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Ilepexnaau TeKCTy MapKyBaHHS MEPBUHHOI Ta BTOPHHHOI (32 HASIBHOCTI) YIIAKOBOK JKAPCHKOTO
3aco0y Ta IHCTPYKIil IpO 3aCTOCYBaHHS, KOPOTKOI XapaKTEPHCTHKHU JiKapChKOro 3acoby
Jep’KaBHOIO MOBOIO, AaBTCHTMYHICTH SKHAX IMIATBEpJXEHA ImianucoM 3asBHuKa abo
yIIOBHOBaXk€HOro HUMM ImpeacTaBHuKa (Texer MapkyBanns, KopoTka xapaxrepucTHKa
Jikapcekoro 3aco0y ra Jlucrok-pxiaaka: ingopmMauis ana nanieHra).

3aaBHuK, kpaina: [Idaiizep Eitu. Ci. I1i. Kopnopeiims, CIIA
Pfizer H.C.P. Corporation, USA

Bupo6Huuk, kpaina: Ildaitzep Menrodexuypunr benbris HB, benpris
Pfizer Manufacturing Belgium NV, Belgium
- 36epizanusn ADI dosyeanns ADIy emunensininayemamni naxemu i
NOBMOPHE 3AMOPOACYBAHHSI,; BUPOOHUYMEO, NEPBUHHE | BMOPUHHE
NAKy8AaHHA, MAPKYEAHHA, MECMYBAHHA NPU 6UNYCKY cepil, unyck cepii

[aiizep Ipnanzais @apmacsroTikans, Iprannis

Pfizer Ireland Pharmaceuticals, Ireland

- mecmy8anHsa NPU 8UNYCKY cepii, mecmy8anHsa npu OOCAIOHNCEHHI
cmabinvnocmi

I Ai desenomment, CIIIA
PPD Development, USA

- 6U3HAYEHHs Cunu Oii npu 00cniodceHHi cmabinbHocmi

Tpasumepa / Trazimera®

MIOPOILOK ISl KOHIIEHTPATy I PO3UUHY st iHQy3iit mo 150 mr
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TH®OPMAIIIS, ITO BKA3YETHCA HA 30BHIITHIA YITAKOBKH

| KAPTOH

1. HA3BA JIKAPCBKOI'O 3ACOBY

Tpa3sumepa 150 Mr MopoIIOK A1 KOHUEHTPATY JUIA PO3YHHY AN iHQYy3iit
TpacTtyzymad

| 2. BIIOMOCTI HIOJIO ATFOYOI PEYOBAHH

OnuH ¢nakoH Mictuth 150 Mr Tpacty3ymaly. Iicns BiqHOBIEHHs | MIT KOHLIEHTpATy MICTHTE 21 Mr
TpacTy3ymaoy.

| 3. IEPEJIK JOIOMDKHWX PEYOBHH j

L-rictunuHy rimpoxyiopugy MoHoriapat, L-rictunus, E 432, caxapo3a.

| 4. JIIKAPCHKA ®OPMA TA BMICT YIIAKOBKH ]

INopoiiok a1 KOHLEHTPaTy A Po34YrHY Mid iHGYy3ii
1 ¢naxon

| 5. CIOCIB TA NUISIX BBEAEHHSI

TineKkH U1 BHY TPIIHEOBEHHOTO 3aCTOCYBAHHS ITIC/IA BiIHOBJICHHS i PO3BE/ISHHS.
Iepen BUKOpUCTAHHAM NMPOYUTANTE TUCTOK-BKIAJKY .

6. OCOBJMBI 3ACTEPEXXEHH:I I[OJO 35EPIT AHHS JIIKAPCBKOT'O 3ACOBY Y
HEJOCTYITHOMY JIUISI JITEMA MICII

[7.  IHII OCOBJIMBI 3ACTEPEJKEHHSI, SIKIO HEOBXITHO \

| 8. JATA 3AKIHYEHHS TEPMIHY IPHJIATHOCTI \

TTpugaTauit 1o

| 9. OCOBJMBI YMOBH 3EEPIT AHHSI \

36epiratu y XOIOIWIbLHUKY.

30epiraTu B OpHriHaIbHIH YHaKOBIi /IS 3aXHCTY BiJ CBIiTIA.

Hesinkpuruii @iaxon Moxe 36epirarucs npu remneparypi 1o 30°C mpoTsrom ogHOro mnepioay Ao 3
MicsILiB.

He 3actocoByBaTH MmicJis: / / A6o [0 naTH 3aKiHuUeHHS TepMiHy MPHAATHOCTI,
3a3Ha4eHil Ha ¢nakoHi, 3aJIeKHO BiJ] TOTO, KA JAaTa HaCTaHe paHille

10. CHEMIAJIBGHI BKA3IBKH IIOXO0 YTHIIBAINT HEBUKOPUCTAHMX
JIKAPCBKHUX BUPOBIB ABO BITXOXIB, AKI 3AJIMIINAYOTECA ITICJIA
BAKOPUCTAHHS TAKUX JTKAPCBKHX 3ACOBIB, B PA3I HEOBXI/THOCTI

11. HAUMEHYBAHHSI I MICIIE3HAXO/I)KEHHSA BJIACHAUKA PECCTPAIIIMHOIO
IHOCBITYEHH




[aiizep €spona MA EEIT"
Bynseap ae sia Ilnen 17
1050 Bprocens,

Benpris

[ 12. HOMEP PEECTPAIIIITHOTO IOCBITYEHHS

FEU/1/18/1295/001

| 13. HOMEP CEPII

Cepis

‘ 14. 3ATAJIbHA KJACUPIKALISA IS IIOCTAYAHHS

‘ 15. TH®PMAIIA NIOO 3ACTOCYBAHHA

‘ 16. THO®OPMAII SKA HAHOCHTHCS IMIPU®TOM BPAIIA

Ob6tpynmysanns wooo He exNoYeHHs wpugmy bpaiing npuiinamo.

| 17. YHIKAJIbHUH ITEHTH®IKATOP — 2D IITPAXKO/I

Buxmoueno 2D wmpux-xo0 3 yHixanehum idenmughixamopom.

‘ 18. VYHIKAJBHUAM INEHTH®IKATOP — TAHI JJIS1 3YATYBAHHA JIFOAAHOIO

Kop ynakoeku
Cepiiinnit HoMep
Homep
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MIHIMYM BIJIOMOCTEM, IO BKA3YIOTHCS HA IIEPBUHHIA YIIAKOBIII
HEBEJIHUKOI'O POIMIPY

ETHKETKA HA ®JIAKOH

1. HA3BA JIKAPCBKOI'O 3ACOB TA IIIJISIX BBEXEHHS

Tpasumepa 150 Mr MOpoIIOK /11 KOHLIEHTPATY
Tpacryzymab
Tineku s BHYTPIITHOBEHHOTO 3aCTOCYBaHHA

| 2. CHOCIB BBEAEHHS |

[ 3. JATA SAKIHYEHHSA TEPMIHY ITPHIATHOCTI ‘

IIpunarauii no

| . HOMEP CEPI {

Cepisa

| 5.  BMICT 3A BAI'OIO, OB'€EMOM ABO OJHUIIAX ‘

| 6. THIOE |




TIOJATOK I

KOPOTKA XAPAKTEPUCTHUKA JIKAPCBKOI'O 3ACOBY
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v Lleit nikapcekuii 3aci6 nimiarae noaaTkoBoMy KOHTpoo. Lle no3sonuts meuako inentudikysaTu
HOBy iHQopManito 3 6esnmexu. MemuWYHHMX IPAIBHHUKIB NPOCATh MOBiZOMASTH Tpo Oynb-gKi
mifo3prosaHi nobiuni peakitii. J{us. po3nin 4.8 mono iHbopManii 1Ipo Te, K NOBIXOMUTH Npo NobiuHi
peaxii.

1. HA3BA JIKAPCBKOI'O 3ACOBY

Tpasumepa (Trazimera), OpOIIOK U KOHUSHTPATY A1 PO3UMHY LA iHdY3iit o 150 Mr
Tpazumepa (Trazimera), MOPOIIOK T KOHLEHTPATY JUIA PO3UHHY 1utst iH(y3iit mo 420 mr

2. SIKICHHAM TA KIIBKICHAM CKJIA L

Tpasumepa (Trazimera), ITOPOIIOK /TS KOHLEHTPATY UL PO3HMHY Juis iHdy3ii mo 150 mr

Onun drakoH Mictuts 150 Mr Tpacty3ymalby, ryMaHi30BaHOIO MOHOKJIOHAIBHOIO aHTUTina kiacy IgGl,
AKe IPOAYKYEThCSA Ha CycIeH3iHHIM KyJbTypi KITHH CCaBLIB (S€YHHKIB KHTACBKOrO XOM'sKa) Ta
OYHMINIEHOTO 34 JOIIOMOT0l0 XpoMaTorpadii, BIIIOYarouH crietddivyHi IpoLeypH IHAKTHBAIIT Ta BHAAICHHS
BipyciB.

Tpazumepa (Trazimera). MOPOLIOK 18 KOHLEHTPATY. 14 PO3UMHY s indy3iit o 420 mr

Onwun drakon mictute 420 Mr TpacTy3ymaly, ryMaHi30BaHOI'O MOHOKJIOHAIBHOTO aHTHUTINA Kiacy I1gGl,
AKke TPOAYKYETHCS Ha CyCIeH3iiHill KyIbTypi KIITHH CCaBUiB (SEYHHKIB KUTAMCBKOTO XOoM'ska) Ta
OYHMIIIEHOTO 3a JOTIOMOTrOI0 XpoMaTorpadii, BIIIOYalouH crieddidni IpoLeypy iHaKTHBALLT Ta BUAATEHHS
BipyciB.

Binnoenenuit po3uun Tpazumepa micTuts 21 Mr/mi Tpactysymaty.

IToBHuii nepenik JOMOMDKHUX peYOBHH HaBedEHME y po3ii 6.1.

3. JIKAPCBKA ®OPMA
[Topoiok Juis KOHLEHTPaTy U1 PO3UMHY 1A iHQY3il (HOPOIIOK U1 KOHLIEHTPATY).

binuii niodinizopanuii mopomok abo Kopix.
4. K/IMHIYHA TH®OPMAIIIA
4.1 TepaneBTHYHI HOKa3aHHA

Pak Mosio4yHoOI 321031

Memacmamuunuil pax MoAOYHOL 3Q103U

Tpasumepa npusHavaoTh 1 JTiKyBaHHA JopocauX narienTis 3 HER2 NO3UTHBHIM MeTaCTATHYHUM PAKOM
MoJIo4HO1 3a103u (MPM3):

- Yy BUMIIAAI MOHOTepamii s JikyBaHHA NAU€HTIB, sAKi BXKe ONEP)KaJIHM MPUHAWMHI [BI CXeMH
ximioTeparii 3 NpUBOMY JIiKyBaHHS METaCTaTHYHOI CTalil 3axBopioBanus. [Tonepeans ximiotepanis
INOBHHHA BKJIIOYATH, HpHUHAWMHI, aHTPAllMKIIH i TaKCaH, 32 BMHATKOM THX BHNAIKIB, KOIHA Li
METOAM JIIKyBaHHS HE € NPHUAATHHUMM Ui NaiieHTtiB. Y NalieHTIB 3 TOPMOHINO3WTUBHHM
PEUENTOPHUM CTAaTyCOM TaKOXK Mae OyTH HEYCMilHOI FOPMOHAbHA Tepallis, 32 BUHATKOM THX
BHITA/IKiB, KO Lli METOM JIIKyBaHHS HE € NPHAATHUMH I NALliEHTIB.
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- y koMb6iHaLil 3 MaKJIiTaKceoOM MallieHTaM, SKi He OIepKyBaJi XIMIOTEpariito 3 NPUBOAY JIIKYBaHHS
METaCTaTUYHOI CTajlii 3aXBOPIOBAHHSA 1 JUIA AKX aHTPALMKIIIH HE ITiAXOIHTE.

- y koMbiHalil 3 JOIIeTaKCeNIOM NalieHTaM, SKi He Olep>KyBalll XiMIOTepamnito 3 IPUBOAY JiKYBaHHA
METacTaTHYHOI CTafii 3aXBOPIOBAHHS.

- y koMbiHalil 3 iHribiropoM apomarasu HailieHTaM Yy Hepiof MOCTMEHOIAy3H 3 METACTATHYHHM
paKkoM MOJIOYHOI 3103 3 TOPMOHIO3UTHBHHM peLENTYpPHHM CTaTycoM, SKi paHillle He

OZePKYBAIH TPacTy3yMad.

Pax MonouHol 3aio3u Ha PanHii cmadii

Jlixapcekuit 3aci6 Tpasumepa npu3Ha4arOTh 1A JIIKyBaHHA gopociux namiedtiB 3 HER2 nosurvBHUM
paxoM MOJIOYHOI 3aJI034 Ha paHHi ctazii (PPM3).

- IicJIA TIPOBEJICHHS XipypriYHOro BTPy4YaHHA, XimMioTeparil (HE0aa'FOBaHTHOT UM aq'FOBAHTHOT) Ta
MPOMEHEBO] Tepanii (SKIIo 3aCTOCOBAHO) (OMB. po3ALi 5.1).

- y KkomGiHalii 3 mawiitakcenoM a0o MOUETAaKCeNOM IIciA am'toBaHTHOI Ximioreparii
Jokcopy6iluHoM i nukrodochaminom.

- y koM6iHailil 3 a'FOBaHTHOIO XiMiOTepaIli€lo, 10 CKIafy SKOI BXOUTh JOLETaKces i KapOoIUIaTrH.,

- y koMbiHalii i3 HeoaA'foBaHTHOIO XiMiOTepami€lo i3 MOJANBIINM 3aCTOCYBAHHAM JIIKAPCHKOTO
3acoby TpasuMepa sk ag'toBaHTHOI Tepamil 11 JiKyBaHHS MiCLEBOIOLIMPEHOro (Y TOMY 4HCIi
3ananbHOr0) 3aXBOPIOBaHHA a60 IMyXJIUH > 2 cM B xiameTpi (auB. po3minu 4.4 ta 5.1).

Jlikapcekuit 3aci6 Tpasumepa ciij BUKOPHCTOBYBATH TUIHKH Y MALU€HTIB 3 METACTAaTUYHUM pakoM aGo
paKoM MOJIOYHOI 3aJI034 Ha paHHIM cTamii, MyXJIWHU SKUX MaloTh abo rimepekcrpecito HER2, a6o
ammutidikaniro rena HER2, mo mae 6yTH BU3Ha4€HO TOYHHUM i BaJIiIOBaHUM aHATi30M (OMB. po3ainu 4.4 Ta
5.1).

Memacmamuunuit pax WiyHky

Jlikapcekuii 3aci6 Tpasumepa y xombiHamil 3 kameuurabiHom aGo 5-propypaunioM i IECILIATUHOM
nokasaHuii 1J1s niKyBaHHs Aopociux nanieHTiB 3 HER2-Mo3uTHEBHOIO METaCTATUYHOKO aJeHOKAPLIMHOMOKO
IUTYyHKY abo racTpoe3odareaqsHOro HepexXomdy, SAKi paHilie He OJep)KyBaIH MPOTHPAKOBOTO JIIKYBaHHS 3
IPHBOIY METACTATHYHOIO 3aXBOPIOBAHHS.

I[Ipenapat Tpazmmepa citifi 3aCTOCOBYBATH JIMIIE MAlliEHTaM 3 METACTATHYHHAM pakoM uurynky (MPIII) i3
myxuuHHOIO rinepekcrpecito HER2 II'X 2+ (To6To i3 piBHeM ekcropecii 2+, BU3HAYEHHM 32 METOAOM
IMYHOTiCTOXIMIYHOrO aHali3y), Ta IO3UTHBHUM pe3y/IbTaToM aHalizy 3a metogoM SISH aGo 3a meTomom
FISH, abo II'X 3+. Ciizx BUKOpPHCTOBYBAaTH TO4HI i BaJliIOBaHi MeTOAM aHai3y (auB. posainu 4.4 i 5.1).

4.2 Jo3u Ta cnocib 3acTocyBanns

TectyBanusa Ha myxiuHHy ekcrpecito HER2 € o6oB'a3k0BUM g0 mouatky IpoBeaeHHs Teparii (AHB.
posaimu 4.4 Ta 5.1). JlikyBaHHa npenapatoM Tpa3zumepa HEOOXITHO PO3MOYMHATH TLABKHM M HATIAIOM
JiKaps, AKMH Mae JOCBiJ MPOBEACHHA UUTOTOKCHUYHOI XiMioTepanil (AuB. po3ain 4.4), i Mae POBOAUTHCS

TUIBKH MCIUYHHUM HpaL[iBHI/IKOM.

IIpenapatr Tpasumepa mis BHYTpiIUHBOBEHHOIO 3aCTOCYBAaHHSA He MpPHU3HAa4YeHWdl A IMiAMKIPHOrO
BBEJICHHS, 1 Ma€ 3aCTOCOBYBAaTUCH TUIBKHU LIUTSIXOM BHYTPIilIHEOBEHHOT iHOY3iT.

3 METO0 YHHKHEHHS TTOMHJIOK IPH 3aCTOCYBaHHI MpPenapary BOXJIHBO TEPEBIPUTH €THKETKH (IIAKOHIB,

100 MepeKOHATHC, 10 TOTyeThCs i BBOAUTHCS Tpasumepa (Tpacty3symab), a He Kancuna (tpactysymady,
J

©MTaHCHUH). f)
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QGBVBEHIIH

Memacmamuunuil pax MoJloyHoi 3an03U

Tpumuoicneea cxema

PexoMenoBaHa IoyaTkoBa HaBaHTaXKyBajlbHA 032 CTAaHOBHTH § MI/Kr MacH Tina. PekoMeHmoBaHa
HiATPUMYIOYa 1032 3 TPMTHXKHEBHMM iHTEpBAJIaMH CTAHOBHTH 6 MI/KI MacH Tijia, NOYMHAIOUHA Yepe3 TPH
THKHI ITICJIS BBEICHHS HAaBaHTAXKYBATHHOT JO3H.

Tuxcnesa cxema

PexoMeHOBaHAa MOYATKOBA HABAHTAKYBAJIbHA 1034 CTAHOBUTH 4 MI/KI Macu Tina. PekomeHmoBana
TIDKHEBA MIATPUMYIO4a 032 CTAHOBUTH 2 MI/KT MacH Tifa, MOYMHAIOYH 4Yepe3 OOUH THKIEHb IMiciis
BBE/ICHHS HABAHTAXKYBAJIBHOI JO3H.

Kombinoseana mepanis 3 naxaimaxcenom abo 0oyemaxcenom

V onopaux pocnipkeHHax (H0648g, M77001) maxuitakcen abo gouerakcesn BBOAHIM HACTYIHOTO JAHS
micns mepmoi Jo3M TpacTy3ymaby (oo iHdopmamii npo o3y, OUB. KOPOTKY XapaKTEPUCTHUKY
nikapcskoro 3acoby (KXJI3) mawmitakceny abo poleTakcely) i Bilpasy ok MmiC/As HACTYNHHX 03
TpacTy3yMaly, SAKIIO NOMepeHi T03H TpacTy3yMaly 106pe nepeHOCHIHCSI.

3acmocyseanna y xombinayii 3 in2ibimopamu apomamasu

V onopromy gocnimxenHi (BO16216) Tpacty3yma6 i anacTpo3oa BBOJUIH B 1-if neHs. He Gyiio skoqHux
o6MelKeHB 1100 BiJHOCHOI'O Yacy BBEJCHHS IPH CYITyTHBOMY 3aCTOCYBaHHI TpacTy3ymaly i aHacTpo30iTy
(mwomo indopmauii npo go3y, aue. KXJI3 aHacTpososry abo iHimux iHriGiTOpiB apomarasm).

Pax monounoi 3an03u Ha PanHix cmagisx

Tpumuoicnesa | mudsicnesa cxemu

ITpu TpuUTIDKHEBiH cXeMi PEeKOMEHOBaHA IOYAaTKOBAa HaBaHTKYyBalbHA [03a mpemapaTy Tpasumepa
CTAHOBHTH 8 MI/KI MacH TiJia. PexoMeH10BaHa MiATpuMyoda 103a npernapaty TpasuMmepa 3 TpUTHKHEBUMHI
iHTepBalaMM CTAHOBHTh 6 MI/KI MacH Tina, NOYHHAIOYM Yepe3 TPH THKHI IC/IS BBEACHHS
HaBaHTa)KyBaJIbHOT IO3H.

ITpu TIKHEBI# cxeMi (ITOYaTKOBAa HABAHTAXKYBAIbHA /1034 4 MI/KT, MOTIiM 2 MI/KI LIOTHXKHSA) OJHOYACHO 3
MaKIiTaKcesIoM MiciA XiMioTepariil Jokcopy6iuuHoM 1 nukiodocdamigom.

Jus. po3nin 5.1 mono indopmanii npo mo3yeaHHs npu KoMOiHOBaHi#H ximMioTeparii.

Memacmamuvnuil parx waviicy

Tpumuoicnesa cxema

PexoMenioBaHa MOYaTKOBAa HABAHTAXyBaJlbHA 032 CTAHOBUTH 8 MI/Kr Macu Tina. PekomeHmoBaHa
NiATpHMYIOYa 032 3 TPUTHKHEBUMHU iHTepBalaMu CTAHOBHTH 6 MI/KI MacCH Tijla, MOYHHAIOYH Yepe3 TPU
THOKHI IiCJIs BBEICHHS HABAHTAXYBaIbHOI JO3H.

Pak MOJJOYHOT 331034 1 paK NUIYHKY

Tpusanicme nixysanus
[MawieHTH 3 METACTATHYHHM PAaKOM MOJIOYHOI 3aJ03M a0 METACTATHYHHUM DPAKOM UUTYHKY ITOBHMHHI
OZIEP>KYBaTH JIKyBaHHs npenapaToM TpasuMepa o nporpecyBaHHS 3aXBoproBaHHsA. Y malientis 3 PPM3
TPHBAJIiCT JIiIKyBaHH: rpenapatoM Tpa3zuMepa ctaHOBUTH | pik aG0 10 pelUAMBY 3aXBOPIOBAHHS, 3AJIEXKHO
BiJl TOrO, IO CTaHEThCs paHime. He pekoMeHIyeThCs MPORXOBXKEHHS NiKyBaHHA nipu PPM3 6ibiue oqHoro
poxy (muB. po3min 5.1).
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3nudicenHs 0o3u

V KIiHIYHHX JOCHIIKEHHAX O3y TpacTy3ymaly He 3HIDKYBaIW. Y MepioJ BHHHUKHEHHS 0OOPOTHOT
Mienocynpecii, CIpHYMHEHOI XIMiOTepami€lo, Mali€HTH MOXYTb NPOJOBXKYBAaTH Tepamild 3a YMOBH
PETENBHOTO KOHTPONIO 33 YCKIAJHEHHSAMH, 110 BHHHKIH BHACHiNOK He#tponewii. Jusuce KXJI3
nawJliTakcely, ZoueTakcey abo iHridiTopy apoMarazu A OTpUMaHHs iHGOpMAaLii OO 3HIWKEHHS 03K
abo BiICTPOYEHHS XiMioTepailii.

Axmo ¢paxnis Bukungy jgiBoro muryHouka (PBJII) sumkyerbes mo >10 BiACOTKOBMX IYHKTIB Bij
NoYaTkoBOro piBHA abo 3HWKyeTbes A0 50%, JiKyBaHHS ciiJ NPU3YIMHHATH 1 NPOBECTH TNOBTOPHE
nocnimkenss GBI npotsrom nmpubnusuo 3 TikHiB. Sxiro GBI 3a neit yac ve mokpauuscs abo me
noripmuscs, abo Skio posBiIacs 3actiiiHa cepresa HeaoctaTHiCTh (3CH) 3 wiIiHIYHMMH IposBaMH,
3acTOCyBaHHs Npenapary TpasuMepa ciIil OPUIIMHUATH, SKIIO TUTBKA KOPUCTh BiJl HOro 3aCTOCYBaHHS Iist
KOHKPETHOrO MAallicHTa He INepeBMUIye pHU3HKH. Bci Taki mamieHTH NOBMHHI OyTM HampapiieHi Ha
00CTEKEHHS 10 Kap/1ioJiora i OAANbIIOr0 CIIOCTEPEKEHHS.

