110 MOBTOPIOBAJIM KOXHI 3 TIDKHI, 3arajoM IHICTE UMKITIB. —_—
01‘ E J"::j\
TpacTy3yma6 BEOAMIM WOTHXKHS 3 XiMIOTEpAIIi€ro Ta 3 pa3u Ha TWKIeHb Mic/s Hel mpoTarom 52 TIRHIB.
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Pezynpratu epextusrocti BCIRG 006 nincymorani B Tabnuusx 9 1 10. CepenHs TpHBanicts
crocTepexeHHs ctaHoBuna 2,9 poky B rpyni AC—D i 3,0 poxu B koxHi#i i3 rpyn AC—DH i DCarbH.

Tabnuus 9 Ornsag anamzie epexturocti BCIRG 006 AC—D nopisusino 3 AC—DH

ITapametp AC—D AC—DH KoediuieHT pusuxy
(n=1073) (n=1074) poTH
AC—D
(95% A
p-3HAYEHHS
BuxuBanHs Oe3 195 134 0,61 (0,49, 0,77)
NO0IHHMX peaKwii p < 0,0001
KinekicTe marfieHTis 3
MOJICIO
Bignanenwuii peraus 144 95 0,59 (0,46, 0,77)
KinekicTe mamieHTis 3 p <0,0001
MOIICEO
CMmepTh 80 49 0,58 (0,40, 0,83)
KinbKicTe nanieHTiB 3 p=0,0024
OO

AC—D = pokcopybiuun mioc nukiopochamin, morim ponerakcen; AC—DH = gokcopybiuuH miroc
uiodocdamin, noriM goueraxcen rnoc Tpactysymab; I = nosipuwmii iHTepBan

Tabmuus 10 Ornsg ananizis edexrusrocti BCIRG 006 AC—D nopisnsto 3 DCarbH

ITapameTtp AC—D AC—DH KoediuieHT pusuky
(n=1073) (n=1074) TIPOTH
AC—-D
(95% A1)
p-3Ha4YeHHA
Brxupauus 6e3 195 145 0,67 (0,54, 0,83)
NoGIYHUX peaKLiit p =0,0003
KinpkicTh mauicHTIB 3
TIOJIIEI0
Binnanenuii peuraus 144 103 0,65 (0,50, 0,84)
Kinekicts namieHTie 3 p = 0,0008
MOII€I0
CwMmepTh 80 56 0,66 (0,47, 0,93)
KiIbKicTh NalieHTiB 3 p=10,0182
MTOIE0

AC—D = pokcopybiuuH 1wioc mukinogocdamin, morim nouerakcest; DCarbH = gouerakcen,
kapOomnaTuH 1 Tpacty3ymat; /Il = noeipuwmii iHTepRaT

V nocnimkenni BCIRG 006 nis nepsurHOT KiHLeBOi Touky, DFS, BifHOMIEHHS PU3HKIB MIEPETBOPIOETHCS
Ha a0CONIOTHY KOPHCTH, 3 TOUKH 30pY 3-pidHOI BIXKHBAaHOCTiI 0e3 3aXBOpIOBaHHA, SIKa CTAHOBHUTH 5,8
BifcoTkoBuX IyHKTIB (86,7 % mpotu 80,9 %) Ha xopucrs rpynmu AC— DH (tpactysymab) ta 4,6
BifncoTkoBUX ITYHKTIB (85,5 % mpotu 80,9 %) Ha xopucts rpynu DCarbH (tpacty3yma6) mopiBHSIHO 3
AC—D.

VY nocnipkendi BCIRG 006 213/1075 mawientie y rpyni DCarbH (TCH), 221/1074 nauienTiB y rpymi
AC—DH (AC—TH)i217/1073 y rpym AC—D (AC—T) manu Craryc npoxyKTaBHOCTI 32 KapHOBCEKUM
<90 (80 a6o 90). V uiit miarpymni narieHTiB He GyI0 NOMIUEHO KOAHOT KOPHCTI W00 GE3pelAMBHOTO
proxusadHs (DFS) (cniBeinHomenus pusukis = 1,16, 95 % A1 [0,73, 1,83] mis DCarbH (TCH) nmopisHsiHO
3 AC—D (AC—T); cniBBigHomenns pu3ukis 0,97, 95 % M1 [0,60, 1,55] g AC—DH (AC—TH) npotu
AC—D).

s



Kpim Toro, GyB NpoBeNEHWH pPETPOCNEKTUBHHM JOCHIAHMUBKUHA aHami3 HabOpiB AaHMX KIIHIYHMX
JocnimpkeHb criibHoro ananisy (JA) NSABP B-31/NCCTG N9831* ta BCIRG006, sixi noeqHyBanu mogil
DFS Ta cuMIToMaTiyHi cepuesi roaii ta miacymonani B Tabauui 11:

Tabnuus 11. Pe3ynbraT aHamiTUYHUX aHAJI3iB CHIJILHOTO aHAJi3y KIiHIYHMX JocnimkeHs NSABP B-
31/NCCTG N9831 ta BCIRG006, 110 noeanyroTs noxii DFS Ta cumnTomaTH4Hi ceplieBi noail

AC—PH AC—DH DCarbH
(nopieHsHO 3 AC—P) (nopieusHo 3 AC—D) | (nopisuano 3 AC—D)
(NSABP B-31i (BCIRG 006) (BCIRG 006)
NCCTG N9831)*

IlepBunHMH aHaTi3 0,48 0,61 0,67

e(eKTHBHOCTI (0,39, 0,59) (0,49, 0,77) (0,54, 0,83)

DFS Koediuient p <0,0001 p <0,0001 p=0,0003

PHU3UKY

(95% D)

p-3HAYEHHS

AmHaniz epexTHBHOCTI 0,61 0,72 0,77

JIOBIOCTPOKOBOTO (0,54, 0,69) (0,61, 0,85) (0,65, 0,90)

cnocrepexxeHHs* * p <0,0001 p <0,0001 p=0,0011

DFS Koediuient

PU3UKY

(95% 1)

p-3Ha4EeHHS

Jocaiguuupkuii ananiz | 0,67 0,77 0,77

i3 DFS Ta (0,60, 0,75) (0,66, 0,90) (0,66, 0,90)

CUMIITOMATHYHUMHU

CepLEBUMH NOIISIMHI

JloBroctpokose

crioctepexeHHs * *

KoediuieaTn pusmuKy

(95% A1)

A: noxcopy6inun; C: uuknodocdamin; P: naxnitakcen; D: gonerakcen; Carb: kap6onnatun; H:
TpacTy3ymab

JI = goBipuuti iHTEpBAT

* Ha momeHT ocratoudoro ananizy DFS. Cepenns TpHBajlicTh CIIOCTEpeXKeHHs cTaHoBHNa 1,8 poky B
AC—P rpyni Ta 2,0 poxu 8 AC—PH rpyni

** CepelHs TPUBAIICTH AOBLOCTPOKOBOIO CIIOCTEPEXEHHS WA KIHIYHHX JociimkeHb Joint Analysis
cra"opuna 8,3 poky (aianason: Bix 0,1 o 12,1) ms rpynu AC—PH i 7,9 poxy (aiamason: Bix 0,0 mo 12,2)
nis rpyriu AC—P; Cepenisst TpHBaTiCTh AOBIOCTPOKOBOTO criocTepexeHHs s gociikenus BCIRG 006
crasopuna 10,3 poky sk y rpyni AC—D (mianason: iz 0,0 g0 12,6), Tak i B rpymi DCarbH (mianason: Bin
0,0 mo 13,1), i cranosuna 10,4 poky (miamazon: 0,0 mo 12,7) B rpyni AC—DH

PanHiii pak MOMOYHOT 3351034 (Heoa ' FOBAHTHO-aa IOBaHTHA Tepariis)

Hapasi nHemae pe3ynbpTaTiB, ski © nopiBHIOBaNHM eQEKTUBHICTh TpacTy3ymady, 10O BBOAMUTHECA 3
xiMioTepari€ro B aji’rOBaHTHIN Tepamii, 3 epEeKTHBHICTIO, OTPUMAHOIO B HeOaj FOBaHTHI/am FOBAHTHIN
Teparii.

V paMkax HeoaJ IOBaHTHO-aJ1 I0BaHTHOI Tepanil nociimieHns MO16432, 6araToiieHTpoBe paHI0MI30BaHE
JOCIIKEHHS, OyJIo po3poOeHo st BUBUSHHS KIIHIYHOI €(eKTUBHOCTI OJHOYACHOIO 3aCTOCYBaHHS
TpacTy3ymMaly 3 HeOoa[ IOBaHTHOIO XiMiOTepami€ro, IO BKIOYAE fK aHTPAUMKIIH, TaKk i TaKCaH, 3
MOJANBIIMM a1’ FOBAHTHUM TPacTy3yMaboM, IO OBHOT TPHBATIOCTI JiKyBaHHS. Bift 1 poky. Y mociimKeHHi
6pany y4acTh NALIEHTH 3 HEIOAABHO J1iarHOCTOBAHKMM MicleBo-nomupenum (cramis 11I) aGQ_\%EL]'!a}}lEHHM
paHHiM pakoM MosouHOi 3a103u. [TauienTtu 3 myxmmuamu HER2+ Gynn paHnoMisopa i ans 6TpiMasaaad

s 5
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Heoa[q FOBAHTHOI  XiMioTepamii  OJHOYACHO 3  HeOoa[ IOBAHTHO-3/l'IOBAHTHOIO  XiMIOTeparier

Tpacty3ymabom, abo Juie Heoal FOBAaHTHOI XiMioTepanii.

V pocnimxerni MO16432 TpacTysymab (HaBaHT@XyBajbHa 1032 8 MI/KT 3 HACTYMHO MiATPUMYIOHOIO
ZI030F0 6 MI/KI KOXHI 3 THXKHI) 3aCTOCOBYBaIM OAHOYAcHO 3 10 LMknaMM Heoaa FOBaHTHOT XiMioTepartii,
SK 3a3HAYEHO HUXKYe!

- Tokcopy6iuuu 60 Mr/m? i naknitakcesn 150 Mr/m%, BBOASTH 3 THXKHI OPOTATOM 3 IMKITIB,

micns 4oro

- matitakcen 175 mr/M? 3 pasu Ha TIDKIEHB MPOTAroM 4 LIMKIIIB,

HicyIs 40To

- CMF na 1 i 8 neHpb KOHI 4 TYDKHI POTATOM 3 LIUKJIIB

nicyis YOro micis onepanii

- IOAATKOB1 LIMKJIU a'FOBAHTHOTO JIIKYBaHHs TPacTy3ymMabom ([0 3aBeplieHHs 1 poKy JIIKyBaHH)

Pesynsrati edextusHoCTi mocnimkenus MO16432 mincymoBani B Tabmumi 12. CepemHs TpUBANicTh
CIIOCTEpeXeHHs B IPyNi TpacTy3yMady cTaHoBHna 3,8 poky.

Tabnuug 12 Pesynsrati epextuBHocti 32 MO16432

IlapameTp Ximiorepamisa + Tineku ximioTepamia

Tpacty3symad (n=116)

(n=115)
BuxxuBaHHs 6e3 46 59 KoediuieHT pusuky
No0i1YHMX peakiliit (95% D)
KinekicTs nawieHris 3 0,65 (0,44, 0,96)
MIOAIEI0 p=0,0275
3aranpha paronoridyda | 40 % 20,7 % p=0,0014
noBHa Bigmosiap* (95 (31,0, 49,6) (13,7,29,2)
% D)
3arajbHa BIDKUBAHICTD | 22 33 KoedinieHT pUuKy
KinpkicTh Halli€HTIB 3 (95% A
HOAI€I0 0,59 (0,35, 1,02)

p =0,0555

* BH3HAYAETHCA AK BIACYTHICTH OY/AB-KOrO iHBA3UBHOrO paKy SIK y MOJIOWHIH 3a103i, TaK i B IAXBOBUX
By3J1ax

A6comoTHy nepesary B 13 BiICOTKOBMX MyHKTIB Ha KOPUCTh I'PYNHU TpacTy3yMaly 6yii0 OLIHEHO 3 TOUYKH
30py 3-piuHoi Ge3peranBHOI BUxKHMBAHOCTI (65 % npotu 52 %).

MeTtacTaTHUHHiA paKk IavHKa

TpacTy3yma® HOCTi/DKyBand B OAHOMY paHZOMi3oBaHOMY Biakpuromy nocnmimxenHi III ¢asu ToGA
(BO18255) y noenHanHi 3 xiMioTepani€to MOPIBHAHO 3 XiMIOTEpaMi€l0 OKPEMO.

XiMioTepanis NpoBOAUNIACS HACTYIIHUM YHHOM:

- karneruTabin — 1000 mr/m?> nepopajibHO [IBiui Ha AeHs NpoTAroM 14 mHIB KOXKHi 3 TXKHI MPOTAroM 6
uKiB (3 Beyopa 1-ro JHs 10 paHKy 15-ro JHS KOXKHOTO LUKITY)

abo
- BHYTpilIHbOBEHHe BBeleHHs S-gropypauminy - 800 wmr/M*mess y Buriaai  GesmepepBHOT
BHYTPilUHLOBEHHOT iH(Y3il IpoTsroM 5 AHIB KOXkHI 3 THXHI MPOTAroM 6 MMKIIB (3 1 Mo 5 figHk KQXKHOTO
C T e
UMIKITY) 7/ a a3 ;':x
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Byab-sike 3 AKUX BBOAUIIHU 3:
- iucraTuHoM — 80 Mr/M? KOKHI 3 THKHI IIPOTAroM 6 LMKIIIB y 1-#f IeHb KOXKHOTO LIHKITY.
Pesynbratu edextrsHocTi gocmimkeHds BO18225 nigcymosani B Tabnuui 13:

Tabnung 13 Pesynsratu edextusHocTi 32 BO18225

[TapameTp FP FP +H HR (95 % AD p-3Ha4YEHHS
N =290 N =294

3aranbHa BIDKMBaHICTE, 11,1 13,8 0,74 (0,60-0,91) 0,0046

MeJiiaHa MicALIB

BrxuBaugs 6e3 5,5 6,7 0,71 (0,59-0,85) 0,0002

nporpecyBaHHs, MejiaHa

MicS1iB

Yac no nporpecyBaHHs 5,6 7,1 0,70 (0,58-0,85) 0,0003

xBopobu, MeniaHa Mics1iB

3arajibHa 4acTora 34,5 % 47.3 % 1.70% (1.22, 2.38) 0,0017

BignoBizgei, %

TpuBasicTh BiANOBIiI, 4.8 6.9 0,54 (0,40-0,73) < 0,0001

Meiana micALiB

FP + H: dropnipumiauy/icinatys + TpacTy3ymab
OI1: dropmipuMiaUH/LUMCILIIATUH
a CriBBiHOIIEHHS LIAHCIB

Jna yuacti B nocnmimkenni 6ynu HaOpaHi mauieHTH, fki paHille He oTpuMyBanu JjikypaHHs HER2-
[O3MTUBHOI HeomnepabenbHOl JIOKajibHO TomupeHol abo peluaAuBYIO4Ol Ta/abo MeTacTaTUYHOL
aJIeHOKApLUMHOMH LUTYHKA YH LULYHKOBO-CTPAaBOXIJHOTO MEpexody, IO HE MiUIAEThCA JIKYyBalbHiH
Tepanii. JIepBHHHOK KiHUEBOIO TOYKOO GYIIO 3arajibHe BHXKHBAaHHA, K€ BH3HAUANOCH SK 4ac BiJl JaTH
pangomizauii mo matu cmepri 3 Gyab-skoi npuuuHHA. Ha MoMeHT aHaiisy 3araiom momepid 349
pannoMisoBanux mauientis: 182 mauientu (62,8 %) y koHTponsHiH rpyni Ta 167 nauienTis (56,8 %) y
rpymi nikyeadss. BinplicTh cMepTeli 6ysiM cIpU4MHEeHi NOJiAMM, OB’ I3aHUMU 3 OCHOBHUM PaKoM.

OTpumMani aHai3{ HiATPYI MOKA3yIOTh, L0 TIO3UTHBHI €eKTH JTiKyBaHHA OOMEXEHi HAlLTIOBAaHHIM Ha
My XJIMHH 3 BULIMM piBHeM Ginka HER2 (IHC 2+/FISH+ a6o THC 3+). Cepenns 3aranbHa BUKHBaHICTb Yy
rpymi 3 BUucokoro ekcripeciero HER2 cranosuna 11,8 Micsuis nporu 16 micsuis, HR 0,65 (95 % AL 0,51-
0,83), a cepe/Hs BIKUBaHICTB Ge3 MpOrpecyBaHHs CTAHOBWIA 5,5 Micswie npotu 7,6 micauis, HR 0,64 (95
% CI0,51-0,79). nna FP nporu FP + H Bianosiguo. [ins 3aranesoi Buxxusanocti HR cranosus 0,75 (95%
I 0,51-1,11) y rpyni IHC 2+/FISH+ i HR craHoBus 0,58 (95% JI 0,41-0,81) y rpyni IHC 3+/FISH+.

V mocniHMUBKOMY aHalisi miarpyi, nmposeaenomy B gocaimxenHi TOGA (BO18255), ne 6yno oderuanol
KOPHCTI LIOJO 3arajbHoi BW)KMBAHOCTI IpH JNOAaBaHHI TpacTysymaly y nanientis i3 ECOG PS 2 na
nouatky [HR 0,96 (95 % I 0,51-1,79)], ve mignaetses BumiptoBannio [HR 1,78 (95 % JII 0,87-3,66)] 1
micueso nomupene 3axsoprosanus [HR 1,20 (95 % 11 0,29-4,97)].

iTH
€Bporeiicbke areHTCTBO 3 JIKAapChKUX 3ac00iB BiIMOBHIIOCH BiJX 3000B’A3aHHA MOJABaTH PE3YJIBTATH

JOCTiKEHb pedepeHTHOro JIKapchkoro 3acofy, M0 MICTHUTh TPacTy3ymad, y BCIX MiArpynax AUTSYOL
HOMyJSALIT PaKy MOJIOYHOT 3aJI03H T2 UUTYHKA (IUB. PO3in 4.2 II0J0 BUKOPHUCTAHHS y AITEH).

5.2 ®apMakoKiHeTHYHI BJIACTHBOCTI

dapMaKOKiHETHKY TpacTy3ymaly OLIHIOBANHM B aHali3i MOMyJUiiHOI (apMakOKiHETHYHOI MOAENi 3
BUKODUCTAHHAM 00’ eqHaHuX nanux Bin 1582 cy6’ekTis, Bimouaroun mauieHTis 3 HER2-nosutusHuUM
METACTaTUYHHUM PaKOM MOJIOYHO] 3aJI03H, PAHHIM PaKOM MOJIOYHOI 3451034, HOL[IHpeHHM paKOM LjTyHKa




OTPUMYBAIY TPACTY3yMab BHYTPILIHHOBEHHO. JIBOKOMIAPTMEHTHA MOJEJb i3 MapajienbHUM JIIHIHHUM i
HENIHIMHMM BHUBEICHHAM i3 UEHTPAILHOrO KOMIAPTMEHTY OIHCyBana Hnpodile KOHLEHTpauil
TpacTy3ymaby B 3aJIEKHOCTI Bifl Yacy. 3aBAsKy HeNiHIfHOMY BUBEICHHIO 3arajlbHUH IUTIpEHC 3pOCTaB i3
3MEHLIEHHAM KOHUeHTpauii. TakuM YWHOM, HEMOXNJIMBO BH3HAUMTH MOCTiliHE 3HaYeHHs nepiogy
HAIMBBUBEAEHHA TpacTy3yMaly. Ti» 3MEHIIYETBCS 31 3MEHIUCHHSAM KOHLEHTpalii B MeXaxX iHTepBally
no3yBaHHA (Oue. Tabouio 16).

ITalieHTH 3 METACTATHYHUM PAKOM MOJIOYHOI 3aJI03M 1 PaHHIM PaKkoM MOJIOUHOI 3aJI03U MaJu MOfi6HI
dbapmakokineTuyHi napamerpu (Hanpukiag, kiipesc (CL), 06’em LieHTpansHoro komnaptMenty (Vc)) Ta
NIPOrHO30BaHY TONYJAUiHY eKcrosuLio B piBHOBaXHOMY CTaHi (Cuin, Cmax T2 AUC). JlinitiHuii KitipeHc
cranosuB 0,136 1/mo6y Ui METACTATUYHOTO paky MoNo4HOT 3ayo3y, 0,112 n/moby it paHHBOIO paky
MostouHoi 3an03u Ta 0,176 1/106y LIS NOWHPEHOro paKy LUTyHKa. 3HAYEHHS HEJIIHIHHOTO mapameTpa
eniMinanii crasoswn 8,81 Mr/moby s MakcuManbHOT WBKMAKOCTI eniMiHanil (Vmax) i 8,92 mxr/mn s
koHcTaHTu Mixaenica-Mentena (Km) [uis MAli€HTIB 3 METACTATHYHUM PAaKOM MOJIOYHOI 3aJ1034, PaHHIM
PaKoOM MOJIOYHOT 3aJ103H, OHIMPeHUM pakoM uutyHka. O6’eM EHTPaIBbHOTO BiICIKY CTaHOBUB 2,62 11 i
NAali€HTIB i3 METACTATHYHMM PAKOM MOJIOUHOT 3aJI03H i paHHIM pakoM MOJOYHOI 3ano3H Ta 3,63 1 ans
NALEHTIB i3 MOLIMPEHUM PaKoM NUTyHKA. Y KiHUeBi# momyssuikiHiii dapMakokineTuyHiil Mopaeni, xpiMm
NIEPBUHHOIO THITY MyXJIMHM, Maca Tijia, acmaprataMiHoTpaHcdepasa Ta anbOyMiH y CHPOBATLi KPOBi OyJiH
BU3HAYEH] K CTATUCTMYHO 3HAYyIli KOBapiaTH, IO BIUVIMBAIOTH HA €KCIHO3MIIIO TpacTy3ymaby. OnHak
BEIMYMHA BILIMBY LIMX KOBapiaTiB Ha eKCIO3MILIO TpacTy3yMaly CBIAYHTE PO Te, 1O Lii KOBapiaTH HABPA
Y4 MATHUMYTh KIIHIYHO 3HAYY LM BIUTUB HA KOHLEHTpaLii TpacTy3ymMaoy.

