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v CTOCOBHO IBOTO JIIKAPCHKOTO 3ac00y MPOBOJUTECS I0IATKOBHL MOHITOPHHT, INO JaCTh 3MOI'y
IMBUAKO iZeHTHdiKyBatH HOBY iHbopMmanmiio 3 Gesmexu. MemudHEX IpPAaIliBHUKIB IIPOCSTH
NOBiZOMIIATH Tpo Gyzb-ski minosproBai mo6idmi peaxuii. J{us. po3zin 4.8 CTOCOBHO TOro, SIK
HOBITOMIIATH IIPO MOGiuHi peakiril.

1.  Hassa aikapcekoro 3aco0y

Omrpy3ant® 150 mr, NOPOIIOK IUI1 KOHICHTpATy I PO3UUHY Ui iHy3iit

Ontpy3ant® 420 mr, MIOPOMIOK JULT KOHINEHTPATY UL PO3YMHY JULA iH(y3ii

Ontpysant 420 Mr, HOPOINOK /I KOHIEHTPATY s po3uuny Ui iHQY3ilf Ha JaHHIi MOMEHT He
JnocTynHud y Benukiit Bpuranii.

2. SxicHni Ta KiIBKICHHH cKIaq

OnrpysanT 150 Mr, TOPOMIOK /Ul KOHIEHTPATY TSl PO3YMHY Juist indysii

Omun ¢akon mMictuTs 150 Mr TpacTysymaby, ryMaHi30BAHOTO MOHOKIOHATBHOTO AHTHTIIA KJ1acy
IgGl, oTpumanoro i3 cycmeHsii KyabTypw KIITHH ccaBuiB (euHnKa KUTAMCBKOrO XOM’sKa) Ta
OYHINEHOr0 3a JOIOMOIOI0 JEKIIPKOX METOMdIB xpomarorpaii, BKIouarow crerudivHi
IpOLleTypH 1HAKTHBALl Ta BUAAIEHHS BipycCiB.

OsnTpyzant 420 Mr, HOPOMIOK JUIsl KOHIEHTPATY JULS PO3YHHY s indy3iit

Omun ¢raxon mictute 420 Mr Tpacty3ymaby, TyMaHI30BAHOTO MOHOKIOHAIBHOIO aHTHTLIA KJ1acy
IgGl, oTpumaHoro i3 cycumeHsii KyabTypH KIITHH CCaBIIiB (f€9nMKa KHUTAMCBKOro XOM’sKa) Ta
OYHIMEHOr0 3a JOIOMOIOI0 [HEKiBKOX METOAIB Xpomarorpadii, BKIIOYarOwH cnenuoiuHi
HPOLelypH iHAKTHBALil Ta BUAANEHHS BipyciB.

Binnosnmennii po3uun npenapary OHTPY3aHT MiCTHTE TpacTy3ymaly 21 mr/mir
lloBHuH nepernik OMOMDKHEX PEeHOBHH HaBeACHHH V po3nimi 6.1,

3.  Jlikapceka ¢popma

lopoInok i1 KOHUEHTpATy I PO3YUHY TS iHDy3iit.

JliogimizoBanuit nopomox 6i1oro a6o 611i10-KOBTOro KOJHODY.

4. Kniniuni XapakrepucTukH

4.1 TepaneBTH4HiI MoKazaHHA

Pax MoJtouHO1 3871031

Memacmamuunuii pax monounoi sanosu

Hpemapar OHTpy3aHT MOKA3aHWH [Uis JNiKYBaHHS MOPOCIHX NAicHTIB i3 HER2-HO3HTHBHEM
METaCTaTHYHUM PaKoM MOJIOYHO] 3amo03u (MPM3):

- K MOHOTEPAIIis Jid JTiKyBaHHS HALi€HTIB, SKi OTPAMAJIH INOHAKMEHIIE JBa, pexcHay ximioTeparil
3 TpHBONY METACTAaTHYHOrO 3aXBOpoBaHHA. Ilomepenus ximioTep: S
NPUHANMHI aHTPAUKIIH i TAKCaH, KPiM BHIIAZKIB, KOJIM TAKe JIiK
MM TalieHTaM. Y TOpPMOH-PENENTOp-IIO3UTUBHEX Ma i%f%ré%
HeeDEKTMBHICTh HONEPEeAHBOI TOPMOHATLHOI Teparii, KpiM
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MO2KXHa 3aCTOCOBYBATH UM HaI_Ii€HTaM;

- y xoMObiHaIii 3 maKyIiTakceJIoM AL JTiKyBaHHS THX IAIliEHTIB, IKi HE OTPUMYBAIH XIMiOTEpaIIiio 3
IPHUBOJY METACTATHYHOTO 3aXBOPIOBAHHS TA SIKMM HE MOXKHA 3aCTOCOBYBATH aHTpPAIMKIIIH;

- y xoMOiHanii 3 JOIeTaKCeIoM UId iKyBaHHA THUX MANi€HTIB, IKi HE OTPUMYBAIIA XiMiOTEpAIilo 3
HPHBOJY METACTATHIHOTO 3aXBOPIOBAHHS;

- y xoMOiHamii 3 1HTiGiTOpoM apoMaTasH [UIi JKyBaHHS HAIliEHTOK y MOCTMEHONAy3i 3 TOPMOH-
penentop-no3uTuBEAM MPM3, s1ki paHime He OTpUMYBAIIH JIIKyBaHHS TPACTY3yMaboM.

Panuiti pax monounoi 3a103u

[Ipenmapar OHTpy3aHT NOKa3aHWH IS JIIKYBaHHA Mopociux marieHTie i3 HER2-nmo3utuBHMM
paHHIM pakoM MoJ04HOi 3a1n03u (PPM3):

- mmicis omepamii, XiMioTeparii (Heoaa 1oBaHTHOI abo aa’YOBaHTHOI) Ta MpoMeHeBol Tepamii (IKIo
3aCTOCOBYETRCS) (IUB. po3ain 5.1);

- Imcis an’IOBaHTHOL XiMiorepamil gokcopybinmmHoM Ta mukiodochamimom, y xomOiHamii 3
nakJiTakcenoM abo TOIeTaKceroMm;

- y KoMOiHaIii 3 a1’ FOBaHTHOIO XIMIOTEpaIi€lo, MO BKIIOYAE JONETaKCeN Ta KapOoIIaThH;
Yy

- y xomOiHamii 3 HeoaX IOBAaHTHOIO XiMIOTepami€l0 3 MOANBINOI0 aJ IOBAHTHOIO TEPAITiEr0
npenapatoM OHTpPy3aHT MiCHEBOIOMMUPEHOro (y TOMY HYHCHI 3amajbHOIO) 3aXBOPIOBAHHA abo
OyXJIMHA po3MipoM > 2 cM y aiamerpi (zuB. po3niam 4.4 Ta 5.1).

IIpenapar OBTpy3aHT CIiA 3aCTOCOBYBATH JIMINE ITAI[iEHTaM 13 METACTaTHYHUM ab0 paHHIM pakoMm
MOJIOYHO] 3a7I03H, y IIyXJIMHAX SKUX cliocTepiraeThes rinepexcnpecis HER2 a6o ammmigikaris rena
HER2, mo BH3Ha4aeThCd 3a JAOIOMOIOI0 TOYHOIO Ta BaliJJOBAHOTO MeTOAy (AuB. posminu 4.4
Ta5.1).

MeTtacTaTtHyHAi paK MUTyHKa

IIpenapar Ontpy3anT y komOiHamii 3 kamemurabiHom a6o S-GTOpypaudiaoM Ta LHCINIATHHOM
MOKa3aHW{ JUiA  JIKyBaHHA Jopociux mnamieHTiB i3 HER2-mO3WTHBHOIO MeETacTaTHYHOIO
aJICHOKapIIHHOMOIO IIUTyHKa a00 NIIYyHKOBO-CTPaBOX1IHOTO IEPEXOLY, SKi paHille He OTPHMYBAJIH
IPOTHUITYXJIMHHO] Teparlii 3 MPUBOY METaCTATHYHOTO 3aXBOPIOBAHHS.

ITpenapar OHTpy3aHT ciiA 3aCTOCOBYBAaTH JHIIE MAaIliEHTaM i3 METacTaTHYHWM pAKOM IUTYHKa
(MPIII), y myxnuHaX SIKHX cIiocTepiracThbes rinepexcnpecis HER2, mo Bu3HaueHO SK pe3ynsTar 2+
iMyHoricTroxiMiuroro mocmimkeHHs (II'X) Ta minTBEp/PKEHO pPE3yNBTATOM IOCHIEHOI CpiGioM
ribpuau3auii in situ (SISH) abo ¢roopecuenTroi ribpuauzanii in situ (FISH), aGo sx pesynbrar 3+
II'X. Crnig 3acTocoBYBaTH TOYHI Ta BATIIOBaHI METOAH AOCIiHKSHHS (JIuB. po3inu 4.4 1a 5.1).

4.2 JlozyBaHH# Ta CHOCI® 32aCcTOCYBAHHS

MCIOIHUYHHUM HpaHiBHI/IKOM.
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Jlixapceka dopma npenapary OHTpY3aHT I BHYTPINIHEOBEHHOTO BBCICHHS HE IpPH3HAYEHA JJIT
IIiIIOKIPHOTO BBEIEHHS, ii CIIiJ] 3aCTOCOBYBATH TIABKH IIJIIXOM BHYTPIIIHBEOBEHHOT 1H(Y3ii.

Jnia 3anobiraHHS NOMHJIKOBOMY 3aCTOCYBAaHHIO JIKapchbKOro 3aco0y BaKIMBO IIEPEBIPUTH
ETHKETKHU Ha (1akoHax, mob nepexoHarucs, o JTiKapChKuil 3aci0, SKui rOTyeThC Ta BBOJUTHCH, €
npernaparoM OHTpy3aHnT (TpacTy3ymaboM), a He iHIIMM IIpenapaToM, IO MiCTHTh TpacTy3ymal
(Hanmpuxnan Tpactyymab eMTancuH abo TpacTy3yMab epyKCTEKaH).

EOB YBAHHSA

Memacmamuyniil pax MOJOYHOT 3a103U

Tpumuoicneeuti pescum

PexomennoBana 109aTKOBa HABAHTAXKYBATbHA /1032 CTAHOBHUTH 8 MI/KT MacH Tina. PexoMeHmoBana
HOiITpUMyBaIbHA J103a CTAHOBUTH O MI/KT MacH Tijla 3 TPUTWXHEBUMHM iHTEPBAIAMM, NOUHHAIOYUH
gepe3 3 THXKHI MIC/Is HaBaHTAXYBAIBHOI T03H.

LJomuorcnesuti pesicum

PexomennoBana mogaTkoBa HaBaHTa)XXyBaJlbHA f03a npenapary OHTPy3aHT CTAHOBUTH 4 MI/KT MacH
Tina. PexoMeHoBaHa MOTHKHEBA IiATPUMYBaIbHA 1032 npenapaty OHTpY3aHT CTAaHOBHTD 2 MI/KT
MacH Tilla, IOYNHAIYY Yepe3 OHH THXKICHD IIiCIIsT HABaHTaXyBATLHOI JI03H.

3acmocyeanns 6 kombinayii 3 naxnimaxcenom abo ooyemaxcenrom

V OazoBux mocmimkenusx (H0648g, M77001) nawritakcen a0o goueTakcell 3aCTOCOBYBAH
HaCTYIIHOTO JHS TCJA MEPHIOTo BBEACHHS TpacTy3yMmMaly (iHdopmariito momo mo3yBaHHsS IUB. Yy
Kopotkit xapaxtepuctuni nikapcekoro 3aco0y (KXJI3) makmitakcemry abo momerakcenlry) Ta
BiJjpa3y Iicis HACTYIIHUX BBEJEHb TPACTy3ymaldy, SKINO HOMEpexHs J03a TpacTy3ymaly moOpe
TIEPEHOCHIIACS.

3acmocysanns 6 kombinayii 3 ineibimopom apomamazu

V 6a3oBomy pocnimxerHi (BO16216) Tpactysymab Ta aHACTpO30JT 3aCTOCOBYBayA 3 1-ro qus. He
Oyio oOMe)keHBb MO0 BiHOCHOTO Hacy BBEIEHHS TpacTy3ymaly Ta aHacTpos3ony (imdopmairiro
mozo no3yBanus quB. y KXJI3 anactposomy abo inmmux iHribiTopis apomarasmu).

Panuin pax monounoi 3anoszu

TpumuoicHeguti ma WoOmMuICHe8UU pedxcumu

Y TpPUTHXKHEBOMY pEXHMi pPEKOMEHIOBaHA IIOYaTKOBA HAaBAHTAXyBaJbHA MJ03a IIPENapary
OHTpy3aHT CTaHOBUTH § MI/KT MacH Tina. PeKoMeHIOBaHA MiATPUMYBalbHA 1034 IPEIapary
OHTpy3aHT CTAaHOBUTH O MI/KI MAacH Tia 3 TPHTHXKHEBHMH IHTEpBAJlaMH, MOYHHAIOUH Uepe3
3 TXHI Iic/Is HaBaHTAKyBAJILHOI JO3H.

SIK oTHMXHEBHN peXuM (OYAaTKOBA HABAHTAXyBaJlbHA 1032 CTAHOBUTH 4 MI/KT i3 HACTYITHHM
BBEIICHHSM 2 MI/KT HIOTH)KHS) OJHOYACHO 3 NaKITITaKCeIOM IICis XiMioTepartii JOKCOpyOiluHOM Ta
nukinodocdamigom.

Iomo mo3yBaHHS KOMOIHOBaHOT XiMioTepartii TUB. po3aut 5.1.

Memacmamuunuil pax wayHka

Tpumuoicreguii pescum
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PexoMeH10BaHa [109aTKOBA HABAHTAXXYBaJIbHA JI03a CTAHOBUTH 8 MI/KT MacH Tina. PekoMeHmoBaHa
OiATpEMyBaJbHA J103a CTAHOBUTH 6 MI/KT MacH Tifa 3 TPUTHXXHEBHMH IHTEpBaJaMH, TOYHHAIOYH
yepe3 3 TIDKHI MicHs HaBaHTaXKyBaJlbHOL TO3H.

Pax monoqrol 3a103u mad pax uiynka

Tpueanicmv niKy8anHs

ITauienTis i3 MPM3 a6o MPII cruig mikyBaTu npemnaparoM OHTPY3aHT 0 IOYATKy MPOTrPECYBaHHS
3axpopropanHs. [lanientiB i3 PPM3 cnin nikyBatu mpemaparom OHTpy3aHT IpoTSToM 1 poky abo
10 peUAAUBY 3aXBOPIOBAHHS, 3aJICKHO Bifl TOTO, IO CTAHETHCS PaHillle; IPOAOBXKYBATH JTIKYBaHHS
PPM3 nosa ofivH pik He peKOMEHAYEThes (IUB. po3ain S.1).

3menwmenns oosu

Ilix yac KIHIYHAX JOCTIIKEHH 03y TpacTy3ymaly He 3MeHImyBanHu. llarieHTH MOXyTh
IPOJIOBXYBATH Tepamio B mepiomu o00poTHOI iHIyKoBaHOI XiMioTepami€lo Mienocympecii, ame
HOPOTATOM IBOTO Yacy CIiJ PeTeNhbHO CIOCTEpIiraTH 3a iX CTaHOM IWIOJO PO3BUTKY YCKIAmHEHB
uetitporenii. Cuix 3BepryTcs no KXJI3 mawnitakcery, nomerakceny abo iHribiTopa apoMarasu
mozo indopMarii mpo 3MEHIIeHHs 1031 ab0 BiICTPOYECHHS BBEACHS.

SIxmo BincoTok (paxmii Bukuay niBoro muryHodka (®BJII) smermyerses Ha > 10 myHKTIB Bif
BuxigHoro piBHA TA mocsrae piBHI Huxde 50 %, JNIKyBaHHS CIiJ NPH3YNIHHHTH Ta IIOBTOPHTH
ouminky ®BJIII npotarom npubmmsnao 3 TixHiB. Sxmo noxasauk GBI #e moxpamyerses abo
me Oinelne MmOTipmIyeThecs, abo0 SKINO PpO3BUBAEThCA CHMIITOMaTH4YHA 3acTiliHa cepleBa
menocraricts (3CH), cimim perensHO pO3IISHYTH NHWTaHHSA INOAO NPUNMHEHHSA JIKyBaHHS
npemnapatoM OHTPY3aHT, SKIIO TUTBKH KOPUCTH Bifl HOTO 3aCTOCYBaHHA IJI1 KOHKPETHOI'O Malli€eHTa
HE IIEPEBUINYE PU3UKH. YCIX TaKUX MAIi€HTIB CIIii HAIpaBHTH HA OOCTEXXEHHS O Kapniosiora Ta
TPOBOMTH 1X MOJIANIBINE CIIOCTEPEKEHHS.

Ilponyweni oosu

SIxmo manieHT IPOIYCTHB BBeAeHHS npenapary OHTpy3aHT Ha OAWH TIDKIEHH ad0 MEHINE, CIif
BBECTH SKOMOra paHilme 3BHYaiiHy WiATPUMYBIGHY 03y (IOOTIDKHEBHHM pEXHM: 2 MI/KT;
TPUTHXXKHEBAM pexum: 6 mr/xr). He odikyBaTH HacTynHOro IDIaHOBOrOo mukiay. Hacrymmi
MiATPUMYBAIBHI JO3W CJIi BBOIWTH depe3 7 mHIB abo depe3 21 AeHb y pasi IMOTHXKHEBOTO abo
TPUTHKHEBOTO PEXKUMY BiJIIOBIIHO.

SIKIIo manieHT MpOIyCTUB BBeneHHS mpenapaTy OHTpy3aHT Oimblme HIX Ha OJUH THDKICHB, CIILT
IKOMOIa paHillle BBECTH NOBTOPHO HABAHTAXYBAIBHY I03y MpoTaroM npubmuzao 90 XBIMH
(WOTHKHEBAM peXXuM: 4 MI/KT; TpUTHXHEBHH pexkuM: 8 Mr/kr). Hactymni minTpuMyBamsHi 1031
npenapaty OHTpy3aHT (IMOTYKHEBHE pexxuM: 2 MI/KT; TPHTHXKHEBHH PEXHM: 6 MI/KI BiAIIOBIIHO)
cllij BBoguTU depe3 7 mHiB abo wepe3 21 AeHb y pasi IMOTHXKHEBOTO ab0 TPUTHIKHEBOIO PEXHUMY
BIATIOBITHO.

Ocobnusi epynu nayicumie
CroenianpHuX JOCHITKEHP (apMaKOKIHETHKH 33 yYacTIO IAli€HTIB JITHBOTO BiKy Ta MAI[i€HTIB i3
mopylieHHsIME (PyHKIii HUpOK abo IEYiHKH He TMPOBOJAIOCS. IIpy nomynamifiHoMy aHai31
¢bapMmakokiHeTHKH He Oyno BHIBICHO BIUIMBY BIKYy Ta nopymeHHx (bqum HUPOK Ha
(bapMaKoKiHETHKY TpacTy3ymady. -

Jimu

[Ipenapar OHTpy3aHT He 3aCTOCOBYETHCS AITAM.

Crroci® 2acTocyBanis
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ITpenrapar OHTpy3aHT MpU3HAYCHUH i BHYTPINIHBOBEHHOI'O BBE/ICHHA. HaBaHTaXyBalbHY 03y
Iperapary CiiJi BBOJUTH Yy Bl 90-XxBHIMHHOI BHYTPIMIHEOBEHHOI iH(Yy3ii. He MoxxHa BBOAUTH
BHYTPIIIHEOBEHHO CTPpYMUHHO abo GomocHo. IIpoBoauTH BHYTpiINHROBeHHY iH(Y3it0 mpenapary
OHTpy3aHT TOBHHEH MeJWYHUI NpaniBHUK, TOTOBHH HagaTH MONOMOTY B pa3i aHadimakTwanHOi
peakilil, a TakoXX MOBHHEH OyTH HasBHMM Habip A1 HeBiakiaamHol jgomomoru. ll{onalimenie
HpOTATOM IIECTH TOJHMH BiX TMouatky mneprmoi iHdy3sii Ta HpoTAroM ABOX TONMH BiJl MOYATKY
HAcTymHuX iH(QY3i#i CIij crmocTepiraTté 3a mari€eHTamMH IMOJO TaKWX CHMIITOMIB, SIK JIHMXOMaHKa Ta
03000, 200 iHmmX MoB’A3aHuX 3 iHpYy3iero cuMnToMiB (AuB. po3ninn 4.4 ta 4.8). [lepepuBanns abo
3MEHINEHHS MBUAKOCTI iH(Y3ii MOXe JOTOMOI'TH KOHTPOJIIOBATH Taki cuMOToMH. [H}Y3it0 MOXHa
BiJTHOBHTH, KOJIA CUMIITOMH ITOCIIA0HYTE.

Sx110 moYaTKoBa HaBaHTAXXyBaJlbHA 032 Oyna qo0pe mepeHeceHa, HaCTYIHI J03H MOXXKHA BBOIUTH
y Banaai 30-xBuiidHHOT 1HGY3II.

[HCTpyKIil MO0 BiAHOBNIEHHS JiKapchKoi hopmu npenapaty OHTPY3aHT I BHYTPIITHBOBEHHOIO
BBEIEHHS Iepe]] 3aCTOCYBaHHAM Mpenapary AUB. ¥ po3fini 6.6.

4.3 IIporunoxa3aHHsA

IlinBuImeHa YyTIMBICTH MO TpacTy3ymMaly, MUImauux OUIKiB abo Oyap-ikol 3 JOHOMIXHKX
PEYOBHH, TIEpeiueHnX y po3aii 6.1.
+ TsKKa 3aUINKA ¥ CIIOKOI BHACTIAOK YCKIAHEHHS IOIMMPEHOTO 3JI0SKICHOTO HOBOYTBOPEHHS 200
TaKa, 1Mo MoTpebye JOATKOBOL TEpalil KUCHEM.

4.4 CoeniajibHi 3acTepexeHHs Ta 3aN00DKHI 3aX011 IPH 3acTOCYBaHHI

BincrexxysanicTs

JIi1st HOJErimeHHs BiCTEKYBaHOCTI 010IOTIYHMX JIIKapChKUX 3ac00iB CIiJ) BHECTH A0 JOKyMEHTAIll
MOBHY iH(opMallito mpo Ha3By Ta HOMEP cepii BBeJACHOTO NIpenapary.

Hocnimxenns crarycy HER2 moBMHHO IIPOBOZMTHCH Y CIIEIiami3oBaHil 1abopaTopii, sKka Moxe
3a0e3IeUMTH HAJICXKHY BalliZJaIlifo METOAIB TECTYBaHHS (IUB. po3Ail 5.1).

Ha pmanwmii 9ac BimcyTHI aHi KIHIYHAX IOCITI/PKEHb MO0 IOBTOPHOTO JiKYBaHHS MAIi€HTIB i3
HoIEPEIHIM 3aCTOCYBAHHAM TpacTy3yMaly sK aj’I0BaHTHOI Teparii.

Cepuesa muchvHKIS

3azanvri 3acmepedicens

IManiesTH, AKi OTPUMYIOTH JIIKYBaHHS TpacTy3yMaboM, MarOTh HMiIBHINEHUH pu3uk po3BuTKy 3CH
(I-IV ximac 3a wracudikamiero Hero-Mopkcrkoi kapmionmoriusoi acomiamii [NYHA]) a6o
Oe3cuMnITOMHOL ceprieBoi aucdynkiii. 1{i gBumA crocrepiraiucs y HAIi€HTIB, SIKi OTPUMYBAJU
TKyBaHHS TpaCTy3yMa60M SIK MOHOTepaliro abo y koMOiHail 3 naKmiTakceaoM abo JIoIeTakcenom,
0COOIMBO MiCIIS x1M10Tepan11 Mo BKJIFOYasIa aHTparukiIiH (qokcopybinua abo en1py61uHH) BOHH
MOXYTB OyTe TOMipHMMH a00 TSDKKMMH Ta CYNpPOBOIDKYBATHUCS JETAILHUMH BH
posgin 4.8). KpiMm Toro, cimimi AOTpEMyBaTHCS OOEPEXXHOCTI TpPH JTiKyBaM
MiBAINICHAM PH3UKOM i3 OOKY cepIsi, HalpuKiIaz, 3 apTepiaJIBHOIO rineprensig ,

itmemiunoro xBopoboro cepist, 3CH, ®BJIILL < 55 %, namieHTIB TITHROXQ BiKY.
ABRTEHTHYRVCH
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VeiMm manieHTaM, SKAM IIOKa3aHO JiKyBaHHS TpacTy3yMaboMm, OCOOIHBO THM, SIKHM HMOHEPEIHBO
3aCTOCOBYBAIM aHTpamdkiIiH Ta mukrtodochamin (AC), cmif mpolTH OIHKY CTaHy ceplid Ha
[OYAaTKOBOMY  €Tami, BKmodaounm 30ip aHamHe3y Ta  ¢i3sukalbHE  OOCTEXEHHI,
enexTpokapmiorpadito (EKI'), exokapmiorpadito Ta/abo pagioi3oTOnmHy BEHTpUKYyJIOrpadiro
(MUGA) un MarsiTHO-pe3oHaHCHY ToMorpadiro. 3a JOIOMOIoX MOHITOPHHIY MOXHA BHABHTH
marieHTiB i3 cepuesoro mucdyHkIriero. OOCTEXEHHS cepIs, SK Ha IT0YaTKOBOMY €Talli, CIIj
HOBTOPIOBATH KOXHI 3 Micsiii min gac niKyBaHHS Ta KOXXHI 6 MICAIB Iic/Is HOTO NPUIMHEHHS JI0
24 MicAIiB IHCII OCTAHHBOTO BBEACHHS TpacTy3ymaly. Ciij perensHO ONIHUTH CIiBBITHOINCHHS
«PU3HMK-KOPHCTBY, IEPII HiX IPHHHATH PilIEHHS OpO TiKyBaHHs TPacTy3yMabom.

3a pesynpTaTamMd MONYJSIHHOIO aHalily (apMakOKIHETHKH Ha OCHOBi BCIX HAfBHHX JaHHX,
TpacTy3ymab Moxe 30epiraTucs y KpoBOOOiry m0 7 MICAI[IB INC/IA IPHUIMHEHHS JIKyBaHHS
upenaparoM (quB. po3zin 5.2). IlamieHTH, fKi OTPEMYIOTH AHTPAMKIIIHM INCIS IPUIHHEHHS
3aCTOCYBaHHS TPacTy3ymMaly, MOXYTh MaTH NiJBHINCHHH pH3MK cepreBoi auchynkmii. SIxmo
MOIMBO, JIKApaM CJiJ] YHHKATHd Tepamil Ha OCHOBi aHTPAHUKIIHIB IPOTATOM 7 MiCAILIB MICIA
IpHOMHEHHs 3aCTOCYBaHHsS TpacTy3ymaly. ¥ pasi 3aCTOCyBaHHS aHTPalHUKIIHIB, CHiJl PETENBHO
KOHTPOJIOBATH QYHKIIIO CepIisd Marienra.

Crij po3TIIMHYTH MHTAHHS PO HAIEXKHE KapAioNoriyae oOCTeXeHHs MallieHTiB, MO0 AKAX IICI
MIOYATKOBOTO CKPMHIHIY BHHHUKAE 3aHEIIOKOEHHS CTOCOBHO CEpIIEBO-CYIMHHOI cucTemu. QyHKIiO
cepild CIiJi KOHTPOJIFOBATH BCIM IIaIlieHTaM Iif 9ac TiKyBaHHA (HaIpHKIaf, KOXHi 12 TwxHiB). 3a
JIOIIOMOTO0 MOHITOPHHTY MOKHa BHSIBHTH NAIli€HTIB i3 cepreBoro muchynkmiero. Ilamientam i3
6e3CHMIITOMHOIO CEPIEBOI0 IUCHYHKIIEI0 MOXe OyTH KOPHCHHM OUIBIN HacTHH KOHTpOJb
(mampukian, KoxHi 6-8 TixkHIB). SIKIMO HallieHTH MalOTh TpHBALE 3HMKEHHA OYHKINI JIiBOTO
IUIyHOYKA, ajje 3alHIIaloThesl Oe3CHMITOMHHMH, TiKap IIOBHHEH PpO3ITIAHYTH IHTaHHS IIpO
IpHOHHEHHS Teparii, SKIo KIiHiTHOI KOPHCTI BiJf Tepalii TpacTy3yMaboM He CIIOCTEPiracThes.

Besneka mpomosxeHHss a0o0 BiOHOBIEHHS 3acCTOCYBaHHS TpacTy3ymaly Malli€eHTaM, y SKHX
crocTepiraeTees cepileBa TUCHYHKINS, He JOCTAKyBanacs IPOCIeKTUBHO. Skmo BiacoTox OBJIIII
3MeHIIyeThed Ha > 10 nynkriB Bin BuxigHoro piBHS TA nocsrae piBra Hmkxde 50 %, mikyBaHHS
¢ mpu3ynuHuTH Ta nosroputi ominky @BJIII npoTtarom npubmasao 3 THKHIB. SKINO MOKa3HHK
®BJIIII He mokpamryeThest abo e OiIbIIe MOTipIIyeThCs, a00 SKINO PO3BHUBAETLEC CHMITOMATHIHA
3CH, ciig peTensHO PO3MNISHYTH NATAHHA NPO IPUIMHEHHS 3aCTOCYBaHHSA TpacTy3ymaly, SKIIO
TiNBKM KOPHCTH BiJl HOr0 3aCTOCYBAHHS A KOHKPETHOIO HAIliEHTa HE IIEPEBHINYE PH3HKH. Y CIX
TAaKWX MALI€HTIB CNiJ{ HAIPaBUTH HAa OOCTEXEHHSI N0 Kap/iojora Ta IPOBOAUTH iX MOJaJbIIe
CIIOCTEPEXKECHHS.

Sximo mix yac Teparmii TpacTy3yMaboM PO3BHBA€TBCS CHMIITOMATHYHA CEPLEBA HENOCTATHICTB, ii
CITiJ JIIKyBaTH CTaHAapTHHMHU Jikapcbkumu 3acobamu i 3CH. Y GinsmnocTi nami€eHTiB, y SKHX y
xomi OaszoBux Jjociuimkenp pospumyitacs 3CH abo Oescummromna ceprieBa TuCGYHKINIA,
CIIOCTEpPIrajiocs MOKpAIEeHHS TpH CcTaHAapTHOMy iikyBamHi 3CH, mo Bxmouano iHri6irop
aHTioTeH3uHINEpeTBOproBabHOr0  hepmenty (AIID) abo Omoxarop pemenTopiB aHTIOTEH3HHY
(BPA) Ta 610kaTop GeTa-anpeHopeenTopiB. biIbIicT NalieHTiB i3 cMMITOMaMu 3 60Ky cepiid Ta
O3HAKaMH KIIHIYHOI KOPHCTI Bif IiKyBaHHS TpacTy3ymMaboM IIpOJOBXKYBal Tepariro 6e3
JOJATKOBHX KIIHIYHUX TMOJiH 3 OOKY cepIs.