Iponyweni oosu

SIKIIO MalieHT NpOITyCTUB O3y BBEICHHS JIikapchkoro 3acoby Tpazumepa Ha OUH THKICHb a00 MeHIie,
HEeoOXimHO AKOMOra CKOpillle BBECTH IpenapaTr y CTaHJapTHIH MATpUMYIOHild 1no3i (TikHeBa cxema: 2
MI/KI; TpUTWXKHeBa cxema: 6 mr/kr). He cmig yekaTtd HACTYMHOrO IUTAHOBaHOro HMKIY. Ilomanmeuri
TATPUMYIOYi JTO3W CJTiJ BBOOUTH uepe3 7 AHIB abo yepe3 21 neHb BiAMOBIAHO /10 THXKHEBOI aGo
TPUTWKHEBOI CXEMHU.

SIKLIO malieHT NpOITyCTHB A03Y BBeACHH: Npernapaty Tpa3umepa Oinbll HidK Ha OJMH THXK/IEHb, HEOOXIAHO
SIKOMOI'a CKOpiIlle 3HOBY BBECTH HaBaHTXyBaJIbHY /103y Ipernapatry TpazuMmepa y BHIIALI npubiuztao 90
XBWIMHHOT iHQY3i1 (TIoKHeBa cxeMa: 4 Mr/kr; TpuTikHeBa cxema: 8 mr/kr). Iloganemi miaTpuMyodi 1031
Tpasumepa (TIoKHEeBa cxeMa: 2 MI/KT; TPUTIKHEBa CXeMa BiIIOBiIHO 6 MI/KT) CITiJ BBOXUTH yepe3 7 JHIB
abo uepe3 21 AeHb BiANOBIAHO 10 TUIKHEBOI a0 TPUTHKHEBOT CXEMH.

Ocobnuei epynu nayicnmie
CreuianbHi papMakoKiHETHYHI AOCHIHKEHHS 3 Y4YaCTIO MAI[i€HTIB JIITHHOTO BiKY Ta MAIi€HTIB 3 HAPKOBOIO

a0 MeyiHKOBOIO HEJOCTATHICTIO He NPOBOAWIHCA. Y X0l hapMaKOKIHETUHHOIO NOMYJIALIIHOTO aHaJIi3Y
He OyJI0 MPOJEMOHCTPOBAHO BILTUBY BiKY i HUPKOBOT HEJOCTATHOCTI Ha (papMaKOKiHETHKY TpacTy3yMaly.

Himu

Tpasumepa He BUKOPUCTOBYIOTh IJIS JTiKyBaHHs MAL[€HTIB TUTATOTO BiKy.

Crnocib 3acTocyBaHHS

Jlixapcekuii 3aci6 Tpasumepa npu3HAYSHHH JUTI BHYTPIIIHEOBEHHOrO 3aCTOCYBaHHs. HaBaHTaKyBanbHy
03y CniA BBOAMTH Yy BUDIAAi 90-xBWiIMHHOT BHYTpilIHbOBeHHOi idy3ii. BBomuTH mnpenapat
BHYTpIIIHBOBEHHO CTPYMeHEBO (00Ir0CcHO) He MOoxkHa. BHyTpilnHEOBeHHA iH}Y3is npenapaTom Tpasumepa
Ma€ MPOBOJAMTHUCH MEAUYHUM TMpPAliBHUKOM, SKWH IiAroToBieHUi X0 KOHTpoNo aHadinakcii; Habip
HEBiMIUIaJHOI TOTIOMOI'M NOBUHEH OYTH y HasIBHOCTI. 3a CTaHOM NALIEHTIB CJiJ PETENIEHO CIOCTEpiraTu
TIPOTATOM HE MEHIIIe IECTU FOJUH ITiCIs MTOYaTKy nepuroi iHQysii i MpoTsAroM ABOX FOAUH MICIA MOYATKY
HAacTynHMX iHQY3iH IMONO PO3BUTKY TaKHX CHMIITOMIB K JINXOMaHKa i 03HOO ab0 iHIWX MpOSBIB
iHdy3iliaux peakuiid (muB. pos3aim 4.4 ta 4.8). IlepepuBaHHs a0 yMOBUIGHEHHSA IIBHAKOCTI iHGY3il
MOXXYTh IOTIOMOITH KOHTPOJIIOBATH TaKi CHMOTOMH. [Hdy3il0 MOXKHAa BiXHOBHUTH IIiCJIA TOCHAGIIAHHS
CHMIITOMIB.

S0 noyaTKoBa HaBaHTaXXYBaJIbHA J103a JO0Ope MEPEHOCUTHCS, HACTYIIHI JO3H MOXKHA BBOJWTH y BUIJIAMI
30-xBunrHHOT iHOY3II.

[Tepen BBEASHHAM OUB. iHCTPYKLIi IO BiAHOBIEHHIO mpemapary Tpa3sumepa IS BHYTPILIHEOBEHHOTO
3aCTOCYBaHHSA Y po3ini 6.6.
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4.3 IIporunoxazanus

° IlineuieHa Yy TMBICTE O TPacTy3yMaly, MUIIaunX GUIKiB 260 Gymb-1K0i TOMOMIDKHOT PEeYOBUHH,
nepesigeHux y po3aiii 6.1.
o Tskka 3aMIIKa y CTaHi CIIOKOKO Yepes yCKIaIHeHHS NPOrpecyrodoi 30MKiCHOT My XJIMHH abo Taka,

1o notpedye NpoBeeHHs JOAATKOBOT KMCHEBOI Teparii.
44 Oco0uBi 3acTepeskeHHs Ta 3an00DKHI 3aX0IA NPH 3aCTOCYBAHHI

]_[DUC'I'C}I(V BAHICTD

J115 DoNiMNIeH s TPOCTEXyBaHOCTi 610IOriYHIX JTiKapCHKHX 3ac00iB HEOBXIHO YITKO QIKCYBATH TOProBY
Ha3By i HOMep cepii npenapary, no BBOJUTLCS.

TectyBanns Ha myxnunHy excnpecito HER2 caix mpoBoautu B crieuianizosaniii ntaGoparopii, sika Moxe
3a0e31eUNTH HaNIeKHy BaTifaliiio NpoLeLyp TeCTyBaHHs (AUB. po3ain 5.1).

Ha panuii yac BincyTHi AaHi KIHIYHEX JOCIiDKEHE IIOXO IIOBTOPHOIO JiKyBAHHS MIALIEHTIB 3 TONEPEAHIM
3aCTOCYBaHHAM TpacTy3yMaly Npu am'loBaHTHI Teparil.

Cepliesa nuchyHKILS

3azanvui numauns

ITauientw, ki OTPUMYIOTB JliKyBaHHA NpenapaToM Tpasumepa, HaJexarh JO IPyNH MiABUIIEHOTO PU3UKY
PO3BHTKY 3acTiiinoi cepuesoi nenoctatHocti (3CH) (II-IV dyHkuioHansHuli kiac 3a knacudikanicro Hpro-
Hopkcrkoi acomianii kapmionoris [New York Heart Association, NYHA]) aGo 6e3cHMITOMHOI CEPLIEBOT
mucdynxuii. Taki sBULIa CHOCTepiranycs y NalieHTIB Hiff Yac 3aCTOCYBaHHS TPacTy3yMaby K MOHOTeparnii
abo y xoMGiHawii 3 maxniTakcenom abo JOLETaKCeNOM, OCOGIHMBO micis XiMioTeparmii aHTpaLMKIiHOM
(moxcopy6iumn abo enipy6iuuH). 3a cTyneHeM TDKKOCTI BOHH MOXKYTH 6YTH Bifi IOMipPHOTO [0 TSKKOLO
CTYNeHs, i NPU3BOJIMTH IO CMEPTENbHMX HAcHiAKiB (auB. pozain 4.8). Kpim Toro, ciia moTpuMyBaTHCh
06epeXHOCTI MpH JiKYBaHHi MAlli€HTIB 3 NiJBUINEHHM PU3UKOM CEPLEBO-CYAMHHMX YCKIAIHEHB,
HaIPUKJIAJ], apTepialbHOIO riNepTeHsiclo, MiATBEP/DKEHO imeMiyHOw xBopoboro cepus, 3CH, OBJIIII
<55%, naiieHTiB JITHBOTO BiKy.

Bci nauieHTH nepe/ no1aTkoM JlikysaHHS nperniapaToM Tpasumepa, 0COBIMBO Ti, sKi paHillle ofepsKyBaH
aHTPaLMKIIH i LuKIodochaMisl, NOBUHHI MPOHTH peTenbHe KapAionoriuyHe o6CTeKeHHS Ha BHXiZHOMY
piBHi, mo Brmouae 36ip aHamMHe3y i GisHKAIBHHUIA OIS, eNEKTPOKapAiorpaMy, exokapiorpadito Ta/a6o
panioizoronHy BeHTpHKyIorpadito (MUGA) a6o MarHiTHO-pe3oHaHCHy ToMorpadito. MOHITOpHHT MOXe
HOTOMOITH BHABHTH MALiCHTIB, y AKMX PO3BUHYIAacH cepuesa AuchyHkuis. Kapmionoriuni foCimKeHHs,
IpOBEEH] Ha BUXiHOMY PiBHi, IIOBHHHI NOBTOPIOBATHCS KOXKHI 3 Micsui Mifi 9ac JiKyBaHHST i KOXHi 6
MICALiB MiC/s IPUITMHEHHA JIiKyBaHHA 0 24 MiCALIB 3 MOMEHTY BBEJICHHS OCTAHHBOI JO3H NpENapary
Tpasumepa. Ilepen NpuAHATTAM pillleHHs LIOAO MPOBENEHHS JIKyBaHHS IperapaToM TpasuMmepa Citif
HPOBECTH PETENNbHY OLIHKY CHiBBiIHOIICHHS PU3UKY 1 KOPHCTI.

Pesynbrath ¢apMakoKiHETHYHOTO MOMyJALIMHOrO aHaTi3y BCIX HAagBHMX JaHHX CBif4aTh, LIO
Tpactysymab moxe sanmumaTucs y kpoBoo6iry no 7 MicsLUB Mic/s NPUIMHEHHs JTIKyBaHHS (MB. PO3Jii
5.2). VY mauieHnTiB, AKi OTPUMYIOTb aHTPALMKITIHH ITiCJIs NPHUIMHEHHS JIKY BaHHS TPAacTy3yMaboM, MOXUTHBO,
NiIBHILYETBCA PH3MKY PO3BMTKY cepleBoi AucoyHkuil. SIKIO MOMXIMBO, CHif YHMKATH Teparii
aHTPALMKIIHOM TIPOTATOM 7 MicAIiB INCIA NpPHIMHEHHA 3aCTOCYBAaHHA TpacTysymaby. SIKimo
aHTPAUMKIiHM BUKOPHCTOBYIOTECS, CJILJ PeTeIbHO KOHTPOIIIOBATH CepIieBy QyHKIIIO MallieHTa.

[anientam 3 BHABIEHUMM B XOAi BHXIJHOTO CKPUHIHIY CEpLEBO-CYIMHHMMHM TOPYIICHHAMH CJif
NPOBOJHTH MOAAIBINY KApIiONOriyHy OLiHKY. ¥ BCiX ITALII€HTIB CTiJl KOHTPOJIIOBATH CepLUeBy (GYHKLIO i
4ac JiKyBaHHS (HaNPUKIad, KOXHI 12 THXKHIB). MOHiTOpPIHF MOX€ JONIOMOI'TH BUSIBUTH NAL[IEHTIB, Y AKKX
PO3BHBAETHCA cepLeBa L(HC(byHKum IIpu BUHMKHEHH] Y manieHTa 6€3CMMIITOMHOIO TOPYHICHHS byHKUi
CEpUsAd MOHITOPHHI CJIiJl IPOBOAUTH (HANPUKNIAK, KOXKHI 6-8 THXKHIB). 32 HAIBHOCTI CTIHKOrO 3HMIKEHHS
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(YHKLUIT 1IBOr0 NUTYHOUKA, 110 3aJIHIIAETHCA 6E3CMMITOMHHIM, JTIKapio HEOOX1AHO PO3TIISHY TH JOLIBHICTH
NPUIHHEHHS TEPAITii, 32 YMOBH LIO KITIHIYHA KOPHCTS TEPallii TpacTy3yMaboM He J1a€ epeBar.

Besneka nomopskeHHs abo MMOHOBJIEHHS JIIKYBaHHA TpacTy3yMaboM MNAli€HTIB i3 cepleBoro AUCchyHKILIIEO
MPOCTIEKTUBHO He BuBYanack. Akio OBJII 3xmkyeThes 10 >10 BiACOTKOBHUX AYHKTIB BiJl IOYAaTKOBOTO
piBHA 200 3HIWKYETHCS 10 50%, NiKyBaHHS CIi NPHU3YIHHUTH i IPOBECTH HOBTOpHEe HocuikenHs GBI
npotarom npubmusHo 3 TwkHiB. Skmo GBI 3a 1eit yac He mokpainuecs abo e noripimmecs, abo AKLO
po3BIIacs CUMIITOMaTH4HA 3acTiiiHa ceplieBa HenoctatHicTh (3CH), 3acTocyBanHa npenapary Tpasumepa
CJIL HPHITUHUTH, AKINO TUTEKH KOPHUCTH BiJl HOrO 3aCTOCYBAHHS U KOHKPETHOTO IAlli€HTa HE TEPERULIYE
pusukd. Bei Taki nauieHTH MOBMHHI OyTH HallpaBjieHI Ha oOcTexceHist OO Kaphiosiora i mojasblie
CIIOCTEPEIKSHHS.

V pasi po3BUTKYy CHMMITOMAaTHYHOI cepLieBOi HemocTaTHiCTs Ha Tii Tepamii mpenapatoMm Tpazumepa,
JiKyBaTH ii ciif craHgapTHUME 3aco6amy, 110 3acTocoByoTh pu 3CH. CraH GUIBHIOCTI NAIEHTIB, Y SKUX
pO3BHMHYJacd 3acTiifiHa cepueBa HenocTaTHiCTE abo GescHMITOMHA ceplieBa JUCYHKIISL B OMOPHHX
JOCI/DKeHHSX, IOKpallMBCS INpPH NPOBENCHHI craHaapTHoro JikyBanHd 3CH, mo cwiamaetscs 3
iHribiTopi  aHriotensuHneperBopiolouoro ¢epmenty (AII®) abo OnokatopiB aHriOTEH3MHOBHX
peuenTopiB i Oeta-0mokaropiB. binbuicTe narieHTiB i3 cUMITOMaMH 3 OOKY ceplld i JOKA30M KIIiHIYHOT
KOPHCTI JIIKYBaHHA TPacTy3yMaboM HPOAOBXYBAIH Tepaliio 6e3 NOJATKOBHX KIIHIYHHX ABHILI 3 GOKy
cepris.

Memacmamuinuii pax MoOJI0YHOI 3A103U

He MoxHa oHOYACHO 3acTOCOBYBATH IpenapaT TpasuMepa i aHTpalUKIIiHA JUTs JIiKyBaHH MPM3.
[Manientn 3 MPM3, ski paHillle OTpUMYBaTH aHTPALMKITIHH, TAKOXK CXHIBbHI 10 PH3UKY PO3BUTKY CeplIeBOT
IucdyHKILT IpH 3acTOCyBaHHI penapaTy Tpa3suMepa, Xxo4a y MOPiBHAHHI i3 OIHOYaCHHM 3aCTOCYBaHHSIM

Tpasumepa i aHTPALMKITIHIB PU3UK € HIKYHM.

Pax monounoi 3a103u Ha pauyii cmaoii

VYV nmnanientie 3 PPM3, kapaiosnoriuxi [gocii/pkeHHS, TNpOBEAEHI Ha BHMXiAHOMY PpiBHi, NOBHHHI
TIOBTOPIOBATHCS KOXHI 3 MicsIi i Y9ac JIKyBaHHS 1 KOXHI 6 MiCALIIB Mic)Is MPUIIMHEHHS JIIKyBaHHs 10 24
MicsLliB 3 MOMEHTY BBeIEGHHA OCTaHHBOI O3 mnpenapary Tpasumepa. IlauieHTram, ski OmepXKYIOTH
xiMioTepamilo i3 3aCTOCYBaHHAM AHTpPALMIKJIIHIB, PEKOMEHXYETECS MPOBOMUTH MOMAJBIIHA MOHITOPHHT
MOBTOPIOBAaTH HOro MIOPIYHO MO 5 POKIB MICNIA OCTaHHBOTO BBeACHHsA Tpasumepa, aGo moBLIE, SKIIO
crocTepiraeTecs nocriine 3HmxenHs OBJI.

[NanienTiB 3 indpapkToMm MioKap/a B aHaMHe31, CTEHOKApI€lo, 10 MOTpebye MeTUKaMEHTO3HOTO JIiKyBaHHS,
3CH B anamuesi a6o HasBHoro (II-IV dyHkuioHansHuit knac 3a xnacudikamiero NYHA), OBJII < 55%,
iHIAMY KapAiOMIOIIaTiSIMH, CEpLIEBOIO ApPUTMIEIO, KA NOTPedye MeJUKaAMEHTO3HOI'O JIIKYBaHHS, KIIHIYHO
3HAYYIIMMHM 3aXBOPIOBaHHAMH KJIalaHiB ceplsd, MOraHo0 KOHTPOJBOBAHOKO apTepiaibHOIO TinepTeH3ielo
(rimepTeH3is, KOHTPOIBbOBaHA 3a AOMOMOIOIO CTaHIAPTHOT MEJIMKAMEHTO3HOT Teparii, He OyJia BUKIIOUeHa)
i reMomMHAMIYHO 3HAYYIIUM MNEPUKAPMIAIPHHM BHUIIOTOM HE BHUKIIOYATH Y OMOPHI JOCII/DKEHHS
3aCTOCYBaHHA TpacTy3ymMaly IpH aa'tOBaHTHIH i Heoaq'toBaHTHii Tepanii PPM3, i ToMy JiKyBaHHS y TaKHX
IPYT MALi€HTIB HE PEKOMEHI0BaHO.

Ao'osanmua mepanis
He moxHa ogHOYacHO NpU3HAyYaTH npenapar TpasuMmepa i aHTpaUUIKITiHY IIPU a'FOBaHTHIH Tepanil.

V nanientie 3 PPM3 cnioctepiranocs 30iIbIIEHHS YaCTOTH CHMITOMATHYHHUX i 6€3CHMIITOMHMX SBMII 3
OOKy cepLd [IPH 3aCTOCYBaHHI TpacTy3yMaly Iiciia XiMioTepariii, 10 MICTHTh aHTPALMKIIIH, Y ITOPIBHAHHI
3 BBEJEHHAM HEAHTPAUMIUTIHOBOI CXeMHM JIIKYBaHHS i3 3aCTOCYBaHHSM HOLETaKceNny i kapOoIUlaTHHy,
4acTOTa TAKMX SBUIL Oyna GiNbLI BUPOXKEHOK NMPH OJHOYACHOMY BBEIEHHI TPacTy3yMaly 3 TakcaHaMi,

HDK HpH HOro IMOCTiZIOBHOMY BBEIeHHI 3 TakcaHaMu. HesamexxHO BiJ CXeMH, ska 3acmcoayaanace.{,|f

6ipIIicTh CHMITOMATHYHUX ABHUIH 3 60Ky Ceplis criocTepirajuch mpotsaroM nepux 18 micsuie. B ogromy

. . . . i
i3 3 ONOPHUX AOCII/DKCHB, IPH AKOMY NOCTYIIHA ME€1aHa IEPp1oay NnNoAalbuioro CrioCTEPEIKCHHA CKH&HE%F_IE?.
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5,5 pokis (BCIRGO006), cocrepiranocsa 6e3nepepeHe 301TbIIEHHS CyMapHOi YaCTOTH CHMIITOMAaTUYHHUX
a1 3 6oky cepus abo OBJILL y nauieHTiB, SKUM TpacTy3yMad BBOJWIM OJAHOYACHO 3 TAKCAHOM ITiCNA
aHTpaUMITMHOBOT Teparmii, o 2,37% y mnopiBHAHHI i3 mpubmusHo 1% y ABOX rpynax MOpIBHSIHHA
(aHTpaUKIIiH Wnoc wriodochaMin 3 TOAANBIIMM 3aCTOCYBaHHAM TaKCcaHy 1 TakcaHy, KapOOIUIaTHHY i

TpacTy3ymaby).

DakTOpaMH PH3UKY PO3BUTKY SIBHL] 3 OOKy ceplli, SKi BU3HAYWIM B YOTHPHOX BEJIUKHMX IOCIIPKEHHIX
am'foBaHTHOI Tepartii, Oymu JiTHi# Bik (> 50 pokiB), Hu3bkuii mouatkoswmii pisers GBJIII (< 55%), 3sHmkeHa
OBJIII Ha 10-15 myHKTIB 10 ab0 MicAg MOYaTKy JiKyBaHHS NakNiTAKCENOM i nonepeaHe 460 OAHOUACHE
3aCTOCYBAHHS aHTUTITIEPTEH3MBHUX JIIKAPCHKHUX 3ac00iB. V MalLieHTiB, AKi OTPUMYBAU TpacTy3yMab Ticns
3aBeplIeHHS a{ FOBAaHTHOI XiMiOTepallii, pU3HK PO3BUTKY CEpLIeBOI AUCPYHKIIT 6yB acowiioBaHM 3 BULLIOIO
KYMYJUSITUBHOIO JIO30I0 aHTPAlMKIIiHY, IO 3aCTOCOBYBABCS IO HNOYATKY JIKyBaHHS TpacTysyMaboM, Ta
iHmexcoM Macu tina (IMT) > 25 xr/M>.

Heoad'tosanmna-ao 'ioeanmua mepanis

IMauieuTam 3 PPM3, skuM npH3HauYeHe Heoal'IOBaHTHe-al TOBAHTHE JIiKyBaHHsI, npenapar TpasuMmepa cif
3aCTOCOBYBATH OIJHOYACHO 3 AHTPAlMKIIiHAMH TUIBKH SKINO NMAliEHTH paHillle He OTPUMYBalH Kypc
ximioTeparii, i TUIBKM CXeMH JIIKYBaHHS i3 BHKOPHCTAHHSIM HH3BKMX 103 aHTPALUKIiHY, TOOTO MpH
MaKCHMATBHMX KyMYJISATHBHHX 103aX A0KcopyGiuuny 180 mr/m? abo emipyGiuuay 360 Mr/m>2,

SIKIO MalieHTH OTPUMYBAIM OJHOYACHO IOBHHUH KypC aHTPAalMKTIHIB B HM3BKMX JI03aX 1 mpemnapar
TpasyiMepa K Heoa IOBaHTHY TEpallifd, 3aCTOCOBYBATH JOJATKOBY LHUTOTOKCHYHY XiMioTepamilo micis
XipypriuHoro BTpyd4aHHS He MOTpiGHO. B iHmMX cHTyauisx pilieHHA NPO HEOOXiAHICTH NPOBEAECHHA
JOAATKOBOT LIMTOTOKCHYHOT XiMioTeparlii BUSHaYa€eThes 3 ypaXyBaHHAM iHOMBiZyalbHUX (PaKTOpiB.

JIOCBiA OHOYACHOTO 3aCTOCYBaHHA TPACTY3yMaly 3 KypcoM aHTPAUMKIIHY B HU3BKHX J103aX Ha JaHUH Jac
obMexyeThes ABoMa AocimpkeHasmu (MO16432 i BO22227).

YV onopHoMy pocmimkeHHi MO16432 TpacTty3ymal BBOOWIM OJHOYACHO 3 HEOAX'IOBAHTHOIO
XimioTepari€ro, sika BKIOYaia TPH LHKJIH JOKCOpYOilMHy (KyMynaTuBHa nosa 180 mr/m?).

YacToTa CUMIITOMATHYHOL ceplieBol quc@yHKINT ckraita 1,7% npu cxeMi i3 TpacTy3yMaboM.
Ty

VY ocHoBHOMY KJTiHiYHOMY HociimkeHHi BO22227 TpacTy3ymMad BBOAMIM OAHOHYACHO 3 HEOAA'IOBAHTHOIO
xiMioTepami€ro, MO0 MicTWNA YOTHPH LMKIM emipybiumHy (kymynstuHa noza 300 m/m?); 3 memiaHorO
CMIOCTEPEKEHHS 110 fepeBuiyBana 70 MicsLiB, YaCTOTa BUHHKHEHHS CEPLIEBOI HEIOCTATHOCTI/3acTiHOT
ceplieBoi HegocTaTHOCTI cTaHoBuna 0,3% y rpymi BHYTPiIIHBOBEHHOTO 3aCTOCYBaHHS TPacTy3yMaly.

Kotiniunuii [ocBiA Tepariil nanieHTiB BikoM NoHaz 65 pokiB 0OMeXeHMI.