[Iporuo3oBaHi sHAUEHHS (apMaKOKIHETHYHOT eKCIO3ULiT AT HaceeHHs (MeiaHa 3 5-95-M MpoueHTHIeM)
i 3HaueHHs mapaMeTpiB GapMaKOKIHETHKH IpPU KIiHIYHO 3HaYyINUX KOHUEHTPAUifAX (Cmax 1 Cmin) AN
MAI[i€EHTIB 3 METACTATHYHUM PAKOM MOJIOYHOI 3aJ103H, paHHIM PaKOM MOJIOYHOI 3aJI03H, MOLIMPEHUM PAKOM
IIUTYHKA, SKi OTPUMYBAJIM JIIKYBaHHS 32 3aTBEPLKEHUMHU PEKUMaMU JO3YBaHHA KOXKEH THXX/ICHb 1 KOXHi 3
TWkHI, HaBegeHo B Tabmuui 14 (uwukn 1), Tabmuui 15 (crauioHapHuil ctaH) i Tabmuui 16 (mapameTpu
(dbapMaKkOKIHETHKH).

Tabmuug 14. Ionynsuidiui nporHo3oBaHi 3HaYeHHs GapMakOKiHETHKH ekcno3uuil MKty 1 (MeaiaHa 3 5-
ro 70 95-ro NPOLEHTHIIB) CXeMH BHYTPIMIHBOBEHHOrO BBEIEHHA TpacTy3ymMaly y Talli€HTIB 3
METaCTATHYHUM PaKOM MOJIOYHOT 3aJI03H, PaHHIM paKoM MOJIOUHOI 3aJI03H, NOIIMPEHUM PaKOM LIUTYHKa

Pexum ITepBuHHUH N Cuin Cinax AUC 021 nmis
THII Ty XJINHH (MKT/MT) (MKT/M) (MKI.JEHL/MIT)
8 Mr/kr + MeractaTnunuii | 805 28,7 182 1376
6 MI/KT KOXKHI | paK MOJIOYHOL (2,9 -46,3) (134 - 280) (728 - 1998)
3 TEDKHI 3QJI03H
paHHiii pak 390 30,9 176 1390
MOJIOUHOT (18,7 - 45,5) (127 - 227) (1039 - 1895)
3aJ1034
MTONIHPEHUI 274 23,1 132 1109
paK LUIyHKa (6,1 - 50,3) (84,2 —225) (588 —1938)
4 mr/xr + Metactatuunmii | 805 374 76,5 1073
2 MI/KT KOXKEH | paK MOJIOYHOY (8,7 - 58,9) (49,4 -114) (597 — 1584)
THXKICHb 31034
paHHii pak 390 38,9 76,0 1074
MOJIOYHOT (25,3-58,8) (54,7-104) (783 - 1502)
321034

Tabmus 15 [porrososani sHadennst OK excriosuuii 1uIs momyJIsaLil B cTalioHapHOMY cTaHi (MeziaHa 3 5-
ro a0 95-ro mepleHTWIB) I CXEM BHYTPILIHHOBEHHOrO BBENEHHSI TPacTy3yMaby y Mali€eHTIB 3

METaCTATHYHUM PaKOM MOJIOYHOT 3aJ103H, PaHHIM pakoM MOJIOYHOT 3aJT103M, MOIIWPEHHUM PaKOM LTYHKa

=




T asvKat,

\XJ

Pexxum [lepeuHHHKE N Chin.ss* Crnax.ss** AUC 5,021 Yac no

THI Ty XJIUHA (MKr/min) (MKr/mn) JICHD gens crabinbHOrO
(MKr. /miT) cTaHy***
(THOKHI)

8 mr/xr + MetactaTuyHui | 805 442 179 1736 12

6 Mr/kr paK MOJIOYHO1 (1,8-85,4) | (123-266) | (618 -2756)

KOKHI 3 3271031

TYDKHI paHHiH pax 390 | 53,8 184 1927 15
MOJIOUHOT (28,7-85,8) | (134-247) | (1332-2771)
31031
MOLIHPEHUH 274 | 329 131 1338 9
pakK LITyHKa (6,1 -88.9) | (72,5-251) | (557 -2875)

4 mr/kr + MeTacTaTHuHuii | 805 63,1 107 1710 12

2 mMr/kr pax MOJIOYHOT (11,7-107) | (54,2-164) | (581 -2715)

KOXCH 3aJ103H

TIKIEHb panHi#l pak 390 | 72,6 115 1893 14
MOJIOUHOL (46 - 109) (82,6 -160) | (1309 -2734)
3aJ103U

*Chinss — Cmin Y CTaOUTEHOMY CTaHI

**Cnaxss = Cmax ¥ CTabiTbLHOMY CTaHi

*** gac 1o 90% cTabinbHOro cTaHy

Tabnuus 16 IporHososani nomyssuiiiHi 3HaueHHs (HapMaKOKIHETUYHHX NApaMeTpiB y PiBHOBAKHOMY
CTaHi JJIA CXeM BHYTPIIUHbOBEHHOrO BBEIEHHs TpacTy3yMmaly y MAUi€HTIB 3 METACTATHYHHMM PaKkoM
MOJIOYHOI 3aJI03H, PAaHHIM PaKOM MOJIOYHOI 3aJ103H, MOIIMPEHNM PAKOM LITyHKA

Pexxum IlepBunHUIt N 3araqpHU fiama3oH Craxss*

THI Ty XJTAHH CL Bifg Crax.ss 10 Crinss | (MKT/MIT)
(n/nenn)

8 mr/kr + MeTacTaTiuHuii | 805 0,183 -0,302 15,1 -23,3

6 Mr/kr paKk MOJIOYHOI

KOXHI 3 3aJ1031

THXKHI paHHi pak 390 0,158 - 0,253 17,5 -26,6
MOJIOYHOI
3QJ103U
[IOLIMPEHU I 274 0,189 - 0,337 12,6 — 20,6
PaK LIUTYHKa

4 Mmr/xr + MetacTaTHunuit | 805 0,213 -0,259 17,2 -20,4

2 mr/kr PaK MOJIOYHOT

KOXKeH 3aJI03H

TIKIEHD paHHIH pak 390 0,184 - 0,221 19,7 - 23,2
MOJIOYHOT
3aJI03H

Buseoenus mpacmysymaby

[epion BHBENEHHA TPacTy3ymaly OLIHIOBAIIH ITiCIIS BHY TPIlIHFOBEHHOIO BBEJICHHS KOXKHI 1 200 3 THDKHI
3a momomoror mnomyisuiinoi ®K moneni. Pe3ynpTatd 1pOro MonaenioBaHHA BKasylOTh Ha Te, IO
npuHaiiMHi 95 % mauicHTiE AOCATHYTH KOHUeHTpauii < 1 mxr/mn (npubmusHo 3 % momynsuil
nporHo3yBainu Cuinss 200 IpubnusHo 97 % BUBEAEHH:) 10 7 MICALIB.

Buxuo yuprxymoouux HER2-ECD




JHocnigHMUpkUi aHani3 kosapiaTiB 3 iHdopmaujero nuuie IS MiArpYNH MNAUi€HTIB NPUITYCTHB, LIO
nauieHTd 3 UMM piBHeM Bukuay HER2-ECD manu wBumumii HemiHiMHUEA wiipeHc (Hwkuud Km)
(P<0,001). IcHyBana kopensuis MK BHAUleHUM aHTHreHoM i piBHamu SGOT/AST; uacTkOBO BIIIMB
BHILTEHOTO aHTHIeHy Ha KilipeHC MoxxHa nosichutH piBHamMa SGOT/AST.

[louarkosi piBui BunitenHs HER2-ECD, 1o crocTepiranucs y Mali€HTIB 3 METACTATHYHUM pPakom
LIUTYHKA, 6YJTi TIOPiBHAHHUMM 3 TAKUMH Y MAL{EHTIB 3 METACTATHYHMM PAKOM MOJIOHYHOI 3aJI03H, PaHHIM
PAKOM MOJIOUHOT 3aJI03H, 1 He COCTepiraocs SBHOTO BIUTUBY Ha KilipeHc TpacTysymaty.

5.3 JoxainiuHi xaHi 3 Ge3nexn

V IOCHiIKEHHIX TPUBATICTIO 10 6 Micsuis He 6yi0 nokasiB rocTpoi abo 6aratopasoBoi TOKCHYHOCTI,
IOB’513aHOT 3 6araTopa3oBHM MPUHAOMOM TIpenapary, abo perpoRXyKTHBHOT TOKCHYHOCTI B HOCTI/DKEHHAX
TepAaTONOTii, KiHOYOT GepTHIBHOCTI a60 Mi3HIX recTalifHMX TOKCHYHHX eQEKTIB/NEPEMILEHHS IUTALeHTH.
Tpacty3ymab He FeHOTOKCHUHMI.

YomHUX JOBrOCTPOKOBMX MOCHI/DKEHb HA TBAPUHAX IS BCTAHOBJICHHSA KAHLEPOTEHHOrO MOTEHLUaly
TpacTy3yMaby Yd HOro BIUTHBY Ha (hepTHILHICTE Y CaMIiB HE NPOBOIUIIOCE.

6. DPAPMALIEBTUYHI XAPAKTKPUCTHKHA
6.1 IlepeJtix JONOMIsKHHX PE4OBHH

L-rictuauHy riIpoxXJiIopun

L-rictuaux

Copbit (E420)

Makporon 3350

KucoTa XJI0pHCcTOBO/IHEBA KOHIIEHTpOBaHa (11 perymosasHsa pH)
Hartpito rigpokcun (asns perymoanss pH)

6.2 HecymicHicTh

Lleit nikapcbkuit 3acib He MOKHa 3MilyBaTH a60 PO3BOJUTH 3 IHITHMH JiKApChKMMH 3aC00aMH, OKPIM THX,
110 TMepetiueHi B po3ini 6.6.

PO3UKMHH [TIFOKO3H He MOXHA BHKOPMCTOBYBATH ISl PO3BENCHHS, OCKLIBKH BOHM BUKIMKAIOTh arperalito
Oinxa.

6.3 Tepmid npuAATHOCTI
4 pokmn.

ITicns pO3YMHEHHA CTEPHJBHOI BOMOK is iH’eKuili BifHOBJIEHHH po3uMH € (i3MYHO Ta XiMi4HO
crabinsauM nporarom 10 auis npu temneparypi 2°C — 8°C. By ap-aKuif 3anumkoBui BIAHOBJICHAN PO3HHH
CITiJl yTUTIi3yBaTH.

Posumrm Oriepi ana BHyTpiliHBOBeHHMX iHQY3iH € ¢i3uuHO Ta XimiuHO cCTabinbHMMA B
IOJTBiHIIXJIOPHIHHX, TIONIETUIEHOBUX 460 MOJINpPOIUIEHOBUX MilllkaX, mo Mictate 9 mr/ma (0,9 %)
PO3YMH HATPikO XJIOpUAY 1A 16’ ekuidt 1o 90 nuis mpu 2°C — 8°C Ta 24 roqMHK MpU TEMIIEPATypi HE BUIIE
30°C.

3 Mikpo6ioNOriuHOT TOUKHM 30py BiAHOBJICHHI PO3UMH Ta PO3UMH Aist iHysiit OriBpi Ciifl BUKOPHCTATH
Heraiino. ITpOXYKT He MpU3Ha4YeHUH 1 36epiraHds Micis BiAHOBICHHS Ta PO3BEJCHHS, AKIIO TUIBKM Lie
He BiIOyBanoca B KOHTPONILOBAHUX Ta [EPEBIPEHHX aCSITHYHUX yMOBaX. SIKI0 HE BAKOPUCTATH HEraiHo,
BiANOBIZANBHICTE 32 TPUBATICTH TA YMOBH 30€piraHHs Mijl Yac BUKOPHCTAHHA HECE KOPUCTYBAd.

6.4 OcoGiuBi 3acTepekeHHs pH 30epiranni

36epiratu B xomoamwisHUKY (2°C — 8°C).




YMoBu 36epiraHHs Micis pO3YMHEHHS JiKapchkoro 3acoby AMB. y po3ainax 6.3 Ta 6.6.
6.5 YnakoBka

Oriepi 150 Mr nopoutok i KOHLEHTPATY UL DOIYHHY Juid 1HdY3ii

®naxoH i3 npozoporo ckia (tumy I) o6’emom 15 mi, wo 3axynopenuii npobkoro i3 OyTHIIKAyHyKy,
NaMiHOBaHOK (PTOp-KaydyKOBOIO IUTiBKOIO, kUi MicTUTh 150 Mr TpacTy3ymady.

OpuH ¢1aKoH y KapTOHHIH mauLi.

Oriepi 420 Mr MopoUIOK ISl KOHUEHTPATY U1 POIUUHY i iHdy3iii

®nakoH i3 mposoporo cwia THiy | o6’emom S0 Mi , WO 3aKyHNOpeHMH NpPoOKOKO i3 OyTHIKAydyKy,
JaMiHOBaHOIO (TOP-KaydyKOBOIO IUTiBKOIO, KM MicTUTh 420 Mr TpacTy3ymaly.

OnuH ¢nakoH y KapTOHHIN NauL.
6.6 OcobumBi 3an00ikHi 3aX0QH 00 YTHIII3aNil Ta iHITOr0 MOBOAKeHHSI

Cnin obepexxHo nmoBoautHcs 3 OriBpi mi yac BigHoBJIeHHA. CIpUYMHEHHS HAJMIPHOTO HiHOYTBOPEHHS
i 9ac po3YuHEeHHS a0 CTPYLIYBAaHHS BiIHOBJICHOTO PO3UHHY MOXe IIPU3BECTH 10 NPOOJIieM i3 KUIbKICTIO
OriBpi, SIKy MO>KHa BUTATTH 3 (pIaKoHa.

BigHOBNEHUI PO3YHH HE MOXKHA 3aMOPOXKYBATH.

Oriepi 150 Mr nopouok /Uist KOHLUEHTPATY U1 PO3YMHY s iHdy3ii

Citiz 3aCTOCOBYBATH BIATIOBIOHY TeXHIKYy acenTHKU. KoxxkeH ¢uakon Oriepi mo 150 Mr po3uuHsOTs 7,2 M
CTepWIBHOT BOIM [UIA iH’€KUili (He BXOOUTH M0 KOMIUIeKTY). Clijg yHHMKaTH BUKOPUCTAHHS iHINKX
PO3YMHHHKIB U1 BigHOBNeHHS. Lle nae 7,4 mur po3uuHy A7 OZHOPa30BOro 3aCTOCYBaHHHA, IO MIiCTHUTH
npubausHo 21 mr/mn tpactyzymady, 3 pH npubnuzno 6,0. [lepepumenns o6’emy Ha 4 % rapanrye, 1o
3a3HaveHy 103y 150 Mr MoxHa 6yzie BUTSAITH 3 KOXKHOTO (PIIaKOHA.

Orispi 420 Mr nOpoOLIOK JUISl KOHUEHTPATY [UTs PO3UHHY AN iHbY3iii

Kosxen ¢naxon Orippi mo 420 Mr po3uussroTh 20 M CTepUIBHOT BOIH JUIS iH’ €KLiH (HE BXOAUTH IO
koMIUTeKTy). Cril yHHKATH BUKOPUCTAHHS 1HIUMX PO3YMHHUKIB Jyis BitHOBNeHHs. Le nae 21 min pozuuny
JUTSL OIIHOPA30BOT0 3aCTOCYBAHHSA, 0 MICTUTH NpHOIM3HO 21 Mr/mi Tpacty3yMaby, 3 pH npubnusso 6,0.
[TepeBuinenns 06’emy Ha 4,8 % rapaHTye, o 3a3HaueHy 103y 420 Mr Mo>xHa OyJe BUTATTH 3 KOKHOTO
¢dnakoHa.

®nakon Orispi O6'eM cTepunbHOT BOIM VIS KiHileBa KOHIIEHTpALlis
iH'eKLiH

®naxoH 150 mr + 7,2 Mn = 21 mr/mn

®naxon 420 mr + 20 mi = 21 mr/mn

IHCTPYKILiA 3 BIIHOBJIEHHSA

1) BUKOpHCTOBYIOUH CTEPUIBHHUN IIIIPHUII, TIOBIIEHO BBEITH BIAMOBIAHHMN 00’€M (SK 3a3HAUCHO BHILE)
CTePWJILHOT BOAM JUTA iH’€KIIiH Y GyiakoH, o MICTHTE TiodinizoBanuit OriBpi, CIpIMOBYIOUYY CTPYMiHb Ha
niodimnizar.

2) ObepexHO MOKPYTITH ¢uiakoH, 1106 cnipusaty BinHosnenHo. HE TPYCUTH!

Hegenvike MiHOYTBOPEHHs MPOAYKTY MICNs PO3UMHEHHS He € He3Buyaiinum. [laiite ¢naxoHy crokiiHO
HOCTOSTH NpU6IU3HO 5 xBuvH. BigHosnennit OriBpi qae nNpo3opuii po34HH Bif 6e36apBHoro ;ﬁe.{ JTi10-
JOBTOrO KOJIBOPY, KMl HE HOBUHEH MICTUTH BHIUMHX YaCTOK.




BuzHaure HeoOXiaAHMH 06’ €M POZUHHY:

* Ha OCHOBI HABAHTAXXyBaJIbHOT 103U 4 M TpacTy3yMaly/Kr Macu Tiia abo HaCTYMHOT LIOTHXHEBOI 103U 2
MT TpacTy3yMaly/Kr MacH Tina:

06’em (Mn) = maca Tina (Kr) x f1o3a (4 Mr/kr ang HapaHTaKeHHS ab0 2 MI/Kr Ans MiATPUMKH)

21 (Mr/mMi, KOHHEHTpaLis BiTHOBIEHOTO PO3UHHY)

* Ha OCHOBI HaBaHTAXYBAIBLHOI 103U 8§ M TpacTy3yMaby/kr Macu Tina abo HacTynHOI 3-TrbkHEBOl 103U 6
MT TpacTy3yMaly/Kr MacH Tijia:

06’em (M) = Maca Tina (kr) x gosa (8 Mr/Kr g HapanTaskeHHs abo 6 MI/KC 1S MiATPHMEKH)

21 (Mr/mn, KOHIOEHTpALisS BiIHOBIEHOTO PO3UKHY)

BiamopiAHy KUMBKICTh po34MHY ciiji Habpath 3 guiakoHa 3a JOTIOMOTOK CTEPHIIBHOT [OJIKH Ta IHIPHULA Ta
Jo1aT B iHQYy3iiHU# nakert, mo Mictuth 250 Mt 9 mr/mi (0,9 %) po3uuHy HaTpiro XJIopuay A1 iH EKLIH.
He sacTocoByBaTd 3 pO3UMHAMHM, NIO MICTATH IMOKO3y (auB. po3min 6.2). IMaker cnim obepexxHO
NIepeBEPHYTH, LI100 MepeMilllaTy PO34uMH, 00 YHUKHYTU YTBOPEHHs IiHu. [1icng npuroTyBaHHs po3unHy
fioro ciix HeraiiHO BBeCTH. SIKIIO pO3YMH MPUrOTOBAHO B aCENTHYHUX YMOBAX, HOro MoxxHa 36epiratu fo
90 puie mpu Temnepatypi 2°C — 8°C i 24 roqunu npu Temnepatypi He Buine 30°C.

ITepen BBeOeHHSM JKapchbKi 3acO0M U MapeHTEPATBHOTO BBEACHHS CIIiJ Bi3yalbHO MEPEBIpUTH Ha
HASBHICTH TBEPAMX YACTOK 1 3MiHY KOJIBODY.

Oriepi mnpu3HAueHHI TINBKM [UI1 ONHOPA30BOrO BHKOPHUCTAHHS, OCKUIBKM NPOAYKT HE MICTHTh
KOHCEPBAHTIB.

Hecymicnocti mik OriBpi Ta nakeTamH 3 MOJIBIHUIXJIOPUAY, NOJNi€TWIeHy ab0 MOMINpOIineHy He
crocrepiranocs.

Bynp-sxuii HeBHKOpHCTaHMI JTikapchkuil 3acib abo Bigxoau clif yTHIi3yBaTy BiAMOBIOHO JO MiCLIEBHX
BHMOT.

7. BIACHUK PEE€CTPAIIIMHOI'O ITIOCBLTYEHHS

Biarpic Jlimiten

Inpycrpianeauii napk lamacrayH
Mynxynnapr

Hy6min 15

JAYBJIIH

Ipmannis

8. HOMEP(M) PECCTPATIIITHOT' O IOCBITYEHHS

EU/1/18/1341/001
EU/1/18/1341/002

9. TATA IIEPINOI ABTOPH3AIII/IIOHOBJIIEHHS ABTOPHA3AIIIL
Harta nepoi apropusarii: 12 rpyasas 2018 p
10. IATA HEPETJISITY TEKCTY

HetanbHa iHbopMallis Mpo LeH JIikapchKuit 3acib qocTynHa Ha Beb-caiiTi €BponelchbKoro areHTCTBa 3
JKapchbKUX 3aco0iB http://www.ema.europa.eu.