Memacmamuunuil pax MOJI0YHOT 31031

Ilpu nikysammi MPM3 tpacty3ymab Ta aHTpalMKIiHM HE CII[ 3aCTOCOBYB
KoMOiHaITii. /
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nopymeHHs GyHKIl ceprs mpU JIKyBaHHI TpacTy3ymMaOoM, Xoda UeH PH3HK HIDKYHH, HDK IIpH
OJHOYACHOMY 3aCTOCYBaHHI TpacTy3yMalby Ta aHTpallMKIIiHiB.

Pauniii pax monoynor 3a103u

IManientam i3 PPM3 o6cTexeHHs cepiisd, SK Ha IMOYATKOBOMY €Talli, CJIiJi IOBTOPIOBAaTH KOXHI 3
Micani Imig 9ac JiKyBaHHS Ta KOXHI 6 MicsmiB Iricis HOro NpHOHMHEHHS A0 24 MICAIiB micid
OCTaHHLOTO BBejecHHS TpacTy3ymaly. [lamienTam, SKi OTpHMYFOTH XIMiOTEpamiio, IO BKIIOYAE
AHTPALMKIIHN, PEKOMEHAYETHCS HONANBINME MOHITOPHHT, SKHH CIIii IPOBOAUTU IIOPIYHO MO
5 pokiB mmiCIsI OCTaHHBOTO BBEICHHS TPACTy3ymady abo JOBINE, SKINO CIIOCTEPIracThCsl TPHUBATIE
samxeaHs OBJILLL.

[MTanieaTw 3 imdapkrom Miokapma (IM) B anHamHesl, CTeHOKapii€o, mo moTpedye
MenukaMeHTosHoro jikysanmsd, 3CH B anamuesi abo HasBHOIO (kiac II-IV 3a wracudikariero
NYHA), OBJIII <55%, iHmM#AMH KapAiOMiONATifAMH, CEpIEBOIO apHIMi€lo, IO HOTpedye
MEIMKAMEHTO3HOIO JIKYBaHHS, KIIHIYHO 3HAYyIMUMH BaJaMH CEpUEBHX KIalaHiB, IOTaHO
KOHTPOJIbOBAHOIO ~ apTepiabHOI0  TimepTeH3i€lo  (JOoIyckagacd  apTepiaipHa  TilepTeHsis,
KOHTPOJIBOBAHA CTAHAAPTHAM MEIUKAMEHTO3HHM JIKyBaHHAM) Ta €KCyJaToM Yy HOpPOXXHHHI
HepUKap/aa, o MOpyIIyBaB reMOAWHAaMIKy, OylIH BHKIIOYEH] 3 0a30BHX JOCIIIXKEHE a]’ IOBAHTHOL
Ta Heoa | 10BaHTHOI Tepamii PPM3 tpacty3ymaboM, ToMy JiKyBaHHS HE MOXKe OyTH pEeKOMEHI0BAaHO
TAaKUM IaIlliEHTaM.

Ao toeanmna mepanis

Ilpu ax’roBaHTHIM Tepamii He CIiI 3aCTOCOBYBAaTH ONHOYAacCHO y KomOiHamii TpacTysymab Ta
AHTPAIIMKITIHH.

301IBIIEHHS YACTOTH CHMIITOMATHYHIX Ta O€3CHMITOMHUAX CEPIEBUX ITOJIiM CIOCTEPIraiocs cepex
nanientie i3 PPM3 mnpu 3acrocyBaHHI TpacTy3ymaly micis Ximiorepamii, mo BKIIO9ana
AHTPAIMKIIiHA, ITOPIBHSAHO i3 3aCTOCYBaHHSM pEXHMY JOLETaKcely Ta KapOomnaTHHy 06e3
AHTPANMKIIiHIB; 11e Gyno OinbIl BHpaKCHUM IIPH OJHOYACHOMY 3aCTOCYBaHHI TpacTy3ymaldy 3
TakcaHaMH, HiX MpH [OCTIJOBHOMY 3aCTOCYBaHHI TpacTy3yMaOy micig TakcaHiB. Hesaye)xHo Bix
3aCTOCOBAHOIO PEXHMY, OUIBINICTP CHMITOMATHYHHX CEPIEBUX IOl BHHAKAIH IPOTATOM
nepmux 18 micsmis. B ogHOMY 3 TppOX NpOBENCHUX 0a30BHX MOCIiMIKEHB, A€ MeliaHa Iepioxy
criocTepexenns cranoBwia 5,5 poky (BCIRG 006), y marieHTiB, sKi OTpHUMyBaJli TpacTy3ymab
0JIHOYACHO 3 TaKCAHOM ITiCIIS TepaIii aHTpanuKIiHaMK, cIIocTepiranocs Oe3nepepBHe 301IbIIEHHS
KyMYJISITUBHOI YaCTOTH CHMITOMAaTHYHUX cepleBHUX abo mos’s3anux 13 OBJIII mozi#t mo 2,37 %
nopiBHAHO 3 mpuOmu3HO 1 % y MBOX rpynax MOPIiBHAHHA (RHTPAUHMKIIH Ta IuKiIodocdamin i3
[OJANBLIMM 3aCTOCYBAHHSM TaKCaHy Ta TaKCaH, KapOOIIaTHH 1 TpacTy3ymao).

®DaxTOpy PU3HKY CEpPIIEBHX MOil, BUABJIEHI y YOTHPHOX BEMHMKHX HOCIIDKEHHSIX aj’IOBaHTHOIO
NMiKyBaHHS, BKIIOYaIH JiTHIH Bik (> 50 pokiB), Hu3bkuii piBeHp OBJIIII (<55 %) Ha BHXiTHOMY
piBHi, 3acToCyBaHHS /10 a60 IiciIs MOYATKY JNiKyBaHHS NakiiTtakcenowM, 3HwkenHs OBJIII ma 10-15
IYHKTIB, TomepenHe abo OAHOYACHE 3acTOCYBAaHHS TIIIOTEH3WBHHX JIKapChKHX 3acobiB. Y
HalicHTiB, SKi OTpUMYyBaiM TpacTy3ymal IiciIi 3aBEpINCHHS ai IOBAHTHOI XiMioTepamii, pHU3HK
cepueBol nuchyHKIii OyB MOB’s3aHUM i3 OLIBII BHCOKOIO KYMYIISITHBHOIO 03010 aHTpAIUKIIIHY,
OTPHMAHOIO JI0 IOYATKY 3aCTOCYBAHHS TpacTy3ymaly, Ta 3 ingexcom Macu tia (IMT) > 25 kr/m?.

Heoao oeanmna-ao rosanmna mepanis

ITamienTaMm i3 PPM3, sakmMm moka3zaHa Heoagl’IOB.':lHTHa-a/:L’1013aHTHaA ep 7
TpacTy3yma® ONHOYAcHO 3 aHTpPAIMKIIHAMH JHUIIE TO.I, ﬂlg]#gH]?,O{(—hL}j‘p
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XiMioTepartii, Ta JUiOe y peXUMi aHTPAIMKIIHY 3 HH3BKOIO JO30I0, TOOTO 3 MaKCHMMAIbHAMM
KYMYJIITHBHHMY J03aMHM Tokcopy6imuny 180 mr/m? a6o emipy6imury 360 Mr/m2.

SIKIO MAi€HTH OJHOYACHO OTPHMYBANH JIIKYBAaHHS HOBHUM KYpPCOM aHTPANUKIIHIB i3 HH3BKOIO
JI030I0 Ta Tpacry3yma0y B HEOaJ IOBAHTHOMY pEXHMi, He CIiJ] TpH3HAYATH JOIJATKOBY
MUTOTOKCHYHY XiMioTepamito micias omepamii. B iHmuX Bumagkax pimeHHS IpO HEOOXiTHICTH
JONATKOBOI ITMTOTOKCHYHOI XiMioTepamil MpuiiMaeThca Ha MIJCTaBI BU3HAYCHHS iHAMBIMyaTbHHX
¢axTopiB.

JlocBix OOHOYACHOTO 3aCTOCYBaHHS TpacTy3ymaly 3 aHTPAUHKIIHOM y PEeXuMi HHM3BKHX /03 Ha
naauii yac oOMexeHuii nociaimkenraM MO16432.

VY 6azoBomy mocaimxenni MO16432 tpacty3ymab 3acTOCOBYBaIM OJHOYACHO 3 HEOA] IOBAHTHOIO
ximioTepariiero, Mo BKIIOYATA TPU IUKIH JOKCOPYOiluHy (KyMyIaTuBHA 032 180 Mr/m2).

YacToTa CHMIITOMATHIHOI cepIieBoi MucyHKIIII y Ipymi Tpacty3ymaly cragomia 1,7 %.
Kirigigauii 1ocBix 3acTOCYBAHHS HAIliEHTaM cTapmie 65 pokiB 0OMeKeHHH.

ladvziitai peaxuil (IP) Ta ninBumesHa 4y TIABICTE

Iosimomisanocs mpo cepitosHi IP, mos’s3ani 3 iHdy3ieo TpacTy3ymaly, BKIIOYAIOYH 3aIHIIKY,
apTepianbHy TINOTEH3il0, CBHUCTAYE MAWXAHHS, aprepialbHy TINEpTeH3ilo, OpOHXocHasM,
CYIpPaBEHTPUKYISAPHY TaxiapHTMil0, 3HIDKCHHS caTypamii KHCHeM, aHadilakcito, pecmipaTtophuit
JIMCTPEC, KPONIUB’ THKY Ta aHTIOHEBPOTHUHMN HaOpsK (IuB. po3ain 4.8). JUis 3HIKEeHHS PAHKY ITHX
SIBMIT] MOXXHA 3aCTOCOBYBATH NPEMEIUKAIil0. BLUIBNICTS i3 IMX SBHIN BUHUKAIOTH il Yac MepIol
indys3ii abo mpotarom 2,5 roauH Bix ii mouaTky. Y pa3i BUHUKHEHHS iH(Dy3iiiHOT peaxiii iHdy3ir0
CITiJ| MPUIMHATH a00 3MEHIOUTH 11 MBHJKICTH Ta CIIOCTEPIraTH 3a CTAHOM MAI[iEHTa 0 3HUKHEHHST
BCIX CHMITOMiB, IMO BHHHKIH (AuB. po3ain 4.2). Jlng NiKyBaHHS [HX CHMITOMIB MOXHA
3aCTOCOBYBATH 3HEOOJIOBAIbHI/ KaPO3HIKYBAIbHI 3aCO0H, Taki SK MENEPUINH UM IapareTraMoll,
abo aHTHricTamMiHHI 3aco0H, Taki Ak AUGeEHTipaMiH. Y OGiIBIIOCTI MAIli€HTIB CHMITOMH 3HHKATIH,
Ta 3roJI0M BOHH OTpPUMYBAIM nofansmi iHgysii Tpacty3ymaly. s TiKyBaHHS CepHO3HUX peakiriit
3 YCHIXOM 3aCTOCOBYBAJIM IMiATPUMYBAIBHY TEpamiio, TaKy SK KHCEHb, aroHicta Oera-
aIpeHOPEIENTOPIB Ta KOPTHKOCTEPOIH. Y PIIKICHUX BHUIIJKAX ITi peaKili moB’s3aHi 3 KIiHITHUM
nepedirom, IMO 3aBEpIIYETHCS JIETAJBHUM pesyibTaroM. llamienTn, y SKHX cCrIocTepiraerses
3aJMINKA B CTAHi CITOKOIO BHACIIJIOK YCKJIAAHEHHS IIOIMHPEHOTO 3JIOSKiCHOrO HOBOYTBOPEHHS Ta
CYIYTHIX 3aXBOPIOBaHb, MOXYTH MaTU IiABHINEHUN pU3MK JeTanpHOI iHQY3iMHOI peakmii. Tomy
X MAI[I€HTIB HE CJJ JIIKYBaTH TpacTy3ymMaboM (auB. po3min 4.3).

Takox TTOBiTOMIISUIOCS TIPO MOYATKOBE MOKPAINEHHS 3 HACTYIIHUAM KJIIHI9HAM MOTiPIIEHHSM Ta PO
BiJlHaIeHi peakilii 31 IMBUAKUM KIIHIYHUM IOTripmeHHsaM. JleTanbHi HaCHiqKA HACTYAIH MPOTATOM
nepiofy TPUBATICTIO Bif JEKUIIBKOX TOJUH IO OJHOIO THXHA mmicns iHQysil. ¥ mxyxe piakicHux
BHIIAQJKaX y MAi€HTIB cIiocTepiranacs mosiBa CUMITOMIB iH}Y3iifHOT peakmii Ta CHMITOMIB i3 60Ky
JereHb OiibIo HiXK 4epe3 LIICTh TOAWH MICiIA NodaTKy iHQy3ii Tpacty3ymaly. Cnix momepemuTa
TAITIEHTIB PO MOXIMBICTH TaKOro IMi3HBOTO PO3BUTKY, a TaKOX CJIiJi PEKOMEHIYBAaTH IM
3BEPHYTHCS IO JIiKaps MPHU MOSBI IIUX CHMIITOMIB.

Jlerenepi ssuina
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JlereHb, TOCTPUH PeCHipaTOpHUM JUCTPEC-CUHIPOM, THEBMOHIIO, IIHEBMOHIT, IIEBPATBHAHA BHUIIT,
pecripaTopHuil AUCTpec, TOCTPUIt HAGPSIK JTEreHb Ta MUXAIbHY HEAOCTATHICTh. DaKTOpH PU3HKY,
OB’s3aHi 3 PO3BATKOM iHTEPCTHIIIATBHOTO 3aXBOPIOBAHHS JIETE€Hb, BKIIOYAIOTH NMONEPEHIO a6o
CYIyTHIO Tepamild 3 BHKOPHCTAHHSM iHIIMX AHTHHEOIUIACTHYHHX 3aco6iB, IO, SK BiZOMO,
noB’s3aHi 3 HOro PO3BHTKOM, HAIPHKIIA[ TakcaHiB, reMimuTabiHy, BIHOpeNOiHy Ta MPOMEHEBOL
tepamii. I[i sBEmA MOXYTh BHHHMKATH K YacTHHA iHQysilHOI peaxiuii abo i3 BiATepMiHOBaHAM
mouyarkoM. IIaIieHTH, y SKHX CIIOCTEPIracThes 3aJUIlKa B CTaHI CIIOKOI BHACTIZOK YCKIAJHEHHS
HOIIMPEHOTO 3JIOSKICHOrO HOBOYTBOPEHHS TA CYIYTHIX 3aXBOPIOBAHB, MOXYTb MaTH IiIBUIICHAN
PH3HK JIETeHeBHUX B, TOMY Takix IamieHTiB HE CIIJI JiKyBaTH TpacTy3ymaboM (IEB. po3zit 4.3).
Ciig DOTpHMYBaTHCh OOEPEXHOCTI INOJO ITHEBMOHITY, OCOONMBO y MAWi€HTIB, AKi OIHOYACHO
OTPHMYIOTH JIiIKyBaHHS TaKCAHAMHU.

Harpiit

ITe#t mixapcpkuit 3aci6 micTuth MeHme 1 MMoib (23 MT) HaTpilo Ha OJIHY A03y Mpemnapary, TO6To
NPaKTHYHO HE MiCTUTH HATPIO.

4.5 B3aeMoxis 3 iIHIMMH JiKAPCHLKHAMHE 3a¢00aMH Ta iHIII BHIN B3acMOil
JocrikeHp OO B3a€MOJii He NMPOBOAMIOCA. Y KIHIYHHX JIOCIIIJDKEHHIX HE CIIOCTEepiraiocs
KIHIYHO 3HAYYHIMX B3a€MOJid MiX TpacTy3ymaboM Ta IHIOMMH JKapchbKHUMH 3ac00aMH,

3aCTOCOBAaHHUMH OJHOYACHO.

Brume TpacTy3ymady Ha hapMakoKiHETHKY IHIIMX aHTHHEOIIACTHYHUX 3ac00iB

Jani mono hapMakoKiHETHKH, OTpuMaHi y gocmimkennsax BO15935 Ta M77004 3a y4acTro KiHOK
i3 HER2-mro3utuBEAM MPM3, CBigumnH, M0 €KCHO3MIS NaKIiTaKCelry Ta JOKCHPYOimuHy (Ta ix
OCHOBHHX MeTabomiTiB 6-o-rimpokcummakinitakceny (POH) Tta moxcopy6inmnomy (DOL)) He
3MiHIOBaNacs 3a HAIBHOCTI TpacTysymaly (IpH BHYTpIITHBOBEHHOMY iHGY3iliHOMY BBEICHHI
HABAHTAXYBANbHOI M03M 8 MI/Kr aGo 4 MI/Kr i3 HacTyIHHM 3acTOCYBaHHsAM 6 mr/kr 1 pas Ha
3 TwxHi a60 2 MI/KT 1 pa3s Ha THXKIEHB BiIIIOBIHO).

OpHak TpacTy3yMa® MOXe IiJBUIOUTH 3arabHy €KCIIO3HIN0 OJHOT0 MeTaboNiTy AOKcopyOilmHuy
(7-ne3oxcu-13-aurigpo-gokcopybimmuony (D7D)). Bioaktusmicte D7D Ta KmiHIYHME BIUIUB
HiABUIIEHHS PiBHS HOrO MeTaboIIITy HE 3°ICOBaHi.

Jani gocmimkerns JP16003, HemOpiBHAIBHOTO JOCHIIKEHHS TpacTy3ymaly (HaBaHTaXyBasbHa
7103a 4 MI/KT BHYTPIITHEOBEHHO iHGY31HHO Ta 2 MI/KT BHYTPilTHHOBEHHO iH(Y3iHHO MOTHXKHS) Ta
poumerakceny (60 Mr/M? BHYTpIIIHBOBEHHO iHGY3IHO) 3a ydYacTIO SIOHCBKHX XKIHOK i3
HER2-no3utiBEAM MPM3 cBiumIM, IMO0 OJHOYACHE 3aCTOCYBAaHHS TpacTy3ymaly HE BILIMBAE Ha
dapMakoKiHETHKY [OLeTaKceny B OgHOpa3oBilt nosi. Jocmimkenus JP19959 Gyno nonarkosum 1o
nocmimkenas BO18255 (ToGA), mpoBeAcHMM 3a y4acTIO SAIOHCHKHX IIAIliEHTiB YOJIOBIYOi Ta
iHouoi crari 3 mnommpeHuM pakom muiyeka (IIPII) nms BuBYeHHA (PapMaKOKIHETHKH
KarmenuTabiHy Ta IUCIUIATAHY IIPH 3aCTOCYBaHHI 3 TpacTy3ymabom abo 6e3 Hboro. Pesymbratn
BOTO JIOJATKOBOTO MOCH/MKEHHS CBIMUWIM, INO €KCmo3umis G6ioakTHBHAM MeTaboriTam
(mampuknan S-gropypaumn) KamenuTaGiHy He 3MiHIOBaacs OpH OIHOYACHOMY 3aCTOCYBaHHI 3
IUCIIATAHOM 260 OIHOYACHOMY 3aCTOCYBAHHI 3 IMCIUIATHHOM Ta TpacTy3yMabom. OnpHak Gimbim
BHCOKi KOHIIEHTpamil Ta Giibl TprBaiuii epiosl HalliBBHBEIEHHS BIacHe KanenuTaliHy B
IpH KOMOIHOBAHOMY 3aCTOCYBaHHI 3 TpacTy3ymaOoMm. JlaHi TaKoX CBiTUMIH, WO (hapmaKes
MACIUIATAHY He 3MiHIOBanacs [P OJJHOYaCHOMY 3aCTOCYBaHHI 3 KanmenuTabinoM abo ok
3aCTOCYBAHHI 3 KamenuTabiHOM Ta TpacTy3yMaboMm. /
/
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a6o Micrneponommpenum HeonepabensauM HER2-MO3UTUBHMM PaKoOM CBiTYMIH, IO TPAcTy3ymad
HE BIUTHBaE Ha GpapMaKOKiHETUKY KapOOIIaTHHY.

Brus anTHHeoiacTRYHEX 3ac00iB Ha (apMaKOKIHETHKY TpacTysymaby

Ilpy nOpIiBHAHHI 3MOJEALOBAHMX KOHIEHTpalill TpacTy3ymaly B CHpOBATI[i KpOBi IIiCiA
MOHOTepAIIi TpacTy3ymaboM (4 Mr/Kr HaBaHTaXeHH/2 MI/KT 1 pa3 Ha THXIICHb BHYTPiITHLOBEHHO
iHdy3ifiHO) Ta KOHNEHTpAIil, sSKi BH3HAYAIHCS y CHPOBATIi KpOBI SIMOHCHKHX JKIHOK i3
HER2-nosutusauM MPM3 (mocmimkenns JP16003), He Oymno BusiBieHO (apMaKOKiHETHIHOIO
BILIMBY JIOLIETAKCeNy Ha hapMaKOKiHETUKY TpacTy3yMaly IIpH OJHOYACHOMY 3aCTOCYBaHHI.

IopiBusHES pe3ynpTatiB mono (apMaxokiHeTuku asox pocmimxeHb II dasm (BO15935 Ta
M77004) ta omroro mocmimkeHHs III da3m (H0648g), y sAxux marieHTH oTpUMyBalH JIKyBaHHSI
TPacTy3ymMaboM OIHOYACHO 3 HAKIIITAaKCEeIOM, a TaKoX JBOX nocuimkeHb I ¢asm, B saxux
TpacTy3yMal 3actocoByBamd fK MoHoTepamilo (W016229 ta MO16982), 3a ydacTio XiHOK i3
HER2-nozutuBEMM MPM3 CBimumTh, N0 iHAUBIAyadbHI Ta CepelHi MiHIMAIBHI KOHIIEHTpAIil
TpacTy3yMaly B CHUpOBATIli KpOBi BiAPI3HAIOTBCA B DPAMKAX OUHOIO JOCHIJDKEHHS 1d MDK
JOCIIIXEeHHIMH, ae He OyJI0 9iTKOro BIUTMBY IaKIiTakcely Ha apMakoKiHETHKY TpacTy3ymaly
IpH OJHOYACHOMY 3acTocyBaHHi. He Gyno BHSBICHO BILIMBY JOKCHPYOIHHY Ta HAKJLTaKkcely Ha
¢dapmakoKiHeTHKY TpacTy3ymaly NIpH IOpPiBHSHHI JaHHX MO0 (papMaKOKiHETHKH TpacTy3ymaly
mocuimkenas M77004, B axomy xigku 3 HER2-mozutuBHuM MPM3 onxHOWacHO oTpuMyBaiIn
TpacTy3ymal, MMaKiIiTakceal Ta JOKCOPYOINUH, 3 AHANOTIYHAMM [aHHMH JOCHI/DKEHb, Y SKHX
TpacTy3ymMab 3acrocoByBanu sk MoHoTepamito (H0649g) abo y xombiHamii 3 aHTpalMKIiHOM Ta
mkstodochamigom abo naxritakcenoM (pocmimkenas H0648g).

Jani momo (apMaxkokiHeTukd, oTpumaHi y pocmikeHHi H4613g/GO01305, cpigumma, mo
KapOOoIUTaTHH HE BIUTUBAB Ha papMaKOKiHETHKY TpacTy3ymaoy.

He BusBieHo BIUMBY Ha (apMaKOKiHETHKY TpacTy3ymaly IIpM OJHOYaCHOMY 3aCTOCYBaHHI 3
aHACTPO30JIOM.

4.6 @epTWIbLHICTH, BATITHICTH TA JAKTALIA

XiHKyu penpoayKTHBHOTO BiKY

Xinkam penpoayKTHBHOTO BiKy CIiJi PEKOMEHIYBaTH 3acTocyBaTH e(heKTHBHI 3acobu
KOHTpAIeNIil M yac JKyBaHHS TPacTy3yMaOoM Ta IPOTSroM 7 MicsIliB Iicis Horo 3akiHYeHHS
(muB. pozmin 5.2).

BaritHicTh
JlocnmimxeHHs PpempomXyKTHBHOI TOKCHYHOCTI OyiM TIpOBE/ICHI Ha SBaHCHKMX Makakax i3
3aCTOCYBAHHAM 103 JO 25 pasiB BHIMX, HDK MOTHKHEBA MIATPUMYBajIbHA J103a 2 MI/KT IIpenapary
TpacTy3yMaly s BHYTpIIIHBOBCHHOTO BBeleHHA. He Oyno BHABIIEHO O3HaK IIOpYINECHHS
deprunbHocTi a0 mkomm s mioma. CrocTepiragocs IPOHHKHEHHS TpacTy3yMaly depes
IUIANEHTY IpoTsaroM paHuboro (20—50 mHi recramii) Ta mizHporo (120-150 gui recranii) nepiomy
pO3BHTKY IUtofa. HeBijoMo, Wi MOXKe TpacTy3ymad BIUIMBaTH Ha pENPOAYKTHBHY 3[aTHICTS.
OCKiNBKH JOCTiKEHHS PENpOJyKTHBHOI TOKCHYHOCTI Ha TBapHHAX HE 3aBXKIU IependadaroTh
BIIIOBiAE Ha JIKyBaHHS JIOOWHH, CIi YHUKATH 3aCTOCYBaHHS TpacTy3ymaly IIijl 9ac BariTHOCTI,
KpiM BHNIaJIKiB, KOJIH 04iKyBaHa KOPHCTH [ULT MaTepi NEPEBHINYe MOKIMBHA PH3HK UL ILIOJA.

Ilpu 3acrocyBadHi TpacTy3ymaOy BariTHUMH XKIHKaMH Yy HlCI[SIpCECTp Sl

IOBIIOMIIJIOCS PO BUIIAJKU HOPYIICHHS POCTY HHPOK 1UI0/1a Ta/%(go[ Hop AR

[OEIHAHHI 3 OJIITOTiIPaMHIOHOM Ta JEKiJIbKa BUIAAKIB NETQERHOT FITOLT
H
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gKi 3aBariTHUTH, CNiJl MONEPEXKAaTH [PO MOXUIMBY IIKORY id IUIOja. baxaHo MpOBOAMTH
peTenbHEUi MOHITOPHHT 32 y4acTiO MisKHCIIAIUTIHAPHOT TPYIH, AKIIO JIKyBAaHHA TpacTy3ymMaboM
OTpEMY€ BariTHa jXiHka a0 SKIIO malieHTKa 3apariTHiA [ 9ac JNKyBaHHS TpacTysymaboMm uu
npoTsarom 7 MicsIliB IMIC/s OCTAHHEOIO BBEJICHH TpacTy3ymady.

['o/ryBasHs TPYIUTO

V JOoCHifpKeHHi IpemapaTy TpacTy3ymaly /i BHYTPIIHHOBEHHOIO BBE/ICHH:, IPOBCACHOMY Ha
NAKTYIOUMX SBAHCHKHX MaKaKax i3 3aCTOCYBAHHIM 3i 120 mo 150 mews BariTHOCTI B 103X, IO Y
25 pasis BUIE IOTHKHEBOI i TPUMYBATBHOI JO3K Ul MOMMHU (2 MI/KT), MPOJEMOHCTPOBAHO,
10O TPAcTy3yMad BHAUBIETHCS Y TPYAHE MOJIOKO micnst nosoriB. Excrosutist Tpacty3ymady in utero
Ta HOrO HAABHICTH Yy CHpOBATII KPOBI AUTHHYAT MaBl He OymH MOB’S3aHi 3 SKUMU-HEOYIb
HECIIPUSTIHBAMHI HAC/iIKaMi U IX POCTy ¥M PO3BHIKY BiJ HApOKEHHs N0 1-MiCAUHOTO BIiKY.
HeBinoMo, Ud BHOLNSETHCS TpacTy3ymal y rpyIHE MOJIOKO JIOIHHH. Ockinpku IgG1l nromvHm
BUIIIIETECS Y TPY/AHE MOJOKO, & MOXKINBHH PUSHK JJII HCMOBJIATH HEBiOMHA, XiHKaM He CIIiJ
romyBaTH TPYAMIO INX dYac Tepamii TpacTy3yMabom Ta HPOTAroM 7 MiCALiB MiCISt OCTAHHBOTO
BBEJICHHS TIPENapary.

DepTHILHICTE
Jani moo GepTHIBHOCTI BiICyTHI.

477 BrumB Ha 3JaTHICTH KePyBATH TPAHCIOPTHHMH 3ac00aMH Ta NpPamIOBaTH 3 iHmIMHA
MexaHiZMaMH

TIpemapar OHTpY3aHT MOXKE YMHWTY HE3HAYHHMH BIUIMB Ha 3MATHICTH KEPyBaTH TPaHCOOPTHHMM
3aco0aMd Ta NPAIOBATH 3 IHIMME MeXaHi3MaMu (IHB. posain 4.8). Ilix uwac mKyBaHHT
npenaparoM OHTPY3aHT MOXYTh BHHHMKATH 3alaMOPOHCHHS Ta coHmuBicTh (muB. po3min 4.8).
MamienTaM, y SKHAX CIOCTEPIralOThCs noB’s3ani 3 iHQysiero cuMoTOMH (MUB. po3din 4.4), ciuin
PEKOMEHIyBaTH HE KEpyBaTH TPaHCIIOPTHHM 3aco60M Ta He IIpallioBaTH 3 MeEXaHi3MaMH 0
3HUKHEHHS [[MX CHMIITOMIB.

4.8 IloGiuni peaxnii

Pestome npohinmro Oe3nexu

Hait6inpin cepilo3sHMME Ta/abo 9acTMMM OOITHUMH peaKiisiMi, PO SKi IOBIAOMIISIOCH IIPH
sacTocyBaHHi Tpemapary OHTpY3aHT CTaHOM Ha TieH dac, € ceplesa muachyHkis, iHdy3iiHl
peaxiiii, FeMaTOTOKCHIHICTS (30KpeMa HeliTpornedis), indexuii Ta mobiuni peakuii 3 60Ky JereHb.

[epenik mo6IYHNX peaKitiii opMi TabJIHIT

YV 1p0My pO3JiNi BEKOPHCTaHI HACTYIIHI xareropii dacToTh: myxe gacto (> 1/10); gacto (Bin
> 1/100 mo < 1/10); megacro (Bix > 1/1000 mo < 1/100); piaxo (Bix > 1/10 000 mo < 1/1000); myxe
pinko (< 1/10 000); HeBizoMO (gacroTa He MOXe OyTH BH3HAUCHA Ha iCcTaBi HAABHUX JaHUX). Y
MeIKax KOJKHOT TPYIIH 33 4aCTOTOO MoGidHi peakiii HaBeCH] y MOPSNKY SMCHIICHH CepiiO3HOCTI.