[udys3iiini peaxiii (IP) Ta nigBuIneHa 9y TIHBICTE

Iosimomnsinocss npo cepiiozni IP Ha ¢oHi iHdy3ii TpacTyzymaly, BKIIOHAIOUH 3a[HULIKY, apTepialbHy
rinoTeHsito, JUXaHHA 31 CBHUCTOM, TrillepTeH3ilo, OpoHXocmasM, CYNMpaBEHTPUKYIIPHY TaXiapHUTMIIO,
3HIDKEHHSI HACWYEeHHs KpOBi KUCHEM, aHa(inakcilo, pecnipaTOpHHl OHUCTpeC, KpPONUB'IHKY Ta
aHriOHEBPOTHYHHUE HaOpak (auB. po3min 4.8). 3 METOIO 3HIKEHHS PU3HKY BHHUKHEHHS LIUX SBHI MOXeE
3aCTOCOBYBATHUCEH MOMepeaHe NpodinakTU4YHe JiKyBaHHA. BinplicTs nux gBuil BUHHKAE mix 4ac abo
OpOTAroM 2,5 rouH mmicis novatky mepuioi indysii. Y Bumaaky po3BuTKy iH(Yy3iiiHOT peakuii, iHdy3ito
cItif nepepsaTH ab0 CIOBUIHHHUTH i1 IIBUAKICTH, 1 CIIOCTEpIraTy 3a CTAHOM MAllieHTa JO 3HUKHEHHS BCIiX
CIIOCTEePEKYBAaHMX CUMITOMIB (IuB. po3ain 4.2). Jlnd yikyBaTH LIMX CHMIITOMIB MOXXHA 3aCTOCOBYBAaTH
aHaIBTeTHYHI/ZKapO3HWXKYBaIbHI 3aco0H, Taki Ak MenepuauH abo napameramon, abo aHTHriCTaMiHHUH
3acib, Takuil sk nudenrigpaMid. Y OUIBINOCTI MaLi€HTIB criocTepiranocs 3HUKHEHHS CUMIITOMIB, Micis
yoro nponomxyBand iHdysii Tpactysymady. Cepiio3Hi peakiii YCIIIHO JIKyBal¥d 3a JOIOMOTOIO
HiATpUMYFOYOT Teparlii, Takol K KHCHEBAa Tepallifl, 3aCTOCYBaHHS 6eTa-aroHiCTiB Ta KOPTHKOCTEPOIMIB.
Pinko Taki peakuii acorifoBanucs 3 MOTCHUiHHO JIETAIbHUMH KIIHIYHMMH HaclliikaMu. PU3UK PO3BHUTKY
JetanbHuX 1HQY3ifdHMX peaknifi miABMINEHWM Y NAIiEHTIB 13 3aJUINKOI0 V CHOKOI, COpUYHHEHOL [

I|
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YCKIaAHEHHAMHM TPOTPECYr0vol 30SKICHOI MyXJIMHHA Ta CYITYTHIMHM 3aXBOPIOBaHHSIMH. TakuM YMHOM,
TaKHM MallieHTaM He CIIiJ NpU3HAYaTH JIIKyBaHHA TpacTy3yMabom (auB. po3ain 4.3).

IToBimOMAANOCA TaKOX IMPO MOYATKOBE MOKPALICHHA, 32 AKMM CIOCTepiranocs KJliHiYHE MOTIPLIEHHS i
YNOBiBHEH] peakii 3 WBHIKHUM KITiHIYHAM HoripmeHHsM. CMepTeNbH BUMaJAKH BUHUKAIM Y Nepiof Bif
JEKIBKOX TOJMH IO OQHOTO TIDKHA micys iH@y3il. V myxe piIKiCHHX BUNEAKAX Yy MAIi€HTIB MOYHHABCA
PO3BHTOK CHMIITOMIB iHQY3ii 1 J€reHeBUX CUMITOMIB Oinblue, HK Yepe3 6 TOIMH IiC/s moYaTKy indysii
TpacTy3ymaly. IlallieHTiB ciif momepemuTH NpPO MOMJIMBICTE TaKOro Mi3HBOTO TOYATKY PO3BHUTKY
CUMIITOMIB, a T4KOXK IIPOIHCTPYKTYBATH, 11O iM HEOOXITHO 3B'A3aTHCS 31 CBOIM JIIKApEM Yy pa3i BUHUKHEHHS
TaKWX CUMITTOMIR.

Jlerenesi gBHILA

Tsoxki nerenesi spuIna 6y 3apeecTpoBaHi Ha GOHI 3aCTOCYBaHHS TPACTy3yMaby y MOCTMAPKETHHTOBUIM
nepion (muB. po3ain 4.8). 3pigka 1 ABMIAa MajaM JeTansHi Hachinku. KpiM Toro, moBigomiisnocs mpo
BUNAJKM iHTEPCTHIIIATBHOIO 3aXBOPIOBAHHA JICTCHb, BKJIFOYAIOYMM iHQUIETPATH JIET€HIB, TOCTpUii
pecipaTOpHHUIA TMCTPEC-CHHIPOM, THEBMOHIIO, ITHEBMOHIT, IUICBPAIBHUI BHIIIT, peCIipaTopHuil qucTpec,
rocTpuii HabpsK JIereHis i JUXanbHy BeOCTaTHICT. DaKTOPH PH3UKY iHTEPCTHULIATEHOIO 3aXBOPIOBAHHAM
JIETEHIB, BKJIFOYAIOTH MONEPENHI0 a0 CyNYTHIO Tepamilo iHIMHMM MPOTUIYXIWHHUMH IpenapaTami,
TAKWMW K TAKCaHM, TeMUHMTAa0iH, BiHOpenbiH Ta npoMmeHeBy Tepamito. Li sSBHILA MOXYTh BUHHKATH 5K
nposiB iHQYy3ilHHUX peakiiif a00 MalOTh BiACTPOYEHHI MOYATOK PO3BHUTKY CHMITOMIB. V Ialli€HTIB, SKi
Bil4yBalOTh 33IMIIKY B CTaHi CIIOKOIO 3yMOBJICHOIO YCKJIXHEHHAMH MPOrPECYIOUOT 3IOSKICHOT ITyXIMHH
Ta CYMyTHIMH 3aXBOPIOBaHHAMH, iCHy€ PHU3MK BUHMKHEHHS JIereHeBHX peakiiil. TakuM uYMHOM, LMM
naiieHTaM He CJIiJ| IpH3HAyYaTH JKyBaHHS Tpacty3ymabom (muB. posmin 4.3). Cuim moTpuMyBaTHCA
00epeXXHOCTI NpPH THEBMOHITI, OCOOIMBO y NAI€HTIB, SKi OTPUMYIOTh OAHOYACHE JIKyBaHHSA i3
3aCTOCYBaHHIM TaKCAaHIB.

4.5 B3aemonis 3 iHmMMu JliKapcbKUMHE 32¢00aMH Ta iHINI BHAM B3acMOIiH
CrenianbHi OCHiMXKEHHS Jlikapchkol B3aeMoxii He mpoBommwikck. KiiHiunO 3Hadymupx B3aeMmogii i3
CYMyTHIMH JIIKApCBKHMH 3ac00aMH, IO 3aCTOCOBYBAIHCH B KIIHIYHHX JOCIIIKEHHAX OJHOYACHO 3

TpacTy3ymMaboM, He CIIOCTepiraiock.

Bruius Tpactysymaby Ha (hapMakKoKIHETHKY IHUIMX MTPOTUITYXIHHHKX 3ac06iB

Hani papmaxokiHeTHUHHX focuimkens BO15935 i M77004 3a yuacTro sxinok 3 HER2-no3utusuum MPM3
TOBOPATH MPO Te, LIO [if NakiiTakcedy i AOKCOpPYOilMHy (Ta iX OCHOBHMX MeTaGoiTiB 6-0-TiIpOKCHII-
nakitakcesry, POH, Ta mokcopy6imuzony, DOL) y npucyrtHocti Tpacty3symaby (8 mr/kr a6o 4 mr/kr
BHYTpIIIHEOBEHHOI HaBAHTaXXYBAJIBHOI O3, MOTIM Mo 6 Mr/kr 1 pa3 Ha 3 TwxkHi a6o 2 MI/kr
BHYTPIIIHEOBEHHO 1 pa3 Ha THOKIEHb, BiINOBIHO) 3aMHINAcThCSA He3MiHHOK. OfHAK TpacTy3yMalb Moxe
MiBULIYBaTH  3arajibHy  €KCNO3HILI0  Mertabonity  mokcopyGiummy  (7-mesokcwm-13 murigpo-
nokcopy6iuunony, D7D). bioaktusnicts D7D i wiiHIYHUI BIUIMB MifBULICHHS PIBHA LBOTO METaGONITY
HEBiOMi.

Haui  pocmimxenas JP16003, HemopiBHIOBANBHOIO  JOCTiMKeHHA Tpactysymaby (4  mr/kr
BHYTPIilIHBOBEHHOI HABAHTAXyBaJIbHOT O3H i 2 MI/KI BHYTPillIHBOBEHHOI JO3¥ IOTHKHSA) i JOLETAKCENTY
(60 Mr/mM* BHYTpILIHBEOBEHHO) 32 YYacTIO OJHi€l PPYNH ATOHCHKUX XKiHok 3 HER2-mosurusHuM MPM3,
CBiUaTh, O OJHOYACHE BBEAEHHS TPACTy3yMaly He YMHWIIO BILTMBY Ha (apMaKOKiHETHKY OIHOKPATHOL
nosu pouerakceny. Jlocnimkennsa JP19959 6yno mimnocmimkennsm BO18255 (ToGA), sike nposoawy 3a
YYacTIO ANOHCBKUX TTALIEHTIB, YOJOBIKIB Ta XKIHOK, 3 PAKOM LUIYHKY Ha MiSHIX CTafifX Uil BUBYEHHS
(dapMaKOKiHETHKHM KanenuTabiHy Ta LUCIUIATMHY NOpPH 3acTOCYBaHHi X 3 TpacTysymabom a6o 6es.
PesynbraTH LBOr0 MiAMOCHIIKEHHA CBiAYaTh, IMO EKCIO3MIA GioNOriYHO AKTHBHHX METaboliTiB
(manpuxnan, S-GTopypaln) KaneuuTabiHy He 3MiHIOBAIACh IPH OXHOYACHOMY 3aCTOCYBaHHI UCIUIATHHY
ab0 npu 0OHOYACHOMY 3aCTOCYBaHHI LHCIUTATiHY i TpacTy3ymalby. OfHak, Ipu 3aCTOCYBaHH1 y KoMGiHanii
3 TpacTy3ymaboM OyJo Bif3Ha4eHO BMILI KOHLEHTpallil kaneuuTabiny Ta Oinbun TpuBanuii nepios ioro
HamnigBuBeeHHs. OTpHMaHi 1aHi TAKOXK CBiAYaTh, 10 GapMakoKiHETHKA LMCIUIATHHY HE 3MIHIOBAIACK IIPH

!
i
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OIHOYACHOMY  3aCTOCYBaHHI KamenuTabiHy a00 OJHOYACHOMY 3aCTOCYBaHHI KanemutabiHy 3
TpacTy3ymMaboMm.

dapmakokineTHyHi faHi gocnimkenHs H4613g/GO01305 3a yyacTio NMALicHTIB 3 METACTaTHYHHM abo
MICLIEBO-DO3MOBCIOMKeHUM HeonepabemsauM HER2-MO3UTHBHHAM pakoM cBim4aTs, 0 TpacTyzymat He
BIUIMBaB Ha ()apMaKOKIHETHKY KapOOIUIaTHHY .

Brive npoTHIYXJIMHHEHX Npernaparie Ha hapMakoKiHEeTHKY TpacTyavMmady

Ilpy mopiBHAHHI CHMYJALIMHMX CHPOBATKOBHMX KOHLEHTpauil ‘tpacrysymaly uicis MoHoTepanii
TpacTy3yMabom (4 MI/KI HaBaHTaXYBaJIbHOI JO3H MOTIM 2 MI/KT | pa3s Ha TYKIAEHb BHYTpPILIHBOBEHHO) i
CIIOCTEPEIYBAHUX KOHILIEHTpALil y CHUpOBATIli KPOBi SAMOHCHKHMX XiHOK 3 HER2-mosutuBEMM MPM3
(mocmimxenns JP16003) >xkomHMX [okasiB (apMaKOKIHETHYHOrO BIUIMBY HAa (PAPMaKOKIHETHKY
TpacTy3yMaly NpH 0JJHOYaCHOMY BBEAEHHS JOLIETAKCETy BUABIICHO He 6yo.

IopiBHsanHA hapMaKOKIHETHYHMX JaHHMX ABOX JociimkeHb daszu II (BO15935 ta M77004) i oasoro
nocnimaenHs ¢pazu I (H0648g), B AxuX MallieHTH OTPUMYBAIH JIIKyBaHHS OJHOYACHO TPACTy3yMaboM i
NaKJIiTaKCeNIoM, 1 IBOX Jociimkens ¢asu 11, B skux TpacTy3ymab BBOMWIH Sk MOHOTepaio (W016229 ta
MO16982), xinkam 3 HER2-nosutusHumM MPM3, Bkasye, 1o iHAMBINyanbHi Ta Cependi KOHLEHTpaLii
TpacTy3yMaby B CHPOBaTLI BiPI3HAIHCA B MEXaX TOrO CAMOrO HOCIIDKCHHS Ta MDK JOCTIIKCHHAMH, aJie
uiTkoro edekry Ha (apMaxoKiHETHKY TpacTy3ymMaly IpH OIHOYACHOM BBEIEHHI MAKIITaKceny He
cnoctepiranocs. ITopiBHaaHA hapMakOKiHETHYHHX JaHUX HOCITiKeHHs M77004, B sxoMy xkinku 3 HER2-
nosutuBHMM MPM3  oTpuMyBand JIiKyBaHHS OJHOYACHO TPacTy3yMaboM, NaKIiTakcenoM i
JOKCOPYOILIMHOM, 3 (papMaKOKIHETHYHHMH AaHHMH AOCIIDKEHb, B SIKAX TPAcTy3yMal BBOAWIM B AKOCTI
monorepanii (H0649g) a6o B koMGiHaLil 3 aHTpalMKIiHOM WIFOC HUKIohochamizoM abo NaKIiTakceIoM
(mocnimkenns H0648g), mponeMOHCTpyBao BiICYTHICTh BIUIMBY JOKCOPYOILMHY Ta NakIiTakcely Ha
(papMaKOKiHETHKY TpacTy3ymady.

Haui nocnimxenns ¢apmaxokineruxku H4613g/GO01305 cBiguath, 1m0 xapGOIIaTHH HE BIUIMBAE HA
dapMaKkOKiHETHKY TpacTy3ymaoy.

CyIyTHE 3aCcTOCYBaHHSA aHACTPO30JTy HE YUHHMIIO BIUTHBY Ha (hapMaKoOKiHETHKY TpacTy3ymaly.
4.6 PepTHIBHICTD, BAriTHICTH i TaKTALIA

JKiHKH JITOPOIHOrO BiKy

JKiHkam pernpofyKTHBHOrO BiKy CJIii pEKOMEH/yBaTH BUKOPHCTOBYBATH ()eKTUBHI METOAH KOHTPAlENii
1/t 4ac nikyBanHs npenapaToM Tpasumepa i MPOTATOM 7 MiCALIiB MiC/s 3aKiHYEHHS TiKyBaHHS (AUB. PO
5.2).

BaritHicth

TTpoBeneHi MOCiDKEHHS BIUIMBY Ha PENMpPOAYKTHBHICTD Y ABAHCHKUX MAaKaK IPH 3aCTOCYBAHHi J03, 11O B
25 pasiB MEPEBHINYIOTh TIDKHEBY MiATPUMYIOUY 103y 2 MI/KT TpacTy3ymaly BHYTpillHEOBEHHO, HE
BUSBHIN SKOMHUX JIOKa3iB IOpyLICHHA ¢epTwibHOCTI abo Iukoad ans mwioga. ChocTepiranack
TPaHCIUIALIEHTapHA IIepeaadya TpacTy3ymaby npoTsrom paHHeoro (20-50 meHs recrauii) i mizasoro (120-
150 nmens rectanii) nepiomy po3BuTKy miuoma. HeBimomo, 4 Moxe TpacTy3yma6 BIIMBATH Ha
penpomyKTUBHY QyHKIIi10. BpaxoByloun, Mo JOCIIKEHHS PeNpOLYKTHBHOI QYHKIL] y TBAPHH He 3aBXKIu
€ IIPOrHOCTUYHHMH 1I0/I0 PeaKIlii JTIOJIHHM, JTiKyBaHHS i3 3aCTOCYBaHHSM TpacTy3ymaby CIIix yHMKATH I
4ac BariTHOCTI 3@ BUHATKOM THX BUIAJKiB, KOJIU MOTEHIifHa KOPHCTH IS MaTepi NEPEBMILLYE MOTEHIIHHII
PU3MK TS TUTOJA.

Y NOCTMapKETWHIOBHX JAOCHIIMKEHHAX Y BariTHHX O>KIHOK, #Ki OTpPHMYBald TpacTysymab, Oyam
3apeeCTPOBaHi BUIIAJKH MOPYLIEHHS PO3BUTKY HHPOK ILIOJA Ta/abo iX QyHKuil, 110 CyIpoBOIKyBaIKCh

ONIroriipaMHiOHOM, HEsKi aCOLIIOBAJIKCS 3 JISTATLHOK JIEr€HEBOKO TINOMasiclo [1oa. BariTHuX xiHOK r

cij npoiHGOpMyBaTH MPO MOMUIMBICTH LIKIJUTHBOTO BIUIMBY Ha IUTiA. SIKIIO BariTHa >xiHKa OTpPIMyG;J‘I !
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JiKyBaHHSI TpPacTy3yMaboMm abo SKIIO MallieHTKa 3aBariTHLIA NiJ 4ac JiKyBaHHS TpacTysymaboMm, abo
OpoTAroM 7 MICAIB MiCIA 3aCTOCYBAaHHS OCTaHHBOI JO3H TPacTy3ymaly, NOKasaHWid peTenbHM
6araTonpodinesHuit METMYHHI MOHITOPHHT.

FDY}J,HE BHUI'OOOBYBaHHSA

V nocnimkeHHi, NPOBEAEHOMY Ha JIAKTYIOUHMX SBAaHCHKHX Makakax, IIPH 3aCTOCYBaHHI 03, siki y 25 pasis
HEPEeBUITYIOTh LIOTHKHEBY MiATPHMYIO9y H03y 2 MI/KI TpacTy3ymaly BHYTpPIlIHBOBEHHO, OyJlo
HPOEMOHCTPOBAHO, IO TPacTy3ymab ceKkpeTyeThes B MOJIOKO. HasgBHICTH Tpacty3yMaby B CHpOBaTI
KPOBi HOBOHAPOPKEHHX MABII HE acOLIIOBAIACk 3 Oy b-SIKHM HEraTHBHAM BIUIHBOM Ha TX PiCT Ta pO3BUTOK
BiJl Hapo DKeHHs 10 Biky 1 Micsie. HeBiioMo, Ui ceKpeTyeThes TpacTy3ymal y rpyIHe MOJIOKO JIFOIHHH.
Ockinbkn IgG1 MOIMHU CEKPETYETECSA B IPyIHE MOJIOKO JIIONVMHH, & MOXJINBA IUKIAIMBA Hi HA JUTHHY
HEBIJIOMA, JKIHKaM He CJIiJi FodyBaTH Ipy/UIio i Yac Tepanii npenaparom Tpasumepa i mpoTsarom 7 Micsnis
MicIIsA BBEICHHS OCTAaHHBOI JO3H.

PenponykTHBHA QYHKIS

JlaHi npo BIUIMB Ha penpoayKTHBHY (YHKIIiIO BiACYTHI.

4.7 3aaTHicTL BIIMBATH HA WIBHAKICTH peaknii npu KepyBaHHI aBTOTpaHCHOPTOM 460 Wiy yac
POOOTH 3 IHUIMMHE MeXaHizMamMu

TpasuMepa Mae He3Ha4yHuUM BIUIMB Ha 3[aTHICTh KEPYBaTH TPAHCIOPTHHMH 3aco0aMy Ta MpalfOBaTH 3
iHIIMMM MexaHi3MM (nuB. po3ain 4.8). Ilix uac 3acTocyeanHs nmpenapary TpasiMepa MOXKYTh BUHHKATH
3aT1aMOPOY€HHS Ta COHJIMBICTE (aMB. po3ain 4.8). [MarieHTaM, ki MAIOTh CHMITOMH, ITOB's13aHi 3 iH}y3icto
(ouB. po3gin 4.4), cnig peKOMEHIYBaTH He CiaTH 3a KepMO i He MpALlOBATH 3 IHIIUMHA MEXaHI3MH, TIOKU
CHMIITOMH OCTaTOYHO HE MUHYTb.

4.8 Hebaxani sBnma

Pesiome npodinro Oesneku

Mo uncna HakbinbI cepiio3HuX Ta/ab0 YacTHUX MOOIYHMX peakuiif, 0 MOBIZOMILSUIHCS NP 3aCTOCYBaHHI
TpacTy3yMaly (I/11 BHYTPilUHBOBEHHOrO Ta MiJIIKIPHOrO BBEAEHHA) HA CHOrOAHIINHIN JEHb HaleXaTh
cepuea quchyHkIIis, iHy3iiiHi peakitii, reMaTOTOKCHYHICTE (30KpeMa, HeUTponeHis), iHdekIi Ta no6iuni
peaxuii 3 60Ky JiereHs.

ITepenik moblyHMX peakiiii v BUCIsami TabaAii

V 1poMy po3/ili BUKOPUCTOBYBATHCS HACTYTHI KaTeropii 4actoTu: ayxe 4acti (>1/10), yaci (Big > 1/100
Jo < 1/10), mevacri (Bix >1/1000 mo < 1/100), piaki (Bix >1/10000 mo < 1/1000), aysxe pinxi (<1/10000),
4acToTa HeBigoMma (YacTOTy HEMOXUTHBO OLHHMTH 3a HAasBHMMH JaHuMu). B xoxwill wactotHidt rpyni
no6iyHi peakuii mpeJcTaBeHi B MOPSAIKY 3MEHILCHHS CEPHO3HOCTI.

V tabmuui 1 npeactasneni nobiuHi peakiyi, ski Oyyn 3apeecTpoBaHi B OMOPHUX KIIHIYHUX JOCHIKEHHAX
i IpOTAroM nepiofy NOCTMApPKETHHIOBOTO HAIVIAAY HPU BHYTPIIIHBOBEHHOMY 3aCTOCY BaHHI TpacTy3ymaby
okpeMo abo B koMOiHail 3 XiMioTepamiero.

Bci BiIfOUEHI TepMiHH 3aCHOBaHI Ha HAHBHUILIOMY BiNCOTKY, SKHl CHOCTEpiraid B OMOPHMX KIiHIYHHMX
nocnimpxeHHax. Kpim toro, nepioau, npo ski MOBiIOMIIAIOCE MPOTATOM MOCTMAPKETHHTOBUX JIOCITIKEHB,
BKJIIOYEHI A0 Ta0sumi 1.

Tabnuus 1. HebaxaHi sBHIa, TIPO ki HOBIHOMIISIOCS B OIOPHUX KITiHIYHKMX nociimkenuax (N=8386) i
nepiofy MOCTMAPKETHHIOBOTO HArJIsiAy NpU BHYTPIIHBOBEHHiN MoOHOTepanii Tpactysymabom abo B
koMOiHaLii 3 XimMioTeparrieto.