ITepexan IHCTPYKIIII IPO 3aCTOCYBaHHS o Pecer /pauii’moro MOCBiT9eHHs

JIepKABHOKO MOBOKO, aBTEHTHYHICTh AKO1 Ne /4 /4957, / or 8L
HiATBEpKeHA TiAmcoM 3asBHuKa abo Bin JE Of Lal?
YIIOBHOBAKEHOTO HUM IIPE/ICTABHUKA

(®enpkis K.JI.)

JIncrok-priaaanm: Ingopmania nag KopHeTyBa4da

Oriepi 150 Mr nopomok AJisl KOHIeHTPATy AJd po34MBYy A4 indysii
OriBpi 420 Mr NopomOK /11 KOHIEHTPATY I Po34nHy A4 indysii
TpacTy3ymab

vCTOCOBHO LBOTO JIIKapChKOTO 3ac00y IPOBOAUTHCA AOJATKOBUIH MOHITOPHHT, 1O JO3BOJIUTH
HIBUJKO 11eHTH(iKyBaTH HOBY iH(opMaLiro mono be3nexku. Bu Mokere 101IoMOrTH,
MOBiZOMJISIOUH TIPO OyAb-AKi no6iuHi edekTH, ki MOKYTh ¥ Bac BUHMKHYTH. [IUB. 3aKiHUCHHA
PO3ALTY 4 II0J0 TOTO, K MOBITOMIIATH MPO noOiYHI ePeKTH.

IIpouuraiiTe yBaxHO Bech Iied JHCTOK-BKJIAJHII IIepel THM, AK PO3NOYATH

3aCTOCYBAHHS I[BOT0 JiKapChKOro 3aco0y ToMY, 0 BiH MicTHTH Ba:kIHBY 1Jis Bac

ingopmamio.

- 36epiraliTe Lel TUCTOK-BIIaAUIL. BaM Moxe 3HaA00UTHCS IEPEYUTATH HOr0 3HOBY.

- ko y Bac BUHMKHYTH JOJATKOBI IUTAHHS, POKOHCYBTYHTECS 31 CBOIM Jikapem,
¢dapmatieBTOM ab0 MEAUYHOIO CECTPOIO.

- V pasi BunukHeHHs y Bac 6yap-axux no6ivHuX eeKTiB, MOBIIOMTE PO 11€ CBOTO JIiKaps,
tdapmanerra abo MeguuHy cectpy. Lle MmoxyTs OyTr Oyap-sKki MobivHi edekTH, He 3a3HaueH] y
UBOMY TMCTKY-BKNavini. J{us. pozmin 4.

Ska indopManiiss HABOAUTHLCH Y HHOMY JHCTKY BKJIAJHINY

Ilo Take nmikapcbkuit 3aci6 OriBpi Ta JUIs YOroO BiH 3aCTOCOBYETHCS

Mo Bam HeoOxinHO 3HaTH, nepIl HixXk Bu no4yHeTe oTpuMyBaTH Jiikapchkuii 3aci6 Oriepi
Sk 3acTOCOBYEThCA JTikapchkuit 3aci6 OriBpi

Mo>xmuBi mo6idHi epextu

Sk 36epiratu Jikapcekuii 3acid Oriepi

BMicT ymakoBku Ta iHIa iHGopmaltis

PR R P

g o Take gikapebkuii 3aci6 OTiBpi Ta 4J151 40T0 BiH 32¢TOCOBYETHCH

OriBpi MICTUTS J1il04y PEeHOBUHY TpacTy3ymad, Mo € MOHOKIIOHAIBHUAM aHTUTIOM. [lis
MOHOK/IOHAJIFHUX aHTHUTLI COpsAMOBaHa Ha TieRHi Oinku a6o anturedy. Tpacty3symad pozpobrieHuii s
CEJIEKTUBHOT'O 3B’ 3YBaHHS 3 aHTUI'€HOM, 1[0 HA3UBAETHCS PELEITOPOM €MiAepMAIBHOTO GaKTopy
pocty moaunu 2-ro tury (HER2). HER2 y Benwkiii KinbkOCTi BUABACHUI HA TOBEPXHI KIITHH ASAKUX
Iy XJIUH, /1€ BiH CTUMYIIOE X pict. 3B’ A3yBaHHs Jikapcskoro 3acoly Oriepi 3 HER2 cnpuaunse
TPHUIHHEHHS POCTY TAKUX KIIITHH Ta IX 3arHOeb.

Baru srikap MoXke NpH3HAYMTH JliKapebkuii 3aci6 OriBpi 4Jis TiKyBaHHS paKy MOJIOYHOI 3aJI03H Ta paKy

IITYHKY SKILO:
° V Bac € paHHiii pak MOJOYHOI 3aJI03H 3 BHCOKMMH PiBHAMU Oika, o HazuBaeThea HER2.
B V Bac € MeTacTaTHYHUI pak MOJIOYHOT 3251034 (PaK MOJIOYHOT 3aJ103H4, 110 MOIUMPUBCS 32 MEXI

MOYaTKOBOT MyXJMHM) 3 BucokuMu piBHsMu HER?2. Jlikapeekuii 3aci6 Oripi moxe 6yTH
npu3HaueHUuH y koMOiHanii 3 XiMioTepaneBTUYHUMH NpenapaTaMy naxjiTakcen abo
JoLeTaKceN K MOYaTKOBe JIIKYBaHHSI METAaCTATUYHOTO PaKy MOJIOYHOT 3a71031 abo BiH MOXe
6yTH npU3HaydeHui 6e3 iHIIMX npenapariB, SKIIO iHIII cHOcoOuU JIiKyBaHHS BUSBHIHCA
6e3ycrnimauMu. TakoX BiH 3aCTOCOBYETHCH y KOMOIHALIT 3 TIperiapaTtamH, SKi Ha3HBarOThCA
iHriditopu apomatasu, nauieHram 3 pucokumu piBHsamu HER2 ta ropmon-pernientop
MO3UTHUBHUM METACTATUYHUM PaKOM MOJIOYHOT 3aJT03H (pakK, Yy TJIUBUH A0 KiHOUHX c"ragegugx
)
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s V Bac e meTacTaTUuHMH pak LUTYHKY 3 Bucokumu piBrsimu HER2, npu sxomy ne# nikapcbkuit
3acif 3aCTOCOBYETHCS Y KOMOIHALIT 3 IHUIMMH TPOTHITYXJIMHHHUMM IIpenaparamu (karneuutadbin
a6o S5-dropypaun Ta LMCITIATHH).

2. IIlo Bam neoGxixno 3naTH, Nepm Hizk Br noynere orpumysBaTH Orispi
He 3acTocoByiiTe nikapcskuii 3aci6 Orispi:
° aKiIo y Bac anepris Ha TpacTy3ymab, Muliaunit 6110k abo Oynb-aKuif 3 iHIIUX KOMIIOHEHTIB
1ILOTO JTIKAPCHKOTo 3acoby (3a3HaueHi y po3mini 6).
° AKII0 v Bac Tsokke MopyleHHs AUXaHHS Y CTaHi MOKoo yepes pak abo skmo Bu norpebyere

JIIKYBaHHS KHCHEM.

3acrepexeHHA Ta 3aM00i2KHI 3aX0AH
Baru nikap 6yze peTesibHO crocTepiraty 3a BaimM JlikyBaHHAM.

IlepeBipxa cTany cepust

JlikyBaHHS TiMBKY JTiKapchbKUM 3acoboM Oriepi abo y koMOiHamii 3 TakcaHOM MOJKE BIUIMBATH Ha
ceplie, 0COOIHMBO SKINO paHie Bu Bxe OTpUMyBany aHTpaUUKIiH (TAKCAHK Ta aHTPALMIIIIHM - Le 1Ba
IHIIII THIK Mpernaparis, L0 3aCTOCOBYIOTHCA AJIS JTIKYBaHHS PaKy).

Bruiue Mozke MaTH Bifl IOMIPHUX IO TSDKKHAX HACJIAKIB, 8 TAKOXK MOXKE CIIPHYHHUTH cMepTh. Tomy
dyHKiIis cepis 6yae KOHTPOIIOBATHCA Meped , IiA Yac (KoxKHI TpH Micsii) Ta micns (1o 2-5 pokis)
JIKYBaHHS JlikapcbkuM 3acobomM OriBpi. VY pasi nmosieu Oy Ib-IKHX 03HAK CepLIeBOT HEMOCTATHOCTI
(HeazexBaTHe nepekadyBaHHSA KpOBi ceprieM), QYHKLIS ceplisi MOXke KOHTPOJIOBATHCS YacTile (KOKHi
et abo BiciM TXKHIB), BaM Moxe 6yTH NpH3HAYEHE JIIKYBaHHS CEpLEBOi HEAOCTaTHOCTI abo MoKe
OyTH NpHITHHEHe JIiKyBaHHA JiKapchkuM 3acobom Orispi.

Jlo moYaTKy 3aCTOCYBaHHA JHKapChKoro 3aco0y OriBpi moBizoMTe cBoeMY JTikapro, ¢papmaneBTy abo
MeHAYHIN CecTpi, TKIIO:

. y Bac € cepiieBa HeOCTAaTHICTD, illeMidHa XBOpoDa ceplisi, 3aXBOPIOBAHHS CEPLIEBOrO KJIallaHa
(uy™ y cepiii), BHCOKHIH apTepialbHHI THCK, Yepe3 BUCOKHI apTepianbHui Tick Bu npuiiManu
abo 3apas npuiimMaeTe JIiKK U HOro 3HIKEHHS.

. Bu paniiie abo 3apa3 oTpuMyeTe Impenapar, Mo Ha3UBacThCA JoKcopyOilMH abo enipy6inuH
(npemnapartH, SKi 3aCTOCOBYIOTHCS /15 JTiKyBaHHs paky). L1i niku (abo Oyap-sxi iHmmi
AHTPALMKJIIHH) MOXYTh BpaXKaTH CepLICBUI M 53 Ta MABUINYBAaTH PU3NK BUHUKHEHHS
Topy1IeHb 3 OOKy ceplis IpY 3aCTOCYBaHHI JIikapcskoro 3acoby Oriepi.

. y Bac € saguiika, ocobmueo sxkmo Bu y rmorounnii yac orpuMyete takcaH. Jlikapchkuit 3aci6
OriBpi MOXe COPMYMHHUTH MOPYIUSHHS JUXaHHS, 0COOJIMBO SKINO BiH 3aCTOCOBYETHCS BIIEpPIIC.
ITpu HagsHOCTI ¥ Bac 3aqumky i mopymeHHd MOXyTh OyTH OUTbII cepito3HuMu. Binznaveni
Iy>kKe piaki BUIIaAKH CMEPTi NallieHTa IIiJ] 4ac 3aCTOCYBaHH JTikapchKoro 3acody Oriepi, y
AKOrO IO TOYATKY JIKYBaHHS OYIIO THKKE ITOPYIICHHS JUXAHHS.

. Bu xonu-Be0ynp OTpHUMYBaIH iHIIE JTIKYBaHHS 3 IPHBOLY PaKy.

Sxuo Bu orpaMyeTte nikapebkuii 3aci6 OriBpi 3 O6yap-9KuUM iHUTMM NPOTHITYXJIMHHUM IPEIapaToM,
TaKUM 5K MAKJIITaKCe, JoeTakce, iHribiTop apoMaTasy, kaneurabin, 5- ¢ropypaumt abo
UCIUIaTHH, BaM Takoxk citig o3HalloMHTHCA 3 iH(OpMAaNLiEro AT MAL[i€HTa Y JINCTKaX-BKJIIHIIAX U1
LMX TIperaparis.

JitH Ta migmiTKA
OriBpi He peKOMEHIY€ETHCSI 3aCTOCOBYBATH IaIliEHTaM BiKoM 10 18 pokiB.

Inmi gikaperbki 3aco6n Ta OriBpi
IToigomMTe cBOEMY JTiKapio, dpapManieBTy ab0 MEeOUUHIN cecTpi, skino Bu mpuiiMaeTe, paHilie
npuiManT abo Moriy npuiiMatd Oy ab-sIKI 1HII JIIKH.




Moske 6yTH HeoOXinHuM 10 7 MicsliB, 1100 Jikapcbkuit 3aci® Oriepi 6yB BuganeHuii i3 Bamoro
opranizmy. Tomy Bawm cnig moBinoMHuTu cBOro Jsikapsi, papmauesTa abo MeIU4Hy cecTpy, o Bu
OTPUMYBAJIH NiKapchkuii 3aci6 OriBpi, AKIIO BIIPOJOBXK 7 MICSIIB MiCTs MPUNUHEHHS JIIKyBaHHA Bam
HpH3HadaeThes Oyab-AKHI HOBUH Npenapar.

BariThicTh Ta roxyBaHHA IPyIAIo

Sxino Bu BaritHi a60 rofiyeTe rpyaIio, BBOKAETe, IO MOXKETe 6YTH BariTHUMM, a00 TUIaHY€ETE
3aBariTHITH, MOBIIOMTE PO 1ie CBOEMY Jiikaplo, dapMaleBTy abo MeJUUHiH cecTpi, mepil Hix
pOo3IMoYaTH JIiKyBaHHS JaHUM JIIKAPCHKUM 3aCO00M.

BaritHicTh
. ITix wac mikyBaHHs JIiKapchkuM 3aco60M OriBpi Ta BPOAOBK MIOHANMEHIIe 7 MICSIIIB Mics
ioro 3aBepiueHHs BaM ciig 3acTocoByBaTH eeKTHBHUI 3aci® KOHTpaLenii.
. Bauu stikap iudopmye Bac npo pusnku Ta KOPHCTH 3aCTOCYBaHHS Jlikapchkoro 3aco0y Oriepi

IIi[ Yac BariTHOCTI. Y PiAKICHUX BUIIAJKAX Y KIHOK, SKi OTPUMYBAaIH TPacTy3ymao,
CIIOCTEPIranocs 3MEHIICHHS KiTbKOCTI (aMHIOTHYHOT) PiZIUH, IO OTOMYE LT[, IKHH
pO3BUBAETHCS B yTpobi Matepi. el cTaH MO)ke HECTIPHATIIUBO BIIMBATH Ha
BHYTPIIIHBOYTPOOHHUH pO3BUTOK Baliol AUTHHY Ta TIOB’A3YETHCA 3 MOPYLISHHIM PO3BUTKY
JIeTeHb, 110 MOXKE TIPH3BECTH [0 CMEpPTI MIIoAa.

TojyBauusa rpyuaro

ITix yac iKyBaHHS Ta BOPOAOBXK 7 MICALIB Micisl OCTAHHROT TO3H Jlikapcebkoro 3acoby Oriepi He
MOKHa TOMYBaTH I'PYIAI0, OCKINbKK Lel JTikapchkuii 3acid Moxxe 6yt nepenanuit Bawii qutuHi
yepes Baiire rpyaHe Mosoko. 3BepHIThCS 32 MOPaIOIo 10 CBOTO Jiikaps abo ¢apManeBTa, Iepil HibK
3aCTOCOBYBATH OyIb-IKHH JIiKapchKuii 3acib.

KepyBaHHsI TPAHCIIOPTHHMH 32¢00aMH Ta po60oTa 3 MeXaHi3MaMH

Jlikapcekuit 3aci6 OriBpi MOXe BIUIMBATH Ha Bailly 34aTHICTh KepyBaTH TPaHCIIOPTHUMH 3aco6aMHu Ta
NpaioOBaTH 3 MeXaHi3Mamu. SIKIIO ix yac JliKyBaHHs y Bac BUHHHKAIOTh TaKi CHMIITOMH, AK 03HOO abo
JIMXOMaHKa, BaM He CJTijl KepyBaTH TPaHCIIOPTHUMH 3ac00aMHU a0 MpaltoBaTH 3 MeXaHi3MaMH JTOKH L
CHMIITOMH HE 3HUKHYTb.

Jlikapebkuii 3aci6 Orispi micTuts copdit (E420) Ta HaTpiii.

Oriepi 150 Mr NOpOILOK JiJ1 KOHUEHTPATY A8 PO3YHHY s iHdy3iil
Lleit mikapcbkuit 3aci6 Mictute 115,2 Mr copbiTy B KOKHOMY (IIaKOHi.
Oriepi 420 Mr MOPOLIOK A1 KOHLEHTPATY /1Sl PO34HHY JUIs iH]Y3ii
et mikapcbkuii 3aci6 micTuTh 322,6 Mr copOiTY B KOXKHOMY (UIaKOHI.

Copbit € mxeperom dpykrosu. ko y Bac € cniagkoBa HenepeHOCHMICTh Gpykrosu (pinkicHe
reHeTHYHe MOpyIIeHHs ), Bam He ciii 3acTocOByBaTH Liei sikapcbkuii 3aci6. IlamienTy i3 cagxoBoio
HETEPEHOCUMICTIO (PPYKTO3H HE MOXKYTh PO3ILIESILTIOBATH PPYKTO3Y, IO MOXKE CIIPUIMHUTH CepHO3HI
mo6iyHi edeKTH.

IMepiu HixX 3acTOCOBYBATH Liei Nlikapchbkuii 3aci6, Bam Heo6XiMHO NMOBIXOMHUTH CBOTO JIiKaps 1po
HasBHICTh CIaIKOBOI HENEPEHOCHMOCTI (PpyKTO3H, 200 HETIEPEHOCHUMOCTI CONOAKUX XK Ta HAIOIB
Yepe3 pO3BUTOK XBOPOOIIMBOTrO CTaHy, GJIFOBaHHS a00 HEMPUEMHUX BINUYTTIB, TAKUX SK 31yTTA
JKHBOTA, [IUTYHKOBI KOJBKHU YU Jiapes.

Oriepi MicTuTth MeHine 1 MMoJIb HaTpito (23 Mr) Ha 403y, TOOTO NPaKTHYHO HE MICTUTH HATPIIO.
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3. Sk 3acTocoByeThbes JlikapebkHii 3aci6 Oriepi

o nouatky nikyBaHHs Baur ikap BusHauuTth Kisbkicts HER2 y Bainiit myxnuni. Tinbky nauieHTH 3
BeNMKorO KibkicTio HER2 6ynyTe otpumyeatu nikapcekuit 3aci6 Oriepi. BeeneHHs nikapchkoro
3acoby Oriepi HOBUHHO 3iFCHIOBATHCS TINBKH JIiKapeM ab0 MeIHYHOIO cecTporo. Bai nikap
MPU3HAYMTh HeoOXiAHI AN Bac no3y Ta pexkum nikyeanHs. J[o3a sikapcbkoro 3acoby OriBpi 3a/1eKUTh
Bix Macu Tina.

IMepa go3a Baoro JjlikyBaHHS BBOZUTHCS BIPOXOBK 90 XBUIIKH, IIPOTATOM LIBOTO Hepiony 3a Bamu
6yme criocTepiraTd MeIUYHUH MpaIiBHUK HA BUIIAJOK PO3BUTKY Y Bac Oy np-skux mobiunux edekris.
SIkuio mepiia 103a nepeHOCHThes 1oOpe, HACTYIIHI 1031 MOXYTh OyTH BBeAEHI BIpoaoBxk 30 XBUITHH
(nuB. po3min 2 y «3acTepeskeHHS Ta 3aro0bKHI 3aX001»).

Kinekicts iHdy3iHi, sxi Bu orpumyBaTumere,3anexatiuMe Bif Baioi Bianosiai Ha ikyBaHHA. Bai
Jlikap 00roBopuTs 1ie 3 Bamu.

Jlikapcbkuii 3aci6 OriBpi 3aCTOCOBYETHCS HUIIXOM 1HOY31i y BeHy (BHYTpilIHbOBEHHA KparebHa
iHdysis), g Jikapcepka Gpopma 41 BHY TPIIHEOBEHHOTO BBEACHHS HE NPU3HAUECHA JUIA MiALIKIPHOTO
BBEJICHHS Ta ITOBUHHA BBOJUTHUCS TUIBKH IIISIXOM BHYTPIIIHEOBEHHOT 1H}Y3ii.

Ipy paHHEOMY PaKy MOJIOYHOI 3aJI03H, METACTATHYHOMY PaKy MOJIOYHOT 3aJI03H Ta METaCTaTHYHOMY
paKky LLTYHKA JIiKapChKHi 3aci0 BBOAUTECS | pa3 Ha Tpu TkHI. [Ipy MeTacTaTMYHOMY paKy MOJIOYHOL
3aJI03| Jlikapchkuit 3aci6 OriBpi TakoK MOke BBOOUTHCA 1 pa3 Ha TIOKIEHb.

Jlnst monepeKeHHS MOMMIIKH JIKYBaHHS BOXXJIUBO MEPeBIpUTU €TUKETKY Ha (JIaKoHi, o0
NepPEeKOHATHCS, 1110 JiKapchKUM 3acobom, o 6yae rotysarucs Ta BeoauTucs, € Oriepi (Tpacty3ymad)
a He 1HIMI JIIKapChKHiM 3aci0, 10 MICTHTE TpacTy3ymab (Hampukiam, TpacTy3yMadb emMTaH3uH abo
TpacTy3ymab aepyKCTeKaH).

Sxmo Bu npanHHIETE 3aCTOCYBAHHA JiKapcbKkoro 3acoly Orispi

He npununsiite 3acTOCYBaHHS [[BOTO JIIKAPCHKOro 3aco0y MonepeHb0 He 0OrOBOPHUBIIH L€ 3i CBOIM
mikapem. Bei 1031 HeoOXiAHO BBOJUTH Y BiATIOBIAHHIA Yac KOXKHOTO THOXKHS a00 KOXHI TPH THXKHI
(3anexHo Bix pexxumy mo3yBaHH:). Lle 103BONUTE TikapcbkoMy 3aco0y HisTH HACTINBKH €EeKTUBHO,
HACKIJILKY LIe MOJIMEBO.