V tabmmni 1 mpencTaBneni moGiumi peaxuii, 3apeecTpoBaHi y ©0a30BHX MOCIHIKCHHIX Ta Y
nicispeecTpailifEuii mepioy y 38’ 43Ky i3 BHYTpIiIIHHOBEHHNM 3aCTOCYBAHHIM TUIBKH TpacTy3ymaldy
a6o ioro xomOiHaii 3 XiMioTepamiero. ey

Vei BKTIOUEHI TEpMiHM IPYHTYIOThCS HAa HaWBHMINOMY BIICOTKY, IO CHOCTE
KTHIYEEX AociimkeHHsx. KpiM Toro, 1o Tabnumi 1 BKmoqurhiT ' ﬁaﬂw i )
micnspeecTpalifHui nepion. NEPEKNAKY 3ACBLE
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Tabmunsg 1
[To6iuni edexTn, 3apeecTpoBaHi IpH BHYTPINMHBOBEHHOMY 3aCTOCYBAaHHI TpacTy3ymMaly sK
MoHoTeparii 0o B KoMbiHalil 3 ximMioTepamieio y 6a30BUX KIHIYHHX JOCTiIKEHHAX (n = 8386) Ta
y micispeecTpaifamii mepios

Kiac cucremMu oprasis Hob6iuna peaknis YacroTa
Indexnii Ta iHBa3ii Indexiis Jlyxe gacto
Hazodapusrit Jyxe gacto
HeiiTporieHiunmii cencuc Yacto
IHuctut Yacto
I'pun Yacto
Cunycut Hacro
Iadexmii mKkipu Hacto
PuniT Yacto
IHbeKIis BEpXHIX MXANbHUX IUIIXiB Yacto
IHdeKIlis CeYOBHBITHAX TIITFXIR Yacro
®dapunrit Yacto
HooyTBOpenns [IporpecyBanus 3nosikicHoro | Hesimomo
JOOpOSAKiCHI, 3/OSKICHI Ta | HOBOYTBOPEHHS
HeyTouHeHI  (BKmovarouu | [IporpecyBaHHS HOBOYTBOPEHHS Hegsinomo
KICTH Ta MOJIiIIH)
ITopymenns 3 Goky kpoBi | PeGpriibHa HEHTPONEHIS JHyxe gacto
Ta MiMGATUIHOT CHCTEMH Anewmis Jyxe gacto
HetiTponenis Hyxe gacro
3MeHIICHHS gucna | Jlyxe gacto
JICHKOLHUTIB/TEHKOTIEHIS
TpoMOoIUTONIEHISA Jlyxe gacto
I'imonporpoMbinemis Heginomo
ImMyHHa TPOMOOIUTONEHIST Hegizomo
ITopymuenns 3 6oky | IlimBuineHa 4y TIHUBiCTH Yacro
IMYHHOI CHCTEMH " AnadinakTHdHa peaxiyis Pinxo
" AnadiTakTHIHMHI IOK Pimxo
[TopymenHs oOMiny | 3MeHIIEeHHs MacH Tina/BTpaTa Mac Tina | Jlyxe 9acTto
PEYOBHH i XapIyBaHH: AHOpPeKcist Hyxe gacto
CHUHIOPOM JTI3HCY MYXJIMHA Hegimomo
INmepkaniemis Hesigomo
ITopymeHHs 3 6oky | be3coHHsa Hyxe gacto
MCUXIKH TpHBOXHICTE Yacto
Henpecis Yacro
Iopymennsa 3 6oxy | 'Tpemop Hyxe gacto
HEPBOBO1 CUCTEMHU 3anaMopoYeHHs Jlyxe gacTto
TonoBuwmit 6116 Jlyxe gacto
ITapecresis Jyxe gacto
Jucressis Hyxe uacto
[Tepudeprana HeliponaTist Yacto
IinBuIeHHs M’ I30BOI0 TOHYCY Yacto
COHJIHBICTD Yacto
[Mopymenns 3 6oky oprauiB | KoH’}OHKTHBIT Hyxe gacto
30py [locunena cipo30TEUa Jyxe yacTQf7E
CyxicTb OKa Yacro i
Habpsx mmcka 30poBoro HepBa i Hesimomg-: ;9:; ¥DATIO nT
KpoBOBHIINB ¥ CITKIBKY WA ENT Iepinops N
NEPEXHALY 3ACEIAYN
& AWPEKTOP

13 </




X
Knac cucteMu oprasib Io6Giuna peakuis Yacrora
IMopymienHs 3 60Ky oprasis | I'myxora Hewacro
CIIyXy Ta piBHOBar#
IMopymeHHs 3 60Ky cepIisd 13umKxeHHs apTepialbHOTO THCKY Jyxe gacto
TTi meuInenns apTepiaibHOTO THCKY Jyxe gacto
"Heperynapue cepreburrs Jyxe gacto
'Tpinorinas cepus JTy>xe gacto
3Menienus Gppakiii Bukumy™* Hyxe gacto
*CeprieBa HeAIOCTATHICTS (3acTiiiHa) Hacto
*lCynpaBeRTpUKyIIApHA TaXiapUTMist Yacro
Kapniomionaris Yacro
Mamsnitanis Yacto
[NepukapaianpHu BHIIT Heuaacto
Kappiorenauii mox Hesinomo
Putmy ranomy Hesigomo
[lopymenns 3 6oky | lpunnusu Jyxe gacto
CYTUHHOI CHCTEMH ! Aprepianea rinorensis Yacto
Po3mmpeHHs Cy/THH Yacrto
PecnmipaTopmi, TopaxambHi | “3amumka Hyxe gacto
T4 MepiacTuHaIbHI | Kamens Jlyxe gacto
TIOPYIIICHHS Hocopa kpoBoTeua Hyxe gacto
Punopes Jyxe gacto
“TIneBMOHis Yacro
Actma Yacro
[Topymmenns 3 60Ky JIEreHb Yacto
“IlneBpanbHUi BHIIT Yacto
*lCucrsae muxanns Heugacto
[THeBMOHIT Heuacto
*Jlerenesuii Ghi6po3 Hegimomo
“PecmipaTopHuii IUCTpeC Hesigomo
*IuxanpHAa HEOCTATHICTD HesimoMo
“TudinsTpauis JereHb Hesinomo
"TocTpuii HaOpSK JIeTeHb Hesinomo
Tocrpumit  pecmiparopumit  auctpec- | HeBimomo
CHHJIPOM
“BpoHxocmnasm Heginomo
‘Tinokcis Hesinomo
“3HmKeHa caTypailisi KUCHEM Hesigomo
Habpsik roprani Hesinomo
OpronHoe Hesigomo
Habpsix nerens Hesimomo
[HTepcTHiabHE 3aXBOPIOBAHHS JIETEHb Hegsinomo
[Mopymenus 3 6oy TpaBHol | [iaped Hyxe gacto
CHCTEMH bmrosanna Jy>xe gacto
Hynora Hyxe gacto
"Ha6psx ry6 JIyXe 9acTo
Binb y %uBOTI TiERgIE TACTO
Jlucrencis D
3anop aém... L oTL
CroMatut (6 qpn.nu\m
\AP E KTOP
B “pATIR RTH
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Kiaac cucremu oprasis IoGiuna peaknis YacroTa
I'emopoit Hacto
Cyxictb y poTi Yacro
[Topymenns 3 6oky | 'emaTonemosipae ypakeHHs Yacro
MeYiHKH Ta )XOBYOBMBImHHUX | ['emaTtut Yacro
IIULIXiB BomicHicTh B 001aCTi IEYiHKH Yacro
JKoBTaHuI Pizxo
ITopymenns 3 6oky mxipu | Epurema Jlyxe gacto
Ta MANIKIpHOI KIMITKOBUHK | Bucumamms Jlyxe gacto
Mpunyxmicts o6mas JIy>ke 4acTo
Anornerniig Hyxe gacto
TopyimenHs 3 GOKy HITTiB Jly>xe gacto
Cunnpom JOJIOHHO-iTomoBHOT | Jlyxxe gacTo
EpUTPOIU3ECTE31
Axne Hacto
CyxicTh MKipH Yacro
Exximo3 Yacro
limeprigpo3 Yacto
MakynonanyJib03H€ BUCHIIAHHS Yacro
CepOix Yacto
Omnixoknasis Yacro
Jepmarur Yacto
Kponup’saka Hewacro
AHTiOHEBpOTHIHIH HaOpAK Hegizomo
[Topymenns 3 00Ky | ApTpairis Jlyxe gacto
KicTkoBo-M's130B01 cucreMu | 'Hanpyxenss M’ s3iB Jlyxe gacto
Ta CIOJIYYHOI TKAaHUHH Mianris Jly>xe gacTo
ApTpuTt YacTto
bins y cnuni Yacto
bins y xicTkax Yacro
Coasmu M’s13iB Yacto
binp y mmui Yacro
bins y kiHIiBKax Yacro
Mopymenns 3 6oxy Hupok i | ITopyrieHHs 3 00Ky HUPOK Yacrto
CEUYOBHJIIIIBHOI CHCTEMH MemOpaHo3HHI IITOMEPYITOHEDPUAT Hegigomo
['momepynonedponaTust Hesimomo
HupkoBa HEJOCTaTHICTD Hesinomo
VexnaageHas  BaritHocti, | OmiroriapaMHioH Hesinomo
TiCIISTIONOT OBl Ta | ['imoruiasist HUpOK Hesimomo
[IEPHHATATLHI CTAHH Iimomnnazis ereHn Hesinomo
Iopymienss 3 Ooky | 3amaneHHsI MOJIOYHO 3a7031/MacTHT Yacro
PEIPONYKTHBHOI ~ CHCTEMH
Ta MOJIOYHOI 3aJI03H
BaranpHi  MOpYIMEHHS Ta | ACTeHis Hyxe gacto
CTaH MicCII BBEICHHSI binb y rpyaHii KT Jyxe gacto
O3H00 Hyxe gyacto _

BromroBanicts

I"purronioiOH1 CHMITOMHI

[rdysiitna peaxiis

bine

[Tipekcist
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Knac cucremn oprasis Ilo0iuna peaknis Yacrora
3anaeHHs CIU30BHX 000JIOHOK Jly>xe gacto
IMTepudeprannii HabPIK Hyxe gacto
He3gyxanas Yacto
Habpsix Yacro
Tpaemu, otpyerHs  T1a | KoHTy3it Yacro
YCKJIaTHEHHS ITPOLEAYD

" [To3Havae moOiYHI peakilii, 3apeecTpoBaHi y 3B°sI3Ky 3 JIeTAIbHIM HACTiIKOM.

! TlosHauae moGiumi peakiii, 3apeecTpoBaHi 31e0iNbIMOro y 38°a3Ky 3 iHQy3ifiHMMH peakiismu.
KoHkpeTHi 3Ha9eHHS BiICOTKIB IUX SBUIN BiACYTHI.

* Cnocrepiranocs ipu koMGiHOBaHiH Tepanii Iic/s 3acTOCyBaHHS aHTPAUKIIHIB Ta y KOMOiHaILi 3
TaKCAHAMH.

*ar

Omnuc oxpeMux moOIgHHUX peakiii

Cepyesa Oucghynxyis

3acridina ceprieBa HepocrarHicTs (II-IV kimac 3a xmacudikamiero NYHA) e gacroro moGiuHORO
peakiliclo, IOB’S3aHOIO0 i3 3aCTOCYBaHHAM TpacTy3ymaly, INO acollifoBajacsd 3 JETalbHUM
HacmigkoM (muB. po3ain4.4). VY marieHTiB, AKi OTpPHMyBaJM JIKyBaHHS TpacTy3ymMaOoM,
crocrepiraqucs O3HaKM Ta CHMITOMH cepleBoi MUCOYHKINI, Taki SK 3aJuINKa, OPTOIHOE,
IIOCHJIEHHH Kaleab, HabpsaK JIereHb, puTM ranoiny (S3) abo 3HMXeHa (ppakilis BUKHy IITYHOUKIB
(muB. po3zain 4.4)

VYV 3 6a3oBHX KIHIYHHX MOCTIKCHHSX aJ IOBAaHTHOI Tepamii TpacTtysymaboMm y komGiHamii 3
ximioTepamieto 9acrora cepueBoi auchynxuii 3/4 crymeHs (30KpeMa CHMITOMATW4HA 3acTiffHa
ceplieBa HENOCTATHICTh) Oyna NOAIOHOIO Takii y MAaIi€eHTIB, SKHM 3aCTOCOBYBAJIH TiIbKH
ximioTeparrito (To6TO He OTpUMYBAITH TpacTy3yMal), Ta y HaIi€HTIiB, SKAM BBOAUIHA TPacTy3ymad
mocnigopHo micas takcaHy (0,3-0,4 %). Uactora Oyna HalBHIIOIO y TIpymi NAIli€HTIB, SKAM
3aCTOCOBYBIM TPacTy3ymad omHOYacHO 3 TakcaHoM (2,0 %). JlocBin oMHOYACHOTO 3aCTOCYBaHHS
TpacTy3ymaly Ta aHTPaUUKJIiHy Y peXKUMi HU3BKHX J103 IIPH HEOa[X IOBAHTHIN Tepamii oOMexeHui
(muB. po3uin 4.4).

Konu TtpacTysymaG 3acTOCOBYBaJIM INiC/IsS 3aBEPIICHHSA aI’IOBAaHTHOI XimioTepamii, cepleBa
menocratHicts III-1V knacy 3a xnacudikamiero NYHA cnocrepiranacs y 0,6 % mamienTiB y rpymi
OHOPIYHOrO JIKYyBaHHSA MICIs MEHiaHM Iepiofy crocTepexeHHS 12 MicamiB. Y HOCTiIHKCHHL
BO16348 micna mexianu mepioay crocrepexeHHs 8 pokiB yactoTa Tsokkoi 3CH (111 ta IV xiac 3a
wiacudikamiero NYHA) y rpymi oxHOpidHOro JiKyBaHHA TpacTy3ymMaboMm craHoBmia 0,8 %, a
4acToTa JIETKOI CHMIITOMATHYHOI Ta O€3CHMITOMHOI NUCQYHKINI JIIBOrO MITyHOUKAa CTAHOBHUIIA
4,6 %.

O6opotrictes Tsokkoi 3CH (Bu3Hadanack K INMOHaiiMeHIIe fBa mociimoBHi 3HadeHHs OBJIII
>50% micng moxii) Oyma BusBieHa y 71,4 % mDaifienTtiB, SKi OTPUMYBIM JIiKyBaHHSI
TpacTy3ymaboM. OGOpOTHICTH JIErKOi CHUMIITOMAaTHYHOI Ta O€3CHMITOMHOI AMCHYHKIII JIiBOTO
IITyHOYKa crocTepiranacs y 79,5 % namientis. [Ipubmmsno 17 % sBum, moB’s3aHUX i3 CEPIEBOIO
micyHKITErO, BiAOYIMCS MicTs 3aBEPIICHHS 3aCTOCYBaHHs TpacTy3ymady.

IAKTiTAKCENOM DOPiBHSHO 3 1—4 % TpHW 3aCTOCYBaHHI TUIBKH MAaKIiTakcemy. [IgaNs
MOKa3sHUK cTaHoBuB 69 %. HaliBuima wuacrora cepLeBoi AUCHYHKILT grocTk f3ie

TAI[EHTIB, IKi OTPUMYBAIN TPAcTy3ymMad OJHOYACHO 3 AHTPAIMKIIiL (& {HLEEJ '\ﬂﬂ} Ra
w}%' YOPREP IR

i Oyna 3HAYHO BHUILOK, HIX IIPH 3aCTOCYBaHHI TiIbKH aHTpauﬂ«Iﬁl ;
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[OJANBIIOMY JOCTIIDKEHHI 3 IIPOCHCKTHBHHM MOHITOpHHroM (QyHKIii cepus dacrora
cumnromarauaoi 3CH cramoBmma 2,2 % cepel MAIli€HTiB, ski OTPUMYBaIM TpacTy3ymalb Ta
JomeTaKce1, TOPiBHAHO 3 0 % cepe/l MAIli€HTIB, SKi OTPEMYBAIH TiTBKH JOLETaKcel. Y GLIBIOCTi
narieHTiB (79 %), y SKEX MpOTSroM IWMX MOCHIDKCHb PO3BHHYNACS CepleBa MUChYHKIS,
cIocTepiranocs TOKparieH s ey cTagaapTHoro mikysands 3CH.

Inghysiiini peaxyii, anepeonodibui peaxyii ma niosuweHa Lymnugicms

BusnaueHo, mo npubmsao 40 % nauieHTiB, SKi OTPUMYIOTH JiKyBaHHS TPAacTy3yMaOoM, 3a3Ha0Th
mesHoi (opMu iHY3iliHOT peakuii. Onmaxk OinpmicTs iHdysifiHuxX peakunidi € nerxkumu abo
IOMIpHIMHE 32 iHTEHCUBHICTIO (CHCTeMa ONiHKH 3aralbHHX KPUTEPiiB ToKcHIHOCTI HamioHambHoro
iHCcTHTYTY paky, NCI-CTC) Ta 3a3Bu4ait BUHHKAIOTH HA MOYATKY JiKyBaHHs;, TO6TO M J9ac Hepioi,
apyroi Ta TpeThol iHQy3il, i uyacToTa iX 3MEHINYEThCA NPH HACTYIHHX indyzisx. Peaxmii
BKIIIOYAIOTH O03HOO, JIMXOMAHKY, 3aIMIOKy, aprepiajibHy TilOTeH3il0, CBHCTSYE JMXAHHI,
6pOHXOCIA3M, Taxikapiiio, 3HIDKEHHs caTypailii KHCHEM, PEeClipaTOpHHH NMCTPEC, BHCHIIAHHI,
HYJIOTY, 6moBaHHS TA TONOBHHM Oinb (muB. posmin 4.4). Yacrota indys3idHHX peakmid ycix
CTYIICHIB BifIpi3HAETBCS y PI3HUX JOCIIPKEHHSX 3aEKHO BiJl IOKa3aHb, METONONOTI] 360py JaHuXK
Ta TOTO, UM 3aCTOCOBYBAIM TPACTy3yMal OHOYACHO 3 XiMioTeparni€ero abo SK MOHOTEPALILO.

Tsoxki anadinakTHusi peakuii, [0 MOTPeOYIOTh HETaffHOro JOAATKOBOTO BIPYYaHHd, 3a3BHYAi
MO>KyTh BUHHKHYTH Mifl 9ac a6o mepimoi, a6o apyroi indysii TpacTysymaly (muB. po3zir 4.4) ta
OyIH TI0B’s13aHi 3 JTeTATBHAM HACIiIKOM.

AnadinakToimHi peaxiiii ClOCTEPITaNUCh Y IIOOAXHOKAX BANAIKAX.

I'emamomoxcuynicmo

De6puinpHa HEHTpOeHis, TeHKONEHis, aHeMis, TPOMOOIMTONE ISl Ta HEUTPOTICHIS BUHUKATH JIyXe
yacro. YacToTa BHHWKHCHHS TimomporpoMbiHemii HeBimoma. Pmsmk HeHTpomenii moxe OyTa
JeKULIbKa IJBAMEHMM TP 3aCTOCYBaHHI Tpacry3ymaly 3 MHOIETaKCeNnoM Icns —Tepamil
AHTPAIUKIIHOM.

Jlezenesi aeuya

Tsokki moGigni peakiii 3 60Ky J€TeHb BUHMKAIOTH ¥ 3B 3Ky i3 3aCTOCYBaHHSAM TpacTy3ymaly Ta
6yId IOB’s3aHi 3 JeTATBHAM HacHifkoM. JIo HHX 30KpeMa HalexaTb iHQUIBTpaTH y JIETeHsX,
TOCTpHif pecIipaTOpHHH JMCTPEC-CHHIPOM, IIHEBMOHIf, ITHEBMOHIT, IUICBPAIbHAN BHNIT,
pecIipaTopHuii IUCTpec, TOCTPH HAOPSK JIETeHb Ta TUXaNbHa HEAOCTATHICTD (IUB. PO3ALL 4.4).

3axomm 3 MiniMisanil pEsHKiB, fKi Bimmosinaors ILtaHy ympaBiliHHS pH3ukamu y kpaimax €C,
JTOKIIAIHO HaBEJEHI B po3aini «3acTepeskeH s Ta 3ano0ikHi 3axonu» (po3in 4.4).

IMyHOTE€HHICTE

V mocmimkeHHI Heoan IOBaHTHOI-am oBanTHOI Tepamii PPM3 (B022227) mpm MemiaHi mepioy
criocTeperkenns nonan 70 micsmis y 10,1 % (30 3 296) mamienTis, ki oTpEMyBamM TpacTy3ymab
BHYTPIIIHEOBEHHO, YTBOPHIMCS aHTHTiNA NPOTH TpacTy3ymaOy. HelTpamizyioul aHTHTiNA HPOTH
TpacTy3yMaby 6y BUSBIEHi y B3ATHX IICIS BHXiZHOTO eTamy 3paskax kposi 2 3 30 mamieHTiB
IPyIIH BHYTPIIOHEOBEHHOTO TPacTy3ymaly.

09/ 3 Mg
JanHi o0 iMyHOT€HHOCTI TpacTy3yMaly IIpH paKky IUTyHKa Bi[ﬂ)%’ng. iy ,ﬂ’ PE IS ‘-QR \aeHTwdixauiinml KOA
Z NP 2596
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oBigoMJIeHHS PO Mijio3pioBani mo6idHi peakiii

[ToBimoMIeHHS PO IMifo3pIoBaHi mOGiuHI peakmii micas peecTpauii Jikapchbkoro 3zacoly €
BaXUIMBHM. Lle Jae 3MOry IIpOJOBXXYBAaTH KOHTPONb 3a CIiBBiITHOIIEHHSIM KOPHUCTB/PH3HK
JMKapchKoro 3aco0y. MenudHuX MpamiBHUKIB IPOCATH MOBIAOMIIATH Hpo Oyab-iKi MiJ03proBaHi
noGigHi peakilii yepe3 cxeMy «KOBTOI KapTKM» 3a MOCHIaHHAM www.mhra.gov.uk/yellowcard a6o
noxatok MHRA (AreHTcTBO 3 KOHTPOIIO 3a JIIKApCHKUMH 3aco0aMM Ta MEIUYHUMH BHPOOAaMH)
«Yellow Card», nassuuii y Google Play aGo Apple App Store.

4.9 IlepenozyBaHHs

JlocBim mepeqo3yBaHHS JIOMMHI y KIHIYHHX JOCT/DKEHHAX BiAcyTHi. OpmHopasoBi [I03H
TpacTy3ymaby Buine 10 MI/KT He 3aCTOCOBYBATIHCA y KIHIYHHX HOCITIIKEHHIX; MiATPUMYBAIbHA
n03a 10 Mr/kr 1 pa3 Ha 3 TEKHI IiC/i1 HaBaHTAXYBAIBHOI J03M 8 MI/Kr BUBYanacs y KIiHIYHOMY
JIOCITIIKEHH] 32 Y4acTIO MAIIE€HTIB i3 METaCTaTHIHUM pakoM ILTyHKa. J[o3K 0 IbOro piBHA JoOpe
TIEPEHOCHIIUCS.

5. dapmakojoriugi BJIaCTHBOCTI
5.1 d®apmakoauHaMiTHi BJACTHBOCTI

dapMakoTepalneBTHYHA IpyNa: aHTHHEOIUIACTHYHI 3acoOM, MOHOKIOHANBHI aHTHUTLNG, KOJ
ATX: L01XC03.

Ipenapar OHTpy3aHT € 6iononiGHIM JIikapchKuM 3aco6oM (GiocuMiIpom).

TpactysymalG — me pexoMOiHaHTHI I'yMaHi30BaHi MOHOKJIOHaIBHI aHTHTina kmacy IgGl mpotu
penenTopiB 2-ro Ty emigepmansHoro dakropa pocty moauau (HER2). I'inepexcnpecis HER2
criocTepiraetbes y 20-30 % BHMaAKiB MEPBHHHOTO PaKy MOJIOYHOI 3ayo3d. J{ocCmimkeHHA piBHA
mosutuBHOro crarycy HER2 npu paxy moryaka (PII) meromom imymoricroximii (II'X) Ta
dmoopecrentroi ribpummsanii in situ (FISH) abo xpomorennoi ribpumusanii in situ (CISH)
MOKAa3aiy, 100 iCHye IMHpoKa BapiaTHBHICTH mo3uTHBHOTO cTarycy HER?2 y mianma3soni Big 6,8 % 10
34,0 % 3a pesymsratamu II'X ta Bix 7,1 % mo 42,6 % 3a pesynsratamu FISH. Jlocmimxenns
OKa3ylOTh, IO IMAUIEHTH 3 pPaKkoM MOJO4YHOI 3a103H, y MNyXJIHMHAaX SKHX CIOCTEPIracThes
rimepexcrnpecis HER2, MaioTh CKOpOYEHY BIDKHBAHICTh 06€3 3aXBOPIOBaHHS IIOPIBHAHO 3
nanieHTam, y myxiuHax skux rinepekcnpecis HER2 sigcytns. IozakmiTuHHui qOMEH peLienTopa
(ECD, p105) Moxe BUALIATACS Y KPOBOOOIT Ta 6yTH BU3HAYEHUM Y NPoOaX CHPOBATKH KPOBI.

Mexanism it

Tpactysymab i3 Bucokoro adiHHiCTIO Ta chnemuiuHiCTIO 3B’sa3yeThea i3 cybmomenom IV,
JOKCTa-MeMOpaHHUM perionoM mosawiituHHOro nomerny HER2. 3p’sa3yBaHHA TpacTysymaly 3
HER?2 npuraiaye HesaiexHy Bin miragmy nepenady curdany HER2 Tta 3anoGirae nporeomisy #oro
HO3aKTITHHHOTO AOMeHy, MexaHismy axruBanii HER2. Sk y mocmimkeHHsSX in vitro, Tak 1 Ha
TBapMHaX OyI0 MMOKA3aHO, IO B pe3yJbTaTi TpacTy3ymald NpurHidye mpoidepariiio IMyXIHMHHAX
KIiTHH moauau 3 rinepekcupecieio HER2. KpiM roro, Tpacty3ymab € HOTYXHHUM MeNiaTOpOM
AHTHUTIIO3AIKHOI KIITHHHO-omocepeakoanoi murorokcudnocTi (ADCC). ¥V gocnimkeHHIX in
vztro OyI0 TOKA3aHO, MO OMOCEPEKOBaHA TpacTy3yMmadboMm ADCC BIUIHBAE nepeBaxcHo Ha parcom

Bussiienns rinepekcnpecii HER2 abo amromidikanii rena HER2 ABTEHAHA

NEPEKNAKY 3§
Busignenns zinepexcnpecii HER2 abo amnnichixayii eena HER2 npu zmm«_’__.mﬁwmﬂ i
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TpacTysymal cmig 3acTOCOBYBaTM JIHINE IallicHTaM, y IIyXJHHaX SKHX CIIOCTEPiracThes
rinepekcmpecist HER2 aGo ammmidikaris resa HER2, mo BU3Ha9a€THCA 32 JOIOMOr0I0 TOYHOTO Ta
BayigoBaHoro merony. limepexcrnpecito HER2 cnim BHABIATH 3a JONOMOION NOCIIKEHHA Ha
ocHOBi iMyHoricToximii (II'X) dixcoBaHux O1OKIB MyXIHMHM (IUB. po3fia 4.4). AMmmipikaniio rexa
HER2 cmig BusBmITH 3a Jomomororn ¢umoopectenTHoi TiOpummsanii in situ (FISH) abo
xpomorennoi ribpumu3arii in situ (CISH) dixcopannx GnokiB myxmuau. IlamienTam mokasano
NiKyBaHHS TpacTy3yMaboM, SKINO Y HHX BUSBIEHO BHpaxeHy rimepekcrpecito HER2, onmcany sk
pesynsTar 3+ 3a MetonoM II'X, abo sk mosutusHui pesynsrar FISH a6o CISH.

JTist 3a6e3medeH s TOYHUX Ta BiITBOPIOBAHMX PE3YNBTATIB HOCIIKCHHS IIOBUHHO IIPOBOJUTHCS B
crierianizoBasiii 1aboparopii, 1o MoXke 3a0€3EeUNTH BaliaIlifo METOIB JOCTIIKEHH.

PexoMeHOBaHA CHCTEMA OIIHKHU BapiaHTiB 3abapBieHHs 3a MetojoM [I'X HaBenena B Tabmui 2.

Tabmumg 2
PexomMeHOBaHA CHCTeMa OIIHKH BapiaHTiB 3abapBieHHA 3a MeromoM II'X mpm paky momounoi
3aJI03H

Pesymprar BapianT sa6apeieans Oninka  riuepekcnpecii
y Ganax P HER?2

3abapBiieHHs BiIcyTHE ab0 criocTepiracThes 3a0apBiIeHHES
0 P LACHT P P Herarusna

MeMOpaH < 10 % nyxXJIMHHUX KITHH

BusBmserbess  cnabke/lmeap  mMoMiTHE — 3a0apBleHHS
1+ MeMOpad > 10 % nyxmueHEX KIiTiH. MeMOpanu xiithe | Herarusna
3a0apBIICHI JMIE YaCTKOBO.

Busasnserses crnabke abo moMipHe IOBHE 3a0apBIICHHS

o memOpad > 10 % nyxiIMHHUX KIITHH.

CymMmuiBHa

BusaBiseThCa iHTEHCHBHE TOBHE 3a0apBlIeHHS MeMOpaH

+ .
3 > 10 % DyXTHHHHX KOTTHH.

Tlo3utuBHa

3aranom pesynstar FISH BBa)KaeThCsl HOSUTHBHIM, SKINO BiTHOMIEHHA KibKOCTi Komii reda HER2
Ha OfHy NyXJIHMHHY KJIITHHY IO KiIbKocTi komii 17-i xpomocomm Ginmbime aGo mopismioe 2, abo
KMo BHUSBIEHO Oimbme 4 xomii rena HER2 Ha OyxnWHHY KIITHHY, SKIIO KOHTpOML 17-1
XPOMOCOMH HE BUKOPUCTOBYETHCH.

Baranom pesynsrar CISH BBaxkaeThcsi MOUTHBHUM, SIKINO BHUsBIEHO Oinbime 5 xomid rena HER2
Ha s/po Ginsmre 50 % myxXIMHHAX KIITHH.

JletanpHa indopmanis IIOAO TPOBEACHHS aHANi3y Ta IHTEepHpeTalii pe3ylbTaTiB HaBeleHa Y
mucTkax-Bnagumax BarigoBanux MetomiB FISH ta CISH. Takoxx MOXyTh 3acTOCOBYBATHCA
obimiitai pexomennarnii moao HER2-tecTyBanHs.

JocnimKerHs OyIb-IKAM IHIIHAM METOIOM, IO MoXe OyTH BUKOPHCTaHMH IUIS OLIHKM €KCIpecii
binmka abo rema HER2, moBuHHI MPOBOAUTHCA TiNbKH y 1abOparopisx, fAKi BHKOPHCTOBYIOTH
HaJeXHi HalicydacHimmi samimosani Meromu. Taki Meroau HmOBHMHHI OyTH YyTIMBHMH i JOCTaTHBO
TouHUMHY, 06 BUABKTH rinepekcipecito HER2, Ta OyTH B 3M03i po3pi3HUTH MOMipHY (BiAIOBIIHO
2+4) Ta BEpaxeHy (Bianosinzo 3+) rinepexcnpeciro HER2.

Busienenns zinepexcnpecii HER2 abo amniaidixauii cena HER2 npu paky wiyHka
Insa sussnenns rinepexcipecii HER2 a6o ammmidikanii reaa HER2 e BuxopucTos
TOYHI Ta BalioBaHi METOAXW MAOCHLIKEHHS. VY SIKOCTi MEPIIOTO prsro B

HER?2, ciin 3aCToc0ByBaTH TaKoX a6o MOCHNEHY cpibioM Hﬁg?)%
FISH. Opnnax meron SISH pexoMeHAyeThCS I TapaieibH %1“
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nyxmuad. s 3abesmedeHHA Balijanii MeETOAIB MOCHIIDKEHHS Ta OTPUMaHHS TOYHHMX Ta
BiNTBOpIOBaHMX pe3ynbTariB ciniy mposogutH  jgocmimkerns HER2 y  maGoparopii,
YKOMIITIEKTOBaHi# KBamdikopanuM mnepcoHanoM. IIoBHI IHCTpYKWii [IOZO TIPOBEAEHHS Ta
inTeprperanii pe3ynbpTaTiB HaBeneHi B iHQOpMAaIliiHil THCTIBI, MO HAKAETHCS i3 3aCTOCOBAHUMHU
meTomamu gociimkenas HER2.