[ Kaac cucremn opranis IloGiuna peaknis Yacrora is]

|
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[ndekuii Ta
3aXBOPIOBAHHS

MapasuTapHi

Iadexuii Hyxe yacto
Hazodapunrit Hyxe yacro
HeiitponeHiunmii cercrc Yacro
Lluctur Yacto
I'pun Yacro
Cunycur Yacto
xipHa iHdeKiis Yacro
Pusir Hacro
IHdeknil BepXHiX AUXANBHUX LIIIXIB Yacro
Indekuii ce4oBUBIIHUX HUIAXIB Yacro
QdapwunriT Yacto

Jlo6posKkicHi, 3/MOsKICHI Ta
HEYyTOYHEHI HOBOYTBOPEHHS
(BKJIFOUATOYM KiCTH 1 TIOJTITTH)

IIporpecyBaHHs 3/I0SKICHOTO
HOBOYTBOPEHHSA

YacroTa HEeBiIOMAa

IIporpecyBaHHs HOBOYTBOPEHHS

YacroTta HEBiOMa

Poznanu 3 6oky cucteMu DebOpwibHa HERTPOTIEHIS Jlyxe yacto

KpPOBI Ta JIiM$paTHIHOT AHeMis Jlyxe 9acTo

CHCTEML HelitponeHis Jly>xe 4acto
3HMKEHHS piBHs JiefikoLuTiR/NekikoneHis | Jlyxe yacTo
TpombouutoneHisa Hyxe yacto
linonporpombiHeMist YacroTa HeRigoma
IMyHHa TpoMOOLHUTONCHIS YacroTa HeBigoma

Poznamu 3 60ky iMyHHOT [inepYyTIBICTE Yacro

cucTeMHU "AHa¢inakTHyHa peaxiis Pigxo
"AHabinakTHYHMi 10K Piaxo

Pozmamu 60Ky 0OMiHy SHIKEHHS MacH TiJla/BTpaTa Baru Jlyxe gacto

PCHOBHH Ta Xap1yBaHHA AHopekcis Hyxe yacto
CuHHIpPOM JTi3UCY MYXJIUH YacTora HeBifoMa
Inepkaniemis Yacrora HeBigoma

IMeuxiuHi po3naau besconns Jly»xe yacro
TpuBoXHICTE Uacto
Hemnpecis Uacto

Posnapgu 3 60kxy HepBOBOT I'Tpemop Jlyke uacto

CHCTCMH 3anaMopodeHHs Jlyxke gacto
T"onorHuit 6ine yxe qacto
IlapecTesis Jyxe yacTo
Jlucressig Jlyxe yacto
Iepudepuuna Heliponatis Yacto
lineproHis Yacro
CoHNUBICTB Yacto

Posnapnu 3 Goky opraHis KoH'TOHKTHBIT Jyxe yacro

30py IlocuneHe cIbO30BUUICHHS Hyxe yacto
Cyxicth oueit Yacto

Ha6p;u< JUCKa 30PpOBOI'O HEPBA

YacToTa HeBiagOMa

KpoBOBUIIME B CITKIBKY

Yacrora HeBigoMa

Posnagu 3 Ooky oprauisB

cyxy i
anapary

BecTHOYJIAPHOrO

I'myxota

Heuacro
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Kunac cucremu oprasis Mo6iuna peaxmisn YacrtoTa
p p

Poznanu 3 6oky cepris '3HIDKEHHS KPOB'STHOTO THCKY Hyxe uacro
TTinBUINEHHEs KPOB'TSHOTO THCKY Hyxe gacto
"Heperynspre cepuebuTTs Hdyxe yacto
'Tpinorinas npeacepas Hy»xe gacto
3HwxeHHs ¢pakuii BUKkHIy* Hyxe "acro
"CeplieBa HETOCTATHICTE (3acTiiina) Yacro
*ICynpaseHTpUKYIApHAas TAXiapUTMist Yacro
Kapmiomionarist Yacto
IanemiTauis Yacto
IepuxapaianpHUii BUIIT Heuacto

Kapgiorennu#i mok

YacTtoTa HeBigoMa

PutM ramony

YacTtora HeBimoma

Pozmanu 3 6oky cyoun [Ipymnusu Hyxe gacro
"Timorensis Yacto
Bazoaunaranis Yacro
Poznanu 3 60Ky OUXanbHOL "3anunika Hyxe 1acto
CHCTEMH, OpraHiB IpyIHOT Kamens Jyxe yacto
KITITKA T CepeOCTiHHA Hocora kpoBoteua Hyxe yacto
PuHopes Hyxe gacto
*TInesMOHis Yacto
ActMma Yacto
3axBOprOBaHHA JICTEHIB Yacto
“TIneBpaibHMA BUIIT Yacto
JlMxaHHS 31 CBHCTOM Hevacto
[THeBMOHIA Heuwacro

*Jlerenesuii Gpibpos

YacTora HeBiOMA

*PecniipaTopHuil gucTpec

YactoTa HeBigoMa

* IuXabHa HEJOCTATHICTE

YacToTa HEBiOMA

“IHGineTpallis Jerexis

Yacrora HeBimOMa

“T'ocTpuii HabpsK JiereHin

Yacrora HeBiIOMa

“TocTpuii pecripaTopHHii AHCTPeC-CHHAPOM

Yacrora HeBimomMa

*BpoHxocnazm

YacroTa HeBinoMma

*Tinokcis

YacroTta HEBigoMa

*BHMKEHHS HACHYEHHS KUCHEM

Yacrtora HeBigoMa

JlapuHreansuuii HaOpsK

YacTtoTta HeBigoMa

OptonHoe YactoTta HeBijOMa
Habpsxk nerenis YactoTa HeBigoma
IHTepcTUIianpHa XBOpoOa JiereHin YacrtoTta HEBigOMa
Poznagu 3 6oky ummynkoso- | iapes Hyxe vacto
KHIIKOBOT'O TPaKTY brroBaHHs Jyxe qacro
Hynora Hyxe yacro
"Hab6psx ry6 JTy>xe yacto
Boui B xxuBOTI Hyxe gacTo
Hucrnencis Hyxe yacto
3amnop Jysxe yacto
Cromartut Ilyxe gacto
I"emopoii Yacto
CyxicTh y poTi Yacto
Poznagu 3 60Ky mediHKH Ta INemaTouenonsapHi nopyueHHs Yacto
YKOBYOBMBITHHX 1IIAXIB Tenatut Yacto
YUy TnuBiCTE MEYiHKH IPY MayIblalii YacTto
JKoBTsHuus Pigxo

2018-0039637

Eputema

Hy>xe uacto
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CEYOBUBITHUX LILISIXIB

Poznanu 3 60Ky WKipu Ta Bucunanns Hyxe wacto
HiAWKiIpHOT KIIITKOBHHH "Habpsik obmudus Hyxe gacto
Anoneuis Hyxe wacro
YpaxeHHs HITTiB Hyxe dacto
CuHApOM IOJIOHHO-TIAOIHOBHOT Hy»xe wacto
epUTpoIH3ecTe3il
Axkne Yacto
Cyxictp mxipu Yacrto
Exximo3 Yacro
Ineprigpo3 Yacro
MakyJronamyi603HU#H BHCHIT Yacto
Crepbix Yacto
OHixoK1a3is Yacto
JlepmaTtur Yacto
Kpomnus'saka Heuacto
AHT1OHEBPOTHHHUIA HAOPSK YacroTta HeBigoma
[Topymenns 3 60oxy onopHo-  |ApTpanris JHy>xe yacto
PYXOBOI CHCTEMH i cHOMY4HOI |'PurimHicts M's13iB Hyxe vacto
TKaHHHH Miasris Hyxe gacTo
Aptput Yacto
Bine y cnuni Yacto
Bine y KicTkax Yacto
Craszmu M's13iB Yacro
Bine y 1wl YacTto
bk B KiHIiBKaxX Yacto
Poznanu 3 60Ky HUPOK Ta [Topyiienss ¢yHKLIT HUPOK Yacto

Mem6paHo3HHH rITOMepyIIOHEDPUT

YacroTra HeBiioMa

I'nomepynonedpomnarist YacTtora HEBigoMa
Hupkora HeZOCTATHICTE YacroTa HEBITOMa
BaritaicTe, micisamonorosuii | OnirorizpaMHioH YacToTa HEBigOMa
nepion i nepuHartanbHi yMoBU |HupkoBa rinomiasis YacTtoTa HEBifoMa
JlereneBa rimormnasis YacTtoTa HEBigoMa

Poznamu 3 Goky
PEIpOSyKTHBHOI CHCTEMH Ta
MOJIOYHUX 3aJ103

3anajieHHs MOJIOYHHMX 3aJ103/MacTUT

Yacto

IIpoHEay] DHi YCKNNAaTHCHHA

3arapHi po3naju Ta peakiiii B | AcTeHis Hyxe yacto

MicLii BBeZISHHA Bine v rpynsiit kit Jy>xe uacto
03000 Jyxe gacto
CrnabkicThb Jyxe yacto
I"'puniononiOHi cuMnTOMH Hyxe gacto
[udys3iiini peakuii Hyxe uacto
Bine Hyxe yacto
Jlmxomanka Hyxe wacto
3ananeHHs CIH30BHX 060I0HOK yxe yacto
[lepudepuuni HabpaKH Jyxe dacto
Hesny:kanHs Yacto
Habpsak Yacro

Tpasmy, OTpY€HHS Ta| KpoBosunug Yacto

" 3azHayae noGiuni peakuii, sxi OyJu 3apeecTpoBaHi y 38'A13Ky 3i CMEpPTENLHUM Pe3yIBTATOM.

N

! 3a3nauae nobiuni peakuii, ski, K NOBiNOMNAETECS, B 3HAUHIH Mipi MoB'a3aHi 3 iHbY3iiHIME peaxLisaMu.
KoHkpeTHi BIICOTKH AJI HUX HEJOCTYIIH. ]
* CooctepiracTbcs Mpu KOMOiHOBaHIM Teparii Mmicisd 3acTocyBaHHS AHTPALMKIIHIB | B KombiHalii 3 /‘/
TaKCaHaMH ; [J

[

[} Y]
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Ornic oxpemMux NobiYHHX peakiiii

Cepuesa ouchvuriyis

3acriiina cepueBa HemoctatHicTh (II-IV dyHkuioHaneHHMH wrac 3a knacudikaiiero NYHA) e gactoro
NOOIYHOIO peaklli€lo, IOB'A3aHOI0 i3 3aCTOCYBAaHHSIM TpacTy3yMaly, i B JAEIKHX BHIIAJAKAX MOXE
NPU3BOOUTH 10 JIETAIBHOTO Hachiaky (muB. po3min 4.4). YV nauieHTIB, sSKi OTPUMYBAIHA JIiKYBaHHS
TPacTy3yMaboM CIIOCTEPIrauCh O3HAKY Ta CUMIITOMH ceplieBoi NMCchYHKINT, Taki K 33, JHUIIKA, OPTOMHOE,
NOCWISHHS KalllTo, HaOpsk JereHiB, S3-rajon abo 3HwkeHHs (pakuii BUKuy UUlyHOUKIB (AMB. po3ail
4.4).

B 3 onopHux KIHIYHHUX AOCTI/DKEHHAX al'lOBAHTHOI Teparii TpacTy3yMaboM, sKHil MpH3HAYaid B
koMmOiHanii 3 XiMioTeparli€ro, YacToTa BHHUKHEHHSA cepleroi aucdyHkiil 3/4 crymeHs (0coGauBO
CUMIITOMAaTUYHOT 3acTiliHOI cepleBoi HeNOCTaTHOCTI) 6yia OAHAKOBOIO y MAI€HTIB, AKUM MPU3HAYAIA
TiNBKH XiMioTepamniio (TOOTO sKi HE OTPUMYBaIM TpacTy3ymab), Ta y MAUIEHTIB, AKAM TpacTy3ymad
BBOJUTH TTOCHIAOBHO Ticis Takcany (0,3~0,4 %). [eit mokasHuk Oy HalBHUILMM cepel HAalli€HTIB, AKUM
TpacTy3ymad BBOJHIM OOHOYACHO 3 TakcaHoM (2,0 %). YV Heoan'foBaHTHHX yMOBaX JOCBII OJHOYACHOTO
3acTOCYBaHHA TpacTy3yMaly Ta HU3BKHUX JI03 aHTPAIMKIIiHy 0OMexeHHH (AuB. po3ain 4.4).

ITpu BBemeHHI TpacTy3yMaby micis 3aBeplISHHS a/II0BAaHTHOI XiMioTepanii cepuesa HegoctarHicTs M-IV
dbyHkuioHaNBHOrO Kiacy 3a kiacuikaniero NYHA crocrepiranacs y 0,6 % mauieHTiB B rpymi oaHoro
POKY 3 MEiaHOI0 HOAANIBIIOrO croctepexkeHHs 12 micauis. ¥V mocmimkenni BO16348 3 menianoro
MOJATBIIOr0 cHocTepeskeHHs 8 pokiB wactora BuHHUKHeHHA 3CH tskkoro crymens (II i IV
byHKuioHaNBHOTO Kacy 3a kiacHbikamiero NYHA) y rpymi j1ikyBaHHS TpacTy3yMaboM npoTaroM 1 poky
craHoswia 0,8 %, a yacToTa CUMNTOMATHYHOT Ta 6€3CUMNTOMHOI TUC(YHKILIT JTIBOro LITYHOYKA JIETKOTO
crynens — 4,6 %.

O6opotHicte 3CH TSXKKOro crymess (BU3HAYAETHCA SK Pe3yJbTaT IOHAWMEHINE ABOX IIOCITIZOBHHX
3HaueHs OBJIII >50% micns moxii) cioctepiranacek y 71,4% narieHTis, ki OTPHMYBAJIH TPacTy3ymat.
OO60pOTHICTE CHMITOMAaTHYHOI Ta 6e3cMMNTOMHOI TUCQYHKIIT JIBOr0 IUTYHOYKA JIETKOro CTyNeHs Oyna
nponeMoHcTpoaHa y 79,5% mauienti. [IpubnusHo 17% Bunankis, MOB'SI3aHHUX i3 CepLIEBOIO
HEJOCTATHICTIO, BUHUKAIY ITiCJIS 3aBEPILCHHS JIIKyBaHHS TPacTy3yMaboM.

V onopHMX AOCIiIKEHHAX 3aCTOCYBAaHHA TpacTy3yMaly BHYTPIIIHROBEHHO NPH METACTATHYHOMY Paxy,
9acToTa PO3BUTKY CEPLIEBOI HEJOCTATHOCTI BapitoBanacs Bix 9% mo 12% y nmoeaHaHHI 3 MAKITITAKCENIOM Y
nopieHAHHI 3 1% — 4% npm mikyBaHHI DmaxiiTakcesoM okpemo. IIpu MoHOTepamil TpacTyzymaGom
MOKa3HUK CKianaB 6% — 9%. Haiibinbima yacTota po3BUTKY CepLEeBOl HEMOCTATHOCTI CHOCTepiranacs y
MALli€HTIB, AKi OTPUMYBAJIM TpacTy3yMab OXHOYACHO 3 aHTpalMKIiHOM/LHKIohochaminom (27%), i Gyna
3HAYHO BMILOIO Y ITOPIBHAHHI 3 3aCTOYBaHHAM aHTpaLMKIIiHy/1mKknodocdamiay okpemo (7% — 10%). ¥
NOAATBLUIOMY JIOC/IPKEHHI 3 MPOCIIEKTUBHAM MOHITOPHHIOM cepLieBol PyHKIIT 4acTOTa CUMITOMATHYHOL
3CH cxutana 2,2% y marjieHTiB, sKi OTpUMYBaIi TpacTy3yMab i folerakce, nopiBHAHO 3 0% y MaLi€eHTiB,
AK1 OTPUMYBAIH TiJIBKH JIOIETaKceN. Y AOCHiKEeHHAX Y OinpinocTi mauieHtis (79%), y AKUX po3BHHYJIacA
ceplieBa HEJIOCTAaTHICTb, CIOCTEPIraocs MOKpalleHHs TicIs IpoBeAeHH cCTaHnapTHoro gikysanHs 3CH.

Inghysitni peaxyii, anepziuno-nodioui peaxyii ma niosuwena yymaugicms

3 ouninkamu npubnusHo y 40% mnauieHTiB, BUHMKAac Ta 4 iHma dopma iHdy3iiiHOT peakuil mpu
3acTocyBaHHi TpacTy3yMaby. OnHak, 6itbmicTs iH(Y3iHHHX peakiiiii € erkoro abo cepeTHEOro CTYIEHIO
TSDKKOCTI (32 OLIHOYHOIO IIKATOKI 3arajbHUX KPUTepilB TOKCHYHOCTI HanioHansHOro iHCTUTYTY
nocyimxenns paky (NCI-CTC)) Ta BUHHKAIOTh MEPEBAXKHO HA MOYATKY JIKYBaHHs, 30Kpema IMiJ uac
MepIINX TPsOX iH@Y3iH, MPU MOJANBIIOMY 3aCTOCYBaHHI iX 4acToTa 3MeHuUIyeThcd. J[0 TakuX peakuiit
HaJlexaTh O3HOO, rapsuka, 3aJMllIKa, TilOTeH3ii, OUXaHHS 31 CBHCTOM, OpOHXOCIIA3M, TaxiKapmif,
3HIDKCHHS HACHYCHHS KHCHEM, TUXaJbHUH AUCTpEC, BUCHUIM, Hy10Ta, OMIOBaHHs Ta rOJIOBHUM OUTb (OUB.
posmin 4.4). Yactota BUHHMKHeHHS iHQY3IHHMX peakmilf yciX CTyNeHIB TSKKOCTI BapiroBajacs Mbk
JOCTIIKEHHIMH 3a1€XKHO BiJl MOKa3aHb, METOAMKU 300pY JaHUX 1 TOTO, YHM MMPU3HAYABCS TPAcTy3yma®
OJHOYACHO 3 XiMioTepamieio abo B SIKOCTI MOHOTepaIlii.

|
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Tsxki aHaQiNaKTHYHI peakuil, 10 BUMAraloTh HEraifHOro JOAATKOBOIO BTPYYAHHS Ta B JEIKIX BUMAKAX
OyTH MOB'A3aHMMM 3 JICTANFHUMM HACITIJKaMH, MOXCYTh 3a3BH4ail BUHHUKATH IIiA 4ac MEPIUOi uy Apyroi
iadysii TpacTy3ymady (auB. posnin 4.4),

V nooAMHOKHUX BHMAgKaxX crocrepiranucs aHadinakToinHi peakiiii.

T'emamomoxcuunicme

@eOpunbHa HEHTPONIEHI, JeHKONeHid, aHeMis, TPOMOOUNTONEeHIs i HERTPOTIEHIsT CTIOCTEPITaJIUCh TyKe
4acTo. YacTora BUHMKHEHHA rinmonpoTpombiHeMii HeBimoMa. Pusmk po3BUTKY HeHTporeHii Moxe GyTH
HE3HAYHO IMiIBULICHHI IIPH NpH3HAYeHH] TPacTy3yMaly 3 NOLETAKCEIOM MiCiIs aHTPALMKIIIHOBOI Tepartii.

Jlezenesi asuwya

Tsxki no6iuni peakuii 3 60Ky JiereHiB y nepiof JiKyBaHHS TPacTy3yMaboM IMOB'I3YBAIKCEH 3 JIETAIBLHIAM
HacmimkoM. Taki peakiii BKIOYalOTh, ajge He OOMEXKYIOThCS, JereHesi iHGinbTpaTH, rocTpwmii
pecnipaTOpHH# AMCTPEC-CHHAPOM, IHEBMOHIIO, THEBMOHIT, IUIEBPAIBHHIA BUINIT, PECITIPATOPHHI IHUCTPEC,
rocTpuii HabpsK JIETeHiB i JNXanbHYy HeOCTaTHICTh (IUB. po3misi 4.4).

HeranpHa iHdopMalis momo 3axofiB 3 MiHiMi3amil pu3HKiB, y3romkeHumu 3 ILIaHOM ympaBmiHHA
pusukamu €C, npeacrasneHa B posaiti 4.4 OcobimBi 3acTepexkeHHs Ta 3aMOODKHI 3aX0Qu NPH
3aCTOCYBaHHI.

IMyHOreHHICTh

ITlix uac mocmifXkeHHb HEOam'IOBaHTHOI/am'toBaHTHOI Tepanii PPM3 (B022227) 3 MeniaHOO
cniocTepeskenHs 70 MicALB PO3BHTOK aHTUTIN NMPOTH TpacTy3ymaby BimsHadasca y 10,1% (30 3 296)
NalieHTiB, fKi OTPUMYBaJ TpacTy3ymMab BHYTpillHBOBEHHO. Helfrpanisyroui aHTHTiIA mpoTH
TpacTy3ymaly Gy BUSBJIEH] y 3pa3Kax, B3THX ITiC/Is BUXiIHOTO piBHA y 2 3 30 nauieHTiB, 1ki OTpUMYBaIn
TpacTy3yMad BHyTPilTHLOBEHHO.

KitiniyHa 3HaYyLIicTh LUX aHTUTLT HeBimoma. OfHaK MPUCYTHICTE aHTHTLI IOAO TpacTy3ymaly He Mana
HETaTUBHOI'O BIUIMBY Ha (apMaKoKiHeTHKY, €(peKTHBHICTh (L0 BHU3HAYAECTHCS NATOJOriYHOK MOBHOIO
Bignosimo [pCR], BwkuBaHHAM 6e3 mopmiif) i Gesmexky, 10 BH3HAYAETHCA BHHUKHEHHAM pPEAKIIii,
TMOB'A3aHOr0 3 BBEICHHSAM TPAcTy3yMaly BHYTpIllIHEOBEHHO.

HasBHuX JaHMX Npo iMyHOTeHHICTh TpacTy3yMaly IMpH paKy LLTyHKY HEMaE.

3BiTYBaHHA NpO MiZO3pPrOBaHi NoGiuHi peakitl

3piTyBaHHA IPO MiI03pIOBaHi NOOI4HI peakifii mcis peecTpaii IiKapchKoro 3acofy € Aye BaKIHBHM.
e nae 3mory 3ailicHioBaTH Ge3nepepBHUI MOHITOPHHT CITiBBiJHOILEHHS KOPUCTI Ta PU3HKY
3aCTOCYBaHHs JIIKapCBKOro 3acofy. MeanyHuX MpaliBHUKIB NPOCATH MIOBiIOMIISTH IPO Oy ab-aKi
Mi103proBaHi HebaxaHi peakIlii 3a JONOMOroi0 HAI[IOHAIEHOI CHCTEMH 3BITHOCTI, HABEEHO] B

Honarky V.

4.9 Ilepeno3zyBanns

VY KIiHIYHKX ROCHiKEHHAX BUNAAKIB Iepeo3yBaHHA Mperapary He Oymo. OmHOKpaTHI okpemi 103u
TpacTy3ymaly 6inbine 10 Mr/kr B KIHIMHHX DOCHIIDKEHHIX HE BUBYAIM; MATpUMYIOUy m03y 10 Mr/kr 1
pa3 Ha 3 THXKHI MIC/Is HABAHTAXKYBAIBHOT JO3M 8 MI/KI BUBYAIH B KITiHIYHHX HOCTIDKEHHSAX, B AKHX 6pain
y4aTh NaLi€HTH 3 METACTATHYHHUM PaKoOM HUTYHKY. JI03H 10 1poro pisHsa go6pe NepeHOCHIHC.

5. PAPMAKOJOI'TYHI BJACTHBOCTI

5.1 ®apmaxoanHaMiyHi BIacTHBOCTI

i
'

DapmakoTepaneBTHYHa TIpyna: AHTHHEOILIACTUYHI 3aco0W, MOHOKIOHANBHI aHThTila, Koa ATX:
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Tpasumepa — Oiocuminap. HeranpHa iHdopmanis AOCTymHa Ha calTi €BpoIedchKOro areHTcTBa 3
nikapebkux 3aco6iB (European Medicines Agency) http://www.ema.curopa.eu.

Tpactyzymab — pexkoMOiHaHTHe TyMaHi3oBaHe MOHOKIOHanbHe aututiio IgGl mpotu peuenropa 2
enigepmansHoro dakropa pocty mroauad (HER?2). INnepexcnipecis HER2 cnocrepiraerses B 20 — 30 %
yCiX BHNAJKIB MEPBUHHOTO paKy MojouHoi 3anos3u. JocmimkeHna nokasHukis HER2-nosutuBHOrO npu
paKy LUTYHKY 3 BUKOPHCTaHHIM iMyHoricToxiMiuHoro aHamizy (II'X) ta ¢yopecuertHoi ribpuamzanii in
situ (FISH) abo xpomorenHoi ribpunusauii in situ (CISH) cBiguars, mo icHye mupoka Bapiauis HER2-
MO3UTHBHOCTI B Jiana3oHi Bix 6,8% mo 34,0% mpu IT'X 1 Bix 7,1% no 42,6% npu FISH. MocnimkeHHs 3a
YHACTIO TIALIEHTIB 3 pakOM MOJIOYHOI 3aJ103M MOKa3aiy, IO Y XBOPHX 3 IyXJIMHHOIO TillepeKcIipecieio
HER2, TpuBanicTs BHXXHBaHHA Oe3 O3HaK 3aXBOPIOBAaHHS MeEHINA, HDK y XBopux 0e€3 IyXJIHHHOT
rinepexcrpecii HER2. Tlosaxnituaanit nomen peuentopa (ECD, pl05) Buginserscs y KpOBOTOK i
BUMIPAETHCS B 3pa3KaX CHPOBATKH.