Bueenenus sikapcbkoro 3acoby Oriepi 3 Baioro opranizmy moxxe Tpusatu 1o 7 Micsuis. Tomy Bam
JIiKap MOXKe BHUPILIUTH NPOJOBKHUTH KOHTPOb QYHKIIT ceplis, HaBITh SKIO Bu Bxke MpUITHHIIH
TiKyBaHHS.

Sxkuro y Bac € momaTkoBi MUTaHHA MO0 3aCTOCYBAHHS LBOTO JiKapChKOTO 3ac00Y, 3BEPHITECS 10
CBOTO Jikaps, ¢apmaieBTa a0 MEIHIHOT CECTPH.

4. Mosxmsi nodiuni eexktn

Sk 1 Bei JlikapehKi 3aco0H, Liel ikapcbkuii 3aci6 Moke CIIPHYMHHTH NOOi4HI eeKTH, Xoua He Y BCiX
BOHH BUHUKAIOTb.

Jesiki 3 ux moGigyHUX e(eKTiB MOXKYTh OyTH CEpHO3HUMHM Ta IPH3BECTHU 10 TOCTITaITi3aLlii.

ITix yac irdys3ii rikapcbkoro 3acoby OriBpi MOKYTh BHHHKATH 03HOO, TMXOMaHKa Ta 1HIII
rpunononibui cumuromu. Le Tpamngerses qyxe yacto (Moxe Oytu 6itbie HDK y 1 3 10 marieHTiB).
IHmyMu OB’ A3aHUMHE 3 1HOY31€EF0 CUMITTOMAMH €: Hy0Ta, ONMIOBaHH:, OUTb, MIABUIIIEHHS HAIIPYXKeHHS
M’43iB T@ TPEMTIHHA, FOJIOBHU} 61JIb, 3aI1aMOPOYCHHS, YTPyIHEHE NUXAHHS, CBUCTIYE HXAHHS,
BHCOKHU# a60 HU3BKUIT apTepiaibHUI THCK, TOPYIUEHHS PUTMY cepLs (CHIBHE CepLEeOHUTTA, TPIMOTiHHA
cepLst a0 HeNPaBWIHHUH CepLEBHIT pUTM), HAOPSIK 06IHUYHYs Ta Ty6, BUCHIIAHHS TA BiI4yTTs BTOMH.
Hesxi 3 UMX CUMITOMIB MOXYTb OyTH CepHO3HUMH i esiki NaLieHTH TTIOMUPANH (MB. pO3Ain 2 B
«3acTepeskeHHs Ta 3ao0KHI 3aX01N»).
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[1i sBUINa BUHUKAIOTH NEPEBXKHO MiJ] Yac MepLiol BHYTPILIHBOBEHHOT iHOY311 («KparIuHHOro»
BBEJCHHS Y BEHY) Ta [IPOTArOM AEKUIBKOX MEPLINX FOAWH Micid moyaTky iHQys3ii. 3a3BH4ail BOHM €
TUMYacoBUMH. I1i7 yac iHdy3ii Ta BIPOORK MPUHaAMHI LIIECTH TOAMH MICNs MoYaTKy nepuoi iHgysil
Ta JBOX FOAMH IIiCist No4aTky iHmux iHQys3iii 3a Bamu Oyze ciocrepiraty MeAWYHUHA NpaiiBHUK. Y
pazi po3BUTKY peakuil iHQy3is Oyxe ynoBisibHeHa ab0 NpUIIMHEHA Ta Moxke OyTH IPOBEICHE
JIKYBaHHsA Mg MpoTHAiT mobiunuM edexram. Ilicns ocnabneHHs cuMnToMiB iHY3ist Moxke OyTH
IPOJOBXKEHA.

3pigka CHMITOMY MOXYTh BUHMKATH Ii3HiLIe, HDK Yepe3 MICTh FOAMH IICs Mo4aTKy iHpy3il. Y
TakoMy pazi Bam ciix HeraifHO 3BepHYTHCS 10 CBOTO Jlikaps. [Homi cuMnToMu MOXKyTh crabmiarty, a
Mi3HiIe MOCUITFOBATUCS.

CepiiozHi no0iuni edexTn

[Himi moGiyni eeKTH MOXKYTh BUHUKHYTH B OyIb-aKMil 9ac mig Jac JikyBaHHsa Oriepi, He nuiie
noB’s13aHi 3 iHQy3icro. HeraliHo noBinomTe Jiikapst 260 MececTpy, IKINO BH NOMITHJIHA Oyab-
SIKi 3 HACTYNHHAX NOGiYHUX eeKTiB:

* [Ipobemu 3 cepiieM iHOAI MOXKYTh BUHUMKATH M1/ 9ac JIIKYBaHHs Ta 1HOAI ITiC/Isl IPUITUHEHHS
JKYBaHHA Ta MOXKYTh OyTH cepio3HIUMHU. BoHN BKIIIOYalOTH OCNabeHHs CepLEeBOro M’s3a, Mo
MO’K€ IIPU3BECTH JO CEPLIEBOT HEJOCTATHOCTI, 3allajIeHHs] BHY TPILITHBEOI 00OJIOHKH HAaBKOJIO CEpL
Ta MOPYLISHHS cepLeBOro puTMy. Lle Mojke pU3BECTH 10 TAKUX CUMITTOMIB, SIK 3aJHLUKA
(BKIXOYAOYHN 33 JUINKY BHOYI), KaIlles, 3aTpUMKa pianay (HaOpsiku) y Horax abo pykax,
cepueOHTTS (TPiMoTiHHA ceplt abo HeNpaBUIbHMH cepueBrid puTM) (ouB. posain 2. Ilepepipku

CEepII).

Bainu nikap 6yze peryyispHO KOHTPOJIOBATH Y Bac cTaH cepus min yac Ta micis JTikyBaHH4, ajie Bam
CJTiI HETalHO MOBIIOMHTH CBOEMY JIIKapIO y pa3i MOsIBH OyIb-IKOTO 3 BUIIE3a3HAYSHUX CHMIITOMIB.

. CuHApPOM JI3UCY NMyXJTHHK (FpyNa MeTabOoTiYHHX YCKITaAHeHb, 1[0 BHHUKAIOTH MICJIs JIIKyBaHHA paKy,
II[0 XapaKTepU3y€EThCsA BUCOKHM BMICTOM KaJiro Ta ¢ocaTy B KpOBi Ta HU3BKHM PiBHEM KABILIO B
KkpoBi). CUMOTOMH MOXYTE BIJIFOHATH NpobiieMu 3 HHpkamH (cnabKicTe, 3aAMliIKa, BToMa Ta
CIUTYTaHICTh CBIIOMOCTI), NpobiieMH 3 ceprieM (TpeMTiHHs cepiid abo mpuckopeHe abo MoBibHe
cepLedUTT), CyAOMH, OJIOBOTY abo Hiapelo Ta IOKOMIOBAHHS B POTi, pykax abo Horax.

V pazi nosieu y Bac 6yap-KOro 3 BULIE3a3HAYEHUX CUMIITOMIB IIiCJIS 3aBepLISHHS JIiKyBaHHS
JikapcekuM 3acoboM Oriepi, Bam ciizx 3BepHyTHCS A0 CBOTO JIiKapsl Ta MOBIIOMUTH, 10 Bu paHiie
OTPUMYBAIIH JiKapchbkui 3acib Orispi.

Jy:xe gacTi noGivni edexTH: MOXKYTH BUHHKATH YacTime HiK Y 1 3 10 manieHTiB

° iHb ekl

N niapes

. 3arop

- medis (aucrencis)

. CNabKicTh

. BUCHITAHHS Ha IIKipi

. Oinb y rpyAHii KTl

. abioMiHATEHHM (LIUTYHKOBH ) OB

° 6116 y cyrnobax

. HHU3bKE YUCIIO EPUTPOLIVTIB Ta JIEHKONUTIB (omoMararoTs bopotucs 3 iHdekuiero), iHomi 3
JIMXOMAaHKOO

. OiIe y M’ s13ax

. KOH TOHKTHUBIT (BUALTEHHS 3 o4elt 31 cBepOiHHAM Ta KipKaMH Ha MOBiKax)

. CIIB030TEYa

. KpOBOTeYa 3 Hoca

. HEXXHUTH &




BUIaiHHS BOJIOCCS

TpeMop

OpHIUTHBU

3araMOpOYeHHs

NOpYIIeHHs 3 OOKY HIrTiB

3HIDKEHHS MacH Tijla

BTpaTa aneTUTy

HEMOTUBICTE 3aCHYTH (Oe3COHHS)

NOpYIUCHHS CMaKy

HU3BKE UUCIIO TPOMOOLIUTIB

YTBOPEHH CHHLIIB

OHIMiHHS 260 MOKOMIOBAaHHSA MAJBLIB PYK 1 HIT, UI0 iHOJI MO>KE MOMHPIOBATHCS HA PELITY KiHIIBKH
HOYepBOHIHHA, HabpAK abo 6inb y pori Ta/abo ropmi

6151b, HAOpsIK, MOYEPBOHIHHA a00 MOKOJIIOBAaHHS pPyK Ta/abo Hir
3aTUIIKA

rOJIOBHHIA 6115

Kallesb

6nroBaHHs

HyJ0Ta

no6iuni epexTH: MOXYTh BUHHMKATH 3 YacTOTOIO A0 1 3 10 mauieHTiB

ajepriudi peakrtii

CYXICTB Y POTI Ta CYyXiCTh WIKipU
indekii ropna

CyXicTh OUeH

iHdeKiT HIKipy Ta ce4oBOro Mixypa
MOTiHHA

BIIUyTTS c1aOKOCTI Ta He3AyKaHHS
3anajieHHs: MOJIOYHOT 3aI03H
3aHEMIOKOEHHS

3araneHHs TeYiHKU

Jlerpecis

NOpYLIeHHS 3 60Ky HUPOK
MiABMLIEHHA M’S30BOr0 TOHyCY abo Hampy»keHHs (FiepTOHyC)
actMa

iHdeKuig JereHp

6inb y pykax Ta/abo Horax
MOpYUIEHHS 3 OOKY JIEr€Hb
BUCHITaHHS i3 CBEpOexKeM

6inp y crimHi

6akaHH 3aCHYTH (COHJIMBICTE)
6inp y umi

reMopoii (HabpsK CyIH HAaBKOJIO QaHAJIBHOT'O OTBOPY)
6inp y kicTkax

cBepbiK

aKHe

cna3MH M’s3iB Hir

Heuacri mo6ivni epexTH: MOXYTH BUHHKATH 3 4acTOTOIO A0 1 i3 100 naiienTis

[IyXoTa
NAITyJ1bO3HE BUCHITAHHS
iHbeKUis Kpori




HeuacTi moGiusi edpexTH: MOXKYTh BUHUKATH 3 4aCTOTOK A0 1 13 100 nauicHTie

B IIyXxoTa
- ropOUCTUI BUCUTT

: HUTTS

° 3ananeHHds abo pyOUIOBaHHS ereHiB

Pipxicni no6iuni edpexTn: MoxyTh BUHUKATH 3 YacToTOrO 10 1 3 1000 nauieHTiR

. SKOBTSIHHLS (TIO>KOBTIHHS LIKIPH Ta G1IKIB Oveit)

. aHadiTakTH4HI peakuii (cepio3Ha panToBa ajepriuHa peakiiis 3 TAKUMH CUMITTOMaMH, SIK BUCHIT,
cBepODLK WIKipH, YTPYAHEHE TUXaHHS a00 BiIUyTTS 3aniaMopoyueHHs ab0 HEeMPUTOMHICT)

TloGiami e(l)eKTH, 9acTOTA SIKHX HEBigoMa: HacTOTY HEMOXKIJIUBO BU3HAYUTH 3a HAAIBHUMU JaHHMHU

. MaToJIoriyHe abo NMopyLIeHe 3rOPTAHHSA KPOBI

. BHCOKI PiBHI KaJHIO

- Habpsk ab0 KPOBOBHIIMB Y KIIITKOBHHY I03a1y OKa

. ok (Hebe3neuHe 3HWKEHH KPOB’ SHOTO THCKY, IO CYNPOBOKYETHCS TAKHMH CHMIITOMaMH,

K 4acTe [MOBEPXHEBE JUXAHH, XOJIO/IHA Ta JIMIIKA IIKipa, YaCTHH CIabKuii mybC,
3aMaMOpOYEHHS, CNaOKICTh Ta HEMPHTOMHICTB)

B MOPYLIEHHS CEPIIEBOr0 PUTMY
. pecmipaTtopHuii aECTpec

. IUXajbHA HEXOCTATHICTh

. rocTpe HaKONWYEHHS PIIUHH Y JISTSHAX

. rocTpe 3BY>KEHHs THUXaNbHHX LUIAXIB

. aHOMAaJILHO HU3BKHUH piBEeHb KHCHIO B KPOBI
. YTpYZOHEHE TUXaHHA Y IOJIOXKEHH] JIexaun
. HUPKOBA HEJOCTATHICTh

. Habpsk obnnyds, ryd i ropna

. [IaTOJIOTTYHO MaJTuii 06’ €M piIMHU HABKOJIO AUTHHU B yTpoOi MaTepi
. MOPYLISHHS BHYTPILTHEOYTPOOHOIO PO3BUTKY JICTCHb
. NOpYLIEHHs BHYTPILIHBOYTPOOHOrO pO3BUTKY HUPOK

Jeski 3 moGiuHuX edekTiB MOXKYTh OyTH 0OYMOBIIEH] HASSBHUM PakOM MOJIOYHOI 3ay103u. Skino Bu
OTpHMY€ETe JlikapchKuii 3acib Oripi y koMbiHauii 3 XiMioTepamiero, Teski 3 noGiuHUX e(eKTiB TakoxK
MOXKYTh OyTH CPUYMHEHI XiMiOTepaIi€eo.

IloBinomsiennsi mpo no6iuHi epexTn

Sxmo y Bac Bunuiim nmobiuHi eexTH, MOBiJOMTe Mpo Lie CBOEMY JIikapio, ¢papManerTy abo MequuHiif
cectpi. Lle MoxyTh OyTH Oynb-aKi MOXUIHBI MOOi4YHI eeKTH He 3a3HAUeHi y LBOMY JIMCTKY-BKIAMHILI.
Takoxk Bm wmoxere moBimommuTy mnpo mnobiuHi edekTH OesmocepenHb0 HO AENApTAMEHTY
dapmakoHariny PerynaropHoro oprady 3 BupobHuIiTBa ToBapi mis 340poB’s (HPRA). Be6 caiir:
www.hpra.ie.

INoimomnsroun o nobiuni edpexty, Bu moxere qormomortu oTpumath 6inbiie indopmarii mpo be3rnexy
LIBOIO JIIKAPCHKOro 3ac00y.

5. Sk 36epirarn nikapcepkmii 3aci6 Orispi
36epiraiite el mikapchbkHii 3aci6 y HeTOCTyNHOMY OJI JiTed Micki.
He BuxopHcTOBYHTE 1€l Tikapchkuit 3aci micns 3aKkiHueHHsA TEPMiHy NPHOATHOCTI, IO 3a3HAYCHHH

Ha 30BHILIHIM KapTOHHIH yraKoBLi Ta Ha eTHKeTL ¢prakoHa micis «kEXPy». Tepmin npuaatHocTi
TIOCHJIAETELCST HA OCTAHHIN AeHb MICSL. g




30epiratu y xomoaunsHUKY (2 °C — 8§ °C).

[Ticns po3seneHHs iH(Y3IHHUE PO3YKH CNig BUKOPUCTATH HeraliHo. He 3acTocoByiiTe iKapchKUid
3aci6 Oriepi, SKIIO Nepel BBeOeHHSIM By MOMITUIH TBEpAI 9acTKH ab0 3MIHY KOJBOPY.

He Bukumaiite Oynp-gxi JTiKK y cTidHi Boau abo mobyToBi Bigxoau. 3anurakite y papmanesta, K
BUKMIATH JiKH, gKi Bu Oinbiue He BukopucToBYeTe. LI 3aX014 JONOMOXYTH 3aXHUCTUTH HaBKOJIMIIHE
CepeIOBHIIIE.

6. Bmict ynakoBkH Ta iHma ingopmanist

Illo micTHTH JikapcbKHii 3a¢i6 Orispi

- Jirouoro pe4oBUHOIO € TpacTy3yMad. KoxxeH ¢iakoH MicTuth abo;
0 150 mr Tpacty3ymaby, sxkuil HeOOXiTHO POYHHUTH B 7,2 MJI BOJM 1yis iH €KL, abo
0 420 mr Tpacty3ymaly, akuif HeOOXITHO PO3YMHUTH Y 20 MJI BOAM IS iH’ EKITIM.

- OTpuMaHuii pO3YUH MICTHTH TpHONH3HO 21 Mr/Ma TpacTy3ymady.

- Inmvmu iHrpenieHtamu € L-rictuanny rinpoxiiopun, L-rictuauy, cop6it (E420 (auB. pozain 2
«Jlikapcekuit 3aci6 Oriepi mictuts copbit (E420) i Hatpiii»)), makporon 3350, kucnora
XJIOPUCTOBOJHEBA KOHLICHTPOBAHA Ta HATPiIO TipokcuA (Juia kopuryBasHs pH).

Sk Burnanae xikapeskni 3aci6 OriBpi T2 o MICTHTHCA B YIAKOBII

Jlikapcrpkutii 3aci6 OriBpi € MOpoMIKOM Ut KOHIIGHTPATY JUIs PO3YMHY VT BHYTPILTHBOBEHHOI iHY3il,
II0 IIOCTABJISIETHCS Y CKIITHOMY (IaKOHI 3 F'YMOBOIO IPo6Koro Ta MicTuth 150 Mr abo 420 mMr
TpacTy3ymaby. Ilopomok Mae BuIIAA ocany 6inoro abo 6mino-xosroro konsopy. Koxna kapToHHa
YIaKoBKa MICTHTB | ¢1aKoH 3 MOPOLIKOM.

BnacHuk peecTpaniiisoro nocsiqueHas
Biarpic Jlimiten

Ianycrpianshuii napk {amacrayH
Mynxynnapt

Jy6nin 15

AYBJIH

Ipnannis

BupoGunk

Max/Iepmott JIaGopatopis Jlimiten T/A Maiinan {y6:min bionomkike
Hegenxaiim Koypt, Hopcepr Kpoce,

Manaxaiin Poya

Hy6nin 17, Ipnangis

lono 6yne-sxoi iHpopmauii mpo neit Jikapcekuii 3aci6, OyIop Jacka, 3BEpPHITECS A0 MICI{EBOTO
npeAcTaBHUKa BiacHuKa peecTpauiiHOTO MOCBIAUEHHS:

Ipnanais

Maiinan A#ipnesn JliMiten
Tem: +353 1 8711600

JlaTa 0CTAHHBLOYO NMepPerJiAy HHOro JIHCTKA-BKJIA/HIIA KOBTeHb 2021

JleranbHa iHQOpMaLis TIpo Ueit JikapchbkHii 3aci6 [ocTynHa Ha BeO-caiiti €Bponeiicbkoro AreHTcTBa
Jlikapcpkux 3aco6ie (European Medicines Agency): http://www.ema.europa.eu. o Vg i




Orispi 150 Mr nopomoxk A1 KOHOEHTPATY AJIs PO3YHHY AJst iHy3ii
Oriepi 420 Mr nopomox st KOHUEHTPATY NS PO3YHHY A iHy3ii
TpacTy3ymab

Hacrtynna ingopmania npusHaveHna TibLKH I MeAHYHHX NPANIBHHKIB

1106 3ano0irrti NOMUIKaM MpH JiKyBaHHi, BRKIHBO NEPEBiPIATH ETUKETKM QJIAKOHIB, 106
NEPEKOHATHCA, 11O JIKH, SIKi FOTYIOTh 1 BBOAATS, € OriBpi (TpacTy3ymab), a He iHIIHM IPOAYKT, L0
MICTUTb TpacTy3ymab (Hamnpukiag, TpacTy3yMab eMTaH3uH abo TpacTy3ymab aepykcTekan).

3apsxau 36epiraiite neit ikapcbkuii 3aci6 y 3akputiii OpUriHaNbHIA YIIAKOBLI B XONOAMILHUKY ITPU
temnepartypi 2 °C — 8 °C. Ilic/ia BiAHOBJICHHs BOJOIO IS iH €KL (He BXOMUTE OO CKIIALY
yNaKoBKH) Jlikapchbkuii 3aci6 Oriepi € crabinpHuM npotsrom 10 quie npu temmeparypi 2 °C-8 °C ta
He [TOBUHEH 3aMOPOXKyBaTHCA.

Cnix morpuMyBaThcs OOGEPEXKHOCTI IiJ Yac BIZHOBIEHHS Jikapchkoro 3acofy Oriepi.
HagmipHe miHOYTBOPEHHS i/ Yac BiTHOBJICHHS ab0 CTPYLIyBaHHS BiJHOBIEHOTO JIIKAPCHKOTO
3aco0y OriBpi MOXke YCKIIamHUTH BigDIp i3 GriakoHy HEOOXiAHOT HO3M JIIKAPCHKOro 3aco0y.

Oriepi 150 Mr mopoIok Ans KOHUEHTPATY JUIsk POIUUHY s iHdy3iii

Cnig norpuMysatycs npasui acentuku. Koxen ¢uakon 150 Mr 3 mikapeskim 3aco6om Orispi
BIAHOBIIOETHCS 7,2 MIT BOIM IS iH’€KLT (He BXOAUTH JO CKiany yrakoBku). Cilifl YHHKATH
BUKOPHCTaHHA AJIS BIAHOBJICHHS HIIHX pO3YHHHUKIB. O6’€M BiXHOBIIEHOrO JIIKAPCHKOIO 3aC00y,
110 MIiCTHTE MpU6IH3HO 21 Mr/Mn TpacTy3ymaby, CTAaHOBHTE 7,4 MJI Ta PU3HAYEHUH IIABBECHHS
1 no3u. 4 %-ii HapHMIIOK 06’ €My rapaHTye, Lo 3a3HaueHa f03a 150 Mr Moske GyTH BimiGpana 3
KOXKHOT'0 (pr1akoHy.