VYV pocmimxenni ToGA (BO18255) mamieHTH, IMyXJIHHU SKAX JEMOHCTPYBAlH pe3ynbTar 3+ 3a
metomoM IT'X a6o mozutupHuit pesynsrar FISH, Gynu Bu3HaueHi sk HER2-103HTHBHI Ta BKIIOYCH]
y IOCHiMKeHHs. BHXOmsum 3 pe3yNbTariB KIHIYHHX JOCHI/DKEHb, HO3MTHBHI edexTH OTpuMaHi
TiMBKY Ui MAIEHTIB i3 HaWBHINUM piBHeM Tinepekcupecii 6i1ka HER2, BusHaueHNM fK pe3yabTaT
3+ 3a pesyasrarom IT'X, aGo 2+ 3a II'X Ta mo3uTuBHMM pe3ynsratoM FISH.

ITpu mopiBHsHHI MeToiB (Hociimkenns D008548) cocTepiranacs BUCOKA CTYIIiHb y3TOMKEHOCTI
(> 95 %) metomie SISH Ta FISH y Bussiaenni ammiidikanii reua HER2 y mamienTis i3 pakom

IITyHKA.
Imepexcrpecito HER2 cnix BUABIATH MeTonoM Ha ocHOBi iMyroricroximii (IIX) dikcoBarux
6nokiB myxymam; amitidikaniro rera HER2 ciin BHSBIATH 3a JOIOMOTOI0 TiGpHamsalii in situ

meronoM SISH a6o FISH Ha dikcoBanux 6i10Kax IIyXJIHHH.

PexoMenmoBaHa cucTeMa OLIIHKM BapiauTiB 3abapsieHus 3a merozioM II'X HaBeneHa B Tabmumi 3.

Tabmung 3
PexoMeH10BaHa CHCTEMA OI[IHKY BapiaHTiB 3abapriienHs 3a MetogoM II'X npu paky muryHka
: a Oninka
Pesynprar | Xipypriyauii mpenapar — | . . i
: bionrar — BapianT 3a0apBieHHs | rimepexcupecii
y Oanax BapiaHT 3abapBIcHH HER?2
PeaxktuBHicTs BigcyTHs abo | PeakTuBHiCTE BimCyTHA abo
0 PEeaKTHBHICTH MeMOpaH | peakTHBHICTE MeMmOpaHu Oynab- | Herarusna
< 10 % nyxTMHHNX KIITHH SIKOT TYXJIMHHOT K THHU
. Kiactep myx/IMHHHMX KIITHH 3i
Cnabka/nens ITOMiTHAa p .
) crabkoro/nens IIOMITHOIO
PEaKTHUBHICTh MeMOpaH .
o . © | peakTHBHICTIO MeMOpaH
1+ >10% myXITUHHUX KIITHH; . . Heratusua
. HE3aJIEXXHO  Big  BiAcoTKa
JacTKOBa PEaKTHUBHICTh
. 3abapBlIeHIX Ty XJTUHHIX
MeMOpaH KIITHH -
KIJIITHH
Kiactep myxnIMHHHX KITHH 31
. cmabkoro  abo  IOMIpHOIO
Cnabka a6o moMipHa IOBHA .
. TIOBHOIO PEaKTHBHICTIO
pEaKTUBHICTh
OazonaTepalbHUX abo .
2+ GazonareparbHUX abo CymHiBHa
naTepanbHUX MeMOpaH
JaTepalbHIX MeMOpaH . .
o . HE3AIeKHO Bl  BiICOTKa
> 10 % nyxnmMHHEUX KIITHH
3abapBIeHUX MyXJTUHHUX
KJIITHH
KiacTep myxJIMHHUKX KITHH i3
BHPaXXEHOFO TIOBHOIO
Bupaxena IIOBHA .
! PEaKTHBHICTIO
PEeaKTHBHICTH
OazonaTepaTbHAX
3+ 6azonaTepaTbHAX abo
JaTepaTbHMX
naTepanbHUuX MeMOpaH .
A . HE3aJIOKHO  BiA
> 10 % nmyxIMHHUX KIIITHH
3a0apBIIeHUX
KITITHH
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Baranom pesynbrat SISH a6o FISH BBaxaroThCs MOSHTHBHHMMM, SIKINO BiTHOMIEHHS KiJIBKOCTI
xomi#t resa HER2 Ha nyxnMHHY KITHHY X0 KimbkocTi Komit 17-1 xpomocomu 6imbme a6o
JIOPiBHIOE 2.

Kniniuai edextuBaicTs TA Oe3neka

Memacmamudnuil paxk MOI0YHOT 31031

TpacTy3ymab 3acTOCOBYBaIM B KIiHIYHUX JOCI/DKEHHIX K MOHOTepanio mariearam i3 MPM3 i3
rinepexcnpeciero HER2 y myximHax, sxi He oTpuMamd edekTy Bif ogHOro abo Oimbine pexumis
ximioTeparii 3 IPUBOLY METACTATHIHOTO 3aXBOPIOBAHHA (TUILKH TpacTy3ymat).

Takox TpacTysyma® 3acTOCOBYBAIM y KoMOiHalii 3 HakiTakcenmoM ab0 IOIETaKCEIOM s
NiKyBaHHA NAIiEHTIB, IKi He OTPUMYBAIH XiMiOTepamilo 3 IPHBOLY METACTATHIHOIO 3aXBOPIOBAHHS.
ITamieHTiB, IKi paHillle OTPUMYBAIH aJ FOBAHTHY XiMiOTepallifo Ha OCHOBi aHTPAUKIiHiB, TiKyBaJlHK
maxmitakceaoM (175 mr/M?, indysia mporaroM 3 romum) 3 Tpacry3ymaboM abo Ge3 Hboro. Y
GasoBoMy focimimkenni gouetakceiy (100 mi/m?, indysis nporsrom 1 roguen) 3 TpactysymatoM
abo 6e3 HBoro 60 % MmamicHTIB OTPUMyBaIH MOMEPENHIO aa IOBAaHTHY XiMioTepamilo Ha OCHOBI
anTpanmkiinis. [lanieHTiB IiKyBamu TpacTy3yMaboM JI0 IOYATKY IPOTPECYBAHHA 3aXBOPIOBAHHS.

EdextuBHicTs TpacTy3ymaly y KoMOiHamil 3 HakIiTakceloM IIpH JIKyBaHHI NAlli€HTIB, AKi HE
OTpUMYBAIH NONEPENHBOI aX’FOBAHTHOI Tepamii aHTpalMKIiHAMH, HE HocmipkysBanacd. Onnak
KoMOiHamis TpacTy3yMaly Ta moterakceny Oyina eGeKTHBHOIO IIPY TiKyBaHHI MAI[iCHTiB HE3ATIEKHO
Bijl TOTO, 9M OTPHMYBAJIA BOHH [OIIEPEIHIO aJ] TOBAHTHY TEPAIIIO aHTPAIMKIIIHAMH.

Jlns BuU3HA4eHHS BiJOBIAHOCTI mMAmi€HTIB KpuTepisM ©0a30BOro KIHIYHOIO JOCTI/UKEHHS
MOHOTepamii Tpacty3ymabom Ta KoMOiHaNii TpacTy3ymaOy 3 @aKIITaKCENOM, SK METOJ
mocmimxeraa rimepekcmpecii HER2 3acrocyBanu iMmyHoricroxiMiude 3abapBreHHs Ha HER2
dixcoBaHOTO MaTepiany IyXJIMH MOJOYHOI 3a03M 3 BUKOPHCTaHHSIM MHINIAYMX MOHOKIOHAIBHWX
aaTtuTin CB11 Tta 4D5. L11i Tkaaunn dikcyBanu ¢opmaninoM abo dikcyrodoro cymimmno byera. V
MOMY JOCIiIHWIBKOMY aHANi3i B paMKaxX KIIHI9HOTO JOCII/DKCHHS, HIO IIPOBOIMBCA B
IEHTpaIBHiN 1a0oparopii, BAKOPUCTOBYBAIHX ImKaiy Bix 0 1o 3+. bynu BKIrO9EH] NallicHTH, Y SKHX
3abapBrieHHd KiacudikoBano sk 2+ abo 3+, Tozi Sk mailieHTH i3 3a6apBieHHAM 0 abo 1+ Oynm
BuKTOdeHi. Binbme Hix y 70 % 3apeecTpoBaHMX HAIEHTIB cIocTepiranacs rimepexcopecia 3+.
Jlanmi cBimgars, Mo NO3UTHUBHEN edekT OyB OLIBIINM cepell HALI€HTIB 3 OiNBNI BUCOKHM PiBHEM
rinepekcrpecii HER2 (3+).

V Ga3oBoMy JOCTiKEHHI JOLETaKcedy 3 TpacTy3ymabom abo Ge3 HBOTO OCHOBHMM METOINOM
JTOCITiKEHHS, 3aCTOCOBAHAM I BU3HAYeHHs mo3uTuBHOro cratycy HER2, Oyia imyHoricToximis.
MeHuicTh HamieHTiB Oyna obcTexeHa 3a JOIOMOroio (UIIOOpeclieHTHOI ridpummsarii in situ
(FISH). V 87 % BK/IOYEHHX Yy Ii¢ JOCTiIKEHHS NAMi€HTiB CHOCTEpIranocs 3aXBOPIOBAHHA 13
pesynsTatoM IT'X 3+, ay 95 % — 3 II'X 3+ Ta/abo mo3uTuBHUM pe3ynbratom FISH.

Lllomuoicrese 003y8aHHA NPU MEMACMAMUYHOMY PAKY MONIOYHOL 3a103U
Pesyneratd mono e(QeKTHMBHOCTI y J[JOCHDKEHHSX MOHOTepamii Ta KkomOiHOBaHOI Tepamii
y3araJbHEHO B TaONIuIli 4.

ABT,__H'THHHIH
NEPEKAMEY 3ACH[SY
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Tabnuus 4
PesynbTaTh M1010 €eKTHBHOCTI y JOCTIPKEHHIX MOHOTEpalii Ta KOMOIHOBaHO] Tepamil
ITapamerp MomnoTeparis KombiHoBaHa Tepamis
Tpactyzymab Tpacty3zymab
Tpacry3yma6* ILITIOC HMaxitakcen? IUTIOC Jonerakcen’
N=172 IaKJIiTaKcen? N=77 ZoreTaKcenr N =94
N =68 N=92
YacToTa BianoBinl 18 % 49 % 17 % 61 % 34 %
(95 % ) (13-25) (36-61) (9-27) (50-71) (25-45)
Megiana
TPHBAJIOCTL 9,1 8,3 4,6 11,7 5,7
BimmoBimi (Micsii) (5,6-10,3) (7,3-8,8) (3,7-7,4) (9,3-15,0) (4,6-7,6)
(95 % M)
Meniana YTl 3,2 7,1 3,0 11,7 6,1
(micsi) (95 % 1) (2,6-3.5) (6,2-12,0) (2,044 (9,2-13,5) (5,4-7,2)
s 16,4 24,8 17,9 31,2 22,74
(vticsi) (95 % JIT) (12,3-HB) (18,6-33,7) | (11,2-23,8) | (27,340,8) | (19,1-30,8)

YJIIT — gac g0 mporpecyBanss; «HB» Bkasye, o 3Ha4eHHS He MOke OyTH BH3HAYE€HO abo IIe HE
JTOCSITHYTO.

1.  Jocmimxenns H0649g: minrpyna namiesTis i3 pesynsraroM II'X 3+

2. Jocnimxenns H0648g: minrpyna nanieHTis i3 pesynsrarom II'X 3+

3.  Jlochimkenns M77001: rpyna nosaoro ananizy (ITT), pesynsratu 3a 24 micsmi

Kombinosana mepanis mpacmy3ymabom ma aHacmpo30iom

TpacTy3yma6 y moenHaHHI 3 aHACTPO30I0M OCTiIKYBABCs ISl IEPIIO] JiHil JIiKyBaHHS MAIliEHTOK
HocTMeHonmay3ansHoro Biky 3 MPM3 3 rimepexcnpecieto HER2, axi Oymm ropmoH-penenTop-
MMO3UTABHAMHU (TobTO €CTPOTreH-PENENTOP-TIO3UTUBHIUMH [EP-mio3uTHBHEIMY | Ta/abo
nporectepon-petenrop-nosutuBHaMA  [[IP-nosutuBamMu]). [lokasmmk  BmxmBaHocTi 63
IpOrpecyBaHHs IMOABOIBCS y TIpymi TpacTy3ymaly 3 aHAcTPO30JOM IIOPIBHAHO 3 TpPYIIOO
aHacTposony (4,8 micsaus mportu 2,4 Micarg). CTOCOBHO IHINMX IIAPaMETPiB IOKPALIEHHS DM
3acTocyBaHHI KoMOiHamil crmocrepiranocs IMoxo 3arambHoi Bignosimi (16,5 % mporu 6,7 %);
wyacToTH KiiHi4HOI edexrusrHocTi (42,7 % mpotm 27,9 %); dacy no mporpecyBaHHS (4,8 micsans
npotu 2,4 micsmsr). He 6yno 3adikcoBaHo pi3sHHINI MiX Ipynamd IMOAO 9acy JO BiATOBiAL Ta
TpHBAJIOCTI BimnoBimi. Y rpymi KoMOiHOBAaHOTO JTiKyBaHHA MeJliaHA 3arajbHOI BHKMBAHOCTI Oyna
mogoBxeHa Ha 4,6 micans. PisHung He Oyjia CTATHCTHYHO 3HAYYINOIO, OXHAK OiNbINE IIOJOBHHH
HAIlieHTOK TPYIH i3 3aCTOCYBaHHSM JIHIIE AHACTPO30Jy IEPeHIIM Ha PEXHM, IO MICTHTh
TpacTy3yMal, micist IpOrpeCyBaHHs 3aXBOPIOBAHHS.

Tpumuoicnese 003Y8aHHS NPU MEMACAMUYHOMY DAKY MOJLOYHOT 3A103U
PesyneTaté mono eEKTUBHOCTI ¥ HEMOPIBHAIPHAX AOCTIIKEHHAX MOHOTEpaNii Ta KOMOiHOBaHOT
Teparnii y3araibHeHO y Ta0mumi 5.

Tabnuis 5
PesynpTati mono eheKTUBHOCTI y HENOPiBEUIFHUX JOCIiKEHHAX MOHOTepalii Ta KOMOIHOBaHOL
Tepanii
[Tapamerp MonoTepanis Komb6inoBana teparnis
Tpacty3yma6' Tpacty3zyma6? Tpactyzymad
N=105 N=72 IDIOC

HAKITAKCE

N=j32. sblbd N=

AT AT

84 OF (A T5) §

YacToTa BigmoBiai
(95 % JID

24 % (15-35) | 27 % (14-43)

4 NURPp
i
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Meniana TpuBasoCTi
pigmoBimi  (micsmi) | 10,1 (2,8-35,6) 7,9 (2,1-18,8) 10,5 (1,8-21) 13,4 (2,1-55,1)
(miama3oH)

Meniana Yarl
(micsri) 3.4 (2,84,1) 7,7 (4,2-8.3) 12,2 (6,2-HB) 13,6 (11-16)
(95 % 1)

MemiaHa
BIDKHBAHOCTI
(micsri)

(95 % OI)

HB HB HB 473 (32-HB)

YJIIT — yac mo mporpecysanss; «HB» Bka3sye, 1o 3Ha4eHHS HE MOXKe OyTH BH3Ha4eHO abo Imie He
JIOCSITHYTO.

1.  Jocmimxenas WO016229: HaBaHTaxXyBalbHA 032 8 MI/KI 3 HACTYIIHUM DPEXHMOM 6 MI/KT
KOXKHI 3 TIDKHI

2. Jocmimkenas MO16982: HaBaHTaXKyBalbHA [03a 6 MI/KT INOTHDKHA X 3 3 HAacTyIHHM
TPUTHXKHEBAM PEXUMOM 6 MI/KT

3.  JHocnimxenns BO15935

4.  Jocmimxenas MO16419

Jloxanizayis npozpecysanna

YacToTa IMpOrpecyBaHHs 3aXBOPIOBaHHS y MEUiHI 3HAYHO 3HIDKYBaJacs IIPH JIIKyBaHHI IAlll€HTIB
KoMOiHaIi€o TpacTysymMaby Ta MaKIiTakcelly, HOPIiBHAHO 3 JIKyBaHHSAM TLTbKM NaKIiTaKCEIOM
(21,8 % mpotu 45,7 %; p=0,004). Y Gimsmoi KiIbKOCTI IAIi€HTIB, SIKi OTPHMYyBalIH TPacTy3ymab
Ta NMAKIIITAKCEN, CIIOCTEPIranocs MporpecyBaHHs B IEHTpanbHili HEpPBOBIH cHCTeMi IOPIBHIHO 3
Hali€eHTaMH, SKi OTpUMYBAIIH Jiuine nakiitakcel (12,6 % mpotu 6,5 %; p = 0,377).

Paunit pax monounoi sanozu (ao roeanmua mepanis)

PanHill pak MOJIOYHOI 3aJI03M BU3HAYAETHCS K HEMETAcTaTHIHA IIEPBHHHA 1HBa3MBHA KapITHOMA
MOJIOUHO]I 3aJI03H.

Tpactysyma®b 1 am’roBaHTHOI Tepamii AOCHDKyBamM y 4 BeluKux OaraTONEHTPOBHX
PaHIOMI30BaHUX OCIiHDKEHHIX.

- Jocmimxeras BO16348 Gyno po3poOieHO A TMOPIBHAHHA JIIKYBaHHS TpacTy3ymMaOoM Yy
TPUTHKHEBOMY PEXHMi MPOTArOM OJHOTO Ta IBOX POKIiB IIPOTH CIOCTEPEKEHHS IAIli€HTIB i3
HER2-nozutBEEM PPM3 micis onepariii, craHgapTHOL XiMioTepanii Ta mpoMeHeBol Tepamii (IKIo
3actocoBano). KpiM Toro, 6yno ImpoBeneHO MOPIBHAHHS JKYBaHHSA TPAacTy3yMaOoM TpHUBAJIICTIO
JIBa POKH 3 TPHUBAIICTIO JIKYBaHHS TPacTy3yMaboM IHpOTSroM oxHoro poky. llamienTtam, sxi
HiiIarany NiKyBaHHIO TPACTy3ymMaboM, Mpu3Hadyald I0YaTKOBY HaBaHTaXYyBaJIbHY 103y 8 MI/KT i3
HACTYIIHHM BBEICHHAM 6 MI/KI KOXKHI TP THXHI IIPOTATOM OJHOro abo JIBOX POKIB.
- Nocmimxenns NSABP B-31 ra NCCTG N9831, ski Brnoyanu clinbHU aHami3, 6yiau po3pobieHi
JUIS  JOCHiMKEHHS KIIHIYHOTO 3aCTOCYBaHHS KOMOIHOBAHOTO JIKyBaHHS TpacTy3ymaboMm i3
HakiTakcesnoM micis ximiorepanii AC; nompatkoBo y gocmimkeHHi NCCTG N9831 Takox BrBYanu
JomaBaHHs TpacTy3yMaly mocmigoBHo 1o xiMiorepanii AC — P mamientam i3 HER2-nozutusauM
PPM3 micns onepanii.

Z[ocmLpKeHH;[ BCIRG 006 6yno p03po6J1eH0 AN BHBYCHHS KOM61HOBaHoro JIIK}deHHH

1HBa3HUBHOIO AICHOKAPITAHOMOIO MOJIOYHOI 32103 3
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miMpaTHYHEX By3niB a00 HETATHBHUM CTaTyCOM IIaXBOBHX JiMGaTW4HHX BY3IB IOpH IiamMeTpi
MyXJIMHA IMOHaiMeHIIe 1 cM.

Cruinpauit agami3 nociaimkers NSABP B-31 ta NCCTG N9831 o6mexyBaB PPM3 mannmvu xKiHOK 3
onepabeJIbHIM PakOM MOJIOTHOI 3aI03M BEHCOKOTO PH3HKY, BusHaueHUM AK HER2-1mo3uTHBHIN pak
i3 IO3UTHUBHHM CTaTycOM NaxBOBUX IiMpatudaux By3niB abo HER2-no3uTuBHMI 3 HeraTHBHHM
cTarycoM IiMQaTHYHUX BY3JiB 3 O3HAKaMH BHCOKOTO PH3HKY (po3Mip IyxmuHM > 1cM Ta EP-
HETaTHBHICTH a00 po3Mip MyXJIMHH > 2 ¢M HE3aJIEXKHO BiJf TOPMOHAIBHOIO CTATyCy).

Y nocmimxensi BCIRG 006 nanicurn 3 HER2-nosutrBEuM PPM3 Br3Havamucs abo sk MarlieHTH 3
IIO3UTHBHUM CTaTyCcoM JiM(GaTHYHUX BY3JiB, a00 sSK MaIlicHTH BUCOKOIO PH3MKY 3 HETAaTHBHHM
CTaTycoM JiMpaTHYHUX BY3iIiB Oe3 3axydeHHS HiMdatndnux By3niB (pNO) ta momaiiMerme 1 3
HAacTyIHMX (aKTopiB: IyXJIHHA pPO3MipoM OLTbINE 2 €M, €CTPOreH-peHeNTOp-HETaTHBHICTL Ta
IIPOreCTEPOH-PENENTOP-HETaTHBHICTh, CTYIiHB ricTonoriunoi madepenmianii Ta/abo aneproro
noniMopdizmy 2—-3 abo Bik < 35 pokiB).

Pesynbrara pocnimkenns BO16348 1040 epeKTHBHOCTI MiC/Is MEiaHH HEPIOAy CIOCTEPEKEHHT
12 micamiB* Ta 8 pokip** y3aranpHeHo y Tabmui 6.

Tabmuns 6
Pesynsrarn gociimienns BO16348 mono edpexTuBHOCTI
Meniana nepioxy Mepiana nepiomy
CIOCTEPEIKEHHS CIIOCTEPEKCHHS
12 micsamis* 8 pokiB**
Tapamerp CnocrepexeHss Tpacng:i',I)('MaG Cl‘IOCTepe)K::I:IH Tpacl'rﬁzMaﬁ
N=1693 N = 1693 N =1697 N = 1700%%*
BwxuBanicTh 0e3
3axBoproBaHHs (DFS)
- xinekicte marientiB i3 | 219 (12,9 %) 127 (7,5 %) 570 (33,6 %) | 471 (27,7 %)
TIOZII€I0
- kinekicte mamientie Ge3 | 1474 (87,1 %) 1566 1127 (66,4 %) 1231
momii (92,5 %) (72,3 %)
P-3HayeHHd B TOPIBHSHHI 3i <(,0001 <0,0001
CIIOCTEPEIKCHHSIM
BignomenHs pHU3UKIB 0,54 0,76
MTOPiBHSIHO 3i
CIOCTEPEIKCHHSIM
BespernuansHa BHKUBAHICT
- Kimekicte mamientiB i3 | 208 (12,3 %) 113 (6,7 %) 506 (29,8 %) | 399 (23,4 %)
OJI€I0
- KimbkicTe martientiB Oe3 | 1485 (87,7 %) 1580 1191 (70,2 %) 1303
ol (93,3 %) (76,6 %)
P-3payeHHs B MOpIBHSAHHI 31 < 0,0001 <0,0001
CIOCTEPEIKCHHIM
Bignomrenus PU3UKIB 0,51 0,73
TIOPiBHSIHO 31
CIOCTEPEIKEHHSIM
Bmxupanicts 6e3 BiITaneHux
BOTHHIN/ METACTa3yBaHHs P s
-  KIinbKiCTh IIAIIEHTIB i3 184 (10,9 %) 99 (5,8 %) 488 (28 3
HOHE0 ABIEWIMSH\BREG |
ny/ 3 F\[_H
fIEPERNTA (ot 11
BUHPAT \-’a‘-‘%
24 A [ BEPUER AR
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- kKinpkicth mnarientie 6e3 | 1508 (89,1 %) 1594 1209 (71,2 %) 1303
moii (94,6 %) (76,6 %)
P-3HaueHHsT B NOpIBHSHHI 31 <0,0001 <0,0001
CIIOCTEPEIKEHHIM

Bimgomennga PH3HKIB 0,50 0,76

MOPIBHSHO 31

CIIOCTEPEIKCHHIM

3arampHa BHXXKHBAHICTh

(cMepTh)

- KINBKICTh TallieHTiB i3 40 (2,4 %) 31 (1,8 %) 350 (20,6 %) | 278 (16,3 %)
HOJIIEF0

- KinekicTe mamieHTiB 6e3 | 1653 (97,6 %) 1662 1347 (79,4 %) 1424
momii (98,2 %) (83,7 %)
P-3nayeHHs B MOpIBHSHHI 3i 0,24 0,0005
CIIOCTEPEIKECHHAM

Bigmommenus PH3HKIB 0,75 0,76

ITOPiBHSHO 31

CIIOCTEPEIKEHHSIM

*CrineHa nepBuHHA KiHeBa Touka DFS y rpyni 1 poky miKyBaHHS HOPIBHSHO 31 CHOCTEPEKECHHAM
Bi/IIOBi1a)Ia MONIEPEAHBO BU3HAUCHIM CTATHCTUIHIH Mexi

**  (OcraTouHMii agami3 (BKIIOYarouM IepexpecHMi mepexin 52 %
CIIOCTEPEXKEHHS IO TPYIIH TpacTy3ymaldy)

*** JcHye HEBINMOBIOHICTH 3aranbHOro 00CATY BHOIpKH Uepe3 HEBENMKY KilbKiCTh INAalli€HTIB,
PaHJOMi30BaHMX WiCIA OCTaHHBOI JaTH aHalily MJaHuX 12-micsdaHoi MeniaHH 1epiofy
CIIOCTEPEIKECHHS

Malli€eHTIB 13 Tpymnu

PesynpTaTi MPOMIKHOTO aHamilzy e()eKTHBHOCTI NEPeTHYNIH HOIEPENHbO BH3HAUEHY IIPOTOKOJIOM
CTATHCTHYHY MEXy HOpPIBHAHHS JIKyBaHHI TpacTy3ymaboM mpoTsaroM 1-ro poky 31
crmoctepexennsM. Ilicns Meianu nepiomy crocTepexeHHs 12 MicdriB BimHomMeHHs pu3ukis (BP)
BIXKHMBaHOCTI 6e3 3axBopioBanns (DFS) cranosuno 0,54 (95 % [ 0,44, 0,67), mo TpaHCIIOETHCS B
abcomorHny mepeBary y 7,6 BimcoTrkoBoro myHKTy (85,8 % mporu 78,2 %) Ha KOpHCTB Ipynu
TpacTy3yMaldy CTOCOBHO IOKa3HMKA 2-pivHOI BHXKMBAHOCTI 6€3 3aXBOPIOBAHHS.

IMicns memianm mepiofy cmocTepexeHHS 8 pokiB OyB IIPOBEINECHHHM OCTATOYHHM aHAi3, SKHH
[OKa3aB, IO JIKYBaHHA TpacTy3ymMaboMm mpoTaroM 1 poky IOB’s3aHO 31 3MCHINCHHSM PH3MKY HA
24 % mopiBHAHO 3 TUTEKH crocTepexkeHHsM (BP = 0,76; 95 % I 0,67, 0,86). Lle TpancmoeTscs B
abCOIOTHY mepeBary y 6,4 BiICOTKOBOTO IIYHKTY Ha KOPHCTB JIIKyBaHHS TPacTy3yMaOoM IIPOTAIOM
1 POKy CTOCOBHO IMOKa3HUKa 8-pidHOi BIDKMBAHOCTI O€3 3aXBOPIOBAHHI.

VYV oMy OCTaTOYHOMY aHATi3i IOJIOBXKEHE JIKYBAaHHS TPacTy3yMaOoM TpHBATICTIO 2 POKH HE
[OKa3aJI0 JOAATKOBOI MEPEBarw MOPIBHAHO 3 JIKyBaHHSM mpoTaroM | poky (BP 2 poku mpotu
1 poxy momo DFS y ITT-momymsuii = 0,99 (95 % AI 0,87, 1,13), p=0,90 Ta momo 3aramsHOI
smwxkuBanocTi (3B) BP = 0,98 (0,83, 1,15); p = 0,78). HacTroTa 6€3cMMITOMHO]I cepIieBoi AUCHYHKIIIT
Oyia miasuInena y rpymi 2-piugoro nikysasHs (8,1 % npotu 4,6 % y rpymi 1-piuHOro JIiKyBaHHSA).
VY 6ineImoi KUIBKOCTI MAIEHTIB rpymnu 2-pigHoro mikyBaHHA (20,4 %) cnoctepiraBes npuHaiMH1 1
noOiunmii edext 3-ro abo 4-ro CTyIeHs IOPiBHAHO 3 IPyNoIo 1-piuHoro nikyBanHs (16,3 %).

MaKJHTaKCEIOM IiCIsT XlMlOTCpaHII AC.

Hoxcopy6binun ta mukirodocdamin 3acTOCOBYBAIH OAHOYACHO HAC] ¥
- JOKCOpPYOInMH 70300 60 Mr/M? BHYTDIilIHBOBEHHO CTPYyMHH
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. 2 . . -
- muxnodocdamin mosoro 600 Mr/M® BHYTPIIIHBOBEHHO NPOTAroM 30 XBHJIMH KOXKHI 3 TKHI1
TPOTATOM 4 ITHKIIB.

IMaxiTaxcen y KoMGiHanii 3 TpacTy3yMaboM 3aCTOCOBYBAIM HACTYITHUM YHHOM:

- maxmiTakcen m030i0 80 Mr/M? BHYTPINIHEOBEHHO Yy BUIJIAAI TPUBANOl BHYTPIITHBOBEHHO! iHQY3ii
IIOTHKHS IPOTAToM 12 THKHIB

abo

- HaKTiTakcen m0300 175 Mr/m?> BHYTIPIIHBOBEHHO y BHUIJIAAL TPHBANOi BHYTPINTHEOBEHHOL
in(ys3ii kosxui 3 THKHi npoTsroM 4 MEKNiB (1-# AEHb KOXHOTO IHKITY).

Pe3ynpTaTd CIINBHOTO aHaizy edexTHBHOCTI y mocnipkeHHsx NSABP B-31 ta NCCTG 9831 Ha
MOMEHT oOcTarodHoro amamisy DFS* ysaranmeHeno B Tabmuui 7. Meniasa TpHBanocTi
crocTepexeHHs cranosuia 1,8 poxy ans manienris rpynia AC — P ta 2 poxu Jyid HAITiEHTIB TPy
AC — PH.