Mexanizm aii

TpacTty3ymald 3 BHCOKOIO CHOpigHeHicTIO i creuudiuHicTIO 3B's3yerbcst 3 cybmomeHoM IV, mpu-
MeMOpaHHOIO obsiacTio no3akiiTuaHoro aoMeHy HER2. 3p'ssyBanHa tpacTysymaby 3 HER2 ixribye
niranp-vesanexHy nepegady curHamy HER2 i 3amofirae mpoTEOMTHYHOMY PpO3LUCIUIEHHIO HOro
MO3aKJIITHHHOTO JOMeHy, MexaHizMy aktuBaiii HER2. JlocnimkeHHsX HA TBAPHHAX in Vitro CRiIYaTh, MO
TpacTy3yMab iHribye nmpodideparito MyXJIHHHAX KIIITHH JIOAWHE 3 Tinepexcrpeciero HER2. /Tonatkoso,
TpacTy3yMad € TMOTY)XKHHM MeIiaTOpoM aHTHUTLIO3alexkHOi KiithHHOI nurorokcuyHocti (ADCC).
Hocnimkenns in vitro cBig4aTh, mo TpacTy3yMab-onocepenkoBana ADCC nepeBaykHO BILTMBAE HAa PaKOBi
KiitiHy 3 rinepekcnpecicilo HER2, B mopiBHAHHI 3 pakOBHMH KJIITHHAMH, SKi HE XapaKTEepPH3YIOTHCS
rinepexcnpecietro HER2.

Busasnenns rinepekcopecii HER2 abo ammmidikarii rena HER2

Busenenns einepexcnpecii HER2 abo amnnigixayii zena HER2 npu paxky monounoi sanosu

Tpactysyma® ciii 3acTOCOBYBAaTH TUIBKHM THalli€HTaM 3 TyXJIHHHOK rinepekcnpecito HER2 a6o
amrutidikanio rena HER2, o Bu3HaYeHO TOYHUM i BamigoBaHMM aHanisoM. I'inepexcipecito HER2 crin
BUSBJIATH 32 IOIIOMOT 010 iMyHoricToxiMiuHoro aHamizy (II'X) ¢gikcoBaHuX MyXJIMHHUX GJIOKIB (OUB. PO3ALT
4.4). Ammnidixaniro rena HER2 ciix BHSBASTH 32 ZONOMOroK (uiyopecteHTHOl ribpummsanii in situ
(FISH) a6o xpomorennoi riopumusanii in situ (CISH) ¢ikcoranmx myxmunnaux OmokiB. Ilauientam
NIPU3HAYa€ThC JIIKyBaHHA IIpenaparoM Tpasumepa, SKIIO y HHMX CIOCTEPIracTbCs BHpaKEHa
rinepexcripecit HER2, 3 piBHeM ekcnopecii 3+ 3a pesynpratamu I['X-anamisy a6o MO3HTHBHHM
pesynsratoM FISH a6o CISH.

Jits 3a0e3neueHHs TOYHHX i BiITBOPIOBaHHUX Pe3YJIbTATiB TECTYBAaHHS CJIiJl IPOBOIUTH Yy ClieHiani3oBaHii
naboparopii, ska Moxke 3a0e3neynTH BaliJallilo NPOLEAYDP TeCTyBaHH.

PexoMeHnoBaHa cucTeMa IiApaxyHKy OaniB uig oLiHKu Mojienieii 3abapenenns II'X HaBeneHa B Tabauui 2;
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Tabnuus 2 PekomengoBana cucTeMa miapaxyHKy 6aiiB anst omiHKM Mopenest 3abapeienns IT'X mpu paky
MOJIOYHOT 3aJI03H

Ouninka | Mopens 3a6apBJ/ieHHs Ouinka rinepexcnpecii
HER2
0 Cnocrepiraerbest  BiACYTHiCTH  3abapmieHHs  a0o | HeraTusHHi pe3ynsTar
3abapBieHHsI MeMOpann y <10% KIiTHH IyXJINHA
1+ CnaOke/nenp  momiTHe  3abapBiueHHS  MeMOpanu | HeraTwBHUIA pe3ynpTaT

BHABJIEHO B >10% KiIiTUH MyxiuHU. 3a0apBiieHi TITBKH
9JaCTHMHU MeMOpaH! KITiTHH.

2+ Cnabke abo momipHe NOBHe 3abapBiieHHS MeMmOpaHH | J[BO3HAYHHI pe3ysbTaT
BHUABIEHO B >10% KIITHH DyXIUHMA.
3+ 3Ha4yHe 1OBHE 3a0apBieHHS MeMOpaHW BHUABIEHO B | [I03WTHBHUIN pe3ynbTaT

>10% KITiTHH Iy XJIWHH.

B mutomy, pesynstar FISH BBaskaeThCs MO3UTHBHUM, SIKINO BigHOLIEHHS uyucia komiit rera HER2 Ha
KIITHHY ITyXJIMHH 10 9MCIIa KOMiil xpomocomu 17 Ginbine a6o HopiBHIOE 2, 60 SKIIO Ha KIHTHHY MyXTHHH
Ginbine 4 xomii rena HER2, K10 KOHTPOJIb XpOMOCOMH 17 He BUKOPHCTOBYETBCHL.

B uinomy, pesynsrar CISH BBaXkaeTECSA MOSHTUBHUM, AKIIO Ha SAPO B GLIbII Hixk 50% KITHH MyXITHHY €
6inbie 5 xomiii rena HER2.

Jlns OTpuMaHHA MOBHMX IHCTPYKITiH 3 IPOBEICHHS aHANI3Y Ta iHTepIpeTaLii pe3yJbTaTiB, 6y ab J1acKa, UB.
IHCTpYKUil A0 BamigoBaHux mnpubopiB a1d npoegeHHs aHanisy FISH ta CISH. Takok MOXyTh
3acTocoByBaTHcs odilliiiHi pekoMeHnauii 3 TectryBanns HER2.

Il Gynp-AKOTo iHIIOTO METOMY, AKHif MOXke GyTH BUKOPUCTaHHIA 1ia oninku ekcrpecii HER2 6inka aGo
reHa, TeCTyBaHHS NOBUHHO BUKOHYBATHCA TUIBKH JIabopaTopisMHy, sKi 3a6€311euytoTh afeKBaTHy Cy4acHy
AKiCTB BajmifopaHuX MeroaiB. Taki Meronu moBUHHI GyTH JOCHMTH YiTKMMH i TOUYHHMH IS TOTO, 110G
npoaeMOoHCTpyBatH rinepecrpecito HER2, i 3paTHuMu po3pisHsata moMipHy (110 Bianosigae 2+) i cunsHy
(o Bigmoeigae 3+) rimepexcnpecito HER2.

Busenenns zinepexcnpecii HER2 abo amnnigixayii zena HER2 npu paxy waynky

M susenenns rinepekcnpecii HER2 a6o ammridikauii resa HER2 ciin BUKOPHCTOBYBATH TOYHMIL i
BasTifioBaHwii ananis. IIX pexoMeHIyeThcs NPOBOJUTH SIK NEPIIMIA METO TECTyBAaHHS, @ Y BUIIAIKAX, KOTH
TaKOX BUMAraeTbes cratyc amiutidikauii resa HER2, meo6xinHo 3acTocoBysatd a6o mincuieHy cpibiom
ribpunusartito in situ (SISH), a6o merox FISH. Onnak meron SISH pekomeHmyeThes mis mapaneiasHOL
OUiHKH ricTosorii Ta Mopdosoril myxmunu. nsa 3abesmedeHHs Bagifauii NpoLeAyp TECTYBaHHS Ta
OTPUMAHHA TOYHUX i BIITBOPIOBAaHUX pe3ynbTaTiB, TecTyBaHHsd HER2 ciin npoBoguTu B maGoparopii 3
BiANOBIIHMM HiArOTOBEHMM INepcoHaioM. ITOBHI iHCTPYKWIl 3 NPOBENeHHs aHaNi3y Ta iHTeprpeTanii
pesyybTaTiB Clif AMBMTHCA y iHdopmaniliniii Gpomypi npo mpomykt mo aHamizatopis HER2 mio
BHUKOPHCTOBYIOTECA.

Y pocnimkenni ToGA (BO18255) nauients 3 piBHeM ekcripecii myxums 3+ 3a pesynsratamu I X-ananizy
abo nmosuTuBHUM pesynbratoM FISH, Gynu BusHaueni sk HER2 HO3MTHBHI i, TAKMM YMHOM, BKJIIOUYCH] B
nocnimKeHns. [ pyHTYIOUHCh Ha pe3y IbTaTaX KIHIYHUX JOCII/KEHb, TTO3UTHBHI eeKTH 6y oGMexKeH] y
nauieHTiB 3 HalBUIMM piBHEM rimepexcrpecii 6inka HER2, mo Bu3Ha4acThCs piBHEM €KCIIpecii myxmH
3+ abo 2+ 3a pesynbratamu II'X-aHani3y i nosutuBHUM pesynbTaTtom FISH.

YV nocnimpkenHi nopiBEAHEA MeToiB (nocuimkenus D008548) Bucokuit cTynine koHKopAaHTOCTI (>95%)
crioctepirascs Mk Metonamu SISH ta FISH mogno Businenus ammiidixauii rena HER2 y xBopux Ha pak

LIUTYHKY.

[inepexcnpecito HER2 cnig BusButH 3a Jomomorow II'X-aHammisy QikcoBaHMX NyXJIMHHHX OJIOKiB;

amrutidikanito rena HER2 BUABIAIOTH 3 JONOMOT00 Tibpuauzauii in situ 3 sukopucrannam SISH a6o FISH |

Ha (ikCOBaHHX MyXITHHHUX OJIOKAX.
|
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PexoMeH0BaHA cHCcTeMa MiAPaxyHKy OaniB s OLIHKY Moaesiel 3abapsienns 1T X Hasenena B Tabnuu 3:

Ta6muus 3 PexoMeHmoBaHa cucTeMa MigpaxyHKy OaitiB uis oLiHKM Mozeneil 3abapsnenns II'X rpu paky

LLTYHKY

Oninxa

Xipypriunugii 3pa3zok - MojeJb
3abapBJIeHHHA

3pasox Oionciy -
3a0apBJIeHHA

MoOOenbL

Ouinka
rinepexcupecii
HER2

BigcyTHicte peakTHBHOCTI abo
MeMOpaHHa peaktusHicrb y <10%
KJITHHAX TYyXJIMHA

BigcyTHicTh peaKTHBHOCTI abo
MeMOpaHHA PEaKTUBHICTD B JKOMHIH 3
KJIITHH Ty XJTHHH

Herarusuuii
pe3ynbTaT

1+

Cnabka/nenp nmomiTHa MeMOpaHHa
peakTHBHICTE Yy >10% KITiTHH
OyXJIHHH; KIITUHH  pPEeaKTUBHI
TUTBKH B YaCTHHI iX MeMOpaHK

Kmacrep  wiitHH
crnabKoro/nens MOMITHOIO
MeMOpaHHOIO PEaKTHBHICTIO
HE3&JIEXKHO BiJ IPOICHTHOTO BMICTY
3a0apBICHUX KIITHH ITyXJTHHH

MyXJMHH 31

HeratusHuii
pe3yabTaT

2+

Cnabka abo mnoMipHa TOBHA,
6azonarepasbHa a0 JaTtepajibHa
MeMOpaHHA peakTUBHiCTb Y >10%

Krnactep xniTHH myxinHH 3i crabkoro
abo HHOMipHOIO MTOBHOIO,
6azosaTeparbHOIO ab0 JaTepaJIbHOIO

Jro3HauHuii
pe3yJipTat

MeMOpaHHOIO PEaKTUBHICTIO
HE3AJIEKHO BiJ| MPOIEHTHOIO BMICTY
3a0apBJICHHX KJIITHH ITyXJIMHH
Knactep wiiTHH ITyXJIUHU 31 3HAYHOIO
[OBHOIO,  Oa3omarepanbHOIO  abo
JIaTepaIbHOI0 MeMOpaHHOO
PEaKTHBHICTIO HE3aJIEKHO Bill
IPOLEHTHOro BMicTy 3a0apBiieHHX
KITITHH Y XJTHHA

KJIITHH My XJIHHHA

3+ [To3uTuBHMUH

pe3yJIbTaT

3HayHa T1OBHa, OazonarepaibHa
abo  JyatepaspHa  MeMOpaHHa
peakTHBHICTE y >10% wIiTHH

IMyXJIMHHA

B winomy, pesynbrat SISH a6o FISH BBaxkaeThCs MOSHTHBHHM, SKIIO BiTHOLIEHHS 4HCIa KOMid reHa
HER?2 Ha KIiTHHY IyXJIHHHA OO YMCIIa Komii xpoMocoM# 17 Ginbine abo mopiBHIOE 2.

KniniyHa eekTUBHICTE 1 Be3neka

Memacmamuunuil pax MonloyHol 3an03u

VY KIiHIYHUX JOCT{KEHHIX TpacTy3yMal 3acTOCOBYBAIH B AKOCTI MOHOTepanii maiientam 3 MPM3 3
myxiuHoro 3 rinmepekcnpecieio HER2 i onmniero abo kinbkoMa HEyCHIlIHHMH CXeMaMM XiMioTeparii
METacTaTUYHOTO 3aXBOPIOBaHHSA (TUIBKU TPacTy3yMal).

Jns nmiKkyBaHHS DAIli€HTIiB, SKi HE OTPUMYBAJM XIMIOTEpallilo TpacTy3yMad TakOXX 3aCTOCOBYBAIH Y
koMOiHanii 3 makiiTakcenoM abo ponetakcenoM. IlarieHTam, Aki paHille OTPUMYBAIH aJX'IOBAaHTHY
XiMiOTeparlito Ha OCHOBi aHTPALMKIIiHy, 3aCTOCOBYBaJH NakiTakcen (175 mr/m?%, skuii BBOMWIN y BUTIISI
iHQYy3ii mpoTsaroM 3 roauH) 3 TpacTy3ymabom abo 6e3 Heoro. B omopHoMy mocmimkeHHi gouetakcery (100
Mr/M2, Axuif BBOIMIIM Y BHIVIAAL iH(ysii nporsrom 1 romumm) 3 Tpactysymabom a6o Ge3 Heoro 60%
MaLi€HTIB Ofep KyBaJId MONEPEHIO aHTPAUKIIIHOBY a'IOBaHTHY XimioTepamnito. ITallieHTH OTpuMyBaiu
TpacTy3ymal IO mporpecyBaHHs 3aXBOPIOBAHHS.

EdextuBHicTh TpacTy3symaby B koMOiHaLil 3 MaKJIiTAKCEIOM Y JIiKyBaHHI MALEHTIB, SIKi HE OTPUMYBAIH
paHillle ag'foBaHTHY XIMiOTepamilo Ha OCHOBI aHTpalMKIIiHy, He BuBYajaca. OpgHak TpacTyzymab y
MOENHAHHI 3 JouerakcesoM OyB eQeKTHBHHIA Y JTIKyBaHHI NAUI€HTIB HE3AIEKHO BiJ TOTO, YH OTPUMYBAITH
BOHH paHillle aa'fOBaHTHY XiMiOTepariito Ha OCHOBi aHTPALKIIIHY.

VY rtect-Metoni rinepexcnpecii HER2, axuii 3acTocoByBasiM IJii BM3HAYeHHS MNPHUAATHOCTI MAIliEHTIB
OTNOPHHUX JOCHIKEHb IO MOHOTepamii TpacTy3yMabom i komOiHauii TpacTy3ymaly Ta NakiiTakcenly.
BHKOPHCTOBYBaJTH iMyHorictoximiuHe HER2 3abaperieHHst (ikcOBaHOrO Marepiany MyXJIMH MOJIOYHOT

3a/1034 3 BUKOPHCTaHHAM MHILIAYHX MOHOKIOHaNBHUX aHTuTin CB11 Ta 4DS5. Lli TRanunu ¢dikcysany y/
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AKe IPOBOJMIIY y LIEHTpaJIbHIlN 1abopaTtopii, BUKOpHUCTOBYBaiy wwkary Big 0 no 3+. Y nocmimkenus 6ynu
BKJIFOUEHI MallieHTH, K1acu}ikoBaHi moxo 3abapeieHHs sk 2+ a6o 3+, Ta BUKIOUeHI, i3 3a6apBienHaM 0
abo 1+. binem HDK y 70% BKIIOUEHUX MNAlliEHTIB criocTepiraiacs rimepekcnpecis 3+. Orpumani nani
CBifYaTh, 10 NO3UTHUBHUHM edeKT JiKyBaHHS OyB BHMUIC Yy DAaUieHTiB 3 OGiLTbLI BHCOKHUM piBHEM
rinepexcnpecii HER2 (3+).

OCHOBHMM METONOM, SIKMH BHMKOPDHCTOBYBaIM Il BH3HaueHHs mo3uTuBHOCTI HER2 B omopHomy
JIOCJII/DKEHHI 3aCTOCYBaHHS JOLETAKCely 3 TpacTy3ymMaboM abo 6e3 Hporo, OyB iMyHOriCTOXIMIiuHMEA
aHaJii3. MeHIicTh NanieHTiB 0yJI0 IPOTECTOBAHO 3 BUKOPHCTAHHAM (ITyOpecleHTHOT ribpuaunsaii in situ
(FISH). V upomy mocmimkeHHi 87% 3 BKIIOUGHHX MAIl€HTIB Maid 3aXBOPIOBAHHA 3 PIBHEM eKCHpecil
myxyvH 3+ 3a pesyapratamu II'X-ananisy (II'X 3+) 1 95% 3 BrIIOYEHHX NMAL[€HTIB MaIX 3aXBOPIOBAHHS
sxke Oyo 3 piBHeM excnpecii myxmuH [I'X 3+ ta/a6o FISH-mo3uTiBHIM.

Tuoicnesa cxema 003y8aHHA NPU MEMACMAMUYHOMY PAKY MONOYHOL 30103U
PesyneTraTy nociimkeHbs epeKTMBHOCTI MOHOTepallil Ta KoMOiHOBaHOT Teparil npeacTaBieHi y Tabnuii 4:

Tabnuus 4 Pesyneratu qocinimkeHs eQeKTUBHOCTI MOHOTeparlii Ta KoMOiHOBaHOT Teparii

IToka3znnk MomnoTepanin Komb6inoBana Tepanist
Tpacrysyma6! |Tpacrysymad [laknitakces?| Tpacrysyma6 |/lonerakcen’
N=172 ITEIOC N=77 IJII0C N=94
nakairakces’ Jromerakcesr’
N=68 N=92
Yacrora Bigmosigei 18% 49% 17% 61% 34%
(95% M) (13-25) (36-61) (9-27) (50-71) (25-45)
Meniana TpuBanocTi 9,1 8,3 4,6 11,7 5,7
BigmoBimi  (Micsuis) (5,6-10,3) (7,3-8,8) (3,7-7,4) (9,3-15,0) (4,6-7,6)
(95% D)
Meuniana yarl 3,2 7,1 3,0 11,7 6,1
(micsuiB) (95% ) (2,6-3,5) (6,2-12,0) (2,0-4,4) (9,2-13,5) (5,4-7,2)
MeniaHa BHKHBAHHS 16,4 24,8 17,9 31,2 22,74
(micsanir) (95% M) (12,3-u/B) (18,6-33,7) (11,2-23,8) (27,3-40,8) (19,1-30,8)

YJIT= yac no nporpecyBaHH: 3aXBOPIOBaHHA; "H/B" 03Ha4Yae, IO 3HAYCHHS HE MOXKe OYTH BH3HAUCHHM
abo me "e € gocaraytum. Il — mopipumii iHTepBa.

1. Hocnimxenns H0649g: [TigmMHoxHHa manieHTis II'X 3+

2. Hocnimkenns H0648g: ITinmuoxuna nauienris II'X 3+

3 Hocnimxenns M77001: [Toeuuii Habip aHami3iB (BCi Malli€HTH, SKi Mald OTPUMYBAJIH JIIKYBaHHS),
pe3ynbTaTH Yepes 24 micaui

Kombinosana mepanis mpacmy3symabom i anacmpo3onom

Tpacty3zyma6 B komGiHamii 3 aHACTPO30JIOM BUBYATIH B AKOCTI HepIoi MiHil Jikysanus MPM3 y narienris
B NIepiof] MocTMeHomnaysH 3 rinepekcipeciecio HER2 i 03uTHBHUX 1110710 TOPMOHATIBHUX PELENTOPIB (TO6TO
ectporeHoBux peuentopiB (EP) ta/aGo mporectepoHosux peuentopie (ITP)). Ilepion Buxkupauus 6e3
nporpecyBaHHsd 30UIBIUMBCA B ABa pa3d y TIpymi TpacTy3yMaly IUTIOC aHACTpO30J Yy MOpPIBHSAHHI 3
aHactposonioM (4,8 mic y mopiBHaHHI 3 2,4 wmic). Illomo iHmmMX napamerpiB, MOKpalIeHHS, SKi
criocTepiranvca IpHU 3acTOCYBaHHI KOMOiHamii MpemapartiB, BKJIFOUaNy 3araitbHy Bianosigs (16,5% y
NOPiBHAHHI 3 6,7%); piBeHb KiIiHiYHUX nepeBar (42,7% y nopiBHsAHHI 3 27,9%); 4ac 10 nporpecyBanHs (4,8
Mic y nopiBHAHHI 3 2,4 mic). lloxo 1acy xo BinnoBizi i TpuBasIocTi BiAMOBiAl, Hiskol pi3uHLIi MK rpynamMu
3adikcyBaTu He Baasioca. Me/iaHa 3araibHOTO BIDKMBaHHs Oyria 36iblueHa Ha 4,6 MicAIli st IAlieHTiB y
rpyni kom6iHoBaHoi Tepanii. Pi3Huns He Oyna CTaTHCTHYHO 3HAYYIIOKO, OMHAK OLIBIIE IOJOBHHU
NALi€HTIB, AKi OTPUMYBAJIN TiIBKM aHACTPO30JI INiCIS MPOrpecyBaHHS 3aXBOPIOBAHHS, NMEPEXOMMIH Ha
CXeMy JIiKyBaHHS TPacTy3yMabom,

Tpumuoicnesa cxema 003yBaHHA NPU MEMACMAMUYHOMY PAKY MOJOYHOL 3G1103U .
Pesynbrati jocimimkeHs e(QeKTHBHOCTI HeKOMOiHOBaHOI MoHoTepamii Ta KoMGiHOBaHOI Tepamii |
TIpe/ICTARNCH] Y Tabmuii 5: A
A
!-’ |
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Tabnuus 5 PesynbraT focijzkedb eeKTHBHOCTI HekoMOiHOBaHOT MOHOTeparlii Ta KoOMGiHOBaHOT Teparii

Iloka3Huk MoHoTepamis Komo0inoBaHa Tepanisi
Tpacrysyma6' | Tpacrysyma6? | Tpacrysyma6 mmoc | Tpacry3yma6 mioc
N=105 N=72 nakJgiTakces’ Jounerakcer?
N=32 N=110
Yacrota BiAmoBijeit 24% 27% 59% 73%
(95% D) (15-35) (14-43) (41-76) (63-81)
Meniana TpuBatOCTi 10,1 7,9 10,5 13,4
Bignosimi  (micsawi)]  (2,8-35,6) (2,1-18,8) (1,8-21) (2,1-55,1)
(mianazon)
Meniana Y11 3,4 7,7 12,2 13,6
(MicaiB) (95% JII) (2,8-4,1) (4,2-8,3) (6,2-1/B) (11-16)
MeniaHa BIKHBAHHSA H/B H/B HB 47,3
(micarir) (95% ) (32-u/B)

YJIT= yac 10 mporpecyBaHHs 3axXBOPIOBAaHHS; "H/B" 03Ha4ae, 10 3HAUE€HHS He MOXe OyTH BU3HAYEHHM
a6o 11e He € focarHyTuM. JI — noBipuuii iHTepBal.

1. Hocnimxeaas W0O16229: HapanTaxxyBanbHa 103a 8 MI/KT, TIOTIM 6 MI/KT, 3-TIDKHEBA cxeMa

2. Hocnimpxenns MO16982: HapanTaKyBajlbHA 4034 6 MI/KT UIOTHXKHSA X 3, IIOTIM 6 MI/KT, 3-TH>KHEBA
cxeMma

3. Hocnimxerns BO15935

4, Hocnipkenns MO16419

Hinanxu npozpecysanns

YacToTa mporpecyBaHHs 3aXBOPIOBAaHHA B IEYiHIli Oysia 3HaYHO HIDKYOIO y NAILEHTIB, AKi OTpUMYBAIH
KoMOiHalio TpacTy3yMady i akjiiTakcely, y NIOpiBHAHHI 3 TEpaIi€lo OAHHUM TiTbKH makititakceoM (21,8%
y nopiBHAHHI 3 45,7%; p=0,004). BinplicTh namicHTiB, SKi OTPUMYBAIH JIIKYBaHHS TPacTy3ymaboM i
MaKTiTAKCENIOM, MAJIM MOKPAIIEHHs 3 OOKY LIeHTpaIbHOI HEPBOBOT CHCTEMH, Y MOPIBHAHHI 3 NAIliCHTAMH,
K1 OTPUMYBAJIM JTiIKyBaHHA TiTBKY nawiitakcenom (12,6% y mopiBHsHHI 3 6,5%; p=0,377).