Oriepi 420 Mr NOPOIIOK /s KOHIUEHTPATY JUls PO3YHHY Julst iHDY3iii

Cnig noTpuMyBaTHCs npaBil acenTuky. KoxeH dakon 420 mr 3 Jrikapcekum 3aco6om Oriepi
BiAHOBMOETHCA 20 M BoAM AN iH ekuil (He BXOIUTH 10 cKiaay ynakoBku). Clif yHUKATH
BUKOPMCTAHHA JIJIs BiAHOBJIEHHS {HIIMX PO3YMHHUKIB. O6’€M BiIHOBJIEHOTO JIIKAPCHKOrO
3aco0y, 0 MICTHTB MPU6IH3HO 21 MIr/MIT TpacTy3yMaly, CTaHOBHTE 21 MIT Ta npU3HAYEHUH OIS
BBeJCHHA 1 no3u. 4,8 %-i HagnuIok 06’eMy rapanrye, Wo 3a3HadeHa qo3a 420 Mr Moxke 6yTH
BifibpaHa 3 KOXXHOTO (DJTaKOHY .

®mnakon Orispi O6eM cTepHIIBHOL BOOHM JUIS 1HEKIIIHN KiHnesa koHLieHTpaLlis
®makon 3 150 mr | + | 7.2 M = | 21 mr/mn
®nakou 3420 Mr | + | 20 Ma = | 21 mr/mn

IHCTPYKIIIT 415 BiTHOBIICHHS

1) 3a 10MOMOTOI0 CTEPUIILHOIO IIIPHIIA TOBUIBHO BBEMIThH BiAMOBIAHKM 06°eM (10 3a3HAYECHUM
BHIIIE) BOAU IS iH’eK1iH y duakoH 3 miodinizoBaHoro Macoro sikapeskoro 3acoby Oriepi,
CNPAMOBYIOHH CTPYMiHBPO3UMHHUKA 6e3rocepeiHbo Ha 1iodiri3oBaHy Macy.

2) O6epexHo o6epraiite hiakoH, o6 cripusaTy BinHopnenHo. HE CTPYIIIVHUTE!

V nporieci BiIHOBJIEHHA MOXUIMBE YTBOPEHHS HEBEIMKOI KiNbkocTi minu. Jaiite dakony
BiICTOATHCS BIIPOJOBK MPHOIM3HO 5 XBIwiuH. [licng BigHOBNEHH: TiKapchkuit 3aci6 Oriepi
npeacTasise codoro Npo30puil po3uuH Bif 6e36apBHOTO HO OI1iA0-KOBTOTO KOIBOPY, IO HE
MOBMHCH MICTHTH BUTUMHX YaCTOK.

BuznauenHs Heo6XiqHoOro 06’eMy po3urHy:

s i1 IOYaTKOBOI AO3U TpacTy3ymady 4 Mr/kr macu Tijia abo HaCTYIMHOI LIOTHXKHEBOT
J103U TpacTy3ymady 2 Mr/Kr Macu Tina:




06’em (M) = Maca rijga (kr) X 103y (4 mr/kr s mouaTkosoi abo 2 Mr/Kr s miaTpUMVBAnbHOT)
21 (mr/mi1, KOHIEHTpALS BITHOBIECHOrO PO3UHHY)

* 7 IO4aTKOBO1 103U TpacTy3ymady 8 Mr/kr macu Tina abo HaCcTyTHOT 3-THXKHEBOT
JI03M TpacTy3ymady 6 Mr/kr Macu Tija:

06’em (1) = Maca Tina (kr) x no3y (8 mMr/kr jiisi o4aTKoBOT 4060 6 MI/Kr JUis TiATPHMYBATIEHOT)

21 (Mr/mi1, KOHLIEHTpALlis BiTHOBJIEHOTO PO3YHHY)

BinnosigHuii 06’em po3uuHy cilix BiniOpaTtH 3 ¢uiaxoHy, BHKOPUCTOBYIOUH CTEPHIIBHY TOJIKY Ta
Impull, Ta J0AAaTH B iHQY31HHUH MIIIOK i3 NONIBIHIIXIOpHAY, NoNieTmwiery abo MoNINponuieHy,
1o MicTHTE 250 Mt po3unHy HaTpiro xnopuny 9 mr/ma (0,9 %) mans indysii. He BukopuctoByiite
PO3UHHY, AKi MICTATH roko3y. 1106 nepemimaty po3yuH Milok ciix obepekHo obepraTu
MILIOK, YHHMKAIOYH YTBOPEHHS MiHK. [IepeBBeIEHHIM PO3UHHHU [T APEHTEPATBHOIO
3aCTOCYBaHHs CIIiJl OrMAJaTH Ha HAsIBHICTh BUAMMMX 4acTOK abo 3MmiHy kompopy. ITicns
NPUTOTYBaHHS PO3YMH CJIiJ 3aCTOCYBATH HeraifHo. ¥ pa3si po3BeeHHs 3 JOTPUMAHHAM [TPABHII
aceNnTHKH PO34YMH MOXkHa 36epiratu npotsroM 90 ai6 mpu temrepatypi 2 °C - 8 °C abo 24 roaux.
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions

1. NAME OF THE MEDICINAL PRODUCT

Ogivri 150 mg powder for concentrate for solution for infusion
Ogivri 420 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Ogivri 150 mg powder for concentrate for solution for infusion

One vial contains 150 mg of trastuzumab, a humanised IgG1 monoclonal antibody produced by
mammalian (Chinese hamster ovary) cell suspension culture and purified by affinity and ion exchange
chromatography including specific viral inactivation and removal procedures.

Ogivri 420 mg powder for concentrate for solution for infusion

One vial contains 420 mg of trastuzumab, a humanised IgG1 monoclonal antibody produced by
mammalian (Chinese hamster ovary) cell suspension culture and purified by affinity and ion exchange
chromatography including specific viral inactivation and removal procedures.

The reconstituted Ogivri solution contains 21 mg/mL of trastuzumab.

Excipient with known effect

Each 150 mg vial contains 115.2 mg sorbitol (E420).
Each 420 mg vial contains 322.6 mg sorbitol (E420).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion (powder for concentrate).

White to pale yellow lyophilised powder.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications
Breast cancer

Metastatic breast cancer

Ogivri is indicated for the treatment of adult patients with HER2 positive metastatic breast cancer
(MBC):

- as monotherapy for the treatment of those patients who have received at least two chemotherapy
regimens for their metastatic disease. Prior chemotherapy must have included at least an
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anthracycline and a taxane unless patients are unsuitable for these treatments. Hormone receptor
positive patients must also have failed hormonal therapy, unless patients are unsuitable for these
treatments

- in combination with paclitaxel for the treatment of those patients who have not received
chemotherapy for their metastatic disease and for whom an anthracycline is not suitable

- in combination with docetaxel for the treatment of those patients who have not received
chemotherapy for their metastatic disease

- in combination with an aromatase inhibitor for the treatment of postmenopausal patients with
hormone-receptor positive MBC, not previously treated with trastuzumab.

Early breast cancer

Ogivri is indicated for the treatment of adult patients with HER2 positive early breast cancer (EBC):

- following surgery, chemotherapy (neoadjuvant or adjuvant) and radiotherapy (if applicable) (see
section 5.1)

- following adjuvant chemotherapy with doxorubicin and cyclophosphamide, in combination with
paclitaxel or docetaxel

- in combination with adjuvant chemotherapy consisting of docetaxel and carboplatin.

- in combination with neoadjuvant chemotherapy followed by adjuvant Ogivri therapy, for locally
advanced (including inflammatory) disease or tumours > 2 cm in diameter (see sections 4.4 and
5.1).

Ogivri should only be used in patients with metastatic or EBC whose tumours have either HER2

overexpression or HER2Z gene amplification as determined by an accurate and validated assay (see

sections 4.4 and 5.1).

Metastatic gastric cancer

Ogivri in combination with capecitabine or 5-fluorouracil and cisplatin is indicated for the treatment of
adult patients with HER2 positive metastatic adenocarcinoma of the stomach or gastroesophageal
junction who have not received prior anti-cancer treatment for their metastatic disease.

Ogivri should only be used in patients with metastatic gastric cancer (MGC) whose tumours have
HER?2 overexpression as defined by IHC2+ and a confirmatory SISH or FISH result, or by an IHC 3+
result. Accurate and validated assay methods should be used (see sections 4.4 and 5.1).

4.2 Posology and method of administration
HER?2 testing is mandatory prior to initiation of therapy (see sections 4.4 and 5.1). Trastuzumab
treatment should only be initiated by a physician experienced in the administration of cytotoxic

chemotherapy (see section 4.4), and should be administered by a healthcare professional only.

Ogivri intravenous formulation is not intended for subcutaneous administration and should be
administered via an intravenous infusion only.

If an alternate route of administration is required, other trastuzumab products offering such an option
should be used. -

R R

432

03 (i
| I

| SE—

| ;rf
‘\

e !




In order to prevent medication errors it is important to check the vial labels to ensure that the
medicinal product being prepared and administered is Ogivri (trastuzumab) and not another
trastuzumab-containing product (e.g. trastuzumab emtansine or trastuzumab deruxtecan,).

Posology

Metastatic breast cancer

Three-weekly schedule
The recommended initial loading dose is 8 mg/kg body weight. The recommended maintenance dose
at three-weekly intervals is 6 mg/kg body weight, beginning three weeks after the loading dose.

Weekly schedule

The recommended initial loading dose of trastuzumab is 4 mg/kg body weight. The recommended
weekly maintenance dose of trastuzumab is 2 mg/kg body weight, beginning one week after the
loading dose.

Administration in combination with paclitaxel or docetaxel

In the pivotal trials (H0648g, M77001), paclitaxel or docetaxel was administered the day following the
first dose of trastuzumab (for dose, see the Summary of Product Characteristics (SmPC) for paclitaxel
or docetaxel) and immediately after the subsequent doses of trastuzumab if the preceding dose of
trastuzumab was well tolerated.

Administration in combination with an aromatase inhibitor

In the pivotal trial (BO16216) trastuzumab and anastrozole were administered from day 1. There were
no restrictions on the relative timing of trastuzumab and anastrozole at administration (for dose, see
the SmPC for anastrozole or other aromatase inhibitors).

Early breast cancer

Three-weekly and weekly schedule

As a three-weekly regimen the recommended initial loading dose of trastuzumab is 8 mg/kg body
weight. The recommended maintenance dose of trastuzumab at three-weekly intervals is 6 mg/kg body
weight, beginning three weeks after the loading dose.

As a weekly regimen (initial loading dose of 4 mg/kg followed by 2 mg/kg every week) concomitantly
with paclitaxel following chemotherapy with doxorubicin and cyclophosphamide.

See section 5.1 for chemotherapy combination dosing.

Metastatic gastric cancer

Three-weekly schedule
The recommended initial loading dose is 8 mg/kg body weight. The recommended maintenance dose
at three-weekly intervals is 6 mg/kg body weight, beginning three weeks after the loading dose.

Breast cancer and gastric cancer

Duration of treatment

Patients with MBC or MGC should be treated with trastuzumab until progression of disease.

Patients with EBC should be treated with trastuzumab for 1 year or until disease recurrence, whichever
occurs first; extending treatment in EBC beyond one year is not recommended (see section 5.1).

Dose reduction
No reductions in the dose of trastuzumab were made during clinical trials. Patients may continue
therapy during periods of reversible, chemotherapy-induced myelosuppression but they should be
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monitored carefully for complications of neutropenia during this time. Refer to the SmPC for
paclitaxel, docetaxel or aromatase inhibitor for information on dose reduction or delays.

If left ventricular ejection fraction (L VEF) percentage drops > 10 points from baseline AND to below
50 %, treatment should be suspended and a repeat LVEF assessment performed within approximately
3 weeks. If LVEF has not improved, or has declined further, or if symptomatic congestive heart failure
(CHF) has developed, discontinuation of trastuzumab should be strongly considered, unless the
benefits for the individual patient are deemed to outweigh the risks. All such patients should be
referred for assessment by a cardiologist and followed up.

Missed doses

If the patient has missed a dose of trastuzumab by one week or less, then the usual maintenance dose
(weekly regimen: 2 mg/kg; three-weekly regimen: 6 mg/kg) should be administered as soon as
possible. Do not wait until the next planned cycle. Subsequent maintenance doses should be
administered 7 days or 21 days later according to the weekly or three-weekly schedules, respectively.

If the patient has missed a dose of trastuzumab by more than one week, a re-loading dose of
trastuzumab should be administered over approximately 90 minutes (weekly regimen: 4 mg/kg; three-
weekly regimen: 8 mg/kg) as soon as possible. Subsequent trastuzumab maintenance doses (weekly
regimen: 2 mg/kg; three-weekly regimen 6 mg/kg respectively) should be administered 7 days or 21
days later according to the weekly or three-weekly schedules respectively.

Special populations

Dedicated pharmacokinetic studies in the elderly and those with renal or hepatic impairment have not
been carried out. In a population pharmacokinetic analysis, age and renal impairment were not shown
to affect trastuzumab disposition.

Paediatric population
There is no relevant use of trastuzumab in the paediatric population.

Method of administration

Trastuzumab loading dose should be administered as a 90-minute intravenous infusion. Do not
administer as an intravenous push or bolus. Trastuzumab intravenous infusion should be administered
by a healthcare provider prepared to manage anaphylaxis and an emergency Kit should be available.
Patients should be observed for at least six hours after the start of the first infusion and for two hours
after the start of the subsequent infusions for symptoms like fever and chills or other infusion-related
symptoms (see sections 4.4 and 4.8). Interruption or slowing the rate of the infusion may help control
such symptoms. The infusion may be resumed when symptoms abate.

If the initial loading dose was well tolerated, the subsequent doses can be administered as a 30-minute
infusion.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.

4.3 Contraindications

o Hypersensitivity to the active substance, murine proteins, or to any of the excipients listed
in section 6.1.

o Severe dyspnoea at rest due to complications of advanced malignancy or requiring

supplementary oxygen therapy.
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44 Special warnings and precautions for use
Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

HER2 testing must be performed in a specialised laboratory which can ensure adequate validation of
the testing procedures (see section 5.1).

Currently no data from clinical trials are available on re-treatment of patients with previous exposure
to trastuzumab in the adjuvant setting.

Cardiac dysfunction

General considerations

Patients treated with trastuzumab are at increased risk for developing CHF (New York Heart
Association [NYHA] Class II-IV) or asymptomatic cardiac dysfunction. These events have been
observed in patients receiving trastuzumab therapy alone or in combination with paclitaxel or
docetaxel, particularly following anthracycline (doxorubicin or epirubicin) containing chemotherapy.
These may be moderate to severe and have been associated with death (see section 4.8). In addition,
caution should be exercised in treating patients with increased cardiac risk, e.g. hypertension,
documented coronary artery disease, CHF, LVEF of < 55%, older age.

All candidates for treatment with trastuzumab, but especially those with prior anthracycline and
cyclophosphamide (AC) exposure, should undergo baseline cardiac assessment including history and
physical examination, electrocardiogram (ECG), echocardiogram, and/or multigated acquisition
(MUGA) scan or magnetic resonance imaging. Monitoring may help to identify patients who develop
cardiac dysfunction. Cardiac assessments, as performed at baseline, should be repeated every 3 months
during treatment and every 6 months following discontinuation of treatment until 24 months from the
last administration of trastuzumab. A careful risk-benefit assessment should be made before deciding
to treat with trastuzumab.

Trastuzumab may persist in the circulation for up to 7 months after stopping Ogivri treatment based on
population pharmacokinetic analysis of all available data (see section 5.2). Patients who receive
anthracyclines after stopping trastuzumab may possibly be at increased risk of cardiac dysfunction. If
possible, physicians should avoid anthracycline-based therapy for up to 7 months after stopping
trastuzumab. If anthracyclines are used, the patient’s cardiac function should be monitored carefully.

Formal cardiological assessment should be considered in patients in whom there are cardiovascular
concerns following baseline screening. In all patients cardiac function should be monitored during
treatment (e.g. every 12 weeks). Monitoring may help to identify patients who develop cardiac
dysfunction. Patients who develop asymptomatic cardiac dysfunction may benefit from more frequent
monitoring (e.g. every 6 - 8 weeks). If patients have a continued decrease in left ventricular function,
but remain asymptomatic, the physician should consider discontinuing therapy if no clinical benefit of
trastuzumab therapy has been seen.

The safety of continuation or resumption of trastuzumab in patients who experience cardiac
dysfunction has not been prospectively studied. If LVEF percentage drops > 10 points from baseline
AND to below 50%, treatment should be suspended and a repeat LVEF assessment performed within
approximately 3 weeks. If LVEF has not improved, or declined further, or symptomatic CHF has
developed, discontinuation of trastuzumab should be strongly considered, unless the benefits for the
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individual patient are deemed to outweigh the risks. All such patients should be referred for
assessment by a cardiologist and followed up.

If symptomatic cardiac failure develops during trastuzumab therapy, it should be treated with standard
medicinal products for CHF. Most patients who developed CHF or asymptomatic cardiac dysfunction
in pivotal trials improved with standard CHF treatment consisting of an angiotensin-converting
enzyme (ACE) inhibitor or angiotensin receptor blocker (ARB) and a beta-blocker. The majority of
patients with cardiac symptoms and evidence of a clinical benefit of trastuzumab treatment continued
on therapy without additional clinical cardiac events.

Metastatic breast cancer

Trastuzumab and anthracyclines should not be given concurrently in combination in the MBC setting.
Patients with MBC who have previously received anthracyclines are also at risk of cardiac dysfunction
with trastuzumab treatment, although the risk is lower than with concurrent use of trastuzumab and

anthracyclines.

Early breast cancer

For patients with EBC, cardiac assessments, as performed at baseline, should be repeated every 3
months during treatment and every 6 months following discontinuation of treatment until 24 months
from the last administration of trastuzumab. In patients who receive anthracycline-containing
chemotherapy further monitoring is recommended, and should occur yearly up to 5 years from the last
administration of trastuzumab, or longer if a continuous decrease of LVEF is observed.

Patients with history of myocardial infarction (MI), angina pectoris requiring medical treatment,
history of or existing CHF (NYHA Class II -IV), LVEF of < 55%, other cardiomyopathy, cardiac
arrhythmia requiring medical treatment, clinically significant cardiac valvular disease, poorly
controlled hypertension (hypertension controlled by standard medical treatment eligible), and
hemodynamic effective pericardial effusion were excluded from adjuvant and neoadjuvant EBC
pivotal trials with trastuzumab and therefore treatment cannot be recommended in such patients.

Adjuvant treatment

Trastuzumab and anthracyclines should not be given concurrently in combination in the adjuvant
treatment setting.

In patients with EBC an increase in the incidence of symptomatic and asymptomatic cardiac events
was observed when trastuzumab was administered after anthracycline-containing chemotherapy
compared to administration with a non-anthracycline regimen of docetaxel and carboplatin and was
more marked when trastuzumab was administered concurrently with taxanes than when administered
sequentially to taxanes. Regardless of the regimen used, most symptomatic cardiac events occurred
within the first 18 months. In one of the 3 pivotal studies conducted in which a median follow-up of
5.5 years was available (BCIRG006) a continuous increase in the cumulative rate of symptomatic
cardiac or LVEF events was observed in patients who were administered trastuzumab concurrently
with a taxane following anthracycline therapy up to 2.37 % compared to approximately 1 % in the two
comparator arms (anthracycline plus cyclophosphamide followed by taxane and taxane, carboplatin
and trastuzumab).

Risk factors for a cardiac event identified in four large adjuvant studies included advanced age
(> 50 years), low LVEF (< 55 %) at baseline, prior to or following the initiation of paclitaxel
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treatment, decline in LVEF by 10-15 points, and prior or concurrent use of anti-hypertensive
medicinal products.

In patients receiving trastuzumab after completion of adjuvant chemotherapy, the risk of cardiac
dysfunction was associated with a higher cumulative dose of anthracycline given prior to initiation of
trastuzumab and a body mass index (BMI) > 25 kg/m?.

Neoadjuvant-adjuvant treatment

In patients with EBC eligible for neoadjuvant-adjuvant treatment, trastuzumab should be used
concurrently with anthracyclines only in chemotherapy-naive patients and only with low-dose
anthracycline regimens i.e. maximum cumulative doses of doxorubicin 180 mg/m? or epirubicin
360 mg/m?.

If patients have been treated concurrently with a full course of low-dose anthracyclines and
trastuzumab in the neoadjuvant setting, no additional cytotoxic chemotherapy should be given after
surgery. In other situations, the decision on the need for additional cytotoxic chemotherapy is

determined based on individual factors.

Experience of concurrent administration of trastuzumab with low dose anthracycline regimens is
currently limited to the trial MO16432.

In the pivotal trial MO16432, trastuzumab was administered concurrently with neoadjuvant
chemotherapy containing three cycles of doxorubicin (cumulative dose 180 mg/m?).