Tabmuns 7
V3aralbHEHI pe3ylbTaTH CHUTBHOTO aHaTizy e(eKTHBHOCTI y nocmifukcHEsx NSABP B-31 Ta
NCCTG N9831 na MoMeHT ocTaTousoro anamisy DFS*

BigHomenns pu3uKiB
— AC—P AC—PH npotu AC—P
(n=1679) (n=1672) (95 % 1)
p-3HAYCHHA

BuwxupBanicth 0e3  3aXBOPIOBaHHSA
(DFS) 261 (15,5) 133 (8,0) 0,48 (0,39, 0,59)
KinpkicTs narmiesTis i3 moaiero (%) p <0,0001
Binnanexuit penuus 0,47 (0,37, 0,60)
KiJIbKICTB IAIEHTIB i3 HOAi€l0 193 (11,5) 96 (5,7) p <0,0001
Cwmepts (mozis 3B): 0,67 (0,48, 0,92)
KiJIbKICTh MaIli€HTIiB i3 HOIEI0 92 (5.5) 62 (3,7) p=0,014**

A: noxcopy6imun; C: maxnodocdamiz; P: maxmiraxcen; H: tpacty3ymad

* TIpn MeniaHi TpUBAIOCTI cocTepexeHHs 1,8 poKy 3a MallieHTaMH IPyIH AC—P Ta 2 poxu 3a
namienramu rpyna AC—PH

** P_gpagenns 1y 3B He IepeTHYIO MOIePEeAHBO BU3HAYCHY CTATHCTHYHY MEXY I MOPIBHIHHSA
rpymu AC—PH npotu AC—P

CrocoBHo mepeuHHOi kimmesoi touxku (DFS) nomaBamms TpacTy3symaby mo ximioTepamii
MAKIITAKCETOM IIPU3BENO 710 3HIKEHHS PH3HKY PElMMBY 3aXBOPIOBAaHHS Ha 52 %. BimHomeHHS
PHU3HKIB TPaHCIIOETHCS B abcomoTHy mepesary B 11,8 BizcorkoBoro myHkTy (87,2 % mpotH
75,4 %) Ha xopucts rpyma AC — PH (TpacTy3ymal) CTOCOBHO IOKa3HHKa 3-pidHOi BHIYKHBAHOCT1
0e3 3aXBOPIOBAHHI.

Ha MOMEHT OHOBJICHHS JaHHX i3 Oe3leKH IicIs MemiaHu Iepiofny crocTepexerHs 3,5-3,8 poky,
ananis DFS miqrBepauB BeNMHIMHY NO3MTHBHOTO eekTy, IoKasaHy B ocrarodHomy axaiisi DFS.
Hespaxaroud Ha Iepexi Ha TpacTy3yma® y KOHTPONBHIH Ipymi, momaBadHs TpacTy3ymady Jo
xiMioTeparmii HaKmiTAKCETOM MPHU3BENO N0 3HVKEHHS PH3UKY PELUIUBY 3aXBOPIOBAHHSI Ha 52 %.
JonasarHs TpacTysymaly O XiMioTeparmii MaKJITaKCenoOM TAKOXK MPU3BENO N0 3HIKHHS,

cMmepri Ha 37 %.
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(Meniana mepiofy crocTepexenus 8,3 poky B rpyni AC — PH). Jlixypanaa AC — PH npusseno
10 CTATHCTHYHO 3HAUYIIOTO MOKpameHHs 3B MopiBHAHO 3 JiKyBaHHAM AC — P (ctparudixoBane
BP =0,64; 95% JI 0,55, 0,74; norpaHrose p-3HA4YEHHS < 0,0001). Yepes 8 pokiB IOKa3HHK

BIDKHBAHOCTI oliHIOBaBcs y 86,9 % y rpyni AC — PH ta 79,4 % y rpyni AC — P, abcosroTHa
nepesara ctanoBmina 7,4 % (95 % J11 4,9, 10,0 %).

OcTaTouHi pe3yIbTaTy CHTGHOrO aHalizy mocmimkens NSABP B-31 ta NCCTG N9831 mono 3B
y3arajJbHEHO B TaOmuili 8 HIDKYE.

Tabmums 8
OcTaTouHMii AaHATNI3 3araibHOI BIDKMBAHOCTI B paMKax CILIBHOTO —aHAJI3Y JIOCIILIKEHb
NSABP B-31 ta NCCTG N9831

BinHomeHHs
[Tapamerp ac= gl Eﬁiﬁiﬁ 3B HOI;)I;IEEE; 3
(N =2032) (N =2031) AC—sP AC—P
95 % 1D
Cwmepts (mozis 3B):
Kinexicts HallcHTIB iz | 418 (20,6 %) | 289 (14,2 %) <0,0001 0,64
HOI[ieIO (%) (03557 0774)

A: noxcopy6imus; C: maxnodocdamin; P: maxriraxcen; H: TpacTy3ymad

Ananis DFS Takox 6yIo IIpoBeIeHo IIiJ| 9ac 0CTATO9IHOTo aHanisy 3B y pamkax CILTBHOTO aHANI3Y
mocmimkers NSABPB-31 ta NCCTGN9831. OHOBneHI pe3ynbTaTd agaimizy DFS
(cTpatudikoane BP =0,61; 95 % [ 0,54, 0,69) moxasanu aHajoriggy nepesary momo DFS
OPIBHSHO 3 OCTATOYHWUM IepBHHHMM aHailizoM DFS, Hespaxaroum Ha TC, IO 24,8 % manieHTiB
rpyma AC — P nepeiium Ha 3aCTOCyBaHHS TpacTy3ymaly. Yepes 8 pokiB MOKa3HHK BHKHBAHOCTI
Ge3 3axBOPIOBAaHHA BH3Hadascs Ha piBHI 77,2 % (95 % 1 75,4, 79,1) y rpyni AC — PH,
abcomoTHa mepepara B 11,8 % mopisrsHO 3 rpymoio AC — P.

V nocmimkensi BCIRG 006 Tpacty3ymab 3acTocoByBann ado B KoMOiHAmi1 3 JOIETaKCeNIOM Iics
ximiorepamnii AC (AC — DH), a6o B komMGiHamii 3 OIETaKCENOM Ta kapoomraraaoM (DCarbH).

JloneTakces BBOAWIA HACTYITHUM YHHOM:

- gorerakcen sHyTpimEpoBeHHO 100 Mr/M? y BHINISII BHYTPIIIHBOBEHHOI iH(QY3ii BIPOZOBX
1 ronuHM KOXHI 3 THXHI NPOTAroM 4 MUKIIB (2-# NeHb MEepIIOro NMKIY NOLETaKCerNy, moTiM 1-#
JIeHb KOYKHOT'O HACTYIIHOTO IIUKITY)

abo

- JoLeTakcel BHYTPIIIHBOBEHHO 75 Mr/M? Y BHIVIAAI BHYTPIIHHOBEHHOI iHQy3ii HpoTsroM
1 TOMMHE KOXHI 3 TYDKHI mporsaroM 6 mukiis (2-# aess 1-ro mukiy, moTiM 1-H 1eHp KOXKHOTO
HACTYITHOTO ITUKIY),

TiCIISL 90T 0:

- xapbortatug mpu wimsoBil wromi AUC =6 MI/MIVXB BBOIMBCA HIUIIXOM BHYTPIIMHBOBEHHOT
indysii Bupomosk 30-60 XBHIIMH IIOBTOPHO KOXHi 3 THDKHI 3arajoM IIPOTSTOM 6 IUKIIB.

TpacTy3yma® 3acTOCOBYBAaBCs INOTHIKHS PasoM i3 xiMioTepami€ro Ta micis OBOro KOXHi 3 THKHI
IPOTSTOM 52 THXKHIB 3arajoM.

Pesympratu pocnimxeras BCIRG 006 wmozno e(EeKTUBHOCTI y3aralbHEHO B TAONMHISX Qbfwbl),
Meziana TPUBAIOCTI CIIOCTCPEKEHHA CTAHOBHIIA 2,9 POKY Y rpyoi AC — D ):5f’3 PO T AL PN

AC — DH Ta DCarbH. Yy
~ DH ta DCar ABTERTI N | CffaTY

“KPATIRER
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Tabmums 9
Orysiz ananizy epexrusrocti AC — D nopisrszo 3 AC — DH y gocnimkerni BCIRG 006
BinHoImeHHS pU3KKiB
fiapaEnp AC—D AC—DH nopiBasHO 3 AC—D
(n=1073) (n=1074) (95 % 1D
p-3Ha4CHHS
Bwxkusanicts 6e3 3axBopropanHs (DFS)
KiTBKICTH MAIli€HTIB i3 MOAI€I0 195 134 0,61 (0,49, 0,77)
p < 0,0001
Bignanenuit penuaus
KUIBKICTE IAIi€HTIB i3 TOAi€r0 144 95 0,59 (0,46, 0,77)
p <0,0001
Cwmeprs (noais 3B)
KLJIBKICTh TAIIEHTIB i3 MOMIEI0 80 49 0,58 (0,40, 0,83)
p = 0,0024

AC—D = pokcopybirun i3 mukmodochamiioM i3 HaCTyIIHEM 3aCTOCYBaHHSM JOLETAKCEINy;
AC—DH = poxcopy0bimun i3 1mmkiopochaMinoM i3 HACTYIHUM 3aCTOCYBAHHSIM [JOIETAKCENy 3
Tpacty3ymabom; JII = moipuuii inTeppan

Tabmang 10
Ornsin ananizy edekrusHocti AC — D nopieasso 3 DCarbH y mocnimpxenni BCIRG 006
AC—D DCarbH BimfomeHHs{ PH3HKIB
[Tapametp m=1073) | (m=1074) nopipHsAHO 3 AC—D
(95 % JI)
BmxusanicTs 6e3 3axBoproBanHs (DFS)
KiJIBKICTB DAIICHTIB i3 ITOMI€I0 195 145 0,67 (0,54, 0,83)
p = 0,0003
Bignanenuii peruans
KIIBKICTH IAII€HTIB i3 MOJIIEI0 144 103 0,65 (0,50, 0,84)
p = 0,0008
Cwmepts (moais 3B)
KiNBKICTh AIICHTIB i3 MOAiEr0 80 56 0,66 (0,47, 0,93)
p=0,0182

AC — D = jokcopybinuH 3 mukiaodocdamizoM i3 HACTYIIHMM 3aCTOCYBAaHHSIM MOLETAKCEILy;
DCarbH = gonerakcen, kapboruiatad i Tpacty3ymad; JI = goBipumii inTepBan

V nmocmimxenni BCIRG 006 mis nepsrHHOI KiHIEBOI Touku, DFS, BiAHOIMEHHS pU3HKIB CTOCOBHO
MOKa3HHWKa 3-piuHol BIKMBAHOCTL 0e3 3aXBOPIOBAHHS TPAHCIIOETBCA Y aOCOMOTHY IepeBary y
5,8 BimcoTkoBoro nyHkTy (86,7 % mportu 80,9 %) Ha xopucts rpymu AC — DH (tpacty3yma0) i
4,6 BincorkoBoro myHKTY (85,5 % mpotm 80,9 %) mHa xopucte rpymu DCarbH (tpacry3yma0)
nopiBHsHO 3 AC — D.

V nocmimxenni BCIRG 006 y 213 3 1075 nmamientis rpynu DCarbH (TCH), 221 3 1074 nmaniesTis
rpyma AC — DH (AC — TH) ta 217 3 1073 rpynz AC — D (AC — T) omiHka 3arajibHOTO CTaHy
3a mKainorw KapHorcbkoro cranoBmua < 90 (abo 80, abo 90) 6anis. VY milf miarpymi manieHTiB He
OyIo TOMiYeHO IepeBaru 3a ITOKAa3HUKOM B wBaHOCTI Oe3 3axBoproBaHHs (DFS) (BP = 1,16;
95 % 11 0,73, 1,83 mna DCarbH (TCH) nopieasao 3 AC — D (AC — T); BP =0,97; 95 % M1 0,60,
1,55 g AC — DH (AC — TH) nopisusiro 3 AC — D).

aHami3y KIiHiTHIX JIOCJ'IIH)KCHB NSABP B-31/NCCTG N9831* Ta Bﬂm }s{i]i‘m ko
--wmeﬁ
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Tabmurs 11
Pe3ynsTaTdl JOCTIAHAIBKOIO AMOCTEPIOPHOTO aHamisy JAHUX 3i CHUIBHOTO aHailsy KIHIYHHX
nocmimkens NSABP B-31/NCCTG N9831* ta BCIRG 006, mo moenHas momii DFS Ta

CHMIITOMATHYHI CGPL{CBI HOJIII

AC - PH
(npota AC — P) AC — DH DCarbH
(NSABP B-31 1a (mpotu AC — D) (mpotu AC — D)
NCCTG N9831)* (BCIRG 006) (BCIRG 006)
IlepBrHHMiA aHams3
€(eKTHBHOCTI
Binpomenus pusukis DFS 0,48 0,61 0,67
(95 % M) (0,39-0,59) (0,49-0,77) (0,54-0,83)
p-3HAYCHHA p <0,0001 p <0,0001 p = 10,0003
Anamis edeKTHBHOCTI IIpH
TPHBAJIOMY CIOCTEPEXKEHHI™**
Bigmomenss pusukis DFS 0,61 0,72 0,77
(95 % OD) (0,54, 0,69) (0,61, 0,85) (0,65, 0,90)
p-3HAYEHHS p <0,0001 p <0,0001 p=10,0011
JocnigHunbKui
anocrepiopHuii anam3 DFS 1a
CHMIITOMATHYHMX  CEPIEBUX
oA
Tpusaie criocTepexenHs™**
BinHomenHs pU3HKiB 0,67 0,77 0,77
(95 % M) (0,60, 0,75) (0,66, 0,90) (0,66, 0,90)

A: nokcopy6inun; C: muxnodochamin; P: makmitaxcen;
H: Tpacty3ymab.

JII = noBipuwmii iHTEpBa.

* Ha MoMeHT ocrarounoro aHamizy DFS. Meziana gacy crmocrepesxeHHs cTaHosuia 1,8 poky y
rpyni AC — P ta 2 poxu y rpyni AC — PH.

** MeziaHa 4acy TPHBAIOTO CIIOCTEPEKEHHS I CHLIPHOIO aHANi3y y KIIHIYHMX NOCIIIKCHHAX
cradHoBuna 8,3 POKy (niamason: Bix 0,1 mo 12,1) y rpyni AC — PH 12 7,9 poky (mana30H Bix 0,0
mo 12,2) y rpymi AC — P; meziana gacy TPHUBAJIOTO CIOCTEPEXEHHS y JOCHIDKEHH] BCIRG 006
cranosmna 10,3 poxy y rpynax AC — D (miamason: Bin 0,0 mo 12,6) ta DCarbH (zianason: Big 0,0

no 13,1) i 10,4 poxy (miamazos: Big 0,0 mo 12,7) y rpymi AC — DH.

D: monerakcen; Carb: xapbonnartus;

Pauniii pax Moaounol 3a103u (Heoad loeanmua-ad roeanmnua mepanis)

Ha jmaHuii yac BiZcyTHI pe3yabTard NOpPIBHAHHA e(EKTUBHOCTI TpacTysymaly, 3aCTOCOBAHOIO 3
xiMioTepamiero TNpx NpOBEICHHI aaJOBAHTHOTO JIiKyBaHHA, Ta [PH HEOax IOBAHTOMY-
a/’IOBAHTHOMY JiKyBaHHI1.

CTOCOBHO HeOaJ IOBAHTHOI0-a]] FOBAHTHOTO JIKYBaHHS 6yJ10 po3polbiieHo  6araToleHTPOBE
parzoMisoBare gociimkenss MO16432 3 METOIO BHBYCHHS KIIIHIYHOL edEeKTUBHOCTI 0THOYACHOTO
32CTOCYBAHHS TpacTy3ymaby 3 HeEOal IOBaHTHOIO xuvnmepamefo O BKIJIIOYAE aHTpauHKmH 1
TAKCaH, i3 TONATBIIMM 3aCTOCYBAaHHSM TpacTy3ymaly ai’fOBaHTHO, 3aralibHOI0 TPHMBAIICTIO
HIKYBaHH}I mo 1 poky. ¥V I[OCJII)I)KCHHl B3SUM y4YacThb namenm 3 BIIepIIe mamoc*r ¥als

MyXJHAMH Oy paH,Z[OMISOBaHl UL OTPHMAHHS a60 Heoa/ OBAHTHOI XiMioTeparfiAnpo:
Heoa IOBAHTHUM-a/l FOBAHTHHUM TPacTy3yMaboM, abo TiIbKH HEoan Iosaﬁgg(pE vidrer

NEPERNAR
VYV  mocmimikenHi MO16432 TpacTy3ymab (HaBaHTaXyBalbHa 032 f

A\ ':_ HAeFyIiiowe ¥ o7
1P ARG ?QPBE?%A
B ¥ B HE WK
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HiATPUMYBAIBHOIO JO030I0 6 MI/KT KOXKHI 3 THDKHI) 3aCTOCOBYyBadM oOJHO4acHO 3 10 ruximamu
Heoa/1 IOBAaHTHOI XiMioTepallii HaCTYITHUM YHHOM:

* nmoxcopybimue 60 Mr/mM? Ta maxmitakcen 150 MI/M%, MO BBOAMIHCS KOXHI 3 THXHI HPOTATOM
3 IUKIIIB,

ITiCag 90ro

s maksritakcen 175 Mr/M2, Mo BBOAUBCS KOXKHI 3 THXKHI IPOTATOM 4 IHKIIB,

MICJIST 9OTO

* CMF 1-ro Ta 8-ro g KOXHi 4 THXHI IIPOTATOM 3 HUKIIB,

MOTIM TIiCIIst OIepartii ciifyBaiu

* TOAATKOBI IMKIIM aj1 FOBAHTHOI Tepariii TpacTy3ymMaboM (0 3aBepIIeHHS | poKy JiKyBaHHS).

Pesynsrati nocmimxeras MO16432 mono ebexTtuBHOCTI y3aranbHeHo y Tabmmmi 12. Meniana
TPHBAJIOCTI CIIOCTEPEXEHHS Y TPYII TpacTy3yMaly cranosmia 3,8 poKy.

Tabmwrs 12
Pesynerara gociimkenas MO16432 mono edexTrBHOCTI
XimioTepamis + Tinpku
ITapametp TpacTy3ymad xXimioTeparis
(n=115) (n=116)
Buxusanicts 6e3 mozil Biguomenns
PpHU3HUKIiB
(95 % J1)
KinexicTs maniesTiB i3 moi€io 46 59 0,65 (0,44, 0,96)
p =0,0275
3araabpHa IMOBHA
X ) . 40 % 20,7 %
naroMopdosioriusa BiIOBIAE* ’ p=0,0014
(95 % JTI) (31,0, 49,6) (13,7, 29,2)
3aranbHa BHKHBAHICTE Biguormmenus
PHU3HKIB
(95 % 1)
KinexicTe marieHTis i3 mogiero 7 33 0,59 (0,35, 1,02)
p =0,0555

* BH3HAYEHO SK BiJCYTHICTH OyIb-KOr0 1HBA3MBHOI'O paKy y MOJOUHIM 3a)103i Ta y NMaxBOBHX
niMbaTHIHEX By3/Iax

A6comoTHa nepeBara y 13 BiICOTKOBHX HYHKTIB Ha KOPHCTB I'DYIIH TpacTy3yMaOy Oyna BU3Ha4eHa
CTOCOBHO II0KAa3HHKA 3-pivyHOi BIYKMBaHOCTI O6€3 mofii (65 % mpotu 52 %).

Memacmamuunuil pax wivHKa

Tpactysyma6 y xombGinamil 3 xiMioTepali€io NOpPIBHAHO i3 3aCTOCYBaHHAM TiNbKH XimioTepamii
JIOCIiKYBaJIH B OMHOMY paHAOMi3oBaHOMY BimkpuToMy mocuigxenHi Il gasu ToGA (BO18255).

XiMioTepaniio 3aCTOCOBYBAIH TAKHUM YMHOM:
- xamenutabin 1000 Mr/m? mepopanbuo 2 pasd Ha 100y BHponoBkK 14 muiB xoxHi 3 THOKHI
mpoTsroM 6 MEKIIB (3 Bedopa 1-ro AHS 10 PaHKY 15-T0 AHA KOXKHOTO LUKILY)

abo

- 5-bropypanmi BHyTpimEE0BeHEO0 $00 MI/M2/100Y y BTl TPHBAIO! BHYTPIIHBORS
IIPOTATOM 5 MHIB KOXHi 3 THXHI TPOTAroM 6 TUKIIB (3 1-ro 10 5-T0 JHS KOXHOTO I
Byib-AKHii 3 HUX 3aCTOCOBYBAIH 3!

- mucrataaoM 80 Mr/M2 KoXHI 3 THKHI IpoTAroM 6 UKIIB y 1-M neHb KiBiEo)

30 / 4
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Tabmumg 13
Pesynsrats gociimkenas BO18225 momo edeKTuBHOCTI
I = kil BP (95 % III .
apaMmeTp N =290 N =294 o D) p-3HaYEHH
3aranbHa BIKMBAHICT, MEMAHa, | 1 4 13,8 0,74 (0,60, 0,91) 0,0046
MICAIIIB
BrxupaicTs 6e3 Iporpecysanss, 5,5 6,7 0,71 (0,59, 0,85) |  0,0002
MeaiaHa, M1CAIl1B
Hac Ao TIpOrpeCyBantii 5,6 7,1 0,70 (0,58, 0,85) 0,0003
SaXBopIOBaHHSI, Meai1aHa, MI1CAINB
YacToTa 3arajibHOI Biamosizi, % 34,5 % 47,3 % 1,70 (1,22, 2,38) 0,0017
HpHRATHETE  [BITOBIL, ISR, 4.8 6,9 0,54 (0,40,0,73) | <0,0001
MICAIIIB

FP + H: ¢Topuipumiama/IucIIaTiH + TpacTy3ymal
FP: dropmipiminuH/UcIaTHH
? BigHOUIEeHHS IaHCIB

Jlo JOCHi/KeHHS BKIIOYANH MNAI€HTiB, AKi paHillle He OTPUMYBalH JHKYBaHHA 3 NPHUBOLY
HER2-1103uTHBHOI HeonepabenbHol MiCIIeBOIOMMPEHO! Y PelUAUBYIO90i Ta/ab0 MeTacTaTHIHOL
aIeHOKAPIMHOMH IIUTyHKa a0 IUIYHKOBO-CTPaBOXiJHOTO TMEPEXOAy, IO He IMiJfaeThes
panukanbHidt Tepamii. I[lepBHHHOIO KiHIIEBOIO TOUKOKO Oyna 3arajbHa BHXKUBAHICT, LIO
BH3HAUANACST SK 9Yac BiJ JaTH paHaoMisalii no maTé cMepTi 3 Oyap-axol mpuduvHH. Ha mMomeHT
IpOBEICHHA aHaii3y moMepio 3aranoM 349 pamnoMizoBanux manieHTis: 182 naumientu (62,8 %) 3
IpymH KOHTpomo Ta 167 mamientie (56,8 %) 3 rpynm JNiKyBaHHA. BiNbImicTe BANAIKiB CMepTi
cTamics BHACTIAOK HOIii, TOB’A3aHUX i3 OCHOBHUM 3aXBOPIOBAHHSAM Ha Pax.

AnocTepiopHi aHami3¥ y miATpynax cBim4arTh, MO IO3UTHBHI €()EKTH JIKYBAHHS CHOCTEPIraloThCS
TUTBKHA y IIBOBHX ITyXJWHAX i3 GINBII BHCOKMMH PiBHAMH 6inka HER2 (2+ 3a meromoMm
[T'X/nosuruBHuit pesynsTar FISH abo 3+ 3a metomom II'X). Merniana 3aranbHOI BHKHBAHOCTI y
rpymi Bucokoi excrpecii HER2 cranosmia 11,8 micarsa mopisasmo 3 16 Micsusmu, BP 0,65 (95 %
III 0,51, 0,83) Ta Mexmiana BHXKMBAHOCTI 6e3 MpPOTpeCyBaHHA CTAHOBHIA 5,5 MiCALS IIOPIBHSIHO 3
7.6 micsma, BP 0,64 (95 % I 0,51, 0,79) mns nikyBasHa QTOPIipHMiINE/IMCINIATAH NOPIBHSIHO 3
JKyBaHHSM (TOPIiPUMITHH/IMCIUIATHH + TpacTy3yMab Bimmosimmo. JIns 3arainsHOi BHKMBAHOCTI
BP cranosuio 0,75 (95 % 11 0,51, 1,11) y rpyni 3 pesyabratom 2+ 3a MmeronoM II'X/mo3utuBHEM
pesynsrarom FISH T1a 0,58 (95% JI: 0,41-0,81) y rpymi 3 pesynsraroM 3+ 3a METOAOM
II'’X/no3utuBHuM pe3ynbratoM FISH.

V moctimHUIBKOMY aHaNi3i y miArpynax, IpoBeAeHoMy B pamkax gocuimkenHs TOGA (BO18255),
He Oy/I0 BHSBIEHO NEPEBArd MOKA3HWKA 3aralbHOI BIDKMBAHOCTI IIPH JOJaBaHHI TpacTy3ymaly
mamieHTaM i3 BHXIMHAM IIOKa3HMKOM 2 Gald 3a IIKAJIOI0 OIIHKU 3arajbHOro CTaHy Mami€HTa
CximHoi 06’emuanoi omkosoriugoi rpymu (ECOG) (BP 0,96 (95% MAI 0,51, 1,79)), 3
HOBOYTBOpDEHHSM, INO He Miagaetocs BuMiproBammio (BP 1,78 (95% I 0,87, 3,66)) ta 3
MicneBonomupenuM 3axsoproBausM (BP 1,20 (95% i1 0,29, 4,97)).

iTH

5.2 ®apmaxokiHeTHIHI BJACTHBOCTI / BisN
ABTEH)W WER

dapmaKoKiHeTHKY TpacTy3yMaly OLiHIOBATH IUIsXoM ananisy dumffditif \?j
/ W20
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MOJeNi 3 BHKOPHCTAHHAM y3aranbHeHHX AaHmX 1582 ocib, y Tomy yycni marfientiB i3 HER2-
mosutuBEEM MPM3, PPM3, TIPIII abo iHmwMH TUIAMH IYyXJIUH Ta 300POBHX JI00pOBOMIBLIB, IIPH
BHYTpIIIHFOBEHHOMY BBeleHI TpacTysymaly y 18 gocmimxennax I, I ta I dasu. IIpodins
3aJIeXHOCTI KOHIEHTpAIii Tpacty3yMaly Biji 4acy XapakTepu3yBaBCH JBOKAMEPHOI MOJCIUIO 3
napaneIsHAM JHIMHMM Ta HeNiHIHWM BHBEJCHHIM 13 HEeHTpaIbHOI KaMepu. BHacmimok
HeTIHITHOTO BHBEICHHS 3araibHui KIipeHC 30UIbIIYBaBCs 31 SMEHIICHHIM KoHIleHTparii. ToMmy HE
MOJKHA BCTAHOBHTH IIOCTiMHOTrO 3HAYEHHS IICpiOLy HAIiBBABEIEHHA TpacTysymaby. Ilepion
HamiBBHBeNEHHS (t12) 3MEHITYETHCS 31 3HKECHHAM KOHLEHTpAlil B MeXax iHTepBay [O3yBaHHSI
(muB. Tabmumo 16). Ilapamerpn papMakOKIHCTHKH (sanpuxiaz, xiaipesc (CL), 06’eM neATpanbHOL
xameps (Vc)) Ta MPOTHO30BaHA y TOMYISMil €KCIO3MIS Y piBHOBaXKHOMY CTaHi (Cmin, Cmax Ta
AUC) nauientis i3 MPM3 Ta PPM3 nogi6ui. Jlini#an#i wiipenc cranosus 0,136 n/moby mpu
MPM3, 0,112 w/no6y mpu PPM3 ta 0,176 n/mo6y npu IIPIIL. Ilpu HENiHifHOMY BHMBEICHHI
MaKCAMATGHA [MBHAKICTD BHUBeeHHS (Vmax) cTaHoBmia 8,81 mMr/moby, a xoHcTanTa Mixaemica —
Menres (Km) — 8,92 Mxr/mna y narientis i3 MPM3, PPM3 Ta IIPIIL 006’eM neHTpaIBHOI KaMEPH
cragoBuB 2,62 1 y mamientiB i3 MPM3 i PPM3 Ta 3,63 1 y mamientis i3 [IPIIL. B ocraTounii
nomysILiiHi# hapmMakoKiHeTHUHil MOJENi, KpiM THITY IICPBHHHOI Ty XIAHH, 6ys0 BU3HAYCHO Macy
TiNa, piBHi acnapraTaMiHoTpancdepasd Ta ane6yMiHIB y cHpOBaTLi KPOBi K CTATHCTHYHO 3HATYII]
KOBapiaTH, IO BIUIMBAIOTH HA €KCIIO3ULIIIO TpacTy3ymaly. OfHaK CTyNiHb BIUTUBY ITHX KOBapiatr Ha
EKCIIO3UILIO TpacTy3yMaly CBiUUTE, MO Ii KOBapiaTH HaBPsI UM MaTHMYTh KIIHIIHO 3HAYMMUI
BIUTUB Ha KOHIEHTpAIlii TpacTy3yMmaly.

IIporrososani y momyssgi ¢papmakokimeruusi (PK) excno3unii (Memiana, Bim 5-ro mo 95-ro
nepuenTHs) Ta 3Hadenns OK mapameTpis mpu KTiHiYHO 3HA9yImuX KOHNEHTPAISIX (Cmax T Cmin)
y narienTis i3 MPM3, PPM3 ra IIPIIL, siki OTpAMyBalIH JiKyBaHHS 32 CXBAICHAMH CXEMaMH 1 pa3
Ha TIOKZIEHb Ta 1 pa3 Ha 3 TIDKHI, HaBeJCH] y tabmumsx 14 (nukn 1), 15 (piBHoBaxkHUH cTaH) Ta 16
(OK mapamerpn).