Pax monounoi 3anosu na paunix cmaodiax (ad'toganmna mepanis)

Pax Mono4HOi 32703 HAa paHHIX CTajifX BU3HAYAETHCS SAK HEMETACTATHYHA [IEPBHHHA I1HBA3WBHA
KapUHHOMA MOJOYHOT 3aJI03H.

B yMoBax mpH3HAa4YeHOro aJ'IOBAHTHOIO JIKYBaHHA TpacTy3yMab MOOCTiLKyBalM B 4 BEIUKMX
6araToneHTPOBUX PAHIOMI30BaHHX JOCIIIHKSHHIX.

- Hocnimxenas BO16348 npoBoawin 11s NOPiBHAHHA OJHO - i ABOPIUHOrO Mepiomy JliKyBaHHA
TPacTy3ymMaboM i3 3aCTOCYBaHHSM TPHUTIXHEBOI CXeMHU y TMOPIiBHAHHI 31 CHOCTEPEKEHHAM 3a
nanientamu 3 HER2 nosurusauM PPM3 micns onepaitii, BeraHoBaeHOT XiMioTepariii i mpoMeHeBoi
Tepamii (KO 3acTOCOBYeThes). KpiM TOro, mpoBeAeHO MOPIBHSHHA ABOX POKIB JIIKyBaHHA
TpacTy3ymMaboM 3 OJJHUM POKOM JIikyBaHHA TpacTy3yMabom. Ilartienram, ski Gymu posnoaiieni y
rpymy TpacTy3ymaby, OyJa npu3HadeHa 0YaTKOBA HABAaHTXKYBaIbHA 103a § MI/KT 3 OAaJIBIIMM
BBEJIEHHAM 6 MI/KI' KOXHI TPH TH)KHI IPOTATOM ORHOTO ab0 IBOX POKIB.

- Hocnimxeras NSABP B-31 ta NCCTG N9831, ski BWIIOYAIOTH CHOUTBHUH aHAmi3, GyiaM
po3pobiieHi Ui BHBYEHHS KIiHIYHOI KOPHCTI IO€AHAHHA JKyBaHHA TpacTysymabom 3
naKIiTaKceNIoM Iicis XiMioTepamnii goxcopybiuunoM i nuiodochaminom (AC), kpiM Toro, y
nocnimpkeHHi NCCTG NO9831 rakoxk BHBYamM [J0AaBaHHS TPacTy3ymMaly TMOCHIZOBHO 10
ximioteparnii AC—P (naknirakcen) nanientam micsist onepanii 3 HER2-nmosutusaim PPM3.

- Hocrmimkenas BCIRG 006 6yno pospobneHo ajis BHBYEHHS IOETHAHHS TpacTysymaly 3
JIOLeTaKCeNIoM Micis XiMioTepanii JokcopybiuuHoM i ruxnodochaminom (AC) abo B komOiHaLii
3 JIOUETAKCENIOM 1 KapOOoIUTaTUHOM IpH JiikyBaHHS nariieHTie 3 HER2-nosutueHuM PPM3 micis
omepartii.

B nocnimxenni HERA pak mosmounoi 3ano3d Ha paHHiX crafisx Oy oOmexennii onepabensHoIo,
MEPBUHHOLO, IHBA3UBHOKO a/ICHOKaPIIMHOMOIO MONIOYHOT 3aJI03H, 3 HO3UTHBHUMH [TAXBOBHMU By3/1aMu abo
HEraTHBHMMH MAaXBOBMMH BY3/laMHM, AKILO MyX/IHHA He MeHile | cM B AllameTpi.

o
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VY cnineHOMy ananizi gociimkeds NSABP B-31 ta NCCTG N9831, PPM3 obMmexxyBaBcs KiHKaMu 3
orepabenbHIM PaKoM MOJIOYHOT 3aJI034 3 BUCOKHM PU3HMKOM, kUi BU3Ha4daeThes Ak HER2-nosutrBeHuMi,
1 MO3UTHBHUMH NaxBOBUMH JiM¢posysnamu a6o HER2 mo3UTHBHUMH 1 HEraTMBHUMH JIiM(aTHYHHMHU
BY3JIaMH 3 O3HAaKaMH IiJBUIIEHOTO pU3UKY (po3mip ImyxiuHM > 1 cM i HeratueHi moxo EP a6o posmip
HMYXJIMHY >2 CM, HE3aJI&XKHO BiJf TOPMOHAIBHOTO CTaTYCy).

VY nmocnimxenni BCIRG 006 PPM3 BuzHauanu sk HER2-no3utuBHUE mono niMdpaTugHoro Bysia abo 3
BUCOKMM DPHU3UKOM HEraTHBHHM OO JiMGaTHYHOIrO By3Jla y MaiuieHTiB 6e3 ypakeHHs JIiM(aTHIHOrO
By371a (pNO) i, npuHaiimMHi 1 3 TaKMX YUHHHKIB: pO3MIp MyXJIUHK GiIblIe 2 CM, HEraTHBHA 10 PELIETITOPIB
eCTpOreHy i mporecTepoHy, ricToNoriyHa Ta/abo sepHa cTymiHb 2-3 abo Bik <35 pokis).

PesynpraTn edexruHOCTI focnimkenHs BO16348 3 menianamu cnioctepexenns 12 micsuis* i 8 pokip**

npecTaBleHi B Tabmuili 6:

Tabanug 6 Pesynsrath edextuBHOCTI Aocnimrents BO16348

Megiana crocrepexenHs 12

Mepiana cnocrepe:keHHs 8

Micamig* pPOKiB*¥
MMokasznuk Cnocrepeixe | Tpacryzymab 1 | Cnocrepexxen| Tpactysymat 1
aag N=1693 | pix N= 1693 HS pix N= 1702%**
N=1697***
BrxuBaHHs 0€3 03HaK 3aXBOPIOBAHHA
- Kinekicte mauientiB, y skux| 219 (12,9%) 127 (7,5%) 570 (33,6%) 471 (27,7%)
CriocTepirainocs sBUIIE
- Kinbkicte mnauienti, y axux He| 1474 (87,1%) 1566 (92,5%) | 1127 (66,4%) 1231 (72,3%)
CIIOCTEPIraIocs SBHUILE
P-3HaueHHs B  TOpiBHAHHI  3i <(,0001 <0,0001
CHOCTEPEKEHHIM
BigHOwWeHHS pH3HKIB MOPIBHAHO 3i 0,54 0,76
CIOCTEPEXKEHHAM
BezpeunanBHE BIDKMBAHHS
- Kinekicte mnaunienriB, y saxux| 208 (12,3%) 113 (6,7%) 506 (29,8%) 399 (23,4%)
CHoCTePiranocs sBULIe
- Kinbkicte nauieHriB, y sxux He| 1485 (87,7%) 1580 (93,3%) | 1191 (70,2%) 1303 (76,6%)
CIOCTEPIrajocs SBUIIE
P-3HaueHHs B TOpiBHAHHI  3i <0,0001 <(,0001
CTIOCTEPEKEHHAM
BigHomeHHs puU3MKiB MOPIiBHSIHO 3i 0,51 0,73
CHOCTEPEKEHHAM
Bkupanas 6e3 O3HaK
METAacTa3yBaHHA
- Kinekicte nauienriB, y sxux| 184(10,9%) 99 (5,8%) 488 (28,8%) 399 (23,4%)
crioctepiranocs SBUIIle
- Kinbkicte mauienriB, y sxux He| 1508 (89,1%) 1594 (94,6%) | 1209 (71,2%) 1303 (76,6%)
CIOCTEPIrasocs SBHUINE
P-3Hauenns B TOpiBHAHHI  3i < 0,0001 < 0,0001
CIOCTEPENKESHHAM
BigHOIIeHHS PHU3HKIB MOPIBHAHO 3i 0,50 0,76
CHOCTEPEKEHHAM
3aranbHuit piBeHb BYOKHBAHHSA
(cMepTh)
- Kinpkicte mnauieutis, y saxkux| 40(2,4%) 31 (1,8%) 350 (20,6%) 278 (16,3%)
CIIOCTEPIrasocs SBHLIS
- Kinekicte mnauienrtis, y sxkux He| 1653 (97,6%) 1662 (98,2%) | 1347 (79,4%) 1424 (83,7%)
CIIOCTEPIranocs SBUIIE
P-3HaueHHs B MOPiBHAHHI 3i 0,24 0,0005
CIIOCTEPEXKEHHIM
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BingnomeHHs pH3MKIB TNOPIBHAHO 3i 0,75 0,76
CIIOCTEPEIKEHHAM

*Co-nepBUHHA KiHIEBAa TOYKA OI[HKM eEKTHBHOCTI BIDKMBaHHA 6e3 O3HAK 3aXBOPIOBaHHA 1 pOKy y
NIOPIBHAHHI {3 CIIOCTEPEXKEHHSM, 1[0 BiJIIOBIAaE MONEPEAHEO BCTAHOBIEH M CTaTUCTHYHIN Mexi
**QOcraTto4Huil aHai3 (BKIIOYA0UYH Hepexi 52% MauieHTiB 3 rPYIH CIIOCTEPEKEHHS B IPYITY JNiKyBaHHS
TpacTyzymadom)

***CnocTepiraeTbcsa MeBHA HEBiATOBIAHICTE B 3aralibHoMy 0GCa3i BUOIpKM Yepe3 HEBENHKY KiBKiCTh
Halli€HTiB, PaHAOMI30BaHHX ITiCIIs JATH 3aBEPIIeHHs 300py JaHHX IS IPOBENEHHS aHAII3y MOAANBIIOrO
CTIOCTEPEKEHHS 3 MeliaHOO 12 MicsIliB.

PesynbTaTi MpoMiXXHOIO aHanizy eeKTHBHOCTI IEePEeTHYIH 3aJaHy IPOTOKOJIOM CTATUCTHYHY MEXY JUIA
NOPIBHAHHA 1-piyHOro 3acTocyBaHHS TpacTy3ymaly 3i crnocrepexeHHsAM. PesyibTaTu, micns MemiaHH
CIIOCTEPEeXXEHHA 12 MicsAliB NpOJeMOHCTYBamM BinuomeHHs pusukis (BP) BwkuBaHHA 6€3 O3HaK
3axBoprosadHa (BbO3) cxmano 0,54 (95% 11 0,44, 0,67), mo tpancdopMyeTscs B aGCONIOTHY IIepeBary 3
TOYKH 30py NMOKA3HUKIB 2-PiHHOr0 BIDKHUBAHHS 063 03HAK 3aXBOPIOBaHHSA: 7,6 BiACOTKOBUX MyHKTH (85,8%
y NOpiBHAHHI 3 78,2%) Ha KOpUCTP TpacTy3ymaly.

Ocrarounnii ananiz OyB NpoBeNeHHH 3 MENIAHOK MOAAIBIUOTO CIOCTEPEXEHHs 8 pOKiB, sAKwmit
NPOIEMOHCTPYBAB, WO 1 pik JIiIkyBaHHA TPacTy3yMaboM 3HIXKYBaB pU3MK Ha 24% y MOPIBHAHHI 3 TLTBKH
crioctepexxennam (BP=0,76, 95% /I 0,67, 0,86). Lle nemoHcTpye aGComOTHY mepeBary 3 TOUKH 30Dy
TIOKA3HUKIB 8-piyHOro BIXKMBaHHA 0e3 O3HaK 3aXBOPIOBaHHS: 6,4 MPOLEHTHMX MYHKTH HA KOPHCTH 1-
PIiYHOro JIIKyBaHHA TPACcTy3yMaboM.

Ocrarounuii aHami3 MPOJOBKEHHS JIiKyBaHHS TPacTy3yMaboM MPOTArOM JBOX POKIB HE NPOJAEMOHCTPYBAB
J0AaTKOBO1 [IEpEBark y NOPIBHAHHI 3 JIIKyBaHHAM HPOTAroM | poky (BiIHOIIEHHS PH3UKIB BIOXUBaHHS 63
O3HaK 3aXBOPHOBAHHS y NOIYJIALI] NAllieHTiB, AKi OTPUMYBAIH JIiIKyBaHH: 2 poku potH 1 poky = 0,99 (95%
Al: 0,87, 1,13), p-3nadenns = 0,90 i BigHOLIEHHS PH3MKIB 3aranbHui piBens BrxuBanus=0,98 (0,33, 1,15);
p-3Hauenns= 0,78). Yactora GescumnToMHOi cepLieBOi HEJOCTATHOCTI 30inblIMiace y 2-piudil rpymi
nikyBaHn4 (8,1% y nopisusaHHi 3 4,6% B 1-piuHiii rpymi JikyBauHs). V GineuIocTi MayieHTiB IPOSBMAIOCH
xo4a 6 onHe Hebaxxane aBHiLe paHry 3 abo 4 B 2-piusiit rpyni JikyBanus (20,4%) y nopisHsHHi 3 1-piuHOO
rpynoto nikyBanus (16,3%).

V¥ pocnimpkennax NSABP B-31 ta NCCTG N9831 tpacty3yma6 BBoauau B xoMGiHaLii 3 MakIiTakcenom
nicins xiMioTteparnii gokcopy6inunHoM i nuknodochamizom (AC).

Joxkcopy6iimH Ta mukiodocdamis BBOAUIN OMHOYACHO HACTYITHHM YHHOM:

- BHYTPIlIHbOBEHHE CTPYMHHEBE BBEMICHHS JOKcOpyOinmHy y m03i 60 Mr/m? koxHi 3 TWxHI mpoTsrom 4
LIMKJIiB.

- BHYTpIIIHEOBEHHe BBeleHHs LuKkiodochaminy y noszi 600 mr/m? nmporsrom 30 XBWIMH KOXKHI 3 THXHI
TPOTATOM 4 IUKIIB.

[Maknitakcen y koMOiHawii 3 TpacTy3ymMaboM BBOAMIM HACTYTHUM YHHOM:

- BHYTPillIHBOBEHHE BBEEHHS MaKiiTakceny y nosi 80 Mr/mM? y Bursii 6e3nepepBHOi BHY TPilHEOBEHHOT
iHOY3ii moTmKHS npoTsaroM 12 THXHIB.

abo

- BHYTPilIHEOBEHHE BBEICHHS MAKIiTaKceny y 403 175 Mr/mM? y Burmsigi GesnepepBHOi BHY TPIlIHBOBEHHOT
iady3ii koxHi 3 TIKHI npoTaroM 4 uuiiB (1 JeHb KOXKHOTO LUKILY).

Pesyneratu cninsHOro anaiizy edbextusHocti pocnimkens NSABP B-31 ta NCCTG 9831 Ha MOMEHT
OCTAaTOYHOIO aHali3y BIDKMBaHHA Ge3 O3HaK 3aXBOPIOBaHHS™ y3araJ15HeH1 B Tabmumi 7. Mepiada

4

MOJANBIIOrO CIIOCTEPEKEHH CKiIana 1,8 poku /s malieHTiB y IpyIi 3aCTOCYBaHHS ,uoxcopy61uHHy i/
I

uuKIopocdamiay 3 HOOaNBIINM 3aCTOCYBaHHAM Makiitakceny (AC—P) ta 2,0 poku jnis nauiesTis y rpyrn
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JokcopybinuHy 1 mukimodocdaminy 3 MOJANBIUMM 3aCTOCYBAaHHSIM MNakjiTakceny 1 TpacTy3ymaly
(AC—PH).

Tabnuusg 7 Pestome pe3ynpratiB epeKTUBHOCTI CITbHOTO aHami3y Aochimkens NSABP B-31 ta NCCTG
NO9831 Ha MOMEHT OCTATOYHOI'O AHaNi3y BH)KUBaHHA 0e3 03HAK 3aXBOPOBAHHS*

Ioxa3zauk AC—-P AC—PH |Binnowenns pH3HKIB
(n=1679) (n=1672) |mopisasno 3 AC—P (95% JI)
p-3HAYEHHS

BuxuBanHg 6e3 03HAK 3aXBOPIOBAHHS
KinekicTe  mamieHTiB, |y  AKHX
cnoctepiranocs seuine (%) 261 (15,5) 133 (8,0) 10,48 (0,39, 0,59) p<0,0001

CucTeMBHH peLUIUB
Kinekicte  mamientiB, y  gkux|193 (11,5) 96 (5,7) 10,47 (0,37, 0,60) p<0,0001
CIOCTEpIragocs SBHUILIE

CwmepTs (zaraneHU piBE€HBb
BIDKHBAHHS): 92 (5,5) 62 (3,7) 10,67 (0,48, 0,92) p=0,014**
KinpkicTs  maliiesTiB, y  fAKHX
CIIOCTEPIraIocs SIBUILE

A: nokcopy6imun; C: muxsiodocdamin; P: maxmirakcen; H: Tpactyzymad

*3 MemiaHOK MOAATHLIOro crocTepexkeHHs 1,8 pokiB qnsa nauieHtiB y rpyni AC—P ta 2,0 poku mis
nauienriB y rpyni AC—PH

**p-3HadeHHS IS 3arajbHOTO PiBHS BIDKHMBAHHA He MNEPETHHAIO 3aJaHy CTaTUCTUYHY MeXy Ui
rtopieHaHHSI AC—PH 1a AC—P

JIis nepBUHHOI KiHIEBOi TOYKH, BMKMBAaHHA 0e3 O3HAK 3aXBOPIOBAaHHS, NOJAaBaHHS TPacTy3ymaly o
XimioTepanii MakJIiTaKkceJIOM MPH3BENO A0 3HWKCHHA DPH3MKY pELHONBY 3aXBOPIOBaHHA Ha 52%.
BinHomeHHs pusukiB TpaHCHOPMYETbCA B abCOMOTHY [epeBary 3 TOYKH 30py MOKAa3HUKIB 3-piuHOro
BIDKHMBaHHA Oe3 o3Hak 3axBoproBaHHA: 11,8 BincorkoBux myHktH (87,2% y mopiBHaHHI 3 75,4%) Ha
kopHcTh rpymi AC—PH (Tpacty3yma0).

ITin yac OHOBIEHHS JaHKX 3 Oe3MeKH 3 MeiaHoIo criocTepekeHHs 3,5-3,8 pokie aHami3y BH>KMBaHHA Oe3
O3HaK 3aXBOPIOBAaHHS MIATBEPKYE MEpEeBary, NpoJeMOCTPOBaHy B OCTATOYHOMY aHaNi3i Ha BIDKUBAHHS
0e3 o3Hak 3axBoproBaHHA. He3pakaiouu Ha mepexin Ha TpacTy3ymad y KOHTpONBHIH rpymi, JomaBaHHA
TpacTy3yMaly 0 XiMioTepallil MaKIiTakceIoM MPH3BEJIO A0 3HIDKSHHS PU3KKY PELIUAUBY 33XBOPIOBAHHS
Ha 52%. [lonaBaHHA TpacTy3ymaly 10 XiMioTepamii NakIiTakceaoM TaKOXK IIPU3BENO A0 3HKESHHS PU3UKY
cMepTHOCTI Ha 37%.

TlonepeaHbo 3aIUlaHOBaHUM OCTATOYHMH aHaJi3 3arajJlbHOrO PiBHA BIDKMBAHHA 3i CIUIBHOTO aHAJI3Y
nmocnimkeds NSABP B-31 ta NCCTG N9831 6ye BuxkoHaHwmid, konu Binbynocs 707 cmepteii (MemiaHa
cnoctepexxerHs 8,3 poku B rpym AC—PH). Jlikysanns AC—PH npuseesno 1o CTaTUCTUYHO 3HAYYIIOTO
MOKpPALCHHS 3aralbHOrO piBHA BWkKMBaHHA mOpiBHAHO 3 AC—P (crparmdikoBane BigHOUICHHS
pus3ukie=0,64; 95% MI [0,55, 0,74]; nor-panrose p-3Hauenns < 0,0001). Yepes 8 pokiB moKasHHK
BrokuBaHHA ckiaB 86,9% B rpyni AC—PH ta 79,4% B rpyni AC—P, aGcomoTtna nepesara 7,4% (95% I
4,9%, 10,0%).

OcTaTouHi pe3yJbTaTH 3arajibHOrO PiBHS BUXKHBAHHS 3a pe3yJIbTaTaAMH CITUIBHOIO aHali3y HOCIiIKeHb
NSABP B-31 ta NCCTG N9831 yzarancHeni B Tabnmuii 8 Huxue:
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Tabnuua 8 OcrarouHuii aHali3 3arajbpHOrO piBHA BIWKHBAHHS 3a PE3YJIbTATAMH CIUIBHOIO aHATi3y
nmocnimxeds NSABP B-31 ta NCCTG N98§31

HMoxazauk AC—P AC—PH P-3HAYEeHHSA B|BinHoienns
=2032) (N=2031) NOpiBHAHHI 3| pU3MKiB
AC—P NOpiBHAHO 3

AC—-P (95%
AT

Cmeptp  (3araipHMi  piBEHB

BIDKHBAIITLA): 418 (20,6%) 289 (14,2%) < 0,0001 0,64

KilBKiCTE TAaIli€HTiB, Y SKHX (0,55, 0,74)

croctepiranocs seuiue (%)
A: mokcopybiuun; C: uuknodocdamin; P: maknitakcen; H: Tpactyzymad

AHami3 BwkuBaHHA 0e3 o3Hak 3axBopioBaHHA (BBO3) Taxok HpOBOAMIM MPH OCTATOYHOMY aHAi3i
3araJIbHOTO PiBHS BIDKMBAHHS 31 cHiyibHOro axamisy nociimpkeds NSABP B-31 ta NCCTG N9831.
OnogrneHi pe3ynprat ananisy BBO3 (crpatudikopase BigHomeHHs pusukis = 0,61; 95% M1 [0,54, 0,69])
MIPOAEMOCTPYBaJIM aHaloriuHy neperary BBO3 mopiBHAHO 3 oCTaTOYHUM mepBUHHMM aHaiizom BBO3,
HEe3BaXKAIO4H Ha Te, o 24,8% nanienTiB y rpyni AC—P nepeiuin Ha JlikyBaHHs TpacTy3ymabom. Yepes
8 pokin mokasiuk BkuBamisg 6e3 osnak saxeopropama ciaB 77.2% (95% I 75,4, 79,1) y rpyni
AC—PH, abcontorHa nepepara 11,8% y nopisastaHi 3 rpynoro AC—P.

V nocnimkenni BCIRG 006 Tpacty3ymab BBomim B koMbiHalii 3 gonerakcenoM (D), micis xiMioTepamnii
AC (AC—DH), abo B koMmObiHawii 3 mouerakcesoM i kapbormnataaoM (DCarbH).

Jouerakcen BBOAWIH HACTYTTHUM YHHOM!:

- BHYTPilIHBOBEHHE BBEIEHHA JoueTakcery - 100 Mr/m? y BHINAAi BHYTPIIIHEOBEHHOT iHY3ii
HpOTAroM | FOIMHHM KOXHI 3 THXKHI IpOTAroM 4 UKITIB (2 AeHb MEepIIOro HHKITY JOLIETaKCeNy,
DOTIM 1 JeHb KOXKHOrO HACTYIHOIrO LIUKITY)

abo

- BHYTPILIHBOBEHHE BBEIEHHS JOLETAKCENy - 75 Mr/M? y BHIJIA/ BHYTpIIIHEOBEHHOI iHQY3ii
npoTaroM 1 romgMHM KO>kHI 3 TEOKHI mpoTAroM 6 LHUKTIB (2 JeHp MepIloro IUKITY, HoTiM 1
JIEHb KOXKHOT'O HACTYITHOT'O LIMKITY)

IIICJIS YOTO;

- kapbomratiH - npu HuboBiit AUC = 6 Mr/mMn/XB BBOJWIN Y BUMNISAI BHYTPIlIHEOBEHHOT
iHQys3il nmpoTtarom 30-60 XBUITHH, MOBTOPIOBATH KOXHI 3 THXKHI, B LIIJIOMY IIiCTh HKJTIB

TpacTy3ymal BBOJWIM IIOTHKHA 3 XiMioTepamiero i 1 pa3 Ha 3 TIKHI DPOTATOM 3arajisHOro Iepioay 52
THXKHI.

Pesynpratn edexrupnocti gocnimkenHs BCIRG 006 ysaransaeHi B Tabmuipsx 9 Ta 10. Meniana
MOJAJIBLIOrO criocTepexeHHs ckaia 2,9 poku B rpyni AC—D Tta 3,0 poxu B koxHiit 3 rpyn AC—DH ta
DCarbH.