The incidence of symptomatic cardiac dysfunction was 1.7 % in the trastuzumab arm.
Clinical experience is limited in patients above 65 years of age,

Infusion-related reactions (IRRs) and hypersensitivity

Serious IRRs to trastuzumab infusion including dyspnoea, hypotension, wheezing, hypertension,
bronchospasm, supraventricular tachyarrhythmia, reduced oxygen saturation, anaphylaxis, respiratory
distress, urticaria and angioedema have been reported (see section 4.8). Pre-medication may be used to
reduce risk of occurrence of these events. The majority of these events occur during or within 2.5
hours of the start of the first infusion. Should an infusion reaction occur the infusion should be
discontinued or the rate of infusion slowed and the patient should be monitored until resolution of all
observed symptoms (see section 4.2). These symptoms can be treated with an analgesic/antipyretic
such as meperidine or paracetamol, or an antihistamine such as diphenhydramine. The majority of
patients experienced resolution of symptoms and subsequently received further infusions of
trastuzumab. Serious reactions have been treated successfully with supportive therapy such as oxygen,
beta agonists, and corticosteroids. In rare cases, these reactions are associated with a clinical course
culminating in a fatal outcome. Patients experiencing dyspnoea at rest due to complications of
advanced malignancy and comorbidities may be at increased risk of a fatal infusion reaction.
Therefore, these patients should not be treated with trastuzumab (see section 4.3).

Initial improvement followed by clinical deterioration and delayed reactions with rapid clinical
deterioration have also been reported. Fatalities have occurred within hours and up to one week
following infusion. On very rare occasions, patients have experienced the onset of infusion symptoms
and pulmonary symptoms more than six hours after the start of the trastuzumab infusion. Patients
should be warned of the possibility of such a late onset and should be instructed to contact their
physician if these symptoms occur.




Pulmonary events

Severe pulmonary events have been reported with the use of trastuzumab in the post-marketing setting
(see section 4.8). These events have occasionally been fatal. In addition, cases of interstitial lung
disease including lung infiltrates, acute respiratory distress syndrome, pneumonia, pneumonitis,
pleural effusion, respiratory distress, acute pulmonary oedema and respiratory insufficiency have been
reported. Risk factors associated with interstitial lung disease include prior or concomitant therapy
with other anti-neoplastic therapies known to be associated with it such as taxanes, gemcitabine,
vinorelbine and radiation therapy. These events may occur as part of an infusion-related reaction or
with a delayed onset. Patients experiencing dyspnoea at rest due to complications of advanced
malignancy and comorbidities may be at increased risk of pulmonary events. Therefore, these patients
should not be treated with trastuzumab (see section 4.3). Caution should be exercised for pneumonitis,
especially in patients being treated concomitantly with taxanes.

Excipients
Sorbitol content

Ogivri 150 mg contains 115.2 mg sorbitol in each vial.

Ogivri 420 mg contains 322.6 mg sorbitol in each vial.

Patients with hereditary fructose intolerance (HFI) must not be given this medicine unless strictly
necessary.

A detailed history with regards to HFI symptoms has to be taken of each patient prior to being given
this medicinal product.

Sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say, essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. Clinically significant interactions between trastuzumab
and the concomitant medicinal products used in clinical trials have not been observed.

Effect of trastuzumab on the pharmacokinetics of other antineoplastic agents

Pharmacokinetic data from studies BO15935 and M77004 in women with HER2-positive MBC
suggested that exposure to paclitaxel and doxorubicin (and their major metabolites 6- o hydroxyl-
paclitaxel, POH, and doxorubicinol, DOL) was not altered in the presence of trastuzumab (8 mg/kg or
4 mg/kg intravenous loading dose followed by 6 mg/kg q3w or 2 mg/kg qlw intravenous,
respectively).

However, trastuzumab may elevate the overall exposure of one doxorubicin metabolite, (7-deoxy-13
dihydro-doxorubicinone, D7D). The bioactivity of D7D and the clinical impact of the elevation of this
metabolite were unclear.

Data from study JP16003, a single-arm study of trastuzumab (4 mg/kg intravenous loading dose and

2 mg/kg intravenous weekly) and docetaxel (60 mg/m? intravenous) in Japanese women with HER2-
positive MBC, suggested that concomitant administration of trastuzumab had no effect on the single
dose pharmacokinetics of docetaxel. Study JP19959 was a sub study of BO18255 (ToGA) performed
in male and female Japanese patients with advanced gastric cancer (AGC) to study the
pharmacokinetics of capecitabine and cisplatin when used with or without trastuzumab. The results of
this sub study suggested that the exposure to the bioactive metabolites (e.g. 5-FU) of capecitabine was
not affected by concurrent use of cisplatin or by concurrent use of cisplatin plus trastuzumab.
However, capecitabine itself showed higher concentrations and a longer half-life when combined with
trastuzumab. The data also suggested that the pharmacokinetics of cisplatin were not affected by
concurrent use of capecitabine or by concurrent use of capecitabine plus trastuzumab.
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Pharmacokinetic data from Study H4613g/G0O01305 in patients with metastatic or locally advanced
inoperable HER2-positive cancer suggested that trastuzumab had no impact on the PK of carboplatin.

Effect of antineoplastic agents on trastuzumab pharmacokinetics

By comparison of simulated serum trastuzumab concentrations after trastuzumab monotherapy

(4 mg/kg loading/2 mg/kg q1w intravenous) and observed serum concentrations in Japanese women
with HER2- positive MBC (study JP16003) no evidence of a PK effect of concurrent administration of
docetaxel on the pharmacokinetics of trastuzumab was found.

Comparison of PK results from two phase II studies (BO15935 and M77004) and one phase III study
(H0648g) in which patients were treated concomitantly with trastuzumab and paclitaxel and two phase
IT studies in which trastuzumab was administered as monotherapy (W016229 and MO16982), in
women with HER2-positive MBC indicates that individual and mean trastuzumab trough serum
concentrations varied within and across studies but there was no clear effect of the concomitant
administration of paclitaxel on the pharmacokinetics of trastuzumab. Comparison of trastuzumab PK
data from Study M77004 in which women with HER2-positive MBC were treated concomitantly with
trastuzumab, paclitaxel and doxorubicin to trastuzumab PK data in studies where trastuzumab was
administered as monotherapy (H0649g) or in combination with anthracycline plus cyclophosphamide
or paclitaxel (Study H0648g), suggested no effect of doxorubicin and paclitaxel on the
pharmacokinetics of trastuzumab.

Pharmacokinetic data from Study H4613g/GO01305 suggested that carboplatin had no impact on the
PK of trastuzumab.

The administration of concomitant anastrozole did not appear to influence the pharmacokinetics of
trastuzumab.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should be advised to use effective contraception during treatment
with trastuzumab and for 7 months after treatment has concluded (see section 5.2).

Pregnancy

Reproduction studies have been conducted in Cynomolgus monkeys at doses up to 25 times that of the
weekly human maintenance dose of 2 mg/kg trastuzumab intravenous formulation and have revealed
no evidence of impaired fertility or harm to the foetus. Placental transfer of trastuzumab during the
early (days 20-50 of gestation) and late (days 120-150 of gestation) foetal development period was
observed. It is not known whether trastuzumab can affect reproductive capacity. As animal
reproduction studies are not always predictive of human response, trastuzumab should be avoided
during pregnancy unless the potential benefit for the mother outweighs the potential risk to the foetus.

In the post-marketing setting, cases of foetal renal growth and/or function impairment in association
with oligohydramnios, some associated with fatal pulmonary hypoplasia of the foetus, have been
reported in pregnant women receiving trastuzumab. Women who become pregnant should be advised
of the possibility of harm to the foetus. If a pregnant woman is treated with trastuzumab, or if a patient
becomes pregnant while receiving trastuzumab or within 7 months following the last dose of N
trastuzumab, close monitoring by a multidisciplinary team is desirable. 63 CiH 7
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Breast-feeding

A study conducted in Cynomolgus monkeys at doses 25 times that of the weekly human maintenance
dose of 2 mg/kg trastuzumab intravenous formulation from days 120 to 150 of pregnancy
demonstrated that trastuzumab is secreted in the milk postpartum. The exposure to trastuzumab in
utero and presence of trastuzumab in the serum of infant monkeys was not associated with any adverse
effects on their growth or development from birth to 1 month of age. It is not known whether
trastuzumab is secreted in human milk. As human IgG1 is secreted into human milk, and the potential
for harm to the infant is unknown, women should not breast-feed during trastuzumab therapy and for 7
months after the last dose.

Fertility

There is no fertility data available.

4.7 Effects on ability to drive and use machines

Ogivri has a minor influence on the ability to drive and use machines (see section 4.8). Dizziness and
somnolence may occur during treatment with Ogivri (see section 4.8). Patients experiencing infusion-
related symptoms (see section 4.4) should be advised not to drive and use machines until symptoms
abate.

4.8 Undesirable effects

Summary of the safety profile

Amongst the most serious and/or common adverse reactions reported in trastuzumab usage
(intravenous and subcutaneous formulations) to date are cardiac dysfunction, infusion-related
reactions, haematotoxicity (in particular neutropenia), infections and pulmonary adverse reactions.

Tabulated list of adverse reactions

In this section, the following categories of frequency have been used: very common (> 1/10), common
(= 1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1,000), very rare

(< 1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness.

Presented in Table 1 are adverse reactions that have been reported in association with the use of
intravenous trastuzumab alone or in combination with chemotherapy in pivotal clinical trials and in the
post-marketing setting.

All the terms included are based on the highest percentage seen in pivotal clinical trials. In addition,
terms reported in the post marketing setting are included in Table 1.

Table 1 Undesirable effects reported with intravenous trastuzumab monotherapy or in combination
with chemotherapy in pivotal clinical trials (N = 8386) and in post-marketing

System organ class Adverse reaction Frequency

Infections and infestations | Infection Very common
Nasopharyngitis Very common
Neutropenic sepsis Common
Cystitis Common
Influenza Common
Sinusitis Common
Skin infection Common
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System organ class

Adverse reaction

Frequency

Rhinitis Common
Upper respiratory tract infection Common
Urinary tract infection Common
Pharyngitis Common
Neoplasms benign, Malignant neoplasm progression Not known
malignant and unspecified | Neoplasm progression Not known

(incl. cysts and polyps)

Blood and lymphatic
system disorders

Febrile neutropenia

Very common

Anaemia Very common
Neutropenia Very common
White blood cell count Very common
decreased/leukopenia
Thrombocytopenia Very common
Hypoprothrombinaemia Not known
Immune thrombocytopenia Not known
Immune system disorders | Hypersensitivity Common
"Anaphylactic reaction Rare
"Anaphylactic shock Rare
Metabolism and nutrition | Weight decreased/Weight loss Very common
disorders Anorexia Very common
Tumour lysis syndrome Not known
Hyperkalaemia Not known
Psychiatric disorders Insomnia Very common
Anxiety Common
Depression Common
Nervous system disorders | 'Tremor Very common
Dizziness Very common
Headache Very common
Paraesthesia Very common
Dysgeusia Very common
Peripheral neuropathy Common
Hypertonia Common
Somnolence Common
Eye disorders Conjunctivitis Very common
Lacrimation increased Very common
Dry eye Common
Papilloedema Not known
Retinal haemorrhage Not known
Ear and labyrinth disorders | Deafness Uncommon

Cardiac disorders

' Blood pressure decreased

Very common

"'Blood pressure increased

Very common

"Heart beat irregular

Very common

ICardiac flutter

Very common

Ejection fraction decreased*

Very common

"Cardiac failure (congestive) Common
“'Supraventricular tachyarrhythmia Common
Cardiomyopathy Common
"Palpitation Common
Pericardial effusion Uncommon
Cardiogenic shock Not known
Gallop rhythm present Not known
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System organ class Adverse reaction Frequency
Vascular disorders Hot flush Very common
" Hypotension Common
Vasodilatation Common
Respiratory, thoracic and | "Dyspnoea Very common
mediastinal disorders Cough Very common
Epistaxis Very common
Rhinorrhoea Very common
"Pneumonia Common
Asthma Common
Lung disorder Common
"Pleural effusion Common
“Wheezing Uncommon
Pneumonitis Uncommon
"Pulmonary fibrosis Not known
"Respiratory distress Not known
"Respiratory failure Not known
"Lung infiltration Not known
"Acute pulmonary oedema Not known
"Acute respiratory distress syndrome Not known
"Bronchospasm Not known
"Hypoxia Not known
"Oxygen saturation decreased Not known
Laryngeal oedema Not known
Orthopnoea Not known
Pulmonary oedema Not known
Interstitial lung disease Not known

Gastrointestinal disorders | Diarrhoea Very common
Vomiting Very common
Nausea Very common
"Lip swelling Very common
Abdominal pain Very common
Dyspepsia Very common
Constipation Very common
Stomatitis Very common
Haemorrhoids Common
Dry mouth Common

Hepatobiliary disorders Hepatocellular injury Common
Hepatitis Common
Liver tenderness Common
Jaundice Rare

Skin and subcutaneous Erythema Very common

tissue disorders Rash Very common
" Swelling face Very common
Alopecia Very common
Nail disorder Very common
Palmar-plantar erythrodysaesthesia Very common
syndrome
Acne Common
Dry skin Common
Ecchymosis Common
Hyperhydrosis Common
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System organ class Adverse reaction Frequency
Maculopapular rash Common
Pruritus Common
Onychoclasis Common
Dermatitis Common
Urticaria Uncommon
Angioedema Not known
Musculoskeletal and Arthralgia Very common
connective tissue disorders | '"Muscle tightness Very common
Myalgia Very common
Arthritis Common
Back pain Common
Bone pain Common
Muscle spasms Common
Neck Pain Common
Pain in extremity Common
Renal and urinary disorders | Renal disorder Common
Glomerulonephritis membranous Not known
Glomerulonephropathy Not known
Renal failure Not known
Pregnancy, puerperium and | Oligohydramnios Not known
perinatal conditions Renal hypoplasia Not known
Pulmonary hypoplasia Not known
Reproductive system and | Breast inflammation/mastitis Common
breast disorders
General disorders and Asthenia Very common
administration site Chest pain Very common
conditions Chills Very common
Fatigue Very common
Influenza-like symptoms Very common
Infusion related reaction Very common
Pain Very common
Pyrexia Very common
Mucosal inflammation Very common
Peripheral oedema Very common
Malaise Common
Oedema Common
Injury, poisoning and Contusion Common
procedural complications

* Denotes adverse reactions that have been reported in association with a fatal outcome.

! Denotes adverse reactions that are reported largely in association with Infusion-related reactions. Specific

percentages for these are not available.
* Observed with combination therapy following anthracyclines and combined with taxanes

Description of selected adverse reactions

Cardiac dysfunction

Congestive heart failure (NYHA Class II — IV) is a common adverse reaction associated with the use
of trastuzumab and has been associated with a fatal outcome (see section 4.4). Signs and symptoms of
cardiac dysfunction such as dyspnoea, orthopnoea, increased cough, pulmonary oedema, S3 gallop, or




reduced ventricular ejection fraction, have been observed in patients treated with trastuzumab (see
section 4.4).

In 3 pivotal clinical trials of adjuvant trastuzumab given in combination with chemotherapy, the
incidence of grade 3/4 cardiac dysfunction (specifically symptomatic Congestive Heart Failure) was
similar in patients who were administered chemotherapy alone (i.e. did not receive trastuzumab) and
in patients who were administered trastuzumab sequentially after a taxane (0.3-0.4 %). The rate was
highest in patients who were administered trastuzumab concurrently with a taxane (2.0 %). In the
neoadjuvant setting, the experience of concurrent administration of trastuzumab and low dose
anthracycline regimen is limited (see section 4.4).

When trastuzumab was administered after completion of adjuvant chemotherapy NYHA Class III - IV
heart failure was observed in 0.6 % of patients in the one-year arm after a median follow-up of 12
months. In study BO16348, after a median follow-up of 8 years the incidence of severe CHF (NYHA
Class III & 1V) in the trastuzumab 1 year treatment arm was 0.8 %, and the rate of mild symptomatic
and asymptomatic left ventricular dysfunction was 4.6 %.

Reversibility of severe CHF (defined as a sequence of at least two consecutive LVEF values > 50 %
after the event) was evident for 71.4 % of trastuzumab-treated patients. Reversibility of mild
symptomatic and asymptomatic left ventricular dysfunction was demonstrated for 79.5 % of patients.
Approximately 17 % of cardiac dysfunction related events occurred after completion of trastuzumab.

In the pivotal metastatic trials of intravenous trastuzumab, the incidence of cardiac dysfunction varied
between 9 % and 12 % when it was combined with paclitaxel compared with 1 % — 4 % for paclitaxel
alone. For monotherapy, the rate was 6 % — 9 %. The highest rate of cardiac dysfunction was seen in
patients receiving trastuzumab concurrently with anthracycline/cyclophosphamide (27 %), and was
significantly higher than for anthracycline/cyclophosphamide alone (7 % — 10 %). In a subsequent trial
with prospective monitoring of cardiac function, the incidence of symptomatic CHF was 2.2 % in
patients receiving trastuzumab and docetaxel, compared with 0 % in patients receiving docetaxel
alone. Most of the patients (79 %) who developed cardiac dysfunction in these trials experienced an
improvement after receiving standard treatment for CHF.

Infusion reactions, allergic-like reactions and hypersensitivity

It is estimated that approximately 40 % of patients who are treated with trastuzumab will experience
some form of infusion-related reaction. However, the majority of infusion-related reactions are mild to
moderate in intensity (NCI-CTC grading system) and tend to occur earlier in treatment, i.e. during
infusions one, two and three and lessen in frequency in subsequent infusions. Reactions include chills,
fever, dyspnoea, hypotension, wheezing, bronchospasm, tachycardia, reduced oxygen saturation,
respiratory distress, rash, nausea, vomiting and headache (see section 4.4). The rate of infusion-related
reactions of all grades varied between studies depending on the indication, the data collection
methodology, and whether trastuzumab was given concurrently with chemotherapy or as
monotherapy.

Severe anaphylactic reactions requiring immediate additional intervention can occur usually during
either the first or second infusion of trastuzumab (see section 4.4) and have been associated with a
fatal outcome.

Anaphylactoid reactions have been observed in isolated cases.

Haematotoxicity
Febrile neutropenia, leukopenia, anaemia, thrombocytopenia and neutropenia occurred very
commonly. The frequency of occurrence of hypoprothrombinemia is not known. The risk of
neutropenia may be slightly increased when trastuzumab is administered with docetaxel following
anthracycline therapy. )
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Pulmonary events

Severe pulmonary adverse reactions occur in association with the use of trastuzumab and have been
associated with a fatal outcome. These include, but are not limited to, pulmonary infiltrates, acute
respiratory distress syndrome, pneumonia, pneumonitis, pleural effusion, respiratory distress, acute
pulmonary oedema and respiratory insufficiency (see section 4.4).

Details of risk minimisation measures that are consistent with the EU Risk Management Plan are
presented in (section 4.4) Warnings and Precautions.

Immunogenici

In the neoadjuvant-adjuvant EBC study (BO22227), at a median follow-up exceeding 70 months,
10.1 % (30/296) of patients treated with trastuzumab intravenous developed antibodies against
trastuzumab.

Neutralizing anti-trastuzumab antibodies were detected in post-baseline samples in 2 of 30 patients in
the trastuzumab intravenous arm.

The clinical relevance of these antibodies is not known. The presence of anti-trastuzumab antibodies
had no impact on pharmacokinetics, efficacy (determined by pathological Complete Response [pCR]
and event free survival [EFS]) and safety determined by occurrence of administration related reactions
(ARRs) of trastuzumab intravenous.

There are no immunogenicity data available for trastuzumab in gastric cancer.

Switching treatment between trastuzumab intravenous and trastuzumab subcutaneous formulation and
vice versa.,

Study M0O22982 investigated switching between the trastuzumab intravenous and trastuzumab
subcutaneous formulation with a primary objective to evaluate patient preference for either
intravenous or the subcutaneous route of trastuzumab administration. In this trial, 2 cohorts (one using
subcutaneous formulation in vial and one using subcutaneous formulation in administration system)
were investigated using a 2-arm, cross-over design with 488 patients being randomized to one of two
different three-weekly Trastuzumab treatment sequences (intravenous [Cycles 1-4]— subcutaneous
[Cycles 5-8], or subcutaneous [Cycles 1-4]— intravenous [Cycles 5-8]). Patients were either naive to
trastuzumab intravenous treatment (20.3 %) or pre-exposed to trastuzumab intravenous (79.7 %). For
the sequence intravenous — subcutaneous (subcutaneous vial and subcutaneous formulation in
administration system cohorts combined), adverse event rates (all grades) were described pre-
switching (Cycles 1-4) and post-switching (Cycles 5-8) as 53.8 % vs. 56.4 %, respectively; for the
sequence subcutaneous — intravenous (subcutaneous vial and subcutaneous formulation in
administration system cohorts combined), adverse event rates (all grades) were described pre- and
post-switching as 65.4 % vs. 48.7 %, respectively.

Pre-switching rates (Cycles 1-4) for serious adverse events, grade 3 adverse events and treatment
discontinuations due to adverse events were low (< 5 %) and similar to post-switching rates (Cycles 5-
8). No grade 4 or grade 5 adverse events were reported.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.
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4.9 Overdose

There is no experience with overdose in human clinical trials. Single doses of trastuzumab alone
greater than 10 mg/kg have not been administered in the clinical trials; a maintenance dose of

10 mg/kg q3w following a loading dose of 8 mg/kg has been studied in a clinical trial with metastatic
gastric cancer patients. Doses up to this level were well tolerated.

5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: L01XCO03

Ogivri is a biosimilar medicinal product. Detailed information is available on the website of the
European Medicines Agency http://www.ema.europa.eu.

Trastuzumab is a recombinant humanised IgG1 monoclonal antibody against the human epidermal
growth factor receptor 2 (HER2). Overexpression of HER2 is observed in 20 %-30 % of primary
breast cancers. Studies of HER2-positivity rates in gastric cancer (GC) using immunohistochemistry
(IHC) and fluorescence in situ hybridization (FISH) or chromogenic in situ hybridization (CISH) have
shown that there is a broad variation of HER2-positivity ranging from 6.8 % to 34.0 % for IHC and
7.1 % to 42.6 % for FISH. Studies indicate that breast cancer patients whose tumours overexpress
HER?2 have a shortened disease-free survival compared to patients whose tumours do not overexpress
HER2. The extracellular domain of the receptor (ECD, p105) can be shed into the blood stream and
measured in serum samples.