Ta6mans 14
IIporrosopani y momysanii 3Hauenns @K excrosumii y maxiai 1 (Meniana, Bim 5-ro po 95-ro
IIEPIEHTIIA) TPH PEXKHMAaX BHYTPIITHHOBEHHOTO BBEACHHS Tpacty3ymaly mnamieHtam i3 MPM3,
PPM3 ta [1PII

— Tun nepsunnoi | KimpkicTs Cmin Crnax AUCo21ems
IyXJIMHA (N) (MKT/MIT) (MKT/MIT) (MKT.7100y/MIT)
28,7 182 1376
Lt 408 (2,0-463) |  (134-280) (728-1998)
8 mr/kr +
6ur/xr 1pas|  PPM3 390 =0sg 176 1390
h (18,7-45,5) (127-227) (1039-1895)
Ha 3 THXHI1
[IPIIL 274 23,1 132 1109
(6,1-50,3) (84,2-225) (588-1938)
37,4 76,5 1073
4 mr/xr + MPM3 805 (8,7-58,9) | (49.4-114) (597-1584)
2 mr/kr 1 pa3 :
Ha THXIEHD PPM3 390 e 76,0 —
= (25,3-58,8) (54,7-104) (783-1502)
Tabmas 15

IIporrososagi y momyssnii 3Hauenns OK excrnosuwuii y piBHOBAKHOMY craui (MeziaHa, Bif 5-ro 10
95-r0 IEpUEeHTHIA) NPH PEKHMAX BHYTPIIIHHOBEHHOTO BBEICHHI TpacTy3ymaly mamieHTaMm i3
MPM3, PPM3 Ta [1PIII

Tun Yac no
.. | KimpkicTb Cuminss* Caxss** AUCSs. 0-21 nens_PMBRQBAKHOTO
Pexum | mepBUHHOIL . Y T
N) (MKT/M) (Mxr/vim) | (MKr.DoOy/ gt g
MyXJIAHA 2 A,ﬂ,
8 MI/KT + 442 179 BE Hor
ovrie | MEM3 | 805 1 (18 854) | (123-266) |NESIBLHS A
B Rt Tl woa ‘f“"}a’ X
AR S
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1 pas ®Ha 53,8 184 1927
3 Ty PPM3 390 1 087-858) | (134-247) | (1332-2771) =
32,9 131 1338

. 274 | (6,1-88.9) | (72,5-251) | (557-2875) ?
4 mr/kr + 63,1 107 1710
2 Mr/KT MENE 805 | 1172107y | (542-164) | (581-2715) 12
lpas ma 72,6 115 1893
riEERs | B A 390 | 46-109) | (82,6-160) | (1309-2734) dit
*Cnin,ss = Cmin Y PIBHOBaXXHOMY CTaHI1
**Cpnax.ss = Cmax Y PIBHOB&XHOMY CTaHi
*** yac 10 pocsaraenHs 90 % piBHOBAXKHOIO CTaHy

Tabmuws 16

ITporrosoBani y momynsimii 3Hadenss OK mapameTpiB y piBHOBAXHOMY CTaHi NPH DEXHUMAaxX
BHYTDIITHEOBEHHOTO BBeJIEHHS TpacTy3ymaly nanienram i3 MPM3, PPM3 ra IIPIII

Jlianmasox . .
i .. |KimpkicTs | 3aransHoro xiipescy Alanasor ti72 Bl Cuaxss 70
Pexum TIEpBHHHOL . Crin,ss
Ty X THHH (N) B Cmax,ss oo Cmin,ss (IIHI)
(1/106y)
8 Mr/xr + MPM3 805 0,183-0,302 15,1-23,3
6 Mr/kr 1pa3 Ha PPM3 390 0,158-0,253 17,5-26,6
3 THKHI TTPIII 274 0,189-0,337 12,6-20,6
4 Mr/kr + MPM3 805 0,213-0,259 17,2-20,4
2urkr 1pas ) ppyg 390 0,184-0,221 19,7-23,2
THXKJCHD

Bumusanns mpacmysymaby

ITepion BuMHBaHHSA TpacTy3yMaly ONIHIOBATM IWiC/IA BHYTPIIMHBOBEHHOTO BBEACHHS | pa3 Ha
TIKAeHb 260 1pa3 Ha 3 TwoKHI, BHKOPHCTOBYIOUM HONYIANiHHY (apMaKoKiHETUYHY MOZEIb.
PesynbTaTd IEOTO MOZETIOBAaHHS CBilYaTh, MO IPOTATOM 7 MicAliB moHaliMeHme y 95 %
HAIieHTiB OyAyTh HOCATHYTI KOHUeHTpamil < 1mkr/mia (mpubmmsHo 3 % MpPOrHO30BaHOL Y
nomysiii Cmin,ss 00 npuGIH3HEO 97 % BUMHBAHH).

Lupxymioroui euginoneni oomenu HER2-ECD

JocnimHANBKI aHaNi3M KoBapiaT 3a JaHWMH TiMBKH OJHi€l MiArpyId NallieHTiB CBifYaTh, IO Y
namienTiB i3 GipIm BECOKMM pisHeM BuBUIbHeHHX NoMeHiB HER2-ECD cmocTtepiraerses Oinbimmaii
HemiHiMEME KiipeEc (Hmkue 3BaueHHS Km) (p <0,001). IcHyBama kopensmia MiX piBHSIMH
BUBLIbHEHUX aHTHTeHiB Ta piBHaMH ACT; 4acTKOBO BIUIMB BHBITFHECHWX AHTHICHIB Ha KIIIPEHC
mosxHa nosicautyd pisHsMa ACT.

Buximgi pisni puBinsHennx goMeniB HER2-ECD, o crocrepiranucs y mnamientis i3 MPIII, 6ymn
[IOpiBHSHHEMH 3 Takumd y mnaniedriB 3 MPM3 ta PPM3, i sBHOro BIUIMBY Ha KIIPCHC
TpacTy3ymMady He CIoCTepirauocs.

5.3 MokuinigHi gani 3 6e30eKH

He 6ymo BHABIEHO 0Ka3iB rocTpol TOKCHYHOCTI ab0 TOKCHYHOCTI MpH 6araTopa301301wy
3aCTocyBaHH1 B JOCIIKEHHSIX TPUBAIICTIO J0 6 MicAIiB a60 pCHPOIIYKTI/IBHOI TOKGHIH

TOKCHYHOCTI/MPOHAKHEHHS HYepe3 IUIaleHTy. TpacTy3ymab He € reHOTOKCHUEY _
Tperasosy, OCHOBHOI JOMOMDKHO! pedoBHHE NKapchkoi hopMu, He mpojcRdHetpy
03HAK TOKCHIHOCTI. ABTEA THE g;T\E‘KEAﬂH nTﬂﬁ \ w'.

nEPEr 1Ay Iy )
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He HpOBOIII/IJIOCSI TPpUBAIIAX I[OCJII,IDKCHB Ha TBapuHax s BCTAHOBJIICHHA KaHI.IepOFeHHOFO
HOTCHI_IlaJIy TpaCTy3yMa6y abo JJI1 BUSHAQUCHHA noro BILUTHBY Ha (bepTI/IJ'IBHICTI) CaMHIB

6. ®apvaneBTHYHi XApaAKTePHCTHKH
6.1 Tlepeyik JOIOMIKHHX PEYOBHH
L-ricTHIUHY TipOXIOpULYy MOHOTIIPAT
L-rictunun

O, 0~-TPETANI03H JUTiAPaT

mosicopbat 20

6.2 HecymicHicTb

He mokHa 3MiIMyBaTH IeH JiKapchkuii 3aci6 3 iHIMEMHE NiKapchKAMHE 3aco6aMi abo0 PO3THHSTH
#{oro B iHIINX JIKapChKUX 3aco0ax, KpiM 3a3HaueHHX y po3Aimi 6.6.

Po3uMHM TJHOKO3M HE MOXHA 3aCTOCOBYBATH JUI DPO3UMHEHHS, OCKUIBKM TakKi pPO3YMHA
CIIPUYMHSIOTH arperamito 6ijIka.

6.3 TepmiH npuAATHOCTI
HesigkpuTti ¢rakoHU: 4 poKH.

AcenTudHe BITHOBIESHHS TA DO3BEICHHS:

ITicst ACETHYHOrO BiJHOBJIEHHS CTEPHIIBHOIO BOJIOIO JUIL iH €KIiH 6yIIo MpOIEeMOHCTPOBAHO, IO
BiZHOBIEHH po3umH € $hi3u9HO Ta XiMiuHO cTabineEMM npoTsrom 7 mi6 mpu Temmneparypi 2-8 °C.

ITic/s aCeNTHYHOTO PO3BEICHHS B TOJIBIHUIXIIOPHIHAX, MOJLETHIEHOBHX 260 TTOJIIIPOILICHOBHIX
MilIKaX, II0 MiCTATh pO3YMH Harpito xumopumy 9wmr/mn (0,9 %) ana id’exmid, Oyno
IPOJIEMOHCTPOBaHO, MO mpenapar OHTPY3aHT € Oi3MYHO Ta XiMiYHO CTabiMBHUM MPOTATOM
nepiozy 10 30 xi6 mpu remueparypi 2-8 °C i 24 rogun npu Temmeparypi He Bume 30 °C.

3 Mikpo6iomoriuHoi TOWKH 30py BiZHOBIECHHH pO3uMH Ta iHQYysifiHWE pO3YMH npernapary
OHTpY3aHT CJIiJ 3aCTOCYBaTH HeraifHo. SIKINO IpemapaT He BUKOPHMCTANH Bifpasy, 3a TPUBAINCTIO
Ta yMOBaMH 36epiragHs Ma€ CTEXUTH BiANOBifambHa ocoba. 3asBudal 4ac 36epiratHs He MOBHHEH
mepeBuiyBaTd 24 rom@HE npu Temmeparypi 2-8 °C, 3a BHHSTKOM THX BHIAjKiB, KOIH
Bi/{HOBJICHHS T4 PO3BE/ICHHS IIPOBOIANHA Y KOHTPOJIHOBAHHAX i BAliIOBAHAX ACEIITHIHUX yMOBaX.
6.4 Oco6.1uBi 3an00ixkHi 3ax011 NpH 30epiranni

36epiratu B xonoauipHUKY (2-8 °C).

He 3amopoXyBaTy BiTHOBIIEHHH PO3YMH.

TedopMartiro moa0 yMOB 30epiraHHs BiTHOBIEHOTO Ta PO3BEAECHOTO JIKAPCHKOIO 3aco6y IUB. Y
posainax 6.3 1a 6.6. :

6.5 Tuo Ta BMicT yNIaKOBKH NEp EH%?\Tﬂf 3H :H G

AWPEKE
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34



120,
Omue duakon o6’eMoM 15w i3 mposoporo ckma I Tumy 3 mpoGkoio 3 OyTHiIOBOL TymH,
naMiHoBaHOI GTOPKAYTYKOBOIO IUIiBKOI0. PakoH MicTHTE 150 Mr TpacTy3ymaly.

Outpysant 420 Mr, TOPOIIOK JiIsl KOHIIEHTPATY [UTs PO3UMHY JUist indys3i
OmuH ¢uakoH o6’emom 40 mu i3 mposoporo ckna I Tumy 3 mpoGkoro 3 GyTHnoBoi rymw,
namizoBaHoOI GTOPKAydyKoBOIO IUTiBKOI0. Dnakon MicTuth 420 Mr Tpactysymaly.

OnHa KapTOHHA KOpoGka MicTHTE 1 ¢iakoH.
6.6 Oco6auBi 3amo6bKHI 3aX0/1d IPH YTHII3AMIT T2 iHIIE IOBOIKEHHS

[pemapar OHTpy3aHT MIss B/B 3aCTOCYBAaHHA IIOCTAYa€TbCs y CTEPWIBHEX (IakoHaX I
OHOPA30BOTO BUKOPHCTAHHS, HE MICTHTh KOHCEPBAHTIB Ta € HEILPOTCHHIM.

Il Ipotie Typ BiZHOBJECHHS Ta PO3BEACHHS CIIiJl BUKOPUCTOBYBATH Bi/IIOBi/(HY aCeNTHIHY TEXHIKY.
HeobximHo monbard mpo 3a0e3ledeHHs CTePIIBHOCTI NPHTOTOBAHMX POo3duHiB. OCKIIbKH JaHWH
JMKapChKHi 3aci6 He MIiCTHTH XONHMX aHTMMIKPOOHHX KOHCEPBaHTIB a0 GakTepioCTaTHYHHX
3ac06iB, HEOOXiJHO JOTPUMYBATHCS aCCITHYHOI TEXHIKH.

AcenTHyHe IPATOTYBAHHS, TOBODKEHHA Ta 30epirants:

ITpurorysanus indysii HeoOXiTHO NPOBOJIWTH B ACENTHYHUX yMOBax. lIpuroryBaHHs BHMarae
HACTYIIHOTO:

* IPOBEJICHHS B aCENTHIHAX YMOBAX HiIr0OTOBIEHHM MEPCOHANIOM BiIIOBIIHO 10 TPaBHIT HaJISKHOL
TIPaKTHKH, 0COOIABO MO0 ACCITHYHOTO NPUTOTYBAHHS IIaPEHTCPABHIX IIpenaparis,;

* IIPUrOTYBaHHA i3 3aCTOCYBAaHHAM BHTSDKKH 3 JaMiHAapHMM HOTOKoM abo Gokcy Giomoriumoi
Gestieky, IOJEPKYIOUHCh CTAaHAAPTHHX 3aXOiB O€3MEKH IMOA0 Oe3leYHOr0 IMOBODKEHHA 3
BHYI’plIIIHBOBeHHI/IMI/I fpenapaTamMu;

* TIOIAJIBIIOTO Bi/IIOBIIHOTO 36€piraHHs IPHIOTOBICHOrO PO3YMHY LT BHYTPIITHEOBEHHOT iH(Y31i
3 METOIO 3a0e3eYeHHs] aCENITUYHHX YMOB.

Crin ofepexHO mHOBOIMTHCS 3 mpemaparoM OHTpy3aHT mif 4ac Bimmosnenms. Hammiphe
iHOYTBOPEHHS IIiJl Yac BiJHOBIEHHS ab0 CTPYIMYBaHHA Bi/(HOBICHOTO PO3UMHY MOXE CIIPHIMHUATH
1po6IIeMH i3 KiTbKicTO mipeniapaTy OHTpY3aHT, sika Moxe OyTH BifibpaHa 3 (IrakoHa.

He cuig 3aMOpOXyBaTH BITHOBICHHN PO3YMH.

OutrpyzanT 150 Mr, MOPOIIOK JUTsl KOHIEHTPATY UL PO3YUHY Juis iHdy3ii

150 Mr mpenmapary OHTpy3aHT BiHOBMIOIOTH y 7,2 M CTEPHIBHOI BOIM I i’ exmid (e
nomaethes). CIifi YHHKATH 3aCTOCYBaHHS {HIIMX PO3YMHHUKIB UL BiAHOBICHHS.

YV pesymbTari OTPEMYIOTH 7,4 MI DO3GHHY JUIA OJHOPA30BOTO 3aCTOCYBAaHHS, INO MICTHTH
npubm3Ho 21 Mr/mn TpacTysymaby npu pH mpubmusno 6,0. Hammamox o6’emy B 4 % rapaHTye,
1o 3asBieHa 1o3a 150 Mr Moxe OyTH BigibpaHa 3 KOXXHOTO (IaKoHa.

OnTpyzauT 420 Mr, HOPOIIOK JJIs KOHIIEHTPATY JUIS PO3UUHY JUIS TH(Y31i
420 mr mpemapary OHTpY3aHT BiZHOBIOIOTH y 20 MJI CTepHIBHOI Bomm i IH’€Kmii (He
nomzaeTbes). Cltiji yHHKATH 3aCTOCYBAHHS IHINKMX PO3YMHHUKIB JUIS BIIHOBJICHHS.
V pesynbTari OTpUMYIOTH 21 MJI pO3uMHY IUIi OZHOPA3OBOTO 3aCTOCYBAHHS, MIO MICTHTH
npubmmsao 21 Mr/mn Tpacty3ymaby npu pH mpubmasno 6,0. Hagmumox o6’emy B 5 % reis
1o 3asBiieHa q03a 420 Mr Moxe OyTH BimibpaHa 3 K0XKHOTo (iakoHa. Fp
: . ABTEMTHun fEn
HCTPYKIT1 1010 ACCHTUYHOTO BIIHOBICHHS MEPENNARY 3ACHiE
1. BUKOpHCTOBYIOYH CTEPHIBHHH IMIPHL, MOBUILHO BBECTH HEOOXITHHAY 0P M
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ne

BHINE) CTEPWIBHOI BOAM Ui iH'eKIid y ¢IakoH, IO MiCTHTh Jio(im3oBaHMd Mpenapar
OHTpy3aHT, CIPAMOBYIOYH CTPYMiHB HOTIK y iodinizoBaHy Macy.
2. AxyparHo oGepraru (rakoH, mob cupusary BigrosnerHo. HE CTPYIITYBATH!

HesHagre NiHOYTBOpEHHS O€3IIOCEpeNHBO IHCIS BiJHOBIEHHS € 3BHuadHUM. Jlati ¢uakoHy
BificTOSTHCA HpOTAroM mpuOIm3HO 5 xBumumH. BinHoBnenwmit npenapar OHTpys3anT € Ge30apBHUM
a60 6111 J0-)KOBTHM IIPO30PHM PO3YHHOM O€3 BHAUMHX 4acTOK.

[HCcTpYKIT 00 ACENTHYHOIO PO3BEACHHS BIIHOBICHOIO POZYUHY

Busnawit HeoOXinauit 00°€M po3dHHY:

. BUXOASTT 3 HABAHTAXYBAJIBHOI M03W TpacTy3ymaly 4 MI/KT MacH Tiga, abo moganemoi
MIOTHKHEBOI I03U TPacTy3yMaby 2 MI/Kr MacH Tina:

Maea Tina (xr) % go3a (4 Mr/kr s HapaeTKeHHS a00 2 MI/Kr JUTd MATPHMAaHHS)
21 (Mr/mi, KOHLIEHTpALis Bi/THOBICHOTO PO34YHHY)

00’em (M) =

. BHXOISYM 3 HABAHTAXYBAJIBHOI JO3W TpacTy3yMaly 8 MI/Kr MacH Tina, abo Iojaismoi 3-
THKHEBOI JI034 TPacTy3yMaly 6 MI/Kr MacH Tina:

Maca tina (kr) x go3a (8 Mr/kr i HaBaHTaKeHHs 200 6 Mr/Kr uTs miATPHMAaHHS)
21 (Mr/mJ1, KOHLIEHTpPALIiS BiTHOBJICHOTO PO3YHHY)

006’em (M) =

BinmoBigHy KinbKicTh po34mHy ciij BimiOparu 3 ¢uakoHa, BHKOPHCTOBYIOWM CTEPHIIBHI IOJIKY Ta
IIIpHIY, i JoAaTH B iHQys3ifiHmi maker, mo MicTuTs 250 M 0,9 % poswmny Harpito xmopuny. He
3aCTOCOBYBAaTH 3 PO3YMHAMH, IO MICTATH IJIOKO3Y (muB. po3nin 6.2). Ilaker cmix oGepexHO
HEPEBEPHYTH IS TIEPEMITTyBaHHS PO3UMHY, 00 YHUKHYTH IIHOYTBOPEHHS.

ITpenapary, Hpu3HAYeHi /UL [HapPCHTEPATLHOTO BBEJECHHS, IEpeN 3aCTOCYBaHHAM IOTPiOHO
HEPEBIPATH Bi3yalbHO Ha IPUCYTHICTH TBEPAUX YAaCTOK i 3MiHYy 3a0apBIeHHS.

He cnoctepiranocs HecymicHocTi Mix npenapatoM OHTPY3aHT Ta AKeTaMH 3 MOJiBiHIIXIOPUIY,
noJeTHIIERY ab0 MOMIIPOIILIEHY.

Bynp-sKuif HEBUKOPUCTAHHMI JTiKapchKui 3aci6 abo Bifxoay MOBHHHI OyTH yTUIi30BaHi BiAIIOBIHO
IO MICIIEBUX BAMOF.

7. BiaacHHK peecTpamiiiHOro MocBixYeHHs

Camcymnr bioernic FOK Jlimiten
S# mosepx

IIpodaiin Bect

950 I'peiit Bect Poyn
Bpentdopa

Mimmicexkc TW8 9ES

Bemnmka bpuranis

8. Homep(u) peecTpaniiinoro nocBix4eHHs

PLGB 45613/0010 NEPER M AAY
PLGB 45613/0012 7 f Eﬂﬂ nTIl» _

ival mﬂ !(OA

/
9. JIara mepmoi peecTpanii/nepepeecrpamii / j
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01 ciums 2021 poky

10. lara meperJsigy TEKCTY

07 motoro 2021 poky

KonraxrHna indopmanisi KomMnaHii

Oprason ®apma (I0K) Jimiren

Anpeca:

X’rosert binainr, 14 X’1oert Crpit, Jlongon, EC2A 3NP, Bennka bpuranis
Tenedon:

+44 (0) 208 159 3593

IIpsiva TeaedonHa JTiHiA DiXTPHMKH KJIi€HTIB
+44 (0) 208 159 3500

Be6-caiiT

https://www.organon.com/uk/

EjlexTpoHHA H0MITA 118 MeAuTHOI indopmanii
medicalinformationuk@organon.com
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IMepexaan yxpaiHcbkol MoBolo iHeTpykmii mpo | Jlo Peecrpaniiinoro IToceinuenns
3acTocyBaHHS JiKapebKoro 3acoby (indopmanii ms | Ne Z/A4 /G FG2¢" /2 /22X
namicHTa), 3acBilUeHMii miammcomM ymoBHoBaxeHoi | Bin /X 0% 2023 p.
0co0H, Mo BHCTYIAE Bij iMeHl 3asBHUKA.

JIncTok-BKiaaaum: iHgopmalis 1jig KOpHCTyBa4da

OnTpy3ant®

150 Mr, mOpOMIOK AJIS KOHIEHTPATY U PO3UUHY A iHbY3iiH
420 Mr, MOPOLIOK JJIs KOHIIEHTPATY JUISL PO3TMHY I 1HDY31H

Tpacryzymad

V¥ Crocosro I[HOTO TpenapaTy MPOBOAUTECS JOJATKOBHH MOHITOPHHT, IO JAACTh 3MOTY IIBHIKO
inenTudikyBatu HOBY iHdopmarito 3 Oesneku. Bu MoxxeTe JOMOMOITH, IIOBLIOMISIOUH IIpO OyIb-
aki mobiuni edextH, mo MOXyTh y Bac BuHmKaTH. Jl¥B. KiHelb pO3Iity 4 CTOCOBHO TOTO, SIK
TTOBIIOMIISATH IIpo TT0O1UHi edeKTH.

A VBakHO NpPOYMTANTe NAaHWi JHCTOK-BKJIAIMII Iepll HIK MOYaTH 3aCTOCOBYBATH meii

JikapchKHii 3acif, ocKiNBKHU BiR MicTHTH BaskJauMBY s Bac indopmaniro.

- 30epiraiiTe neit MUCTOK-BKIAANIL. BaM MOxe 3HaHOOUTUCS IPOYUTATH HOTo 3HOBY.

- SIkmmo y Bac BUHWKHYTB TOJJATKOBI IUTaHHS — 3BEPHITHCS JI0 JliKaps 4u dapmManesTa.

- Sxmo y Bac 3’sBuThca skuii-HeOynp noOiuHME edekT — MOBIOMTE Hpo Ie JKapro,
bapmarneBTy abo MenmuHiit cectpi. Lle Moxke Oytu Oyap-skuii MOXIMBUM NOOIYHUH edeKT, He
3a3Ha4YeHUH y IbOMY JIACTKY-BKJIaunry. us. po3nin 4.

Hlo € y uboMy JHCTKY-BKJIAJAILY:

1. IITo Take npenapat OHTPy3aHT Ta AJII 9OTO BiH 3aCTOCOBYETHCS.

2. Ilo HeoOXimHO 3HaTH HMepin HiXX Bam O0yzae 3actocoByBatuchk OHTpY3aHT.
3. SIx 3actocoByeTsCS OHTPY3aHT.

4. MosxxymiBi no0iuHi eexTH.

5. Sk 36epiratym OHTpy3aHT.

6. BMmicT ymakoBKH Ta iHIOA iBGOpMAaITis.

1. IIlo Taxe npenapat OHTPY3aHT TA /I YOT0 BiH 3aCTOCOBYEThCS

OHTpPY3aHT MICTHTh aKTHBHY PEYOBHHY TpPacTy3yMal, IO € MOHOKJIOHANBPHUM aHTHUTLIOM. [lis
MOHOKJIOHAJIbHUX aHTHTLI CIIPAMOBaHA Ha MEBHi Oinku abo aHTHreHu. TpacTyzymab po3pobiaeHmit
JUIL CENIEKTHBHOTO 3B’SI3yBaHHSA 3 AHTUI'CHOM, INO HA3MBAEThCS PEHENTOPOM EIilepMalbHOI0
¢axropy pocry momuau 2-ro Ty (HER2). HER2 y Benumkiii KiNbKOCTi BUSBICHUH Ha MOBEPXHI
KIITHH JesSKMX ITyXJIMH, JI¢ BiH CTUMYJIOE iX picT. 3B’s3yBaHHs npenapary Ontpy3ant i3 HER2
CIIPHYUHSIE IPUITHHEHHS POCTY TaKUX KIIITHH Ta iX 3aru0eib.

» V Bac € panHiii pak MOJIOYHOT 327103 3 BACOKAMH PIBHAME 6iJIKa, IO HA3HBFT

» V Bac € MeTacTaTHYHMI paK MOIOYHOI 3a1m031 (PaK MOJIOYHOI 3aI03H, IO
OYaTKoBOI IyximuHM) 3 BucokuMu piBHsMH HER2. Ontpysant moxe Gfi:
KOMOiHaMi] 3 XiMiOTepaleBTHYHMM IPENaparoM MaKIiTaKcen ?@ noneral

F

ABTERTHYH B
AEnany 3IACB IR
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JNiKyBaHHS METACTATHYHOIO PaKy MOJIOYHOI 3amo3u, abo BiH MOXe OyTH HpH3HAYCHHUH 6e3
{HIIEX IpemapartiB, AKMO iHWi cmocoGu NiKyBaHHS BusBHIMCS GesycrmimmuuMu. Takox BiH
3aCTOCOBYEThCA y KoMOGiHamii 3 npemapaTaMu, sKi Ha3sWBalOThCS IHTIOITOpH apoMarasw,
nanieataMm i3 Bucoxmmu piBasma HER2 Ta ropmMoH-penentop MO3MTHBHAM METacTaTH4YHHM
paKoM MOJIOYHOT 3a103H (PaK, YyTIHBHIA 110 JKiHOUMX CTATEBHX TOPMOHIB).

e V Bac € MeTacTaTH4HMil paK NUTYHKY 3 Bucokumu piBisima HER2, mpu sikomy melt JiKapChbKui
3aci6 3aCTOCOBYETHCS y KOMOIHAIIT 3 IHIIMMY [IPOTHITYXJIMHHEMH Tpenaparamu (Kanenurabin
a60 5-(pTopypanu Ta HUCIUIaTHH).

2. Il{o Heo6XinHo 3HaTH Mepm Hizk Bam Gyae 3acTocoByBaruch OHTPY3aHT

He 3acTocoByBaTn mpenapar OHTpy3aHT

«  SIkmo € anepris Ha TpacTy3yMa6, mumadi Oinky aGo Ha 6yXb-AKuH 3 iHITMX KOMIIOHEHTIB BOT0
npenapary (3a3HadeHi B po3fiii 6).

e SKmMo € THKKA 3a4WIOKAa y CHOKOl BHACHIZOK YCKIAAHEHHS IIOIMMPEHOro 3JIOSAKICHOrO
HOBOYTBOPEHHs a60 TaKa, 1o MoTpebye JoAaTKOBOI Tepartii KHCHEM.

3acTepeskeHHS Ta 3aN00iKHI 3aX01H
Bamn nikap 6y/e peTenbHO CIOCTEPIiraTH 3a Bammm JKyBaHHIM.

Ilepesipka ¢yHkmii cepus

JlikypagHs Tinbku npenaparoM OHTPy3aHT a00 y KOMOiHaLil 3 TAKCAHOM MOXE BITHBATH Ha CEPIIE,
0COGJHBO SIKINO paHille BH BXke OTPEMyBAIH aHTPAUMKIIH (TAKCAHW Ta aHTPALMKIIHA — [ 1Ba
iHIi THOH IperapaTiB, MO 3aCTOCOBYIOThCA IJIA JIKyBaHHA paky). Bmiue moxe Maru BiZI
IOMIPHHX JO TSUKKHX HACTIJIKIB, a TAKOX MOXE CIPHIMHHTH CMePTb. ToMy GyHKIis cepris Oyne
KOHTPOJIOBATHCA Teped, Hix dac (KOXHI Tpu Micsami) ta micmi (mo 2-5 POKiB) JIKyBaHHS
npenaparoM OHTpy3anT. Y pasi mosBu GyIb-fKMX O3HAK CEPIEBOI HEHOCTATHOCTI (HeaICKBAaTHE
IepexadyBaHHs KPOBi cepiieM), PyHKIis cepiist MoxkKe KOHTPOIIOBATHCT gacrime (KOXHi 1micTh abo
BiciM TIDKHIB), BaM Moxe GyTu mpu3HaueHe JiKyBaHHS CEPIEBOI HENOCTATHOCTI ab0 MOXKe Oytu
IpHIMHEHE JTiKyBaHHA IpenapatoM OHTpy3aHT.

Jlo modaTKy NiKyBaHHs mpenaparoM OHTPY3aHT IOBIIOMTE CBOEMY Jikapro, gapmanenTy abo
MEIUYHIN cecTpi, SKIMOo:

« YV Bac € ceplieBa HeJJOCTaTHICTb, ileMiuna XBopo6a ceplLisl, 3aXBOPIOBAHHS CEPIEBOTO KIIAIlaHa
(ImyM y cepiii), BACOKHH apTepiajbHUI THCK, Yepe3 BUCOKHH apTeplaibHuii THCK Bu npuiimami
abo 3apa3 npuiMaeTe JIKK A1 H0ro 3HUKEHHS.

 Bu panime a6o 3apa3 OTPHMyeTe IPENapaT, IO HA3MBACTHCS JOKCOPYOilwmH abo enipy6inuH
(mpemapaTH, fKi 3aCTOCOBYIOThCS i JiKyBamHs paky). Lli m;ixm (abo Oymp-sIKi  1HII
AHTPAIMKIiHA) MOXYTh BP@KATH CEPIEBHH M’A3 Ta MiABUINYBATH PHU3HK BUHUKHECHHS
IOpPYILIEHS i3 GOKY ceplisi IPH 3aCToCyBaHHi npenapary OHTpPY3aHT.

e V Bac ¢ 3amumka, ocobIuBo sKo Bu y motouHuii yac oTpuMyeTe Takcadn. OHTpy3aHT MOMe
CIIPHYMHMTH TIOPYLIEHHS IMXAHHS, OCOONHBO SKIIO BiH 3aCTOCOByeThCs Brepmie. llpu
HasgBHOCT] y Bac 3aJMITKy 11 TOpYIIEHHS MOXKYTh OyTH Gilbin cepifozaumu. Binznaueni nyxe
pinki BumagKM cMepTi IAIfieHTa IJ 9Yac 3acTOCyBaHHs Ipenapary OHTpY3aHT, y SKOro 10
[OYaTKy JIKyBaHHs OyJIO TSDKKE IOPYIIEHHS TUXaHHS.

« Bu xonu-He6yap OTPUMYBAJIH iHINE JIKYBaHHS 3 IIPHBOIY PaKy.

[aKJIiTaKcell, ZoueTaKce, inribitop apomarasu, kanenuTabin, S-bropypauu g
TaKoX CIim o3HalioMuTHCS 3 iHGOpMamie€lo I MaIi€eHTa y '
Ipernaparis. MEPEX




JliTi Ta miaIiTKN
OHTpY3aHT HE PEKOMEHIYETLCS 3aCTOCOBYBATH ramieHTam BikoM 710 18 pokiB.

Inmi npenapatu Ta OHTPY3aHT
[ToBimoMTe CBOEMy JiKapio, (papmareBTy ab0 MeAWdHifi cecTpi, sAKmo Bu mpuiimaere, pamime
npuiiMany a6o MOTJM NpuitMaTy OyAb-aKi iHIi JIKH.

Moxe 6yta HeoOXimmuM a0 7 Micsauis, mo6 OnTpy3adT 6yB BHpanenui i3 Bamoro opramismy.
Tomy Bam cmig mosimoMuts cBoeMy Jlikapio, dapmanebry abo MeawuHid cectpi, mo Bwu
oTpumyBaid OHTpY3aHT, SKIIO BOPONOBX 7 MICANIB Micisd NpPUNMHEHHS JiKyBaHHA Bam
IIpU3HAYAETHCS OyIb-IKHil HOBHH Ipenapar.

BariTHicTb

e Sxmo Bu Baritmi, BBaxkaeTe, mo MoxeTe OyTH BariTHEMH, ab0 IUIaHyeTe 3aBariTHITH,
IOBiZIOMTE IIPO II€ CBOEMY JiKapio, papmaneBry abo MeawuHili cecTpi, IEpIT HIX PO3NOYaTH
NiKYBaHHS JIaHUM JHKapCHKHM 3aC000M.