Tabnuug 9 Ornsa ananisy edexrusnocti gocnimkents BCIRG 006 AC—D y nopisugani 3 AC—»DH

Ioxazauk AC-D AC—DH Bignomenns pu3ukiB
(n=1073) (n=1074) nopiBasiHo 3 AC—D
(95% AN
p-3HAYEHHS
BrokupaHHs 6e3 O3HaK 195 134 0,61 (0,49, 0,77) p<0,0001
3aXBOPIOBaHHA

KinpKkicTh DaUieHTiB, y AKHX
CIOCTEPiraiocs SBULIE

CucteMHUii peuanB 144 95 0,59 (0,46, 0,77) p<0,0001
KinpkicTh mnallieHTiB, y AKHX

crocTepiranocs sByie
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CMmepts  (3aransHuit  piBeHb 80 49 0,58 (0,40, 0,83) p=0,0024
BHIKWBAHHS)

KinskicTs mauienTis, y aKux
CIIOCTEPIranocs sBHIle

AC—D = pokcopybiuuH mioc uukiodocdamin, 3 HACTYIIHHM 3aCTOCYBaHHIM fouerakceny; AC—DH =
JOKCOpYOILHH TToc [piodochamin, 3 HACTYITHUM 3aCTOCYBaHHSAM JOLIETaKCeIy IUTIOC TpacTy3ymab; JlI
= MOBip4YMH IHTEpBAI

Tabmuug 10 Orasa ananizy edexrusiocti gociimkeriss BCIRG 006 AC—D B nopisasitai 3 DCarbH

Ilokaznux AC—-D DCarbH BinHomrenns pu3uKiB
(n=1073) (n=1074) nopiBusino 3 AC—D
(95% 1D
BuxuBaHHA 6e3 O3HaK 195 145 0,67 (0,54, 0,83) p=0,0003
3aXBOPIOBaHHSA

KinpkicTe MaUi€HTIB, yV SKHX
CIIOCTEPIrayiocs ABHIIEC

CucteMHUH pervayB 144 103 0,65 (0,50, 0,84) p=0,0008
KinekicTe mamjieHTiB, y SKHX
CIIOCTEPITraOCs SIBUIIES

Cwmeprts (suie 3B) 80 56 0,66 (0,47, 0,93) p=0,0182
Uuyeno mamieHTiB, y  AKHX
CITOCTEPIrajiocs SBHIIe

AC—D = nokcopybinuH wioc ukiiodochamizn, 3 HACTYITHUM 3acTOCyBaHHAM Jouerakceny; DCarbH =
Jorierakcelt, kapboruatud i Tpacty3yMa0; JII = noBipumii iHTepBaNI

YV  nocmimxenni BCIRG 006 pns nepeuHHOI KiHneBoi Ttodkd, BBO3, BigHOIIEHHs puU3HKiB
TpaHchOpPMyeThCS B aOCOMIOTHY IepeBary 3 TOYKH 30py MOKa3HHUKIB 3-piYHOrO BIDKHBAHHA Oe3 O3HAaK
3axBOproBaHHA: 5,8 BimcoTkoBUX myHKTH (86,7% y nopiBHsaHHI 3 80,9%) Ha xopucts rpynu AC—DH
(TpacTty3ymad) i 4,6 BincotkoBux mmyHkTH (85,5% y nopieHsaHHI 3 80,9%) Ha xopucth rpynu DCarbH
(Tpacty3ymab) y nopisHsuHi 3 AC—D.

V nocnimkendi BCIRG 006 213 nauieHTiB i3 3aramsHoi kinekocti 1075 manientis B rpyni DCarbH, 221
narfienT i3 3aranpHoi Kibkocti 1074 mauientu rpynu AC—DH (AC—TH) i 217 maniesTiB i3 3aransHoi
kinekocti 1073 nauientie rpynu AC—D (AC—T) Manu moka3HUKH OLIHKH 3araibHOro CTaHy Mali€eHTa 3a
mxatoro KapHoBerkoro <90 (a6o 80 a6o 90). He Gyno BuzHaueHo neperar BBO3 B wiit miarpymi nauieHTis
(BigHowenns pusukie =1,16, 95% I [0,73, 1,83] mna DCarbH y nopieasaHi 3 AC— D (AC—-T);
BigHomeHHs pusukis 0,97, 95% I [0,60, 1,55] nns AC—DH (AC—TH) y nopisusuni 3 AC—D).

KpiM Toro, 6yB npoBezieHuii aniocTepiopHUil TOCTiAHULIBEKUI aHai3 HAOOPiB JaHUX 3i CMINBHOIO aHaTi3y
kininigaux goctmimkeHs NSABP B-31/NCCTG N9831* ta BCIRGO006, mo moeanye suma BBO3 i
CHMITTOMATH4HI CceplieBi ABUIIA, AKi IIpeacTaBieHi B Tabmumi 11:

Tabnuus 11 AmoctepiopHHit AOCHIOHUIBKHAN aHami3 pe3yJbTaTiB CHIIBHOTO aHalidzy KIiHIYHHX
nocnipkeHb NSABP B-31/NCCTG N9831* ta BCIRG006, mo moeanye siuma BBO3 i cumnromaTuysi
CeplieBi SBUILa

AC—PH AC—DH DCarbH
(y  nopiBasHHi 3|(y nDopiBHsHHI 3|(y mopiBHAHHI 3
AC—P) AC—-D) AC—D)
(NSABP B-31 1a (BCIRG 006) (BCIRG 006)
NCCTG N9831)*
[lepBuHHMI aHaJi3
e(eKTUBHOCTI
Binnomwenns pusuxis BEO3 |0 48 0,61 0,67
(95% 10 (0,39, 0,59) (0,49, 0,77) (0,54, 0,83)
p-3HAYCHHS p<0,0001 p< 0,0001 p=0,0003 ]
Amnarniz e(peKTHBHOCTI 15

. ——
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JIOBIOCTPOKOBOI'O
criocTepekeHHs * *

(95% 1)

P-3HA4YE€HHA

nepioay

BignomenHs puzukis BEO3

0,61
(0,54, 0,69)
p<0,0001

0,72
(0,61, 0,85)
p<0,0001

0,77
(0,65, 0,90)
p=0,0011

A3

AnocrepiopHuii
JOCITITHALIEKHHA aHamis 3
SBULIAMH BBO3 i
CHMITOMATHYHHUMH CEPLEBUMHU
SIBHILAMU

JoBrocrpokoBuii nepion
crocrepexxeHHs* *
BinHOmEHHS PU3HKIB

(95% D)

0,67 0,77 0,77
(0,60, 0,75) (0,66, 0,90) (0,66, 0,90)

A: pokxcopy6inun; C: muxnodocdamin; P: maxmitakcem; D: mouerakcen; Carb: kapGoruiatun; H:
Tpacty3ymad /Il = noripumii iHTEpBaN

*Ha moMmeHT ocrarounoro aHanizy BBO3. Meniana noganeuioro criocrepexents ckiaita 1,8 pokis mis
nawieHTiB y rpyni AC—P Ta 2,0 poku ans nanienris y rpyni AC—PH

**MefiaHa NOJAIBIIONO CIIOCTEPESKEHHA VI CNUIBHOTO aHAJ3Y KIIIHIYHHX JOCIIKCHE CKilaia 8,3 poKH
(miamason: Bix 0,1 no 12,1) ans rpymu AC—PH 1 7,9 pokie (aiamason: Bix 0,0 go 12,2) s rpynu AC—P;
Meniana nofansmoro cnocrepexxenHs ms goctimkenns BCIRG 006 cknana 10,3 pokis y 060x rpynax
AC—D (mianason: Bix 0,0 1o 12,6) Ta DCarbH (mianazon: Big 0,0 mo 13,1) i cknas 10,4 pokis (xianasok:
Bix 0,0 mo 12,7) B rpyni AC—DH

Pax monounoi 3a103u Ha padnix cmadiagx (Heoad osanmua-ao tlosaumna xiMiomepanis)

Hapazi Hemae pe3ynbsTaTiB, {010 IOPIBHAHHS e)eKTHBHOCTI TpacTy3yMaly, IO BEOAUTHC 3 8/ FOBAHTHOKO
ximioTeparmielo, 3 eheKTHBHICTIO IIPH HeOa I FOBaHTHII/a TOBaHTHI XiMioTepanii.

B ymoBax Heoax'ropaHTHOI/am'roBaHTHOI Tepamii Oysi0 po3polbieHo GaraToLeHTPOBE PaHIOMi30OBaHe
nocmimkeHHs MO16432 s BuBYeHHA KIIHIYHOT eGEeKTHBHOCTI OMHOYACHOIO 3aCTOCYBaHHA
TpacTy3ymMaly 3 HEOaJ'IOBAaHTHOIO XIMIOTepami€lo, IO BKIOYAE SK AHTPALMKIIH, TaK i TakcaH, 3
NoAajibIIMM aJ'IOBAHTHHM TPacTy3yMaboM, 3 NEpioIoM 3arajlbHOi TPUBAIOCTI JiKyBaHHS 10 1 poky. Y
JOCIIIKEHHsA OyH BKJIIOYEH] MALlieHTH 3 BIEpIle BUABIECHHM MiclieBo-posmnoBcromkeruM (111 cramis) abo
sanakHUM PPM3. Tlamientn 3 HER2+ myxomHamMu Gynu paHAOMIi3OoBaHi Uit OTpMMaHHA aGo
HEOaJ'FOBAHTHOI XiMioTepanii 0JHOYacHO 3 HeOaIOBAHTHHM-a[tOBAHTHHM TpacTy3ymaboM, abo TiIbKH
Heoa'IoBaHTHOI xiMioTeparrii.

V nocnimkenni MO16432 tpacTysyMa6 (HaBaHTaxyBajibHa 1032 8 MI/KT 3 MOAATBLION MiATPHMYIOUOIO
J030K0 6 MI/Kr KOXHi 3 TIDKHI) BBOAWIM ofHodacHO 3 10 umuxiamd Heoam'toBaHTHOI XximioTepamii
HACTYIIHUM YHHOM:

¢ nokcopyOiuuH 60mr/m? Ta makitakcen 150 mr/m? BBoawiu 1 pas Ha 3 THDKHI MPOTATOM 3 LUKITIB,

nicis 9oro
* maxiitakcen 175 mr/m? BBoawy 1 pas Ha 3 THXKHI HpOTAroM 4 HUKIIB,

MiCITIS 4oro

. Iuxnodocdamin, metorpekcar i S-dpropyparmi (CMF) va 1-if i 8-if sens xoxHi 4 THXHI POTAroM
3 nukJiiB

MiCJIs IPOBEICHHA OMepalil 3 HaCTYTHUMH
* IOJAaTKOBMMH LIMKJIAMH a/1'FOBAHTHOI'O TPacTy3yMaly (11 3aBepIueHHs | poKy JliKyBaHH:)

Pesynbsratn edexruBHocTi mocnmimxeHHs MO16432 yszaranpHeni B Tabnuii 12. Meniaga noaansIuoro
CIIOCTEPEXKEHHA B rpymi TpacTy3yMaly ckiana 3,8 pokis. /|
S |

|

1t
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Ta6nuug 12 Pesynsratu edexTHRHOCTI nocmimpkedns MO16432

Ilokazuuk XimioTepanis + Tinskn
Tpacryzymab ximioTepamnis
(n=115) (n=116)
BmxupanHs 6e3 O3HaK BigHomeHHs pU3mKiB
3aXBOPIOBAHHA (95% AD)
46 59 0,65 (0,44, 0,96) p=0,0275

KinbkicTe mMaii€eHTiB, y AKHX
CITOCTEPIrajocs sIBHIIE

3arajpHa IOBHA IATOJIOiYHA 40% 20,7%

Bigmosine* (95% 1) (31,0, 49,6) (13,7, 29.,2) p=0,0014

3aransHuii piBeHb BIDKMBAHHS BigHomeHHs pU3HKiB
(95% N

KinpKiCTh HallieHTIB, Yy SIKUX 22 33 0,59 (0,35, 1,02) p=0,0555

CIIOCTEPIraIocs SIBUIIE
*BU3HAYAETHCA K BiJICYTHICTE IHBA3HBHOTO PaKy SK B MOJIOUHIH 3211031, TaK i B IaXBOBHX BY3J1ax

AGcomoTHyY nepeBary B 13 BiICOTKOBHMX IMYHKTIiB Ha KOPHCTb IPyNH TpacTy3yMaly OLIHIOBAIHA 3 TOUKY
30pY piBHA BIDKMBaHHS 0€3 O3HaK 3aXBOPIOBaHHA MpoTAroM 3 pokiB (65% y nopiBHsAHHI 3 52%).

Memacmamuunuil pax wWoryHKy

Tpacty3ymab nociifukyBand B ONHOMY BiOKpUTOMY paHaoMisoBaHoMy mpocmimxeHHi III ¢asu ToGA
(BO18255) B xomOiHallii 3 XiMioTepari€ro y MOPiBHAHHI 3 OJHIEIO JIUIIE XiMioTepamiero.

XiMioTeparrito MPOBOAMITA HACTYITHUM YHHOM:

- kameuuTa6in - 1000 Mr/m? nepopanbHo 1Biui Ha JeHb NPOTAroM 14 nHiB KoXHi 3 TIKHI mpoTArom 6
UHMKITIB (3 Beuopa 1-ro Hs 10 paHKy 15-ro qHA KOXXKHOTO LUKILY)

abo

- BHyTpimHbOBEHHO S5-dropypaumn - 800 mr/mM%/moby y Burismi GesmepepBHOI BHYTPIIIHEOBEHHOT
iHGYy3i1 mpoTaroM 5 fHIB KOXHI 3 THXKHI npoTaroM 6 nukiIiB (3 1 Mo 5 AeHb KOXKHOTO LIMKITY)

Byab-aKuii 3 HUX BBOJWIIH 3;

- IECIUIATHHOM - 80 MI/M? KOXHi 3 TYDKHI IPOTATOM 6 LIMKIIIB y 1 JeHb KOXKHOTO LKLY,
Pesynbratu epexruBHocTi ociimkents BO18225 y3aranbueni B Tabnuni 13.

Tabnuus 13 Pesynsratu edexruBHocTi gociimikenns BO18225

Iloxazauk FP FP+H BP (95% AD) p-3HaveHHs
N =290 N =294

3aranbHUii  piBeHb  BIDKUBAHHS, 11,1 13,8 0,74 (0,60-0,91) 0,0046

MeiaHa MiCAIiB

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

3aXBOPIOBAaHHA, Me/ilaHa MiCsLIiB

Yac o nporpecyBaHHsI 5,6 7,1 0,70 (0,58-0,85) 0,0003

3aXBOPIOBAHHSA, MEiaHa MICALIB

3arajpHa 4acToTa BifnoBigei,% 34,5% 47,3% 1,70%(1,22, 2,38) 0,0017

TpuBamicte BiamoBigi, MexiaHa 4.8 6,9 0,54 (0,40-0,73) < 0,0001
MICSIIIB

FP+H: ®TopnipuMiguH/IMCIIaTHH + TpacTyzymab
FP: OropnipuMiaus/uyciuiaTiH ;
2 BigHOIIICHHS [IAHCIB L r

LI
|
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V nocnifkeHHs OyM BKIIOYEH] MTAIli€HTH, SKi paHille He OTPUMYBaNH JiiKyBaHHs o010 HER2-no3utusHOT
HeonepabenbHOT MiCLIEBO-PO3MOBCIOLKEHOT a60 pelUIUBYIOUOT Ta/ab0 METACTATHYHOI afeHOKAPLUMHOMHU
WIyHKY abo ractpoe3odareanbHOTO MEPeXONy, fKa HE MIANAETHCS PaAMKATBHOMY JIIKYBAHHIO.
INepBHHHOO KiHIEBOIO TOUKOIO OyB 3araJlbHUi piBeHb BIJKHBAHHS, SKHUI BH3HAYABCS SK YAC Bil MOMEHTY
paHzoMisalii 10 Aatd cMepTi 3 Oyap-skoi npuuuHM. Ha MOMEHT mpoBemeHHs aHamizy momepio 349
PaHOMi30BaHUX IAL€HTIB, i3 akux 182 martienta (62,8%) 3 rpynu koutpoto i 167 nauieHTis (56,8%) 3
IPYIH JiKyBaHHA. BinblmicTe BUnaakiB cMmepTi Oynid MOB'S3aHi 3 MOMAISMH, MOB’S3aHUMU 3 OCHOBHHUM
PaKOBUM 3aXBOPIOBAHHSIM.

AnoctepiopHuif aHani3 DiArpyn Nokasye, 10 MO3UTUBHI eQEKTH JIIKyBaHHS OOMEKYIOTECH CIIeUiUHHMHU
IMyXJIMHaMu 3 6inbmn BUcokuMu piBHsaMu Oimka HER2 (II'X 2+/FISH+ a6o II'X 3+). Meaiana 3aransHOro
PiBHS BHOXKMBaHHSA Juid rpyny 3 rinepexcnpeciero HER2 cxuasna 11,8 mic y mopisasaHi 3 16 mic, BP 0,65
(95% AI 0,51-0,83), a meniana pisHA BHXKHBaHHA O6e3 IporpecyBaHHs 3aXBOPIOBaHHS ckjaia 5,5 Mic y
nopiBHsAHHI 7,6 mic, BP 0,64 (95% I 0,51-0,79) npu 3actocyBanHi cxeMu GTOpIipumique/1MCIaTul (
FP) y nopiBHsHHI 3i cxemoro ¢ropnipuMinue/uuciuiatiul + tpactysymab (FP + H), siznosiaso. Hloxo
3araJbHOIO PiBHSA BIDKHMBAHHA, noka3Huk BP cxmas 0,75 (95% A1 0,51-1,11) B rpyni IT'X 2+/FISH +, i BP
0,58 (95% A1 0,41-0,81) B rpymi II'X 3+/FISH+.

VY nocnigHOMy aHami3i MiArpyl, BUKOHaHOMY B gociimkeHHi TOGA (BO18255), He Gyiio sBHOT ieperarn
LIIOAO 3araJIbHOTO PiBHA BIDKMBAHHA NPH AOJABaHHI TpacTy3ymaOy IMalicHTAM 3 3araibHUM CTaHOM
OHKOJIOriyHMX XxBopux 3a wmkarolo ECOG 2 Ha mouatkoBomy pisHi (BP 0,96 (95% I 0,51-1,79)),
HepumiproBaHuM [BP 1,78 (95% [I 0,87-3,66)] Ta micueBo-po3noBciomkeHuM 3axsoproBandaM (BP 1,20
(95% /11 0,29-4,97)).

iTH

€pponelicbke areHTCTBO 3 Jikapchkux 3aco6iB (European Medicines Agency) BigMoBuiiocs Bif
3000B'A3aHHs. NPEICTABUTH DPE3yJIBTaTH AOCHIDKEHb TpacTy3ymaby B yciX MiIMHOXMHAX MALiEHTIB
JUTSAYOrO BiKy LIOJZ0 PaKy MOJOYHOI 3aJ03H i paKy IUTYyHKY (AUB. po3aii 4.2 mis oTpuManHs inpopmanii
MPO 3aCTOCYBAHHS Mpelnapary y AiTeH).

5.2 PapMaKoKiHeTHYHI BJIACTHBOCTI

DapMaKOKiHETHKY TpacTy3yMaly OILIHIOBaIM Y XoAi (apMaKOKiHETHYHOro MOMyJIAUiHOrO aHamisy
MoJeNi 3 BUKOPUCTaHHAM 00'eqHanuX nanux 1582 mauienris, Binroyarouu namieHTis 3 HER2-no3uTHBHUM
MPM3, PPM3, meractatuuHuM pakom uutyHky (MPI)aGo iHmumu THIAMH MyXAWH, i 340pOBHX
J06pOBOJIBLIIB, SKi OTPUMYBAJIH TPacTy3ymMa® BHYTpIIHEOBeHHO y 18 mocnimxennsx dasu I, 11 i IIL
[Mpodine «koHUEHTpalis-4ac» TpacTy3yMaly OIMCYBaJld 3a IOMOMOIOK) HBOKAMEPHOI MoZeni 3
napaielbHUM JiHiHHUM i HeNiHiifHIM BHBEIECHHAM i3 LeHTpanbHOI kamepu. Uepes HeliHilHuUi XapakTep
BUBEJCHHS 3arajbHUM KJIpeHC 30iNIbIIyBaBCS 3i 3MEHIIEHHSM KOHLeHTpalii. TakuM 4vHOM, MOCTilHe
3Ha4YeHHsA Ilepiogy HamiBBUBe#eHHS (ti2) TpacTy3yMaly BH3HAYHUTH HEMOXJIMBO. 3HAYeHHA tin
3MEHILLY€TECS 31 3SMEHIIEHHAM KOHLIEHTpallii B Mexkax iHTepBasty 103yBaHHs (auB. Tabmuio 16). TTamientu
3 MPM3 ta PPM3 manu ananoridsi ¢gapMakokiHeTHuHi napamerpu (Hanpukiaa, kiipenc (CL), o6'em
LIeHTpaJIbHOI KamepH (V.)) Ta NOMyJIALiiiHO-IPOrHO30BaHy cTauioHapHy eKCro3ULito (Cnin, Cmax Ta AUC).
Jlini¥inui kiipeHc craHoBus 0,136 1/no6y npu MPM3, 0,112 n/no6y mis PPM3 i 0,176 1/n06y npu MPIIL.
MaxcuMaiipHa WBUAKICT BUBeACHHA (Vma) NPH HeliHiHHOMY BuBeneHHi cranoeuna 8,81 mr/moGy, a
xoHctanta Mixaemica-MenreH (Kn) mopisHioBana 8,92 Mxr/ma npu MPM3, PPM3 1a MPIIL. O6’em
LIEHTPAIBHOT KaMEPH CTAHOBUB 2,62 11 11 nauientis 3 MPM3 ta PPM3 i 3,63 i1 ma nauienTis 3 MPIIL

V kinuesifi GapMakoKiHEeTH4Hil MOMyNALiiHIH Mozesi, Ha DOJATOK IO THITy MEPBHHHOI ITyXJIMHH, TaKi
NOKa3HMKH fIK Maca Tina, piBHI acmapratamiHoTpaHcdepasd i aneGyMmiHy y CHpOBaTIi KpoBi OyiM
inenTH(iKOBaHI SK CTATHCTHYHO 3HAYYIII 3MiHHI, IO BIUIMBAIOTE HA E€KCITO3HUILFO TpacrysyMa6y IIpote
BEMYMHA BIUHBY LMX 3MIHHMX Ha €KCMO3MLiI0 Tpacty3symaly mepenbauae, 1o 1i 3MiHHI HaBpsjl um
MaTHMYTb KJIiHIYHO 3HAa4yIIMH BIUIMB Ha KOHLEHTpauil TpacTy3ymady.
/]
)f
l
!
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IIporHozoBaHi y nomyJsuii GapMakoKiHETHIHOT eKCIIO3ULii (3 MEAIAHOK 5 - 95 NepUEHTHIIIB) i 3HAYEHHS
(papMakOKiHETHYHMX MapaMeTpiB NPH KIHIYHO 3HAYyIMX KOHUEHTpAisx npenapaTy (Cmax i Cumin) 4718
nauientis 3 MPM3, PPM3 ta MPIII, sxi onepxyBanu JiKyBaHHS 3a CXBACHUMM cXeMaMH | pa3 Ha
TKAeHb 1 1 pas Ha 3 1vokui, Hageaeni y Tabuuul 14 (uuka 1), y Tabnuui 15 (pisHopaskuuii cTan) i y Tabnuni
16 (papmakoKiHETHYHI MapaMeTpH).