Mechanism of action

Trastuzumab binds with high affinity and specificity to sub-domain IV, a juxta-membrane region of
HERZ2’s extracellular domain. Binding of trastuzumab to HER2 inhibits ligand-independent HER2
signalling and prevents the proteolytic cleavage of its extracellular domain, an activation mechanism
of HER2. As a result, trastuzumab has been shown, in both iz vitro assays and in animals, to inhibit
the proliferation of human tumour cells that overexpress HER2. Additionally, trastuzumab is a potent
mediator of antibody-dependent cell-mediated cytotoxicity (ADCC). In vitro, trastuzumab-mediated
ADCC has been shown to be preferentially exerted on HER2 overexpressing cancer cells compared
with cancer cells that do not overexpress HER2.

Detection of HER2 overexpression or HER2 gene amplification

Detection of HER2 overexpression or HER2 gene amplification in breast cancer

Trastuzumab should only be used in patients whose tumours have HER2 overexpression or HER2
gene amplification as determined by an accurate and validated assay. HER2 overexpression should be
detected using an immunohistochemistry (IHC)-based assessment of fixed tumour blocks (see

section 4.4). HER2 gene amplification should be detected using fluorescence in situ hybridisation
(FISH), or chromogenic ir situ hybridisation (CISH) of fixed tumour blocks. Patients are eligible for
Ogivri treatment if they show strong HER2 overexpression as described by a 3+ score by IHC or a
positive FISH or CISH result,

To ensure accurate and reproducible results, the testing must be performed in a specialised laboratory,
which can ensure validation of the testing procedures.
- [___ -
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The recommended scoring system to evaluate the IHC staining patterns is as stated in Table 2:

Table 2 Recommended scoring system to evaluate the IHC staining patterns in breast cancer

Score Staining pattern HER?2 overexpression
assessment

0 No staining is observed or membrane staining is Negative
observed in < 10 % of the tumour cells

1+ A faint/barely perceptible membrane staining is Negative
detected in > 10 % of the tumour cells. The cells are
only stained in part of their membrane.

2+ A weak to moderate complete membrane staining is Equivocal
detected in > 10 % of the tumour cells.

3+ Strong complete membrane staining is detected in Positive
> 10 % of the tumour cells.

In general, FISH is considered positive if the ratio of the HER2 gene copy number per tumour cell to
the chromosome 17 copy number is greater than or equal to 2, or if there are more than 4 copies of the

HER?2 gene per tumour cell if no chromosome 17 control is used.

In general, CISH is considered positive if there are more than 5 copies of the HER2 gene per nucleus
in greater than 50 % of tumour cells.

For full instructions on assay performance and interpretation please refer to the package inserts of
validated FISH and CISH assays. Official recommendations on HER2 testing may also apply.

For any other method that may be used for the assessment of HER2 protein or gene expression, the
analyses should only be performed by laboratories that provide adequate state-of-the-art performance
of validated methods. Such methods must clearly be precise and accurate enough to demonstrate
overexpression of HER2 and must be able to distinguish between moderate (congruent with 2+) and
strong (congruent with 3+) overexpression of HER2.

Detection of HER2 over expression or HER2 gene amplification in gastric cancer
Only an accurate and validated assay should be used to detect HER2 over expression or HER2 gene
amplification. IHC is recommended as the first testing modality and in cases where HER2 gene
amplification status is also required, either a silver-enhanced in situ hybridization (SISH) or a FISH
technique must be applied. SISH technology is however, recommended to allow for the parallel
evaluation of tumour histology and morphology. To ensure validation of testing procedures and the
generation of accurate and reproducible results, HER2 testing must be performed in a laboratory
staffed by trained personnel. Full instructions on assay performance and results interpretation should
be taken from the product information leaflet provided with the HER?2 testing assays used.

In the ToGA (BO18255) trial, patients whose tumours were either IHC3+ or FISH positive were
defined as HER2 positive and thus included in the trial. Based on the clinical trial results, the
beneficial effects were limited to patients with the highest level of HER2 protein overexpression,
defined by a 3+ score by IHC, or a 2+ score by IHC and a positive FISH result.

In a method comparison study (study D008548) a high degree of concordance (>95 %) was observed
for SISH and FISH techniques for the detection of HER2 gene amplification in gastric cancer patients.
HER2 over expression should be detected using an immunohistochemistry (IHC)-based assessment of
fixed tumour blocks; HER2 gene amplification should be detected using in situ hybridisation using
either SISH or FISH on fixed tumour blocks.
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The recommended scoring system to evaluate the [HC staining patterns is as stated in Table 3:

Table 3 Recommended scoring system to evaluate the IHC staining patterns in gastric cancer

Score Surgical specimen - staining [Biopsy specimen — HER2
pattern staining pattern overexpression
assessment
No reactivity or membranous |No reactivity or membranous
0 reactivity in < 10 % of tumour [reactivity in any tumour cell [Negative
cells
Faint/barely perceptible Tumour cell cluster with a faint/
1+ membranous reactivity in barely perceptible membranous [Negative

> 10 % of tumour cells; cells  [reactivity irrespective of
are reactive only in part of their |percentage of tumour cells stained

membrane
Weak to moderate complete,  [Tumour cell cluster with a weak
2+ basolateral or lateral to moderate complete, basolateral |Equivocal
membranous reactivity in or lateral membranous reactivity
> 10 % of tumour cells irrespective of percentage of

tumour cells stained

Strong complete, basolateral or [Tumour cell cluster with a strong
3+ lateral membranous reactivity infcomplete, basolateral or lateral  [Positive
> 10 % of tumour cells 1embranous reactivity
irrespective of percentage of
tumour cells stained

In general, SISH or FISH is considered positive if the ratio of the HER2 gene copy number per tumour
cell to the chromosome 17 copy number is greater than or equal to 2.

Clinical efficacy and safety

Metastatic breast cancer

Trastuzumab has been used in clinical trials as monotherapy for patients with MBC who have tumours
that overexpress HER2 and who have failed one or more chemotherapy regimens for their metastatic
disease (trastuzumab alone).

Trastuzumab has also been used in combination with paclitaxel or docetaxel for the treatment of
patients who have not received chemotherapy for their metastatic disease. Patients who had previously
received anthracycline-based adjuvant chemotherapy were treated with paclitaxel (175 mg/m? infused
over 3 hours) with or without trastuzumab. In the pivotal trial of docetaxel (100 mg/m? infused over

1 hour) with or without trastuzumab, 60 % of the patients had received prior anthracycline-based
adjuvant chemotherapy. Patients were treated with trastuzumab until progression of disease.

The efficacy of trastuzumab in combination with paclitaxel in patients who did not receive prior
adjuvant anthracyclines has not been studied. However, trastuzumab plus docetaxel was efficacious in
patients whether or not they had received prior adjuvant anthracyclines.

The test method for HER2 overexpression used to determine eligibility of patients in the pivotal
trastuzumab monotherapy and trastuzumab plus paclitaxel clinical trials employed
immunohistochemical staining for HER2 of fixed material from breast tumours using the murine
monoclonal antibodies CB11 and 4D5. These tissues were fixed in formalin or Bouin’s fixative. This
investigative clinical trial assay performed in a central laboratory utilised a 0 to 3+ scale. Patients
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classified as staining 2+ or 3+ were included, while those staining 0 or 1+ were excluded. Greater than
70 % of patients enrolled exhibited 3+ overexpression. The data suggest that beneficial effects were
greater among those patients with higher levels of overexpression of HER2 (3+).

The main test method used to determine HER?2 positivity in the pivotal trial of docetaxel, with or
without trastuzumab, was immunohistochemistry. A minority of patients was tested using fluorescence
in-situ hybridisation (FISH). In this trial, 87 % of patients entered had disease that was IHC3+, and

95 % of patients entered had disease that was I[HC3+ and/or FISH-positive.

Weekly dosing in metastatic breast cancer
The efficacy results from the monotherapy and combination therapy studies are summarised in

Table 4:

Table 4 Efficacy results from the monotherapy and combination therapy studies

Parameter Monotherapy [Combination Therapy

Trastuzumab!| Trastuzumab |Paclitaxel?| Trastuzumab| Docetaxel®

plus plus
N=172 paclitaxel’ N=77 docetaxel® N=94
N=68 N=92

[Response rate 18 % 49 % 17 % 61 % 34 %
(95 %CI) (13 -25) (36-61) 9-27) (50-71) (25-45)
Median duration of 9.1 8.3 4.6 11.7 5.7
response (months) (5.6-10.3) (7.3-8.8) (3.7-7.4) (4.6-7.6)
(95 %CI) (9.3-15.0)
Median TTP 3.2 7.1 3.0 11.7 6.1
(months) (95 % CI) (2.6-3.5) (6.2-12.0) (2.0-4.4) (9.2-13.5) (5.4-7.2)
Median Survival 16.4 24.8 17.9 31.2 22.74
(months) (95 % CI) (12.3-ne) (18.6-33.7) |(11.2-23.8)| (27.3-40.8) |(19.1-30.8)

TTP = time to progression; "ne" indicates that it could not be estimated or it was not yet reached.
1. Study H0649g: IHC3+ patient subset

2. Study H0648g: IHC3+ patient subset

3. Study M77001: Full analysis set (intent-to-treat), 24 months results

Combination treatment with Trastuzumab and anastrozole

Trastuzumab has been studied in combination with anastrozole for first line treatment of MBC in
HER?2 overexpressing, hormone-receptor (i.e. estrogen-receptor (ER) and/or progesterone-receptor
(PR)) positive postmenopausal patients. Progression free survival was doubled in the trastuzumab plus
anastrozole arm compared to anastrozole (4.8 months versus 2.4 months). For the other parameters the
improvements seen for the combination were for overall response (16.5 % versus 6.7 %); clinical
benefit rate (42.7 % versus 27.9 %); time to progression (4.8 months versus 2.4 months). For time to
response and duration of response no difference could be recorded between the arms. The median
overall survival was extended by 4.6 months for patients in the combination arm. The difference was
not statistically significant, however more than half of the patients in the anastrozole alone arm
crossed over to a trastuzumab containing regimen after progression of disease.
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Three -weekly dosing in metastatic breast cancer
The efficacy results from the non-comparative monotherapy and combination therapy studies are
summarised in Table 5:

Table 5 Efficacy results from the non-comparative monotherapy and combination therapy studies

Parameter Monotherapy Combination Therapy
Trastuzumab! | Trastuzumab’? | Trastuzumab plus | Trastuzumab plus
paclitaxel® docetaxel’
N =105 N=72 N=32 N=110

Response rate 24 % (15-35) | 27 % (14 - 43) 59 % (41-76) 73 % (63-81)
(95 %CI)
Median duration of | 10.1 (2.8-35.6) | 7.9 (2.1-18.8) 10.5 (1.8-21) 13.4 (2.1-55.1)
response (months)
(range)
Median TTP 3.4 (2.8-4.1) 7.7 (4.2-8.3) 12.2 (6.2-ne) 13.6 (11-16)
(months) (95 %CI)
Median Survival ne ne ne 47.3 (32-ne)
(months) (95 %CI)

TTP = time to progression; "ne" indicates that it could not be estimated or it was not yet reached.

1. Study W016229: loading dose 8 mg/kg, followed by 6 mg/kg 3 weekly schedule

2. Study MO16982: loading dose 6 mg/kg weekly x 3; followed by 6 mg/kg 3-weekly schedule

3. Study BO15935

4. Study MO16419

Sites of progression

The frequency of progression in the liver was significantly reduced in patients treated with the
combination of trastuzumab and paclitaxel, compared to paclitaxel alone (21.8 % versus 45.7 %;

p = 0.004). More patients treated with trastuzumab and paclitaxel progressed in the central nervous
system than those treated with paclitaxel alone (12.6 % versus 6.5 %; p = 0.377).

Early breast cancer (adjuvant setting)

EBC is defined as non-metastatic primary invasive carcinoma of the breast.

In the adjuvant treatment setting, trastuzumab was investigated in 4 large multicentre, randomised,

trials.

- Study BO16348 was designed to compare one and two years of three-weekly trastuzumab
treatment versus observation in patients with HER2 positive EBC following surgery, established
chemotherapy and radiotherapy (if applicable). In addition, comparison of two years of
trastuzumab treatment versus one year of trastuzumab treatment was performed. Patients
assigned to receive trastuzumab were given an initial loading dose of 8 mg/kg, followed by
6 mg/kg every three weeks for either one or two years.

- The NSABP B-31 and NCCTG N9831 studies that comprise the joint analysis were designed to
investigate the clinical utility of combining trastuzumab treatment with paclitaxel following AC
chemotherapy; additionally, the NCCTG N9831 study also investigated adding trastuzumab
sequentially to AC—P chemotherapy in patients with HER2 positive EBC following surgery.

- The BCIRG 006 study was designed to investigate combining trastuzumab treatment with

docetaxel either following AC chemotherapy or in combination with docetaxel and carpoplatin———————

in patients with HER2 positive EBC following surgery.
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EBC in the HERA trial was limited to operable, primary, invasive adenocarcinoma of the breast, with
axillary nodes positive or axillary nodes negative if tumours at least 1 cm in diameter.

In the joint analysis of the NSABP B-31 and NCCTG N9831 studies, EBC was limited to women with
operable breast cancer at high risk, defined as HER2-positive and axillary lymph node positive or
HER?2 positive and lymph node negative with high risk features (tumour size > 1 ¢cm and ER negative
or tumour size > 2 c¢m, regardless of hormonal status).

In the BCIRG 006 study HER?2 positive, EBC was defined as either lymph node positive or high risk
node negative patients with no (pNO) lymph node involvement, and at least 1 of the following factors:
tumour size greater than 2 cm, estrogen receptor and progesterone receptor negative, histological
and/or nuclear grade 2-3, or age < 35 years).

The efficacy results from the BO16348 trial following 12 months* and 8 years** median follow-up

are summarized in Table 6:

Table 6 Efficacy results from study BO16348

Median follow-up

Median follow-up

12 months* 8 years**

IParameter Observation | Trastuzumab Observation | Trastuzumab
N=1693 1 Year N =1697*** 1 Year
N=1693 N=1702*%**

Disease-free survival
- No. patients with event 219 (12.9 %) 127 (7.5 %) 570 (33.6 %) 471 (27.7 %)
- No. patients without event 1474 (87.1 %) 1566 (92.5 %) | 1127 (66.4 %) 1231(72.3 %)
P-value versus Observation <0.0001 <(.0001
Hazard Ratio versus Observation 0.54 0.76
Recurrence-free survival
- No. patients with event 208 (12.3 %) 113 (6.7 %) 506 (29.8 %0) 399 (23.4 %)
- No. patients without event 1485 (87.7%) 1580(93.3 %) | 1191 (70.2 %) 1303 (76.6 %)
IP-value versus Observation <0.0001 <0.0001
Hazard Ratio versus Observation 0.51 0.73
Distant disease-free survival
- No. patients with event 184 (10.9 %) 99 (5.8 %) 488 (28.8 %) 399 (23.4 %)
- No. patients without event 1508 (89.1 %) 1594 (94.6 %) | 1209(71.2%) 1303 (76.6 %)
P-value versus Observation <0.0001 <0.0001
Hazard Ratio versus Observation 0.50 0.76
Overall survival (death)
- No. patients with event 40 (2.4 %) 31(1.8 %) 350 (20.6 %) 278 (16.3 %)
- No. patients without event 1653 (97.6 %) 1662 (98.2 %) | 1347 (79.4 %) 1424 (83.7 %)
IP-value versus Observation 0.24 0.0005
Hazard Ratio versus Observation 0.75 0.76

*Co-primary endpoint of DFS of 1 year versus observation met the pre-defined statistical boundary
**Final analysis (including crossover of 52 % of patients from the observation arm to trastuzumab)
**¥ There is a discrepancy in the overall sample size due to a small number of patients who were randomised
after the cut-off date for the 12-month median follow-up analysis

The efficacy results from the interim efficacy analysis crossed the protocol pre-specified statistical
boundary for the comparison of 1-year of trastuzumab versus observation. After a median follow-up of
12 months, the hazard ratio (HR) for disease free survival (DFS) was 0.54 (95 % CI 0.44, 0.67) which
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translates into an absolute benefit, in terms of a 2-year disease-free survival rate, of 7.6 percentage
points (85.8 % versus 78.2 %) in favour of the trastuzumab arm.

A final analysis was performed after a median follow-up of 8 years, which showed that 1 year
trastuzumab treatment is associated with a 24 % risk reduction compared to observation only

(HR =0.76, 95 % CI1 0.67, 0.86). This translates into an absolute benefit in terms of an 8 year disease
free survival rate of 6.4 percentage points in favour of 1 year trastuzumab treatment.

In this final analysis, extending trastuzumab treatment for a duration of two years did not show
additional benefit over treatment for 1 year [DFS HR in the intent to treat (ITT) population of 2 years
versus 1 year=0.99 (95 % CI: 0.87, 1.13), p-value = 0.90 and OS HR = 0.98 (0.83, 1.15); p-

value = 0.78]. The rate of asymptomatic cardiac dysfunction was increased in the 2-year treatment arm
(8.1 % versus 4.6 % in the 1-year treatment arm). More patients experienced at least one grade 3 or 4
adverse event in the 2-year treatment arm (20.4 %) compared with the 1-year treatment arm (16.3 %).

In the NSABP B-31 and NCCTG N9831 studies trastuzumab was administered in combination with
paclitaxel, following AC chemotherapy.

Doxorubicin and cyclophosphamide were administered concurrently as follows:

- intravenous push doxorubicin, at 60 mg/ m?, given every 3 weeks for 4 cycles.

- intravenous cyclophosphamide, at 600 mg/ m? over 30 minutes, given every 3 weeks for 4
cycles

Paclitaxel, in combination with trastuzumab, was administered as follows:

- intravenous paclitaxel — 80 mg/ m? as a continuous intravenous infusion, given every week for
12 weeks.

or

- intravenous paclitaxel — 175 mg/ m? as a continuous intravenous infusion, given every 3 weeks
for 4 cycles (day 1 of each cycle).

The efficacy results from the joint analysis of the NSABP B-31 and NCCTG N9831 trials at the time
of the definitive analysis of DFS* are summarized in Table 7. The median duration of follow up was
1.8 years for the patients in the AC—P arm and 2.0 years for patients in the AC—PH arm.

Table 7 Summary of efficacy results from the joint analysis of the NSABP B-31 and NCCTG N9831
trials at the time of the definitive DFS analysis*

Parameter AC—P AC—PH Hazard Ratio vs
(n =1679) (n=1672) AC—P
(95% C))
p-value
Disease-free survival
No. patients with event (%) 261 (15.5) 133 (8.0) 0.48 (0.39, 0.59)
p <0.0001
Distant Recurrence
No. patients with event 193 (11.5) 96 (5.7) 0.47 (0.37, 0.60)
p <0.0001
Death (OS event):
No. patients with event 92 (5.5) 62 (3.7) 0.67 (0.48, 0.92)
p=0.014**

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; H: trastuzumab

* At median duration of follow up of 1.8 years for the patients in the AC—P arm and 2.0 years for patients in the
AC—PH arm =S
** p value for OS did not cross the pre-specified statistical boundary for comparison of AC—PH vs. m/ ’
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For the primary endpoint, DFS, the addition of trastuzumab to paclitaxel chemotherapy resulted in a
52 % decrease in the risk of disease recurrence. The hazard ratio translates into an absolute benefit, in
terms of 3-year disease-free survival rate estimates of 11.8 percentage points (87.2 % versus 75.4 %)
in favour of the AC—PH (trastuzumab) arm.

At the time of a safety update after a median of 3.5-3.8 years follow up, an analysis of DFS reconfirms
the magnitude of the benefit shown in the definitive analysis of DFS. Despite the cross-over to
trastuzumab in the control arm, the addition of trastuzumab to paclitaxel chemotherapy resulted in a
52 % decrease in the risk of disease recurrence. The addition of trastuzumab to paclitaxel
chemotherapy also resulted in a 37 % decrease in the risk of death.

The pre-planned final analysis of OS from the joint analysis of studies NSABP B-31 and NCCTG
N9831 was performed when 707 deaths had occurred (median follow-up 8.3 years in the AC—P H
group). Treatment with AC—PH resulted in a statistically significant improvement in OS compared
with AC—P (stratified HR = 0.64; 95% CI [0.55, 0.74]; log-rank p-value < 0.0001). At 8 years, the
survival rate was estimated to be 86.9 % in the AC—PH arm and 79.4 % in the AC—P arm, an
absolute benefit of 7.4 % (95 % CI1 4.9 %, 10.0 %).

The final OS results from the joint analysis of studies NSABP B-31 and NCCTG N9831 are
summarized in Table 8 below:

Table 8 Final overall survival analysis from the joint analysis of trials NSABP B-31 and NCCTG
N9831

[IParameter AC—P AC—-PH p-value versus |Hazard Ratio
(N =2032) (N=2031) AC—P versus AC—P
95 % CIY)
Death (OS event):
No. patients with event (%) 418 (20.6 %) 289 (14.2 %) <0.0001 0.64
(0.55,0.74)

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; H: trastuzumab

DFS analysis was also performed at the final analysis of OS from the joint analysis of studies NSABP
B-31 and NCCTG N9831. The updated DFS analysis results (stratified HR = 0.61; 95% CI [0.54,
0.69]) showed a similar DFS benefit compared to the definitive primary DFS analysis, despite 24.8 %
patients in the AC—P arm who crossed over to receive trastuzumab. At 8 years, the disease-free
survival rate was estimated to be 77.2 % (95 % CI: 75.4, 79.1) in the AC—PH arm, an absolute benefit
of 11.8% compared with the AC—P arm.