 [lix gac mikysamHsa npermaparoM OHTPY3aHT Ta BIPOJOBXK IMOHaMMeHINe 7 MiCALIB micis Horo
3aBepmenHs Bam citix 3acrocoByBat ed)eKTHBHMI 3aci6 KOHTpalenii.

 Bam nixap indopmye Bac npo pu3suKE Ta KOPHUCTE 3aCTOCYBaHHs npenapary OHTpY3aHT IIiJl Yac
BaritHocTi. V pigxicHMX BHmagkax y JKiHOK, sKi oTpuMyBamd OHTpY3aHT, CHOCTEPIranocs
3MEHINEHHS KiUTBKOCTI (aMHIOTHYHOI) pifMH, INO OTOUyeE IUILN, SKHH PO3BHBAETHCA B yTpoOi
marepi. Lleif cTan MoXe HECHPHATIMBO BIMBAaTH HAa BHYTPIIHLOYTpoOHMM po3BuTOK Barmoi
IWTHHYE TA IIOB’S3YETHCA 3 IOPYINEHHSM PO3BHTKY JIET€Hb, IO MOXKE HMPU3BECTH JIO CMEPTI
Io/a.

I'ogyBanns rpyamio

ITix gac MiKyBaHHS Ta BOPOAOBXK 7 MiCAILIB MicIsA OCTaHHBOI N03M npenapary OHTPY3aHT HE MOXHA
roIyBaTH TPYIIO, OCKUIBKH el mpemapar Moxe OyTd nepenaHui Bammid murwmi gepes Baure
TpY/IHE MOJIOKO.

3BepHITHCA 3a TMOPALO0 0 CBOro Jikaps abo ¢apMmareBra, IEpII HiK 3aCTOCOBYBATH OyAb-SKHi
mpermapar.

KepyBanHsi TPAHCIOPTHHMH 3a2c¢00aMH Ta po00Ta 3 MeXaHisMaMH

OHTpy3aHT MOX€ BIUIHBaTH Ha Bamy 3[aTHICTh KepyBaTH TPaHCHOPTHHMH 3acobamu Ta
IpamroBaTd 3 MexaHisMamu. SIKINO IiJ dJac JiKyBaHHA y Bac BHHMKAIOTB Taki CHMIITOMH, SK
3allaMOpOYEHHs, COHJIMBICTB, 03HOO abo HMXoMaHKa, Bam He CIii KepyBaTH TPaHCIIOPTHHMH
3acob6amu abo IMpaloBaTH 3 MEXaHi3MaMH JIOKH Ili CUMIITOMH HE 3HAKHYTb.

Harpii
Lle#t mpemapar micTuTh MeHime 1 MMonb (23 MT) HaTpilo Ha OJHY 03y, TOOTO IPAaKTHYHO HE
MICTHTH HaTPiIO.

3. SIx 3acTocoByeTrbess OHTPY3aHT.

Jlo modaTKy JikyBaHHs Bam nikap BusHaauTh Kinekicts HER2 y Bami#t myxmumi. Tineku manienta
3 BeJHKOIO KibKicTio HER2 6yayTh OTpUMYBaTH JIIKyBaHHS penaparoM OHTpPY3aHT.

Beesenns mpenapary OHTpY3aHT IIOBHHHO 3AiMCHIOBATHCS TINBKM JLKapem a6o Meuquom
cecTporo. Bam nikap npusHawiTs HeoOXinHi Ayt Bac no3y Ta pexuM TiKyBaHHS.
OHTpY3aHT 3aJICXKUTH Bil MacH Tina.

OHTpy3aHT 3aCTOCOBYEThCA IMIAXOM iHQY3ii y BeHy (BHYTPIIIHBOBEHHZ B
nmixapcbKa popMa IS BHYTPIiMIHBOBEHHOTO BBE/ICHHS HE NPH3HANEHeE JUfA A
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Ta TOBMHHA BBOIUTHCA TUIHKH IIITXOM BHYTPIITHBOBEHHOI 1HPY3i1.

Ilepma mo3a Bamoro ITikyBaHHS BBOJHTHCS BIPOAOBXK 90 XBHJIMH, IPOTATOM IEOTO nepioxy 3a
Bamu 6yfie cocTepiraT MeIHYHUN NpalliBHUK HA BHNAIOK PO3BUTKY y Bac 6ym,-;11<nx OOIYHIX
edexTip. SIKmo mepima 032 NEPEHOCHThCS A00pe, HACTYTIHI O3 MOXYTh OYTH BBE/CHI BIPOTIOBXK
30 xBwmH (IUB. PO3;in 2, <<3aCTepe)KeHH5[ Ta 3amobixai 3axomu»). Kinbkicts iHdy3ii, gxi Bu
OTpUMYBATHMETE, 3AEKUTH Bil Barmoi Bifnosini Ha nikyBanss. Bam sikap oGroBoputs ue 3 Bamu.

IS TONmepe/DKEHHS TOMIUIKH JIKyBaHHS Ba)KIHBO IICPEBIPHTH ETUKETKYy Ha (akoHi, mob
IIepPEKOHATHCS, IO TPENapaToM, o Gy/ie TOTYBaTHCS Ta BBOIUTHCS, € OHTpY3aHT (TpacTy3ymad) a
He TpacTy3yMald eMTaH3MH.

IIpy paHHBOMY paKy MOJNOYHOI 3aj03H, METACTaTHYHOMY paKy MOJIOYHOI 341034 Ta
METaCTATHYHOMY paKy ILTyHKa OHTpY3aHT BBOAMTECA 1 pa3 Ha Tpu TwkHi. [Ipu MeTacraTHIHOMY
paxy MonodHo{ 31031 OHTPY3aHT TaKOXK MOMKE BBOAUTHCD | pa3 Ha THXJCHD.

Sxmo Bu npunungere 3acrocyBaHHs npenapary OHTpy3aHT

He npunuHsiiTe 3aCTOCYBaHHSA LBOrO IHpelnapary IONIEpeJHbO He OOTOBOPHBINM Ie 3i CBOIM
ikapeM. Bci 1031 Heo6XifHO BBOAUTH Y BiIIOBiIHMI Jac KOXHOTO THXKHS ab0 KOXKHI TPH THXKHI
(3a)IeXHO Bifl peskuMy Ao3yBaHHs). Ile macTe 3MOTy mNpemapary HisiTH HACTIIBKH eexTHBHO,
HACKLIIBKH I1€ MOXJIMBO.

Busenenns npenapary OHTpy3aHT i3 Bamoro opranismy Moxe TpuBarh 10 7 Micanis. Tomy Bam
JiKap Moe BHPIIIATH IPOJOBXKATH KOHTPOJL QYHKMi cepiis, HaBiTh SKMO By Bxe NpHIMHAIH
JMKyBaHHS.

Slkimo y Bac € monaTKoBi MATaHHSA IIOZO 3aCTOCYBAaHHS IHOTO IIPETApary, 3BEpTiThCs O CBOTO
nixaps, hapmaneBTa a00 MEITUYHOL CECTPH.

4. MoxymBi mo6ivni egexr

Sk i Bci mpemaparts, OHTpY3aHT MOXe CHPHYMHHTH ToGidHi edekTH, xo9a He y BCIX BOHH
BHHHKAOTh. Jedxki 3 nmx moGiunumx edekTiB MoXyTe Oyrv CEpHO3HHMH Ta HPH3BECTH IO
rocmitanizanii.

[lin wac imdysii mpemapary OHTpy3aHT MOXYTh BHHMKATH O3HOO, JMXOMaHka Ta iHmi
rpamononi6ri cmmuroMu. lle Tpamuserscs Ayxke dacto (Moxe Oyrn Ooinmpme HIiX y 1 3 10
nanientiB). IHmmMME TOB’S3aHUME 3 iHQY3i€lo cHMOTOMaMM €: HyAoTa, OmoBaHHS, OLIB,
MiJBAIIEHHS HAIPYXEHHS M S3iB Ta TPEMTiHHS, TONOBHMH OLIb, 3aNamMOpOYEHHS, YTPYAHCHE
JMXAHHS, BACOKHH a60 HH3bKMH apTepiaibHAN THCK, HOPYIICHHS PHTMY Cepus (BiOIyTTs
cepreouTTs, TplIIOTlHHH ceprsi ab0 HETpaBHIBHMH cepueBHH puTM), HaOpsAK oOmm4ds Ta Iyo,
BUCHIAHHS T& BLIGYTTS BTOMH. JIeSKi 3 LUX CHMITOMIB MOXYTh OyTH cepHo3HMME Ta HeAKi
MANIEHTH IOMHPATH (TUB. PO3JLN 2, «3acTepeKeHHs Ta 3amo01KHI 3aX01HY).

Ili SBHINA BHHHKAIOTH MEPEBAXHO I 9ac Nepmioi BHYTPIMMHBOBEHHOI iHQY3Il («KpaIIHHHOTO
BBEJICHHS Y BEHY) Ta IIPOTATOM JEKLIBKOX NEPIINX TOJMH Micls NoJaTKy inQysii. 3a3sudaii BOHH €
TAM4ACOBHMH. Ilix gac iH(byzi'l' Ta BIPOZOBIK anHaﬁMHi IIeCTH TOAWH IiCIIA mO4aTKy nepmo'l'




TaxoMy pa3i BaM cItij HeraifHo 3BepHYTHCS 4O CBOTO JiKaps. [HOJi cuMITOME MOXYTh ClabIuary, a
ITi3HiIe TOCHIIOBATHCS.

Cepiio3ni nobiuHi edpexTH

I mo6idHi eeKTH MOXKYTh BAHMKATH ¥ OyIb-sIKuil 9ac NiKyBaHHA nmpenapatoM OHTpys3aHT, He

060B’SI3K0BO TLIBKH IMOB’A3aHO 3 iHDYy3i€ro.

Cuiig HeraiiHO TOBiIOMHTH JIKApI0 4YM MeIWYHiH cecTpi y pasi mosBm Oyab-fIKOro 3

HACTYNIHHX NHOGiYHAX edeKTiB:

« TlopymeHHs 3 60Ky cepls iHOJI MOXYTb BUHHKATH IIiJl Yac TiKYBaHHS W IICIS NPUNHHEHHST
JNIKyBaHHS Ta MOXYTh OyTH CepiHo3HHMH. BOHHM BKIIIOYAIOTH CIA0KICTH CEPLIEBOrO M’s3a, LI0
MOXK€ IPH3BECTH JO CEPUEeBOi HEIOCTATHOCTI, 3amalieHHs OOOJOHKH HABKONO Cepis Ta
[OpPYIIEHHS CEepIeBoro putMy. Lle MoXe IPH3BECTH 10 TAKHX CHMITOMIB fAK 3auimKa (y ToMy
gpCTi 3aJUIIKa BHOYI), Kalllelb, 3aTpUMKa pifuHU (HaOpsK) B Horax abo pyKax, BiIdyTTs
cepuebuTTa (TpimoOTiHHS cepus abo HeperyispHe cepuebutrs) (mus. posain 2 «Ilepesipka
byHKIIT ceprisy).

Bam sikap 6y/ie perynspHO KOHTpOIXOBAaTH y Bac dyHKIiio ceps Imijt 9ac Ta Iicis JIKyBaHHS, ale
BaM ciij HeraifHO HOBIJIOMHTH CBOEMY JHKaplo y pa3i HOSBH OyAb-IKOTO 3 BHINE3a3HAYEHUX
CHMIITOMIB.

«  CHHEpPOM Ji3Wcy IyXJIHHH (Ipyma MeTaGoNiYHUX YCKIIaHEHb, 0 BUHUKAIOTD IiCIIs JIKyBaHHS
paKy Ta XapaKTepH3YIOThCS BHCOKMM DiBHeM Kanito i gocdary B KpOBi Ta HH3BKMM pIBHEM
Kanplifo B KpoBi). CHMIOTOMH MOXYTh BKIIOYAaTH MOpYIIeHHS 3 GOKy HHMpPOK (CIHaOKiCTB,
3aIAIIKA, BTOMIIOBAHICTD i CIUIYyTAHICTH CBiOMOCTI), HOpPYINEHHS 3 OOKy cepud (TpiloOTiHHS
cepri a00 TIPHCKOpEHE UM YIOBLIGHEHE CepleOHTTA), cylomm, OmoBaHHs abo Aiapero Ta
IOKOJIFOBAHHS B POTi, KHCTAX 200 CTYIHAX.

V pazi noseu y Bac Gyap-sKoro 3 BHINE3a3HAYEHHX CHMITOMIB IIiCNS 3aBEpPIIEHHS JIKYBaHHS
npenaparom OHTpy3aHT, BaM ciif 3BepHYTHCS O CBOTO JiKaps Ta TOBiZOMHTH, mo Bu pamime
OTpHMYBAJIH JiKyBaHH: IpenaparoM OHTpY3aHT.

Hacrymui mo6iuni edeKTH MOXYTh BHHHKHYTH Oy[b-KOJNH HPOTATOM JHKYBaHHS NpEnapaToM
OHTpy3aHT, a He TUTBKY OB’ 3aHi 3 iHdy3icro.

Hysxe gacri no6iudi edpexrn npenapary OHrpy3anr
(MO>yTh BUHHMKATH uacrime Hik y 1 3 10 narienTis)

e iHdexmii
s Tmiapes
* 3amop

o mucrencis (medis)

* cnabKicTh

¢ BHCHIIaHHS Ha IIKipi

« 6inp y rpyasiil KiniToi

»  Oimb y KUBOTI

e Oimp y cyrmobax

+ HH3BKE UHCIO EPHTPOLMTIB Ta JEHKOUWTIB (ZOHOMAraloTs GOpoTHCS 3 iHdekiew), iHOm 3
JIIXOMaHKOIO ——

s Ounp y M’s3ax »

* KOH’FOHKTHBIT : /

*  CIIbO30TEYA Hd

e KpOBOTEYa 3 HOCA

* BHILIEHHS 3 HOCA

*  BHUNAIIHHS BOJIOCCS
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* TpeMop

*  INPUIUTUBH

*  3amaMOpOYCHHS

* mopyineHHS 3 OOKY HITTiB

* 3MEHIICHHJI MacH TiJia

* BTpara ameTUTy

e 6e3coHHs (HEMOXIUBICTD 3aCHYTH)

* IOPYIICHHS CMaKy

e  HH3BKE YHCIO TPOMOOIHTIB

* YTBOPCHHS CHHIIIB

» OoHiMiHHA 200 IOKOJIOBAHHS MMAJBIIB PyK 1 HIT

* [OYEpBOHiHHS, HAOPSK abo 6ink y poTi Ta/abo ropii
»  Ginb, HAOPAK, IOYEPBOHIHHA a00 MOKOIIOBAHHS KHCTEH Ta/a00 CTyneHb
*  3aAIIKa

e TOJOBHUI Oinb

e Kalmelnkb
e  OOBaHHS
* HyJoTa

Yacri nodiuni edpextrn npenapaty OHTpy3aHT
(MOXyTh BUHMKATH 3 9AaCTOTOIO 10 1 3 10 manieHTiB)
e ajepriuHi peakiii

¢ iHexuii ropna

 irdexuii cea0BOTO MiXypa Ta MKipH

e CyXiCTh y POTi Ta CyXiCTb IIKipH

* CyXicTh oueit

¢ IOCHJICHE IOTOBUIICHHS

e  3amajJeHHS MOJIOYHOI 3aJI03H

*  3amaJeHHS Ie9iHKH

e mopyIeHHS 3 00Ky HUPOK

 rineproHyc (IiABHINEHHS M’ I30BOTO TOHYCY 200 HaIpyKEHHS M’ A3iB)
e 6imp y pykax Ta/abo HOrax

* BHCHIIAHHSA 3i cBepOexkeM

*  COHMBICTH (Oa)xaHHS 3aCHYTH)

e reMopou

e CBepOix

e CIa3sMu M’S3iB Hir

e BimuyTTS CaOKOCTI Ta HE3AyKaHHS

* TPHUBOXHICTb

s gempecis

e acTMa

» iH(exIid JIereHb

e mopyleHHd 3 60Ky JeTeHb

e Oimp y comHi

» Oinp y mmi

e Olmp y KicTKax

* aKHe

Heuacri mo6iuni edpextn npenapary Oarpy3aHr
(MOKyTh BUHMKATH 3 4acTOTOI0 10 1 3i 100 mamieHTiB)
* TIIyxXoTa

e rOpOKyBaTHI BHCHII

*  CBHCTSYE IAXAHHA
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» 3ananenns abo ¢i6po3 IereHn

PinkicHi no6iyni epexrn npenapary OHTpy3aHT
(MO>XyTh BUEMKATH 3 4acTOTO0 JI0 1 3 1000 naieHTiB)

¢ KOBTSHMIIA (OBTyBare 3abapBieHHS MKipa abo odei)
e apadimakTHYHI peaxuil

Tami nmo6iuni edeKTH, PO AKi NOBINOMISAIOCH NPH 3acTOCYyBaHHi npenapaty OHTpy3aHT
(4aCTOTY HEMOMIMBO BU3HAYMTH 33 HABHAMH JIAHAMH)

« marojoriuHe abo MOpYIleHe 3rOPTaHHSA KPOBi

e BHCOKI PiBHI KaJilO

« HabpsaK a00 KPOBOBWIMB Y KIITKOBHHY I103a/ly OKa

* IOOK

e [ATOJOTIYHUH CEPUEBUI PHTM

e pecmipaTOpHHH JHCTPEC

s IuXaJlbHA HETOCTATHICTH

*  TOCTpE HAKONMYCHHS PiHHHU Y JIETCHIAX

*  TOCTpE 3BYXXEHHS TUXAITBHUX MULAXIB

e [ATOJOTIYHO HHU3LKi piBHI KHCHIO Y KPOBi

e yTpy[HEHE OUXaHHA y MOJIOXKEHH] JIEKaTH

*  ypaXeHHS IICYiHKH

+ Habpsak obmuyus, ryd Ta ropna

« HHMPKOBA HEJOCTaTHICTh

Tix gac BariTHOCTI:

e  HATONOTIYHO MKl 00’€M PiIMHH HABKOJIO JUTHHH B yTpoOi Matepi
*  [OpPYIIEHHS BHYTPilMHBOYTPOOHOTO PO3BHUTKY JIETCHb

+  [OpYIIEHHS BEYTPIIIHBOYTPOOHOIO PO3BUTKY HEPOK

Jlesiki 3 mobiuEmx edexTiB MOXYTh Gyrm oOymoBiedi HasBHEUM pakoM. fxmo Bu orpumyere
OntpysanT y KomOimamii 3 ximioTepamiero, feski 3 HOOGI4HMX eeKTiB TakoX MOXYTb OyTH
CIpMYMHEH] XiMioTepami€ro.

V pasi moseu Gyap-koro 3 MoOiUHMX edeKTiB ciix 3BEpHYTHCA JIO mikaps, ¢apmanesra abo
MEIUYHOL CECTPH.

IoBinomienHst mpo nodivni epexTH

Sxmo y Bac Bummxmi mo6iuHi edexTd, HOBiOMTE NPO II€ CBOEMY JiKapro, dbapmanesty abo
MequuHilt cectpi. Ile MoxyTs Gyri Gymp-ski Moxumsi moGiuni edexrtd He 3a3Ha4cHi y IHOMY
mcTKy-BKIammmi. Takox Bu Moxere IOBIIOMHTH Tpo TOOIYHI epekTH Oe3mocepeHbo Hepes
CXEMy (OKOBTOI KapTKé» 3a NOCHIaHHSM www.mhra.gov.uk/yelloweard abo momaTox MHRA
(ATEHTCTBO 3 KOHTPOJIO 3a JIKapPCHKMMH 3ac00aMH Ta MEAUYHHMH supobamu) «Yellow Cardy,
gaseHuM y Google Play a6o Apple App Store.

[oBimommsroun 1o moGiuni edextd, B MOXeTe DOMOMOITH oTpuMaTH Oinbmie iHpopmauii mpo
6e3MeKy HOro mpenapary.

5. SIx 36epiraTun OHTpY3aHT

- 36epiraiite nanumii npenapar y HeOCTYIHOMY st miteit micrkB TEi THYH B \&'}
NEPEWRALY 3ACH @%J(EA,TH i
nM PEKT '.:. . -?‘:\Ae“;“;(l)r;;‘?g; Kog, o
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e He BUKOpHCTOBYIiTE JaHMI Mpemapar micis 3aKiHYeHHs TepMiHy IPHAATHOCTI, 3a3HAYCHOTO Ha
30BHIIOHIN ymakoBIii Ta Ha erukermi ¢iaxoHa micns Hanucy «TEPMIH ITPUJJATHOCTIy.
TepMiH NPUAATHOCTI BiTHOCUTHCS A0 OCTAHHBOTO JHSA BKA3aHOTO MiCSIISL.

e Hesigkpuruii ¢akoH ciif 36epiratd B XoMouiIbHUKY (2—-8 °C).

* He 3amM0opoXyBaTH BiTHOBICHUH PO3YHH.

e IudysiiiHi pO3UHHHM CIIiJ 3aCTOCOBYBATH Bifpa3dy Micas po3BeAeHHS. SIKIIO pO3YHH HE
BUKODHUCTAIHd Bipa3zy, 3a TpPHBAJICTIO Ta YMOBaMH Horo 30epiraHHS Ma€ CTEXHUTH
BianoBimanbHa ocoba. 3a3Buyail gac 30epiraHHsS He ITOBHHEH NEPEBHINYBAaTH 24 TOOWHH IIPH
temneparypi 2—8 °C.

e He 3acrocosyiite npenapat OHTpPY3aHT, SKIOO BA IOMITWIN OyIb-SKi TBEpAi 9acTKu abo 3MiHy
3a0apBJICHHS IIepe] BBEICHHSIM.

o Ilpemapatd He Cii yTWIi3yBaTH y CTi9Hi Boaum abo moOyrtoBi Bimxomm. Cmix 3ammrtaT y
GdapmalieBTa, fK YTUII3yBaTH IIpenapaTH, B sSKuX Oumsime Hemae morpebu. Lli 3axomm
JIOTIOMOJKYTh 3aXHCTHUTH HaBKOJIMIIHE CEPENOBHUIIIE.

6. BmicT ynmaxoBku Ta inma indopmanis

o micTuTs npenapat OHTpPY3aHT

» Jliroua pedoBuHa — TpacTy3ymMab. OmuH ¢GIIakoH MICTHTH:
- 150 Mr TpacTy3yMaly Iy po3UMHEHHS B 7,2 MII BOAU AN 1H €Ki, abo
- 420 Mr TpacTy3ymMaby s po3unHeHHS B 20 MJI BOAM JUIA iH’ €XITiH.

¢ OtpuMaHHi PO3YHH MICTHTH NpHOIM3HO 21 MI/MII TpacTy3ymaly.

e Inmumwu iHrpemieHTamMu € L-TiCTHAWHY TiIpOXJIOpHAY MOHOTiIpAaT, L-ricTHIWH, O,0-Tperaio3u
IUrinpar, noiicopoar 20

Sk Burasigae npenapar OHTPY3aHT i BMICT yIaKOBKH

IIpenapar OHTpy3aHT — Ij¢ HOPOIIOK JUIS KOHIEHTPATy M PO3UMHY M BHYTPIITHHOBEHHOI
indys3ii, o mocTagaeThes y CKIBTHOMY (IaKkoHi 3 T'yMOBOIO ITpobkoro Ta Mictuth150 Mr abo 420 mMr
tpacty3ymaby. Ilopomox € Macoro 6inoro abo 6:i0-x0BTOro Konpopy. OfHa KapTOHHA KOpOOKa
MiCTHTB 1 (HJIaKOH 13 HOPOIIKOM.

BnacHuk peecrpaniiiHoro nocsixdeHas
Camcynr bioenic FOK Jlimitexn

5ii [ToBepx

[Ipodaiin Bect

950 I'peiit Bect Poyn

Bpenrdopn

Migniacexkc TW8 9ES

Bemmixa Bputanis

Bupoonuk

Camcynr bioenic HJI B.B.
Ono¢ IMamvermTpaar 10,
2616 LR Jlendt
Hinepnannu

3a Oyp-s1K010 iH(bOpMAIli€ro IMMOAO IIHOI0 NPEapary 3BEpTaTHCS: o
Opranon ®apma (IOK) Jlimiten
Ten.: 02081 593593 G

medicalinformationuk@organon.com
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Hacrynna indopManis npu3HadeHa BUKIIOYHO JJis MEIHIHUX NPANIBHAKIB

Ilpenapar OHTpysaHT IS B/B 3aCTOCYBAaHHS IIOCTAYa€ThCA y CTEPHIbHUX (iakoHax Juisd
OJIHOPA30BOI0 BUKOPHCTAHHS, HE MICTHTh KOHCEPBAHTIB Ta € HEMIPOTCHHUM.

Sapxnu 36epiraifiTe Ll mpenapar y 3aKpuTiil OpUriHaNBHIM ynakosii mpu Temneparypi 2-8 °C y
XOJIOINIBHUKY.

Jlnist poneLyp BiHOBIIEHHS i PO3BEACHHS CIiji BAKOPHCTOBYBATH BiJOBIIHY aCENTUYHY TEXHIKY.
Heo6ximHo moxdatu mpo 3a0e3neyeHHs CTePHIFHOCTI MPUTOTOBAHUX po34nHiB. OCKIUIBKH JaHUH
NikapchKui 3aci6 He MICTHUTH XONHHMX AaHTHMIKpOOHHX KOHCEpBAaHTIB ab0 GaKTepioCTaTHYHUX
3ac06iB, HEOOXiHO AOTPUMYBATHCSA aCENTHYHOI TEXHIKH.

drnaxoH i3 mpenaparomM OHTpPY3aHT, aCENTHYHO BiTHOBJICHUM CTEPHIIEHOIO BOJOKO JUIS iH’ €Kil (He
nonmaeThesi), € XiMiuHo Ta ¢isuuno crabinpEuM mporsroM 7 Ai6 npu Temmepatypi 2-8 °C micisa
BIJTHOBJICHHS, 10T0 HE MOYKHA 3aMOPOXYBaTH.

ITicis acenTHYHOro PO3BEIEHHS y MONiBiHIIXJIOPHUIHHX, MOTi€THICHOBAX 200 HOJIIPONUIEHOBHX
MilKax, IOO MICTATH po3uMH Harpito xiopuay 9wmr/mia (0,9 %) zma iwekmid, Oymo
IpPOAEMOHCTPOBaHO, mo mpenapar OHTpPy3aHT € (i3W4HO Ta XIMIYHO CTaliIbHMM NPOTATOM
nepioxy no 30 ni6 npu remueparypi 2-8 °C i motim 24 ronus npu Temuepatypi He Buie 30 °C.

3 Mikpo6ionoriunoi TOYKH 30py BiMHOBIEHHHM pO3YMH Ta iHQY3IHHMHA pO3YMH mpenapary
OHTpy3aHT CJIiJl 3aCTOCYBAaTH HeraiHo. SIKINo mpenapaT He BHKOPHCTAIM Bifipasy, 3a TPHBATICTIO
Ta yMOBaMH 30€piraHHs Ma€ CTeXHUTH BiIIOBIMaIbHA 0c00a. 3a3BHYaii yac 30epiraHus HE IOBUHEH
HepeBumyBatd 24 rompuE mpd Temmeparypi 2-8 °C, 3a BHHATKOM THX BHIAJKiB, KOJH
BiZHOBJICHHS Ta PO3BEECHHS IIPOBOIMIA Y KOHTPOIHOBAHMX i BaJIiIOBaHAX ACENTHIHUX YMOBAX.

AcernruiHe 1HpuroT 131, MaHi ii Ta 36epiranHs

INpurorysanns indy3il HeoOXimHO IPOBOJMTH B aceNTHYHMX ymoBax. IIpuroryBamus Bumarae

HACTYITHOTO:

e [pOBEIEHHs B ACENTHYHHX YMOBAaX MiATOTOBIEHHM IEPCOHAIOM BiANOBIIHO [0 IIPaBUI
HaleXHOI INPaKTHKH, OCOOIMBO MO0 ACENTHYHOTO IPHIOTYBaHHS IIAPEHTEPAIbHUX
Mpenaparis;

e BHUKOHAHHS i3 3aCTOCYBAaHHSM BHTSDKKM 3 JlaMiHApDHHM IIOTOKOM abo Gokcy Oionoriusoi
6e31eKH, JOAEPKYIOUNCh CTAHAAPTHUX 3al00DKHUX 3aXO0JiB MO0 0€3MEeYHOr0 NOBOKEHHS 3
BHYTPIiIIHEOBEHHUMH IIpeNIapaTaMH;

e TORANBIOOTO BIANOBiAHOro 30epiraHHs IPUTOTOBIEHOIO PO3YMHY IUI1 BHYTPIITHBOBEHHOI
iHdy3ii 3 MeTor0 3a0e3NIEeYCHHS ACENTHYHUX YMOB.

Ontpy3anTt 150 Mr., IOPONIOK Jiisi KOHIEHTPATY JUIs PO3YHHY JUlst 1HDY31H

150 mr mpemapatry OHTpy3aHT y (IakoHi BiJHOBIDOIOTH y 7,2 MI BOOM 1A 1H €Kik (He
nomaerbes). ClIif yHMKaTH 3aCTOCYBaHHs IHIOMX DPO3YMHHMKIB NS BiJHOBICHHSA. Y pe3yiIbTaTi
OTPHMYIOTE 7,4 MJI PO3YHHY /Ul OJHOPA30BOIO 3aCTOCYBAHHS, INO MICTHTL HpuOmm3HO 21 Mr/mi
Tpactysymaly. Hammumox o6’eMy B 4 % rapanTye, Mo 3asBieHa no3a 150 mr moxe Oyrw
BinmiOpaHa 3 KOXKHOTo ()IaKoHa.

21 MJI pO3YHHY JUIS OJHOPAa30BOTO 3aCTOCYBAHHS, IO MICTH
Hapmamox 06’emy B 5 % rapastye, mo 3asBieHa 1o03a 42
¢dnaxoHa. \



®akoH mpenapary O6’eM CTEpUJIBHOI BOAU A Kinnepa KoHIleHTpanis
OHTpy3aHT iH eIl

150 mr y ¢aakoHi + 7,2 M1 = |21 Mr/mn

420 Mr y diaxoHi + {20 Mn = |21 Mr/mn

[HCTPYKILis 3 ACENTHYHOTO BIIHOBICHHS:

Crmig ofepexHo ToBouTHCS 3 mnpemaparoM OHTpY3aHT Iin d9ac BigHOBNeHHs. HaxMipue
MiHOYTBOPEHHS MiX dYac BiHOBICHHA a00 CTPYIIyBaHHS BiJAHOBICHOTO PO3YMHY IIpEHapary
OHTpy3aHT MOXe CIPHIMHATH HPOOTEMH i3 KUIBKICTIO Iperapary, o MOoXe Oytu BimiOpaHa 3
bnakoHa.

1) BHKOPHCTOBYIOUM CTEPHJIBHMIA LINPHII, IIOBITEHO BBECTH BiMOBITHUA 00’€M (MK 3a3HAUCHO
BUINE) BOAM IS iH'eKmii y (axoH, IO MiCTHTh jio¢imisosanmii mnpemapar OHTpPY3aHT,
CIIPSAMOBYIOYH CTPYMiHb y JTio(inizoBaHy Macy.