In the BCIRG 006 study trastuzumab was administered either in combination with docetaxel,
following AC chemotherapy (AC—DH) or in combination with docetaxel and carboplatin (DCarbH).

Docetaxel was administered as follows:

- intravenous docetaxel — 100 mg/m? as an intravenous infusion over 1 hour, given every 3 weeks
for 4 cycles (day 2 of first docetaxel cycle, then day 1 of each subsequent cycle).

or

- intravenous docetaxel — 75 mg/m? as an intravenous infusion over 1 hour, given every 3 weeks
for 6 cycles (day 2 of cycle 1, then day 1 of each subsequent cycle).

which was followed by:

- carboplatin — at target AUC = 6 mg/mL/min administered by intravenous infusion over 30-
60 minutes repeated every 3 weeks for a total of six cycles.

Trastuzumab was administered weekly with chemotherapy and 3 weekly thereafter for a
ek, g3 Civ 2
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The efficacy results from the BCIRG 006 are summarized in Tables 9 and 10. The median duration of
follow up was 2.9 years in the AC—D arm and 3.0 years in each of the AC—DH and DCarbH arms.

Table 9 Overview of efficacy analyses BCIRG 006 AC—D versus AC—DH

Parameter AC—D AC—DH Hazard Ratio vs
(n =1073) (n =1074) AC—D
95 % CI)
p-value
Disease-free survival 195 134 0.61 (049, 0.77)
No. patients with event p <0.0001
Distant recurrence 144 95 0.59 (0.46, 0.77)
No. patients with event p <0.0001
Death (OS event) 80 49 0.58 (0.40, 0.83)
No. patients with event p =0.0024

AC—D = doxorubicin plus cyclophosphamide, followed by docetaxel; AC—DH = doxorubicin plus
cyclophosphamide, followed by docetaxel plus trastuzumab; CI = confidence interval

Table 10 Overview of efficacy analyses BCIRG 006 AC—D versus DCarbH

Parameter AC—D DCarbH Hazard Ratio vs
(n =1073) (n=1074) AC—D
95 % CI)
p-value
Disease-free survival 195 145 0.67 (0.54, 0.83)
No. patients with event p =0.0003
Distant recurrence 144 103 0.65 (0.50, 0.84)
No. patients with event p = 0.0008
Death (OS event) 80 56 0.66 (0.47, 0.93)
No. patients with event p=0.0182

AC—D = doxorubicin plus cyclophosphamide, followed by docetaxel; DCarbH = docetaxel,
carboplatin and trastuzumab; CI = confidence interval

In the BCIRG 006 study for the primary endpoint, DFS, the hazard ratio translates into an absolute
benefit, in terms of 3-year disease-free survival rate estimates of 5.8 percentage points (86.7 % versus
80.9 %) in favour of the AC—DH (trastuzumab) arm and 4.6 percentage points (85.5 % versus

80.9 %) in favour of the DCarbH (trastuzumab) arm compared to AC—D.

In study BCIRG 006, 213/1075 patients in the DCarbH (TCH) arm, 221/1074 patients in the AC—DH
(AC—TH) arm, and 217/1073 in the AC—D (AC—T) arm had a Karnofsky performance status <90
(either 80 or 90). No disease-free survival (DFS) benefit was noticed in this subgroup of patients
(hazard ratio = 1.16, 95 % CI [0.73, 1.83] for DCarbH (TCH) versus AC—D (AC—T); hazard ratio
0.97, 95 % CI[0.60, 1.55] for AC—DH (AC—TH) versus AC—D).

In addition, a post-hoc exploratory analysis was performed on the data sets from the joint analysis (JA)

NSABP B-31/NCCTG N9831* and BCIRG006 clinical studies combining DFS events and
symptomatic cardiac events and summarised in Table 11:
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Table 11 Post-Hoc exploratory analysis results from the joint analysis NSABP B-31/NCCTG N9831
and BCIRGO006 clinical studies combining DFS events and symptomatic cardiac events

AC—PH AC—DH DCarbH
(vs. AC—P) (vs. AC—D) (vs. AC—D)
(NSABP B-31 and (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
Primary efficacy analysis
DFS Hazard ratios 0.48 0.61 0.67
(95 % CI) (0.39, 0.59) (0.49,0.77) (0.54,0.83)
p-value p <0.0001 p <0.0001 p = 0.0003
Long term follow-up efficacy
analysis**
DFS Hazard ratios 0.61 0.72 0.77
(95 % CI) (0.54, 0.69) (0.61, 0.85) (0.65, 0.90)
p-value p <0.0001 p <0.0001 p=0.0011
Post-hoc exploratory analysis
with DFS and symptomatic
cardiac events
Long term follow-up** 0.67 0.77 0.77
Hazard ratios (0.60, 0.75) (0.66, 0.90) (0.66, 0.90)
(95 % CI)

A: doxorubicin; C: cyclophosphamide; P: paclitaxel; D: docetaxel; Carb: carboplatin; H: trastuzumab

CI = confidence interval

* At the time of the definitive analysis of DFS. Median duration of follow up was 1.8 years in the
AC—P arm and 2.0 years in the AC—PH arm
** Median duration of long term follow-up for the Joint Analysis clinical studies was 8.3 years (range:
0.1 to 12.1) for the AC—PH arm and 7.9 years (range: 0.0 to 12.2) for the AC—P arm; Median
duration of long term follow-up for the BCIRG 006 study was 10.3 years in both the AC—D arm
(range: 0.0 to 12.6) arm and the DCarbH arm (range: 0.0 to 13.1), and was 10.4 years (range: 0.0 to

12.7) in the AC—DH arm

Early breast cancer (necadjuvant-adjiinvant setting)

So far, no results are available which compare the efficacy of trastuzumab administered with
chemotherapy in the adjuvant setting with that obtained in the neo-adjuvant/adjuvant setting.

In the neoadjuvant-adjuvant treatment setting, study MO16432, a multicentre randomised trial, was
designed to investigate the clinical efficacy of concurrent administration of trastuzumab with
neoadjuvant chemotherapy including both an anthracycline and a taxane, followed by adjuvant
trastuzumab, up to a total treatment duration of 1 year. The study recruited patients with newly
diagnosed locally advanced (Stage I1I) or inflammatory EBC. Patients with HER2+ tumours were
randomised to receive either neoadjuvant chemotherapy concurrently with neoadjuvant-adjuvant
trastuzumab, or neoadjuvant chemotherapy alone.

In study MO16432, trastuzumab (8 mg/kg loading dose, followed by 6 mg/kg maintenance every 3
weeks) was administered concurrently with 10 cycles of neoadjuvant chemotherapy as follows:

- Doxorubicin 60 mg/m? and paclitaxel 150 mg/m?, administered 3-weekly for 3 cycles,

which was followed by
- Paclitaxel 175 mg/m? administered 3-weekly for 4 cycles, S T
which was followed by 03 G 5
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- CMF on day 1 and 8 every 4 weeks for 3 cycles

which was followed after surgery by
- additional cycles of adjuvant trastuzumab (to complete 1 year of treatment)

The efficacy results from Study MO16432 are summarized in Table 12. The median duration of
follow-up in the trastuzumab arm was 3.8 years.

Table 12 Efficacy results from MO16432

IParameter Chemo + Chemo only
Trastuzumab (n =116)
(n =115)

Event-free survival Hazard Ratio
(95 % CI)

No. patients with event 46 59 0.65 (0.44, 0.96)
p =0.0275

T'otal pathological complete 40 % 20.7 % p=0.0014

response* (95 % CI) (31.0, 49.6) (13.7,29.2)

Overall survival Hazard Ratio
95 % CI)

No. patients with event 22 33 0.59 (0.35, 1.02)
p=0.0555

* defined as absence of any invasive cancer both in the breast and axillary nodes

An absolute benefit of 13 percentage points in favour of the trastuzumab arm was estimated in terms

of 3-year event-free survival rate (65 % versus 52 %).

Metastatic gastric cancer

Trastuzumab has been investigated in one randomised, open-label phase III trial ToGA (BO18255) in
combination with chemotherapy versus chemotherapy alone.

Chemotherapy was administered as follows:

oD
R

e

- capecitabine — 1000 mg/m? orally twice daily for 14 days every 3 weeks for 6 cycles (evening of
day 1 to morning of day 15 of each cycle)

or

- intravenous 5-fluorouracil - 800 mg/m?/day as a continuous intravenous infusion over 5 days,
given every 3 weeks for 6 cycles (days 1 to 5 of each cycle)

Either of which was administered with:

- cisplatin — 80 mg/m? every 3 weeks for 6 cycles on day 1 of each cycle.
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The efficacy results from study BO18225 are summarised in Table 13:

Table 13 Efficacy results from BO18225

Parameter FP FP +H HR (95 % CI) p-value
N =290 N =294

Overall Survival, Median months 11.1 13.8 0.74 (0.60-0.91) 0.0046

Progression-Free Survival, 5.5 6.7 0.71 (0.59-0.85) 0.0002

Median months

Time to Disease Progression, 5.6 7.1 0.70 (0.58-0.85) 0.0003

Median months

Overall Response Rate, % 34.5% 473 % 1.70° (1.22, 2.38) 0.0017

Duration of Response, Median 4.8 6.9 0.54 (0.40-0.73) <0.0001

months

FP + H: Fluoropyrimidine/cisplatin + Trastuzumab
FP: Fluoropyrimidine/cisplatin
a Odds ratio

Patients were recruited to the trial who were previously untreated for HER2-positive inoperable locally
advanced or recurrent and/or metastatic adenocarcinoma of the stomach or gastro-oesophageal
junction not amenable to curative therapy. The primary endpoint was overall survival which was
defined as the time from the date of randomisation to the date of death from any cause. At the time of
the analysis a total of 349 randomised patients had died: 182 patients (62.8 %) in the control arm and
167 patients (56.8 %) in the treatment arm. The majority of the deaths were due to events related to the
underlying cancer.

Post-hoc subgroup analyses indicate that positive treatment effects are limited to targeting tumours
with higher levels of HER2 protein (IHC 2+/FISH+ or IHC 3+). The median overall survival for the
high HER2 expressing group was 11.8 months versus 16 months, HR 0.65 (95 % CI 0.51-0.83) and
the median progression free survival was 5.5 months versus 7.6 months, HR 0.64 (95 % CI 0.51-0.79)
for FP versus FP + H, respectively. For overall survival, the HR was 0.75 (95 % CI 0.51-1.11) in the
IHC 2+/FISH+ group and the HR was 0.58 (95 % CI 0.41-0.81) in the IHC 3+/FISH+ group.

In an exploratory subgroup analysis performed in the TOGA (BO18255) trial there was no apparent
benefit on overall survival with the addition of trastuzumab in patients with ECOG PS 2 at baseline
[HR 0.96 (95 % CI 0.51-1.79)], non-measurable [HR 1.78 (95 % CI 0.87-3.66)] and locally advanced
disease [HR 1.20 (95 % CI 0.29-4.97)].

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with the
reference medicinal product containing trastuzumab in all subsets of the paediatric population for
breast and gastric cancer (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of trastuzumab were evaluated in a population pharmacokinetic model analysis
using pooled data from 1,582 subjects, including patients with HER2 positive MBC, EBC, AGC or
other tumour types, and healthy volunteers, in 18 Phase I, Il and III trials receiving trastuzumab IV. A
two-compartment model with parallel linear and non-linear elimination from the central compartment
described the trastuzumab concentration-time profile. Due to non-linear elimination, total clearance
increased with decreasing concentration. Therefore, no constant value for half-life of trastuzumab can
be deduced. The t), decreases with decreasing concentrations within a dosing interval (see Table 16).
MBC and EBC patients had similar PK parameters (e.g. clearance (CL), the central compartment
volume (V.)) and population-predicted steady-state exposures (Cinin, Cmax and AUC). Linear clearance
was 0.136 L/day for MBC, 0.112 L/day for EBC and 0.176 L/day for AGC. The non-linear elimination
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parameter values were 8.81 mg/day for the maximum elimination rate (Vmax) and 8.92 mcg/mL for the
Michaelis-Menten constant (K.,) for the MBC, EBC, and AGC patients. The central compartment
volume was 2.62 L for patients with MBC and EBC and 3.63 L for patients with AGC. In the final
population PK model, in addition to primary tumour type, body-weight, serum aspartate
aminotransferase and albumin were identified as a statistically significant covariates affecting the
exposure of trastuzumab. However, the magnitude of effect of these covariates on trastuzumab
exposure suggests that these covariates are unlikely to have a clinically meaningful effect on
trastuzumab concentrations.

The population predicted PK exposure values (median with 5th - 95th Percentiles) and PK parameter
values at clinically relevant concentrations (Cmax and Cmin) for MBC, EBC and AGC patients treated

with the approved q1w and q3w dosing regimens are shown in Table 14 (cycle 1), Table 15 (steady-

state), and Table 16 (PK parameters).

Table 14 Population predicted cycle 1 PK exposure values (median with 5th - 95th percentiles)
fortrastuzumab intravenous dosing regimens in MBC, EBC and AGC patients

. Primary tumour Chin Cmm, AUC214ays
Regimen type N (mcg/mL) (meg/mL) (mcg.day/mL)
8 mg/kg + MBC 805 28.7 182 1376

6 mg/kg q3w (2.9 -46.3) (134 - 280) (728 - 1998)
30.9 176 1390
EBC 390 (18.7 - 45.5) (127 -227) (1039 - 1895)
23.1 132 1109
AGC 274 (6.1-50.3) (84.2 —225) (588 —1938)
37.4 76.5 1073
4 mg/kg + MBC 805 (8.7-58.9) (494 -114) (597 - 1584)
2 mg/kg qw 38.9 76.0 1074
EBC 390 (25.3-58.8) (54.7 - 104) (783 - 1502)
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Table 15 Population predicted steady state PK exposure values (median with 5th - 95th percentiles)for
trastuzumab intravenous dosing regimens in MBC, EBC and AGC patients

r Time to
Regimen Primary N Chrin,ss* Crnax,ss** AUC, 021days | Steady-
tumour type (mcg/mL) (mcg/mL) |(mcg.day/mL) state***
(week)
442 179 1736
8 mg/kg + MBC 805 (1.8-85.4) (123 -266) | (618 -2756) 12
6 mg/kg q3w 53.8 184 1927
EBC 390 (28.7 - 85.8) (134 -247) | (1332 -2771) 15
32.9 131 1338
AGC 274 (6.1 -88.9) (72.5-251) | (557 -2875) 9
63.1 107 1710
4 mg/kg + MBC 805 (11.7-107) (54.2-164) | (581-2715) 12
2 k.
mg/ke qw 72.6 115 1893
EBC 390 (46 - 109) (82.6 - 160) | (1309 -2734) 14

*Chinss— Cmin at steady state
**Cmaxss = Cmax at steady state
*** time to 90% of steady-state

Table 16 Population predicted PK parameter values at steady state for trastuzumab intravenous dosing
regimens in MBC, EBC and AGC patients

Total CL range
' Primary from Caxss tiz range from Caxss to

Regimen e N t0 Chin,ss Chin,es

P (L/day) (day)
MBC 805 0.183 -0.302 15.1-23.3

8 mg/kg + ~ 2

6 mg/kg Q3w EBC 390 0.158-0.253 17.5-26.6
AGC 274 0.189 - 0.337 12.6 - 20.6
4 mg/kg + MBC 805 0.213 -0.259 17.2-20.4
2 mglkg qw EBC 390 0.184 - 0.221 19.7-23.2

Trastuzumab washout

Trastuzumab washout period was assessed following qlw or q3w intravenous administration using the
population PK model. The results of these simulations indicate that at least 95 % of patients will reach
concentrations that are < 1 mcg/mL (approximately 3 % of the population predicted Cpnss, OF about

97 % washout) by 7 months.

Circulating shed HER2-ECD

The exploratory analyses of covariates with information in only a subset of patients suggested that
patients with greater shed HER2-ECD level had faster nonlinear clearance (lower Km) (P < 0.001).
There was a correlation between shed antigen and SGOT/AST levels; part of lhe impact of shed §
antigen on clearance may have been explained by SGOT/AST levels. 03 G4 or ‘{ =
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Baseline levels of the shed HER2-ECD observed in MGC patients were comparable to those in MBC
and EBC patients and no apparent impact on trastuzumab clearance was observed.

53 Preclinical safety data

There was no evidence of acute or multiple dose-related toxicity in studies of up to 6 months, or
reproductive toxicity in teratology, female fertility or late gestational toxicity/placental transfer
studies. Trastuzumab is not genotoxic.

No long-term animal studies have been performed to establish the carcinogenic potential of
trastuzumab, or to determine its effects on fertility in males.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine hydrochloride

L-histidine

Sorbitol (E420)

Macrogol 3350

Hydrochloric acid (for pH adjustment)
Sodium hydroxide (for pH adjustment)

6.2 Incompatibilities

This medicinal product must not be mixed or diluted with other medicinal products except those
mentioned in section 6.6.

Glucose solutions must not be used for dilution since these cause aggregation of the protein.
6.3 Shelf life
4 years.

After reconstitution with sterile water for injections, the reconstituted solution is physically and
chemically stable for 10 days at 2°C — 8°C. Any remaining reconstituted solution should be discarded.

Solutions of Ogivri for intravenous infusion are physically and chemically stable in polyvinylchloride,
polyethylene or polypropylene bags containing sodium chloride 9 mg/mL (0.9 %) solution for
injection for up to 90 days at 2°C — 8°C and 24 hours at temperatures not exceeding 30°C.

From a microbiological point of view, the reconstituted solution and Ogivri infusion solution should
be used immediately. The product is not intended to be stored after reconstitution and dilution unless
this has taken place under controlled and validated aseptic conditions. If not used immediately, in-use
storage times and conditions are the responsibility of the user.

6.4 Special precautions for storage
Store in a refrigerator (2°C — 8°C).

For storage conditions after reconstitution of the medicinal product, see sections 6.3 and 6.6.
— -
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6.5 Nature and contents of container

Qgivri 150 me powder for concentrate for solution for infusion

15 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film containing
150 mg of trastuzumab.

Fach carton contains one vial.

Ogivri 420 mg powder for concentrate for solution for infusion

50 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film containing
420 mg of trastuzumab.

Each carton contains one vial.

6.6 Special precautions for disposal and other handling

Ogivri should be carefully handled during reconstitution. Causing excessive foaming during
reconstitution or shaking the reconstituted solution may result in problems with the amount of Ogivri
that can be withdrawn from the vial.

The reconstituted solution should not be frozen.

Ogivri 150 mg powder for concentrate for solution for infusion

Appropriate aseptic technique should be used. Each 150 mg vial of Ogivri is reconstituted with 7.2 mL
of sterile water for injections (not supplied). Use of other reconstitution solvents should be avoided.
This yields a 7.4 mL solution for single-dose use, containing approximately 21 mg/mL trastuzumab, at
a pH of approximately 6.0. A volume overage of 4 % ensures that the labelled dose of 150 mg can be
withdrawn from each vial.

Qgivri 420 mg powder for concentrate for solution for infusion

Each 420 mg vial of Ogivri is reconstituted with 20 mL of sterile water for injections (not supplied).
Use of other reconstitution solvents should be avoided. This yields a 21 mL solution for single-dose
use, containing approximately 21 mg/mL trastuzumab, at a pH of approximately 6.0. A volume
overage of 4.8 % ensures that the labelled dose of 420 mg can be withdrawn from each vial.

Ogivri vial Volume of sterile water for Final concentration
injections

150 mg vial + | 7.2mL = |21 mg/mL

420 mg vial + | 20mL = |21 mg/mL

Instructions for reconstitution

1) Using a sterile syringe, slowly inject the appropriate volume (as noted above) of sterile water for
injections in the vial containing the lyophilised Ogivri, directing the stream into the lyophilised cake.

2) Swirl the vial gently to aid reconstitution. DO NOT SHAKE!
Slight foaming of the product upon reconstitution is not unusual. Allow the vial to stand undisturbed

for approximately 5 minutes. The reconstituted Ogivri results in a colourless to pale yellow transparent
solution and should be essentially free of visible particulates. 03 0 1
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Determine the volume of the solution required:

* based on a loading dose of 4 mg trastuzumab/kg body weight, or a subsequent weekly dose of 2 mg
trastuzumab/kg body weight:

Volume (mL) = Body weight (kg) x dose (4 me/kg for loading or 2 mg/kg for maintenance)
21 (mg/mL, concentration of reconstituted solution)

* based on a loading dose of 8 mg trastuzumab/kg body weight, or a subsequent 3-weekly dose of
6 mg trastuzumab/kg body weight:

Volume (mL) = Body weight (kg) x dose (8 mg/kg for loading or 6 mg/kg for maintenance)
21 (mg/mL, concentration of reconstituted solution)

The appropriate amount of solution should be withdrawn from the vial using a sterile needle and
syringe and added to an infusion bag containing 250 mL of sodium chloride 9 mg/mL (0.9 %) solution
for injection. Do not use with glucose-containing solutions (see section 6.2). The bag should be gently
inverted to mix the solution in order to avoid foaming. Once the infusion is prepared it should be
administered immediately. If diluted aseptically, it may be stored for up to 90 days at 2°C — 8°C and
24 hours at temperatures not exceeding 30°C.

Parenteral medicinal products should be inspected visually for particulate matter and discoloration
prior to administration.

Ogivri is for single-use only, as the product contains no preservatives,

No incompatibilities between Ogivri and polyvinylchloride, polyethylene or polypropylene bags have
been observed.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park

Mulhuddart

Dublin 15

DUBLIN

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1341/001

EU/1/18/1341/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 12 December 2018



10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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