2) AkypatHo o6epTarh ¢QnaxoH, mo6 copusty BimHopteHH0. HE CTPYITYBATH!

HesHauHe IIHOYTBOPEHHS O€3MOCEpPENHBO INCTA BiJHOBICHHS € 3BMuaiiHuM. Jlath duaxony
BIZICTOATHCS TPOTATOM HPUOTM3HO 5 XBWIMH. BinHosnenuii npenapar OHTpy3aHT € Ge30apBHAM

a60 677110-KOBTHM IPO30PHM PO3IHHOM O€3 BHIUMHUX YaCTOK.

[HCeTpYKIIT 11010 ACEITHYHOI'O PO3BEIeHHA BiTHOBIICHOI'O PO3YHHY:

BuszaunTy HeoOXiaHH 06’ €M PO3UHHY:
+ BHXOIAYM 3 HABAHTAXYBAIBbHOI J034 TpacTy3ymMaly 4 MI/KI MacH Tinma, abo mmojambmoi
IMOTHKHEBOI 103U TPacTy3ymaly 2 MI/KI MacH Tija:

Maca Tisna (kr) % moza (4 Mr/Kr [uig HapaHTaKeHHs 200 2 MI/KT 1S TLATPUMAHH)
21 (Mr/mi1, KOHIEHTPALIis BiTHOBIESHOTO PO3YUHY)

006°em (M) =

+ BHXOISYM 3 HABAHTAKYBAIBHOI A03HM TpacTy3ymalby 8 Mr/kr macu Tima, abo momansmoi 3-
TIDKHEBOT JI03H TpacTy3ymalby 6 MI/KT MacH Tifa:

Maea Tisna (kr) * 5o3a (8 Mr/kr juia BaBaHTakeHHs a60 6 MI/Kr 11 MATPHMAaHHS)
21 (Mr/MJ1, KOHIIEHTPALIis BiJHOBJIEHOTO PO3YHHY)

06’em (M) =

BinnoBinHy KiTbKiCTH po3dmHy Ciif BigiOpard 3 (IakoHa Ta JONATH y MOJNIBIHIIXJIOPUIHHIM,
HomieTuIeHOBHH abo ToJinpomnineHopuit iHdy3iliani naket, mo MicTuTs 250 Ma 0,9 % posquny
Hatpiro xopuny. He 3acTocoByBaTH 3 po3uMHaM, IO MicCTATH rimokosy. [laker cmin obepexHO
IIepeBEPHYTH IS TIEPEMILTYBaHHS PO3UHHY, 00 YHAKHYTH IIHOYTBOPEHH. PosumHy, pU3HaYeHi
JUIS ApeHTEepANbHOTO BBEJEHHS, IEpel 3aCTOCYBaHHAM MOTPiOHO MEPEBIipATH Bi3yalubHO Ha
HASBHICTh TBEP/IHX YACTOK i 3MiHY 3a0apBIICHHS.
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KopoTka xapakTepucTHKa JlikapchKoro 3aco0y,
BHKJIa/ieHA MOBOI OPHTiHATY, 3acBiI4eHa
MiAIHCOM YIIOBHOBaXeHOI 0c00H, 10 BHCTYNAE
Bix iMeni 3asBHUKA.
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Ontruzant 150 mg powder for concentrate for solution for infusion
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v This 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

Ontruzant® 150 mg powder for concentrate for solution for infusion

Ontruzant® 420 mg powder for concentrate for solution for infusion

*Ontruzant 420 mg powder for concentrate for solution for infusion is not currently available in Great Britain
2. Qualitative and quantitative composition

Ontruzant 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 several chromatography steps including specific viral inactivation
and removal procedures.

Ontruzant 420 mg_powder for concentrate for solution for infusion

One vial contains 420 mg of trastuzumab, a humanised IgG1 monoclonal antibody produced by max
hamster ovary) cell suspension culture and purified by several chromatography steps including g o
and removal procedures. 7

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

For the full list of excipients, see section 6.1.
3. Pharmaceutical form

https://Awww.medicines.org.uk/emc/product/9047/smpc/print
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Powder for concentrate for solution for infusion.
White to pale yellow lyophilised powder.
4. Clinical particulars

4.1 Therapeutic indications

Breast cancer
Metastatic breast cancer
Ontruzant 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 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

Ontruzant 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 Ontruzant therapy, for locally advanced (including
inflammatory) disease or tumours >2 cm in diameter (see sections 4.4 and 5.1).

Ontruzant should only be used in patients with metastatic or early breast cancer whose tumours have either HER2
overexpression or HER2 gene amplification as determined by an accurate and validated assay (see sections 4.4 and
5.1).

Metastatic gastric cancer

Ontruzant 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 gastro-oesophageal junction who have not received
prior anti-cancer treatment for their metastatic disease.

Ontruzant should only be used in patients with metastatic gastric cancer (MGC) whose tumours have HER2
overexpression as defined by IHC2+ and a confirmatory SISH or FISH result, or by an IHC3+ 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). Ontruzant 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.

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

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 Ontruzant (trastuzumab) and not another trastuzumab-containing product (e.g.
trastuzumab emtansine or frastuzumab deruxtecan).

Posology

Metastatic breast cancer

Three-weekly schedule

The recommended initial loading dose is 8 mg/kg body weight. The recommended maintenance
intervals is 6 mg/kg body weight, beginning three weeks after the loading dose. :

Weekly schedule /ﬁ _f%@ C/W ’ .
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The recommended initial loading dose of Ontruzant is 4 mg/kg body weight. The recommended weekly maintenance
dose of Ontruzant 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 Ontruzant is 8 mg/kg body weight. The
recommended maintenance dose of Ontruzant 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.
Metastalic 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 Ontruzant until progression of disease. Patients with EBC should be
treated with Ontruzant 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 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 (LVEF) percentage drops 210 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
Ontruzant 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 Ontruzant by one week or less, then the usual maintenance dose (weekly regimen: 2
ma/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 Ontruzant by more than one week, a re-loading dose of Ontruzant should be
administered over approximately 90 minutes (weekly regimen: 4 mg/kg; three-weekly regimen: 8 mg/kg) as soon as
possible. Subsequent Ontruzant 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
In a population pharmacokinetic analysis, age and renal impairment were not shown to affect s

Paedialric population

(¥

There is no relevant use of Ontruzant in the paediatric population. HE /‘-'/é s
Method of administration < B LALSE, \ 1
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Ontruzant is for intravenous use. The loading dose should be administered as a 90-minute intravenous infusion.
Administration as an intravenous push or bolus is prohibited. Ontruzant intravenous infusion should be administered by a
health-care 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 Ontruzant intravenous formulation before administration, see section 6.6.

4.3 Contraindications

« Hypersensitivity to trastuzumab, murine proteins, or to any of the excipients listed in section 6.1

» Severe dyspnoea at rest due to complications of advanced malignancy or requiring supplementary oxygen therapy.
4.4 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.

HER?2 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
[I-1V) 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 <65%, 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 trastuzumab 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 210 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 symptomatlc CHF has developed, discontinuation of trastuzumab should be strongly-corsits

assessment by a cardlologlst and followed up.
N

If symptomatic cardiac failure develops during trastuzumab therapy, it should be treated with ."- ard medicinal —05 ¥
products for CHF. Most patients who developed CHF or asymptomatic cardiac dysfunction in p visia Mﬂﬂﬂrm ﬁiei i

standard CHF treatment consnstlng of an anglotensm-convertlng enzyme (ACE) |nh|b|tor or -’_ Igﬁgg&g‘“m?ﬂﬁr

trastuzumab treatment contlnued on therapy without additional clinical cardiac even%
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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 (Ml), angina pectoris requiring medical treatment, history of or existing CHF
(NYHA Class II-1V), 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 haemodynamic 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 (BCIRGO006) 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 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 kglm2.
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/m2 or epirubicin 360 mglmz.

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 mglmz).
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 majorlty of these events occur dunng or within 2.5 hours of the start of the first |nfus|on Should an |nfu5|on

such as meperidine or paracetamol, or an antlhlstamlne such as diphenhydramine. The majority / 2
resolution of symptoms and subsequently received further infusions of trastuzumab. Serious regofiors
successfully with supportive therapy such as oxygen, beta-agonists, and corticosteroids. In rarg/tis
are associated with a clinical course culminating in a fatal outcome. Patients exper:er%dys e
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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 infilrates,
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.

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 formal drug 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-a hydroxyl-paclitaxel, POH, and doxorubicinol, DOL) was not
altered in the presence of trastuzumab (8 mg/kg or 4 mg/kg loading dose as an intravenous infusion followed by 6 mg/kg
q3w or 2 mg/kg q1w infusion, 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 was unclear.

Data from study JP16003, a single-arm study of trastuzumab (4 mg/kg loading dose as an intravenous infusion and 2
mg/kg infusion weekly) and docetaxel (60 mg/m2 intravenous infusion) 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 substudy of BO18255 (ToGA) performed in male and female Japanese patients with
advanced gastric cancer to study the pharmacokinetics of capecitabine and cisplatin when used with or without
trastuzumab. The results of this substudy 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.

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 qiw intravenous infusion) 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 Il studies (BO15935 and M77004) and one Phase Il study (H0648g) in which
patients were treated concomitantly with trastuzumab and paclitaxel and two Phase Il 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 nQglearetfs
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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 fetus. Placental transfer of trastuzumab during the early (days 20-50 of gestation) and late (days 120-150 of
gestation) fetal 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 fetus.

In the post-marketing setting, cases of fetal renal growth and/or function impairment in association with oligohydramnios,
some associated with fatal pulmonary hypoplasia of the fetus, have been reported in pregnant women receiving
trastuzumab. Women who become pregnant should be advised of the possibility of harm to the fetus. 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 trastuzumab, close monitoring by a multidisciplinary team is desirable.

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 the 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

Ontruzant has a minor influence on the ability to drive or use machines (see section 4.8). Dizziness and somnolence
may occur during treatment with Ontruzant (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 Ontruzant usage 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 (21/100 to <1/10),
uncommon (21/1,000 to <1/100), rare (21/10,000 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 wit
pivotal clinical trials (N=8386) and in post-marketing

System organ class Adverse reaction
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Infections and infestations Infection Very common
Nasopharyngitis Very common
Neutropenic sepsis Common
Cystitis Common
Influenza Common
Sinusitis Common
Skin infection Common
Rhinitis Commion
Upper respiratory tract infection Common
Urinary tract infection Common
Pharyngitis Common
Neoplasms benign, malignant and |Malignant neoplasm progression Not known
unspecified (incl. Cysts and
polyps) Neoplasm progression Not known
Blood and lymphatic system Febrile neutropenia Very common
disorders
Anaemia Very common
Neutropenia Very common
White blood cell count decreased/leukopenia Very common
Thrombocytopenia Very common
Hypoprothrombinaemia Not known
Immune thrombocytopenia Not known
Immune system disorders Hypersensitivity Common
*Anaphylactic reaction Rare
*Anaphylactic shock Rare
Metabolism and nutrition disorders |Weight decreased/Weight loss Very common
Anorexia Very common
Tumour lysis syndrome Not known
Hyperkalaemia Not known
Psychiatric disorders Insomnia Very common
Anxiety Common
Depression Common
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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 1Blood pressure decreased Very common

1Blood pressure increased

Very common

"Heart beat irregular

Very common

1Cardiac flutter

Very common

Ejection fraction decreased*”

Very common

*Cardiac failure (congestive) Common
*1Supraventricular tachyarrhythmia Common
Cardiomyopathy Common
Tpalpitation Common
Pericardial effusion Uncommon
Cardiogenic shock Not known
Gallop rhythm present Not known

Vascular disorders Hot flush Very common
*1Hypotension Common
Vasodilatation Common
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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
*1Wheezing 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
1Lip swelling Very common
Abdominal pain Very common
Dyspepsia Very common
Constipation Very common ey
Stomatitis Very
Haemorrhoids Commypii
Dry mouth Com : N lnermuiauini o s

N 38002595 /74
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Hepatobiliary disorders Hepatocellular injury Common
Hepatitis Common
Liver tenderness Common
Jaundice Rare

Skin and subcutaneous tissue Erythema Very common

disorders
Rash Very common
Tswelling face Very common
Alopecia Very common
Nail disorder Very common
Palmar-plantar erythrodysaesthesia syndrome Very common
Acne Common
Dry skin Common
Ecchymosis Common
Hyperhydrosis Common
Maculopapular rash Common
Pruritus Common
Onychoclasis Common
Dermatitis Common
Urticaria Uncommon
Angioedema Not known

Musculoskeletal and connective  |Arthralgia Very common

tissue disorders
TMuscle 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
Renal failure
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Pregnancy, puerperium and Oligohydramnios Not known
perinatal conditions

Renal hypoplasia Not known
Pulmonary hypoplasia Not known
Reproductive system and breast  |Breast inflammation/mastitis Common
disorders
General disorders and Asthenia Very common
administration site conditions
Chest pain Very common
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 procedural  |Contusion Common
complications

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

1 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 sequentialty
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 IlI-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 Ill & V) 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 250% z
evident for 71.4% of trastuzumab-treated patients Reversibility of mild symptomatic and asympto
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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 hypoprothrombinaemia is not known. The risk of neutropenia may be slightly increased when
trastuzumab is administered with docetaxel following anthracycline therapy.

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) Wammnings and Precautions.

Immunogenicity

In the neoadjuvant-adjuvant EBC study (B022227), at a median follow-up exceeding 70 months, 10.1% (30/296) of
patients treated with intravenous trastuzumab 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.

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 Yellow Card Scheme at: www.mhra.gov.uk/yellowcard or search for MHRA Yellow
Card in the Google Play or Apple App Store.

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
ma/kg has been studied in a clinical trial with metastatic gastric cancer patients. Doses up to this level were well
tolerated.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: L01XC03
Ontruzant is a biosimilar medicinal product.

Trastuzumab is a recombinant humanised IgG1 monoclonal antibody against the human epider R
receptor 2 (HER2). Overexpression of HER2 is observed in 20%-30% of primary breast cancersg &t
positivity rates in gastric cancer (GC) using immunohistochemistry (IHC) and fluorescence in siti ', &l
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HER2 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 HER2'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 in 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 sifu hybridisation (FISH) or chromogenic in situ hybridisation (CISH) of fixed
tumour blocks. Patients are eligible for trastuzumab 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.

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 HER2 overexpression
assessment

No staining is observed or membrane staining is observed in <10% of ;

0 Negative
the tumour cells

qe A faint/barely perceptible membrane staining is detected in >10% of Negative
the tumour cells. The cells are only stained in part of their membrane. 9
A weak to moderate complete membrane staining is detected in .

R >10% of the tumour cells. Sdivecs)
Strong complete membrane staining is detected in >10% of the "

pE tumour cells. Positive

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 HER2 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 overexpression or HER2 gene amplification in gastric cancer

recommended to allow for the parallel evaluation of tumor histology and morphology. To ensure &

procedures and the generation of accurate and reproducible results, HER2 testing must be '
staffed by trained personnel. Full instructions on assay performance and results interpretation sfjf
product information leaflet provnded with the HER2 testing assays used. 3
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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
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techniques for the detection of HER2 gene amplification in gastric cancer patients.

HER?2 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.

The recommended scoring system to evaluate the IHC 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 - staining pattern HER2 overexpression
pattern assessment
0 No reactivity or membranous No reactivity or membranous reactivity Negative
reactivity in <10% of tumour cells in any tumour cell 9
Faint/barely perceptible Tumour cell cluster with a faintbarely
4 membranous reactivity in 210% of perceptible membranous reactivity Negative
tumour cells; cells are reactive only |irrespective of percentage of tumour 9
in part of their membrane cells stained
Tumour cell cluster with a weak to
Weak to moderate complete, moderate complete, basolateral or
2+ basolateral or lateral membranous |lateral membranous reactivity Equivocal
reactivity in 210% of tumour cells irrespective of percentage of tumour
cells stained
Tumour cell cluster with a strong
pengicomplete,basolataral,or complete, basolateral or lateral
3+ Iatezal membranous reactivity in membranous reactivity irrespective of Positive
210% of tumour cells .
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.

https://www.medicines.org.uk/emc/product/9047/smpc/print

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/m2 infused over 3 hours) with or without trastuzumab. In the pivotal

trial of docetaxel (100 mglm2 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 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 amcn L ihase
patients with higher levels of overexpression of HER2 (3+). 5 i

The main test method used to determine HER2 positivity in the pivotal trial of docetaxel, with or wil§ __
was lmmunohlstochem|stry A mlnorlty of patients was tested using ﬂuorescence in-situ hybndasa 9 / }
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Table 4 Efficacy results from the monotherapy and combination therapy studies

Parameter Monotherapy Combination therapy
. b Trastuzumab BaElitaxal? Trastuzumab D 3
Lol plus paclitaxel2 aclitaxe plus docetaxel® Bestaxel
N=172 N=68 N=77 N=02 N=94
Response rate 18% 49% 17% 61% 34%
(95%Cl) (13-25) (36-61) (9-27) (50-71) (25-45)
Median duration of 9.1 8.3 46 11.7 57
response (months)
(95%Cl) (5.6-10.3) (7.3-8.8) (3.7-7.4) (9.3-15.0) (4.6-7.6)
Median TTP (months) 32 71 3.0 1.7 6.1
(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%Cl) (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 treatrment with trastuzumab and anastrozole

Trastuzumab has been studied in combination with anastrozole for first-line treatment of MBC in HER2 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.

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
N=105 N=72 paclitaxel® docetaxel*
N=32 N=110

Response rate (95%Cl) 24% (15-35) 27% (14-43) 59% (41-76) 73% (63-81)

Median duration of

response (months) 10.1 (2.8-35.6) 7.9 (2.1-18.8) 10.5 (1.8-21) 13.4 (2.1-55.1)

(range)

Median TTP(Months) | o, maam | aomoas | d400mone | O iZ2

(95%ClI) 3.4 (2.84.1) 7.7 (4.2-8.3) 12.2 (6.2-ne)

Median Survival ne ne .

(months) (95%Cl)

TTP = time to progression; "ne" indicates that it could not be estimated or it was not reached
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1. Study WO16229: 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 ma/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)
Early breast cancer 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 carboplatin in patients with HER2 positive EBC following surgery.

Early breast cancer 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 HER2-positive and lymph node
negative with high-risk features (tumour size >1 em and ER negative or tumour size >2 cm, regardless of hormonal
status).

In the BCIRG 006 study HER2 positive, EBC was defined as either lymph node positive or high-risk node negative
patients with no (pNQ) 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™
Trastuzumab Trastuzumab
Observation Observation
Parameter 1 Year 1 Year
N=1693 N=1697***
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%)

P-value versus observation

<0.0001

Hazard ratio versus observation

0.54

Recurrence-free survival

- No. patients with event

208 (12.3%)

113 (6.7%)
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- No. patients without event 1485 (87.7%) 1580 (93.3%) 1191 (70.2%) 1303 (76.6%)
P-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%)
P-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 am to trastuzumab)

*** There is a discrepancy in the overall sample size due to a small number of patients who were randomized 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 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% CIl 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% C!: 0.87, 1.13), p-
value=0.80 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/m2, given every 3 weeks for 4 cycles.

- intravenous cyclophosphamide, at 600 mglm2 over 30 minutes, given every 3 weeks for 4 cycles.
- Paclitaxel, in combination with trastuzumab, was administered as follows:
- intravenous paclitaxel - 80 mg/m2 as a continuous intravenous infusion, given every week for 12 weeks.

or

- intravenous paclitaxel - 175 mglm2 as a continuous intravenous infusion, given every 3 weeks for 4 cyg
each cycle). P

analysis of DFS* are summarized in Table 7. The median duration of follow-up was 1.8 years fo h‘; atients in the
AC—P arm and 2.0 years for patients in the AC—PH arm. {289

the definitive DFS anal sis* :_ 3 :3:._ ey ;
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H 0,
AC—P AC—PH Hazard ratio vs AC—P (95%
Parameter Cl)
(n=1679) (n=1672)
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

** p value for OS did not cross the pre-specified statistical boundary for comparison of AC—PH vs, AC—P

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—PH 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% Cl 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

Parameter AC—P AC—PH p-value versus Hazard ratio versus
(N=2032) (N=2031) AC—P AC—P (95% Cl)
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% Cl [0.54, 0.69]) showed a similar DFS benefit
compared to the definitive primary DFS analysis, despite the 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. STy,

In the BCIRG 006 study trastuzumab was administered either in combination with docetaxel, fol[o", x
(AC—DH) or in combination with docetaxel and carboplatin (DCarbH). d

Docetaxel was administered as follows:

- intravenous docetaxel - 100 mg/m2 as an intravenous infusion over 1 hour, given every 3 weekga%og

first docetaxel cycle, then day 1 of each subsequent cycle) ‘?%j ge &,{b -
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or

- intravenous docetaxel - 75 mg/m2 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 total of 52 weeks.

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

AC—D AC—DH Hazard ratio vs AC—D (95%
Parameter ch)
(n=1073) (n=1074) p-value
Disease-free survival
No. patients with event 195 134 0.61 (0.49, 0.77)
p<0.0001
Distant recurrence
No. patients with event 144 95 0.59 (0.46, 0.77)
p<0.0001
Death (OS event)
No. patients with event 80 49 0.58 (0.40, 0.83)
p=0.0024

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

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

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

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

In the BCIRG 006 study for the primary endpoint, DFS, the hazard ratio translates into an absolujg
year disease-free survival rate estimates of 5.8 percentage points (86.7% versus 80.9%) in favo§
(trastuzumab) arm and 4.6 percentage points (85.5% versus 80.9%) in favour of the DCarbH (tr#
compared to AC—D. _ B
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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 clinicat studies combining DFS events and symptomatic cardiac events and
summarised in Table 11:

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

ACSFH AC—DH DCarbH
= 25=0 (vs. AC—D) (vs. AC—D)
(NSABP B-31 and
NCCTG N9831)* (BCIRG 006) (BCIRG 006)
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
Cl = 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 (neoadjuvant-adjuvant 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 des1gned to
investigate the chmcal efficacy of concurrent admlnlstratlon of trastuzumab with neoadjuvant chemotherap ngluding

tumours were randomised to receive either neoadjuvant chemotherapy concurrently with neoadj 3
trastuzumab, or neoadjuvant chemotherapy alone. ;
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as follows:

« Doxorubicin 60 mg/m2 and paclitaxel 150 mglmz, administered 3-weekly for 3 cycles

which was followed by

* Paclitaxel 175 mglm2 administered 3-weekly for 4 cycles,

which was followed by

= 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 resuits from MO16432

Chemo + trastuzumab Chemo only
Parameter
(n=115) (n=116)

Event-free survival Hazard ratio
(95% ClI)

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

Total pathological complete response* 40% 20.7% 0\367a

0, =U.

(95:5,C1) (31.0, 49.6) (13.7, 29.2) E

Overall survival Hazard ratio
(95% ClI)

No. patients with event 0.59 (0.35, 1.02)

22 33

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 lll trial ToGA (BO18255) in combination with
chemotherapy versus chemotherapy alone.

Chemotherapy was administered as follows:

- capecitabine - 1000 mg/m2 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/mzlday 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/m2 every 3 weeks for 6 cycles on day 1 of each cycle.

The efficacy results from study BO18225 are summarized in Table 13:
Table 13 Efficacy results from BO18225

FP FP +H
N=290 N=294

Parameter
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Overall survival, median months 1141 13.8 0.74 (0.60-0.91) 0.0046
Progression-free survival, median months 55 6.7 0.71 (0.59-0.85) 0.0002
Time to disease progression, median 56 7.1 0.70 (0.58-0.85) 0.0003
months
Overall response rate,% 34.5% 47.3% 1.70% (1.22, 2.38) 0.0017
Duration of response, median months 4.8 6.9 0.54 (0.40-0.73) <0.0001

FP + H: fluoropyrimidine/cisplatin + trastuzumab

FP: fluoropyrimidine/cisplatin

2 Odds ratio

Patients 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 were recruited to the
trial. The primary endpoint was overall survival which was defined as the time from the date of randomization to the date
of death from any cause. At the time of the analysis a total of 349 randomized 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 (IHC2+/FISH+ or IHC3+). 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%
Cl 0.51-1.11) in the IHC2+/FISH+ group and the HR was 0.58 (5% CIl 0.41-0.81) in the IHC3+/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% Cl 0.51-1.79)], non-
measurable [HR 1.78 (95% Cl 0.87-3.66)] and locally advanced disease [HR 1.20 (95% CI 0.29-4.97)].

Paediatric population

The licensing authority has waived the obligation to submit the results of studies with 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 |, Il and lli trials receiving trastuzumab via an intravenous infusion. 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 t4;» 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 (Crin, Crax 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 parameter values
were 8.81 mg/day for the maximum elimination rate (Vhax) and 8.92 pg/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 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 (Cp,ax 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) for trastuzumab
intravenous infusion dosing regimens in MBC, EBC and AGC patients -

Primary tumour Crmin Crmax 1k ;Ucﬂ-21days

type (g/mL) (ug/mL) ( %PMMTH% 2l

Regimen

| - i, )
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28.7
MBC 805 182 (134-280) 1376 (728-1998)
(2.9-46.3)
30.9
8mg/kg + 6mglkg EBC 390 176 (127-227) 1390 (1039-1895)
q3w (18.7-45.5)
23.1
AGC 274 132 (84.2-225) 1109 (588-1938)
(6.1-50.3)
374
MBC 805 76.5 (49.4-114) 1073 (597-1584)
(8.7-58.9)
4mg/kg + 2mg/kg
Rl 38.9
EBC 390 76.0 (54.7-104) 1074 (783-1502)
(25.3-58.8)

Table 15 Population predicted steady state PK exposure values (median with 5th - 95th percentiles) for trastuzumab
intravenous infusion dosing regimens in MBC, EBC and AGC patients

Time to
. Primary tumour Crmin,ss* Cmaxss™  [AUCqgs, 0.21 days steady-
Regimen type N state™*
P (ug/mL) (ngimL) (wg.day/mL)
(week)
44.2 179 1736
MBC 805 12
(1.8-85.4) (123-266) (618-2756)
53.8 184 1927
8mglkg + EBC 390 15
6mg/kg q3w (28.7-85.8) (134-247) (1332-2771)
32.9 131 1338
AGC 274 9
(6.1-88.9) (72.5-251) (557-2875)
63.1 107 1710
MBC 805 12
amgkg + (11.7-107) (54.2-164) (581-2715)
2mg/kg qw 726 115 1893
EBC 390 14
(46-109) (82.6-160) (1309-2734)

*Crin,ss — Cmin at steady state

**Cax,ss = Cmax at steady state

*** time to 90% of steady-state

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

4

_ Total CL range from tq2 range from Cpay o5 t0
Regimen anatr;pt:mour N Crmax,ss 10 Crin,ss Cmin,ss
(L/day) (day)

MBC 805 0.183-0.302 15.1-23.3
8mg/kg + 6mg/kg q3w EBC 390 0.158-0.253

AGC 274 0.189-0.337 GA255%0. B

MBC 805 0.213-0.259 KPATIA NT ) [_
4mg/kg + 2mg/kg qw -" o ‘,._,_-

EBC 390 0.184-0.221 \ Qe ﬁ
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Trastuzumab washout

Trastuzumab washout period was assessed following q1w 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 pg/mL
(approximately 3% of the population predicted Cy, ¢s, 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 K;;) (P<0.001). There was a correlation between shed

antigen and SGOT/AST levels; part of the impact of shed antigen on clearance may have been explained by SGOT/AST
levels.

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.

5.3 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. A study of
trehalose, a major formulation excipient, did not reveal any toxicities.

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 monohydrate
L-histidine
a,a-trehalose dihydrate

polysorbate 20
6.2 Incompatibilities

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

Do not dilute with glucose solutions since these cause aggregation of the protein.
6.3 Shelf life

Unopened vials: 4 years.
Aseptic reconstitution and dilution:

After aseptic reconstitution with sterile water for injection, chemical and physical stability of the reconstituted solution has
been demonstrated for 7 days at 2°C-8°C.

After aseptic dilution in polyvinylchloride, polyethylene or polypropylene bags containing sodium chloride 9 mg/mL (0.9%)
solution for injection, chemical and physical stability of Ontruzant has been demonstrated for up to 30 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 Ontruzant infusion solution should be used
immediately. If not used immediately, in-use storage times and conditions prior to use are the responsibility of the user,
and would not normally be longer than 24 hours at 2°C to 8°C, unless reconstitution and dilution have taken place under
controlled and validated aseptic conditions.

6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C).

Do not freeze the reconstituted solution.

For storage conditions of the opened medicinal product, see section 6.3 and 6.6.
6.5 Nature and contents of container

Ontruzant 150 mg_powder for concentrate for solution for infusion
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One 15 mL clear glass type | vial with butyl rubber stopper laminated with a fluoro-resin film containing 150 mg of
trastuzumab

Ontruzant 420 mg_powder for concentrate for solution for infusion

One 40 mL clear glass type | 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

Ontruzant IV is provided in sterile, preservative-free, non-pyrogenic, single use vials.

Appropriate aseptic technique should be used for reconstitution and dilution procedures. Care must be taken to ensure
the sterility of prepared solutions. Since the medicinal product does not contain any anti-microbial preservative or
bacteriostatic agents, aseptic technique must be observed.

Aseptic preparation, handling and storage:
Aseptic handling must be ensured when preparing the infusion. Preparation should be:

» performed under aseptic conditions by trained personnel in accordance with good practice rules especially with respect
to the aseptic preparation of parenteral products.

» prepared in a laminar flow hood or biological safety cabinet using standard precautions for the safe handling of
intravenous agents.

- followed by adequate storage of the prepared solution for intravenous infusion to ensure maintenance of the aseptic
conditions

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

The reconstituted solution should not be frozen.
Ontruzant 150 mg_powder for concentrate for solution for infusion

Each 150 mg vial of Ontruzant is reconstituted with 7.2 mL of sterile water for injection (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.

Ontruzant 420 mg_powder for concentrate for solution for infusion

Each 420 mg vial of Ontruzant is reconstituted with 20 mL of sterile water for injection (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 5% ensures that the labelled dose of 420 mg can be withdrawn from each vial.

Instructions for aseptic reconstitution

1) Using a sterile syringe, slowly inject the appropriate volume (as noted above) of sterile water for injection in the vial
containing the lyophilised Ontruzant, 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 Ontruzant results in a colourless to pale yellow transparent solution and should be essentially
free of visible particulates.

Instructions for aseptic dilution of the reconstituted solution
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:

Body weight (ko) x dose (4 mg'ke for loading or 2 me ke for mamttnance) B
21 {mg/ml., concentration of reconstituted sohution)

Volume (mL) =
» based on a loading dose of 8 mg trastuzumab/kg body weight, or a subsequent 3-weekly dos " #
body weight: {:

Body weight (kg) x dose (8 mg ke for loading or 6 me 'k for a’; ; £
21 (mg/mi. concentration of fecnn:uruted -‘uu11 W \

o f.
hitps:/Aww.medicines.org.uk/emc/product/9047/smpc/print / /?)j,’y 7% -%;__4,.., z
2504, 2254/ 7

Yolume (mL) =
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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 0.9% sodium chloride solution. 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.

Parenteral medicinal products should be inspected visually for particulate matter and discoloration prior to administration.
No incompatibilities between Ontruzant 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.
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