Tabmuusa 14 ITporuosopani y momy anii 3Ha4eHHs GapMaKOKIHETHYHOT eKCro3umii y rukm 1 (Memiana 5 -
95 nepuUeHTHNIB) U CXeM BHYTPIIHHOBEHHOIO BBEAEHHS TpacTy3ymaly maniedram 3 MPM3, PPM3 ta

MPIII
Cxema THo nepBHHHOT N Chin (MKI/MN) | Crax (MET/MIT) AUC 2140
NYXJHHH (MKT.AeHb/MJT)
MPM3 805 28,7 182 1376
(2,9-46,3) (134-280) (728-1998)
8Mr/xr + PPM3 390 30,9 176 1390
6mr/kr 1 pa3 Ha (18,7-45,5) (127-227) (1039-1895)
3 TkHI
MPIII 274 23,1 132 1109
(6,1-50,3) (84,2-225) (588-1938)
MPM3 805 37,4 76,5 1073
4mr/kr + (8,7-58,9) (49,4-114) (597-1584)
2mr/kr 1 pas na
THXIEHb PPM3 390 38,9 76,0 1074
(25,3-58,8) (54,7-104) (783-1502)

Ta6nmna 15 ITporHosoBani y nomynsunii 3Ha4eHHs. HapMaKOKiHETHYHOT KCTIO3HILIT y PIBHOBAXKHOMY CTaHi
(meniana 5 - 95 nepUEHTIIIB) JUIS BHYTPIIHEOBEHHUX CXeM BBEIEHHS TPacTy3yMaby maiientam 3 MPM3,

PPM3 ta MPIII
Cxema THO nepBHHHOL N Cmin,S8* Coax,ss** AUC:ss, 0- Yac
MYXJIHHHA (MKr/mu) (Mxr/mun) 21 nenn JOCATHEH
(MKr.moby/ma HA
) piBHOBa
JKHOTO
cTapy***
(THoRHI)
MPM3 805 44,2 179 1736 12
' (1,8-85.4) (123-266) (618-2756)
8mr/kr + PPM3 390 53,8 184 1927 15
6mr/kr 1 pa3 (28,7-85,8) (134-247) (1332-2771)
Ha 3 TIKHI
MPIII 274 329 131 1338 9
(6,1-88,9) (72,5-251) (557-2875)
MPM3 805 63,1 107 1710 12
4mr/kr + (11,7-107) (54,2-164) (581-2715)
2mr/xkr 1 pas PPM3 390 72,6 115 1893 14
Ha TIKIEHB (46-109) (82,6-160) [ (1309 -2734)

*Crninss =~ Cmin Y PIBHOBQXHOMY CTaHi

**Cax,ss = Cmax Y PIBHOBRXKHOMY CTaHi

***yac 10 90% piBHOBaXKHOIO CTaHy

Tabmuua 16 Tlporsosoeasi y momynsuii ¢papMakokiHeTHUHI 3HAYEHHS y PIBHOBAXKHOMY CTaHi I
BHYTPilIHEOBEHHHX CXEM BBe/IeHHs TpacTy3yMalby nauienram 3 MPM3, PPM3 ta MPIII

Cxema Tun N 3aranenuif gianazon | Jdianazon tiz Bid Cmaxss K0 Cumingss
NepPBHHHOT xkiaipency Bix Crmaxgss 10 (ami) |
NyXJIHHH Chinss (J1/100Y) o
fr
I, i}.r
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8mr/kr + 6Mmr/kr 1 MPM3 805 0,183-0,302 15,1-23,3
pa3 Ha 3 THXHi
PPM3 390 0,158-0,253 17,5-26,6
MPHI 274 0,189-0,337 12,6-20,6
4Mr/kr + 2Mr/Kr MPM3 805 0,213-0,259 17,2-20,4
1 pa3 Ha TIKOEHb PPM3 390 0,184-0,221 19,7-23,2

Bugedenns mpacmysymaby

ITepion BuBEneHHA TpacTy3yMaby OLIHIOBAIH MiCJIS BHY TPIIIHBOBEHHOTO BBEIEHHS 1 pa3 Ha TIDKAEHE 260
1 pa3 Ha 3 THXXHI BUKOPUCTOBYIOYH BiNOBiIHI MOMy IAiliHi dhapMakokineTruHni Mozei. Pe3ynstaTy mux
JOCTIiIHKEHb AEMOHCTPYIOTh, L0 NpHHaiMHI y 95% namieHTiB 4epe3 7 MicauiB Iicias OCTAHHBOT HO3H
KOHLEHTpalis TpacTy3yMaby craHoBmIa <1 MKr/mi (ripu6imsHo 3% nporHo308aHoro y momyasamil Cuinss,
abo 6mu3pko 97% BUMHBaHHA)

Lupxynayitine susinoHenHs no3axknimunHo2o oomeny peyenmopie HER2

JocmiTHuLBKi aHani3| 3MiHHMX 3a IHGOpPMAaNLi€lo TiIbKH Y MiArpyi MAalieHTIB TOKA3aJIH, 1O MAILEHTH 3
OibIIMM piBHEM BHBIJIBHEHHS MO3aKITITHHHOTO JoMeHy peuentopis HER2 maroTh mBuammii HeiniiHui
xiriperc (mwkunii Km) (P < 0,001). IcHye 3B'130k MDK piBHEM BHBUIBHEHOrO AHTHIEHy i PiBHAMH
acnaprataminoTpancgepasu (SGOT/AST); yacTHHA BIUIUBY BHBLIBHEHOTO aHTUTEHY HA KILPEHC MOXKE
OyTH NOACHEHa PIBHAMH acnapraTaMiHOTpaHchepasu.

BuxijHi piBHi BUBIIbHEHHS NO3aKIITHHHOTO AoMeHy perienropis HER2, mio criocrepiraioTeed y nauieHTin
3 MPII, 6ynu nopiBHAHHI 3 TUMH, 0 CHIOCTepiranuck y nauientis 3 MPM3 ta PPM3, i s8HOrO BILTHBY Ha
KJIipeHe TpacTy3yMaly He crocTepiranocs.

5.3 Joxkainiuni gaHi 3 6e3nexku

Hemae moxasiB roctpoi abo MHOMXHHHOI J0303aNEeMKHOI TOKCHYHOCTI (IOCHIKEHHS TPHBATICTIO 10 6
MicauiB) a60 TOKCHYHOCTOI i Ha penpoxyKTHBHY (yHKLIIO B TepaToorii, )iHo4oi dpepTrnpHOCTI a60 y
ROCHIIKEHHAX Mi3HPOT TrecTallifiHOI TOKCHYHOCTI/IUIALIEHTAPHOrO IMEepeHECeHHs. TpacTysymMad He €
T€HOTOKCHYHHM.

JloBroTpuBanKx nOCiKEHp Ha TBAPUHAX 1A BCTAHOBJICHHS MOXIIHBOI KaHLIEPOTEHHOI /il TpacTy3ymaly

a00 BM3HAYEHHA HOro BILUTHBY Ha (EePTHIBHICTD Y YOJIOBIKIB HE MPOBOJHIIOCH.

6. OAPMAIIEBTUYHA THO®OPMAITISL

6.1 Ilepenik 1OMOMDKHHX pe4OBHH

L-ricTuauHy rigpoxiopuay MOHOTiApaT
L-rictupun

caxaposa

nonicop6bar 20 (E 432)

6.2 HecymichicTh

Lle#t ikapchkuit 3aci6 He MOXKHa 3MilllyBaTH ab0 PO3BOJMTH Pa3oM 3 iHLIIMMH JTIKAPCHKMMH 3ac0o6aMHu, 3a
BUHATKOM 33a3HAYCHUX Y Po3aiti 6.6.

Jlixapchkuii 3aci6 He MOXKHA PO3BOJUTH PO3YMHAMH [UIFOKO3H.

6.3 Tepmin npuxaTHOCTI Fs

Hesinkpuruil dnakon / f
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4 poku

ACENTHYHE BIAHOBRICHHS TA PO3BENIECHHS

[Ticns acenTHUYHOTO BiHOBNEHHS 3a JOIIOMOTOI0 CTEPWIBHOI BOAM JUIS 1H €Kil BiTHOBMIEHMH pO3YHH
30epirac ¢i3uuHy Ta XiMiuHy CTa0imBHICTE mpoTsroM 48 romun 3a Temmneparypu Big 2 mo 8 °C. Vi
SJTMIIKH BiTHOBJICHOTO PO3YMHY CJIiJI YTHIII3YBaTH.

[Ticns acenTHYHOro PO3BEHEINIS B PO3UMIN JJIA iH CKUiHl HATPil0 XJIOPHAY 3 KOHLCHTpAIi€o 9 Mr/mi
(0,9 %) po3uuHH npenapaty Tpasumepa Aj1s BHYTpIlIHBOBEHHOI iH(Y3ii 30epiratoTe QisHIHy Ta XimMiuHy
CTabUIBHICTh Y MakKeTax 3 MOJIBIHUIXJIOPHIY, NOMieTHWIEeHyY, MOJNpOITijieHy, eTHIeHBiHIaueTary abo B
CIAHUX (prakoHax md iHy3ii nporsarom nepioxy 1o 30 nHiB 3a Temnepatypu Big 2 mo 8 °C ta mpotsarom
24 rogu 3a Teminepatypu He suiue 30 °C.

3 Mikpo6iosoriuHoT TOYKHU 30py BiIHOBJIEHHI pO3YMH Ta PO3YHMH npemnapary Tpasumepa Wit iHQy3ik crin
BUKOPHUCTATH HeraiiHo. JSlkmo mpermapar He BHKOPHCTOBYETHCS HeraiiHO, KOPHCTYyBau Hece
BiATIOBIJAJIFHICTE 3a Yac Ta YMOBH Horo 30epiraHHs 10 BUKOPHUCTaHHSA (3a3BH4ail He Ginbiue 24 roAvH 3a
temneparypu Bif 2 1o 8 °C), 1Ko TiNBKH BiIHOBJICHHS Ta PO3BEJCHHS He Bi0yBAaJIMCS B KOHTPOJILOBaHHX
Ta BaJiA0BAHUX ACENTHYHHX YMOBaX.

6.4 Oco0.uBi 3an06ikwi 3axonn npu 36epirammi
36epiraty y XoJoJMIBHUKY IpH Temitepatypi (2°C — 8°C).
36epiratu B OpHIiHANBHIN YIAKOBLI IS 3aXHCTY BiJ CBITIA.

HesBinxputi ¢uaxkoHd npenapary Tpasumepa MoxyTb 30epiratics npu Temneparypi He Buine 30°C
MPOTArOM OJHOro mepiogy mo 3 micsuis. ITicas BHIydeHHS 3 OXOJIO)KYBAHOIO CXOBHINA Ipemapar
Tpaszumepa 3a00pOHAETBCA NMOBEPTATH N0 HBOro. YTHUNi3yiTe mpemapaT MicisA 3akiHY4eHHS Uboro 3-
MICSHHOTO Tepioxy abo TepMiHy MPHAATHOCTI, 3a3HAYEHOTO Ha (JIAKOHI, 3aJIEXHO Bifl TOTO, 10 CTAHETHCA
paHinte. 3anuLIiTh AaTy « YTWIi3yBaTH A0» Y BiHOBIAHOMY ITOJIi HA KApTOHHIM KOpooILi.

YMoBH 30epiraHHs BiTHOBJICHOTO JIIKAPCHKOTo 3aco0y JIUB. y pos/isiax 6.3 Ta 6.6.

6.5 THHO Ta BMICT yIaKOBKH

Tpasumepa (Trazimera). MOPOLIOK [T KOHLEHTPATY Ul PO3UYMHY Jung iHdy3ii no 150 mr

®nakoH ob6'eMoM 15 Mn i3 mpozoporo ckia I Tumy 3 OyTHIKAyYyKOBOK MPOOKOIO, JIAMiHOBAHOKO
¢dTopKayIyKOBOIO ILTiBKOIO, AKHI MicTHTE 150 Mr TpacTysymaly.

KoxxHa xopobka MicTHTE OHH (1aKoH.

Tpasumepa (Trazimera), MOPOLIOK U1 KOHUEHTPATY JUlA PO3YHHY s iHDy3ii no 420 mr

®nakoH o6'emoM 30 M i3 mposoporo ckia I Tmy 3 GyTHIKay4yKOBOK MPOGKOIO, JaMiHOBAHOO
$TOpKayIyKOBOIO ILTIBKOIO, AKHIA MicTHTH 420 MT TpacTy3ymaly.

KoxxHa kopobka MicTHTE 0fuH (h1akoH.

6.6 CroenianbHi 3ax004 0e3leKH NPH NOBOMKEHHI 3 HEBUKOPUCTAHUM JIiKapchbKHM 3aco6oM abo
Biaxomamu Jikapcbkoro 3acoly

[Tpenapat Tpa3rMepa BUITyCKAE€ThCH Yy CTEPIIBHUX AIIIPOreHHUX (GJIakOHAaX IJIS OMHOPAa30BOTO
BHKOpPHUCTaHHS 6€3 KOHCEPBAaHTIB.
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[Tpouienypy BITHOBICHHA Ta PO3BEACHHS CJIi BAKOHYBATH i3 3aCTOCYBAHHAM HAJEHKHOT aCEITHIHOT
meToauku. HeoOxiaHo BXKUBATH BCiX HEOOXIXHUX 3aXOIB U1 3a6€3MEYEHHS CTEPUIIBHOCTI TOTOBUX
po3uuHiB. OCKiTBKM LieH JTiKapchkuif 3aci6 HE MICTHUTB XKOOHHX aHTHMIKPOOHHX KOHCEPBAHTIB a60
6aKTepioCTaTUYHUX JOTNOMIXXHHUX PEYOBUH, HEOOXiTHO JOTPHMMYBATHCS ACETITHYHOT METOJUKH.

AcenTuyHe NpUroTyBaHHs, BGEDiTﬂHI{ﬂ T4 NMOBODKEHHA 3 NpenapaTtomM

ITin ac npuroTysanHs iHdY3ii MpenapaTy HEOOXiAHO JOTPUMYBATHUCS aCElITHYHMX METOMIIB POGOTH.

ITpurotyBamiis ciif 3AiHCIIOBATH 3 AOTPHMAHHAM 3a3HAYCHHX HHYKYC BHMOT.

. I[TpuroTyBaHHs MOBHHEH 3/iHCHIOBATH KBaJliQiKOBaHMUIf IEPCOHAN B ACEITHYHUX YMOBAX
BiJINOBIIHO JI0 NPaBIUI HAJIOXKHOI PAKTUKH, 30KpeMa [OA0 aCelTUYHOrO NPUTrOTyBAHHA
MapeHTepabHIX NPenapaTis.

. Iicis mpuroTysanns HeoOXiqHe HaJle)KHe 30epiraHHs MPUTOTOBAHOIO PO3IUMHY IS
BHYTPIHIHBOBEHHO! iHQY3il i3 3a0e3reueHHAM aCeNTUUHHX YMOB.
. SIKIO NpUroToBaHMH po34HH nepeadavacThes 30epiraTi mpoTAroM Ginblue Hik 24 TOAHHM 10

BHUKOPHCTAHHs, TO NPOUEAYPY BiXHOBIICHHS i PO3BEAEHHA HEOOXIIHO 3AIMCHIOBATH Y BUTSKHIM
wadi 3 JamiHapHAM NOTOKOM abo B madi 6iogoridHoi 6e3nexy 3 TOTPUMaHHIM CTAHIAPTHHX
3300 DKHMX 3aXO0AIB 00 OE3MEYHOro MOBOKEHHA 3 BHYTPIlIHEOBEHHHMH 3aCO00aMH.

ITix yac BiOHOBJIEHHA 3 JikapchkuM 3acobom Tpasumepa ciifg moBomuTHCh 3 obepexuicTio. Hanmiphe
CIIHIOBaHHS MiJ 4ac BiTHOBIEHHN aG0 CTPYIIYBAaHHS BiOHOBJIEHOIO PO3YMHY MOXKE HPU3BECTH [0

SHIDKEHHS KUIBKOCTI IIperapaTy Tpasumepa, sika Moxke OyTH BiniGpana 3 guiakoHy.

BingHOBIEHHIT PO3UHH He CITiJ] 3aMOPOKYBATH.

Tpazumepa (Trazimera), IOPOLIOK JUTS KOHUEHTPATY JUIS DO3YHHY g indvziii no 150 mr

Crnifi BUKOPHCTOBYBATH BiNOBiIHY acenTH4YHY TexHiKy. Koxen ¢mnakon Tpasumepa, mo mMictuts 150 Mr
TpacTy3ymMaly BiJTHOBIIOIOTH (PO3BOAATE) i3 7,2 MJI CTEpPUIIBHOI BOAM JUIA iH'€Kilil (He mocTa4aeThes y
KoMIUTeKTi). He MoXkHa BUKOPHCTOBYBATH iHLL PO3YMHHUKH IJIS BiJHOBICHHS.

Otpumyr0Th pa3oBy 03y po34uHy 06’eMoM 7,4 MiI, IO MiCTHTB IIpubIH3HO 21 Mr/Mi TpacTy3yMaby i pisHi
pH npubnuzno 6,0. Hagnmumok 4% rapanrye, 1o 3a3HadeHa 1o3a 150 Mr Moxxe 6yTH BifiGpaHa 3 KOXKHOIO

cdnakoHy.

Tpasumepa (Trazimera), OPOMIOK [Jig KOHUEHTPATY [UId PO3uAHY g iAdy3iit no 420 mr

Crin BUKOPHCTOBYBATH BiMOBiHY acenTHuHy TexHiKy. Koxen ¢naxon Tpasumepa, mo MicTuts 420 Mr
TpacTy3ymaly BiJHOBMOIOTH (po3BOAATH) i3 20 MiI CTEpUIBHOT BOAM MWis iH'eKiil (HE MocTagaeThesd y
KOMIUIeKTi). He MOKHA BUKOPHUCTOBYBATH iHIUI PO3YMHHMKH IS BiJHOBIICHHS,

OTpuMyrOTh pa3oBy 103y po3uuHy 06’emMom 20,6 mi, mo MicTuth npu6nusno 21 Mr/mi Tpactyzymaly i
pisni pH npu6musso 6,0. Hapmumok 5% rapantye, mo 3asHavena n03a 420 mMr moxe OyTH BigiGpana 3
KOXXHOTO (pJ1akoHy.

Tpasumaepa, O6G’em crepwibHOi BOAH

MICTKICTh (JIAKOHY JUTS iH €KL OTpumMaHa KOHIIEHTPALLs
150 mr y ¢haakoHi i 7.2 M = 21 mr/mn

420 mr y dsakoHi i 20 mn = 21 mr/mn

[HCTPYKLIT 3 ACENTHYHOr0 BIIHOBIEHHS

1) V dnaxoH 3 npenaparom Tpasumepa CTEpHIBHEM IINPUIIOM IOBUIBHO BBECTH HeobXimHMi 06°eM (dK
3a3HAYEHO BHIIE) CTEPHIIBHOT BOAM IS 1H'€KIIH, HAPaBIIAIOYN CTPYMiHb Oe3nocepeHb0 Ha odinizaT.
2) Jlns po3uuHeHHs o6epexHO obepTaTd dnakoH konuansHuMu pyxamu. HE CTPVIIIVBATH! /
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Hegenuke CriHIOBaHHS MPOAYKTY MpPH BiIHOBJIEHHI € MPUITyCTUMHM. 3 METOI0 YHMKHEHHS LbOr0 JXaTH
Gb1aKoHy BIICTOATHCH NPOTAroM ONM3bKO 5 XBUIIHH. BigHoenenuil npenapar Tpaszumepa MoBUHEH OYyTH
6e36apBHUM 260 6J1110-KOPHYHEBATO-XKOBTHM IIPO30PHM POIUHHOM, SKHIA IPAKTHUHO HE MiCTUTH BUAMMMX
4aCTOYOK.

O6’€eM BiHOBJIEHOTO PO34UHY, HEOOXIHUEH VISt BBEACHHS, OOUYHUCITIOIOTE 38 TAKOK (OPMYJIOH:

* Ui BBEICHHI HAaBaHTaXYBaNbHOI JO3U TpacTy3ymaby 4 MI/kr macu Tina abo moganbiiol
TIKHEBOI 103H TpacTy3ymaly 2 MI/KI' MacH Tijia:

06’em (Mi1) = Maca Tijia (kr) x qo3a (4 Mr/Kr nasanraxypannia abo 2 Mr/Kr miarpuMyoua 103a)
21 (Mr/mi, KOHLEHTpALlis BiIHOBJIEHOTO PO3YKHY)

* 774 BBEJEHHSI HaBaHTaKyBAJIbHOI 03U TpacTy3ymalby 8 Mr/kr macu Tiia abo momamemioi 3-
TH>KHEBOI K03H TpacTy3ymaly 6 MI/KI' MacH Tina:

006’em (M) = Maca Tiza (kr) X 7032 (8 Mr/kr HaBasTaXYBa/IbHA 260 6 MIV/KI MIATPUMYOYA [1034)
21 (Mr/Mi1, KOHLEHTpALlis BiJHOBJICHOTO PO3YHHY)

HeoOxinuuii 06’°eM po3umHa BiOuparoTs 3 ¢uiakoHa i BBOAATH B iH(Qys3iliHuMit maker a6o ¢uakoH, mo
micTuth 250 M1 9 mr/mi (0,9%) pozumHy Hatpio xnopuay. He ciiifi BAKOPHCTOBYBATH PO3YMH TIIOKO3H
(nuB. po3nin 6.2). Indysifinuii maker abo durakoH ciix 06epexHO nepeBepTaTy Wob nepeMillaT pO3YUHY
3aro0iraloyu yTBOPEHHIO MiHH.

IpenapaTy y1g NapeHTepanbHOrO BBEAEHHS Mepe]] 3aCTOCYBaHHAM HEOOXiTHO Bi3yajbHO OIVIAHYTH, 106
NepecBilUUTHCA Y BiICYTHOCTI MEXaHIYHHX JOMIIIOK i 3MiHHK 3a6apBIeHHs.

He crniocrepiranocs HecyMicHOcTi nipenaparty TpasuMepa /s BHYTPiLIHEOBEHHOTO BBEIEHHA 3 [TAKETAMM 3
TOJTiBIHIIXJIOpU Y, NOTieTWIEHy, IOJNponieHy abo eTueHBiHIaneTary, ab0 CKISHAMH (JIAKOHAMH.

Jlixapcekuii 3aci6 Tpa3uMmepa npu3HaYeHHH TUIBKH /ISt OMHOPA30BOr0 BUKOPUCTAHHS, OCKLIBKH NPOAYKT
HE MICTUTB KOHCepBaHTiB. bynp-skuii HeBHKOpUCTaHuit npenapatr abo BiaX04¥ HOBHHHI OYTH yTHITi30BaHi
BiAMOBITHO JI0 MiCLEBHX BHMOT.

7. BJIACHMK PEECTPAITTMHOI'O IIOCBITYEHHSI
[1daiizep Eyporna MA EEIT"
Bynbeap-ne-na-Ilien 17

1050 Bproccens
Beneris

8.  HOMEPW) PECCTPAIIITHOT O IIOCBITUEHHS

EU/1/18/1295/001
EU/1/18/1295/002

9, JTATA TEPIIOI PEECTPAIII / IIOHOBJEHHSI PEECTPAIII JIKAPCHKOI'O
3ACOBY

Jara nepioi peectpauii: 26 aumuHs 2018 poky

10. JATA NIEPETJISIAY TEKCTY

HeransHa indopMalis npo wLeil nikapchkuif 3acid mocTymHa Ha caiiti €BpONEHCEKOro areHTCTBa 3
nikapcepkux 3acobiB (European Medicines Agency) http://www.ema.europa.eu.
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B. JUCTOK-BKJIAIKA
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JUCTOK-BKJIIAJIKA: ITHOOPMAIIA JJIsA KOPUCTYBAYA

Tpa3nmepa nopolUOK A/ KOHUEHTPATY 1A Po3yuHy Ans indysiii mo 150 mr
Tpa3umepa NOpOIIOK /151 KOHUEHTPATY AJI  PO3YHHY A iHGY3iii mo 420 mr
TpacTy3zymab

v Leii nikapcbkuii 3acid mignarae HOAaTKOBOMY KOHTponio. Ile NO3BONUTH MIBHAKO iXeHTU(IKYBATH HOBY
i opMmarriro 3 6e3mexn. Bu MoxeTe ZOMOMOTTH, SKIIO OyAeTe MOBiMOMIIATH PO BUHUKHEHHS OYAb-IKUX NMOOIIHUX
peakiii. ¥V kinni posainy 4 HagaHo iHbOpMALiIO PO Te, AK HOBIIOMUTH PO NOOIYHI peakil.

Ilepiu Hi>K MOYATH 3aCTOCYBAHHHA IbOT0 MPENAPATY, YBAXKHO NPOYHTATE BeCh JHCTOK-BKIAAKY,
OCKLIBKH BiH MiCTHTH BAXKIUBY 144 Bac indopmauiro.
+ 30epiraiiTe e JIMCTOK-BKIAAKY. MOMUIHBO, BaM 3HaXOGUTHCA IIPOYUTATH HOTO 3HOBY.
+  SIkwio y Bac BHHHKJIH JOATKOBI IIMTaHHS, 3BEPHITECS 10 Jikaps abo dpapMalieBra.
* JSxuio y Bac BUHMKIH Oyap-sKki mOOiuHI peakuii, 3BepHITECA A0 CBOroO Jlikaps, gapMmaneBta abo
mencecTpu. Lle crocyeTses Oyab-IKHMX MOMJIMBHX MOOIYHUMX peakliil, He MepeniueHux y IBOMY
JTUCTKY-BKIagumi. JTuB. pozain 4.

Iudopmanis 3a3Ha4eHa Y HbOMY JHCTKY-BEJIAIMIINI:

1. 1o sirnste coGoro npenapat Tpasumepa i Wis 4Oro BiH 3aCTOCOBYETHCS
2. [1lo noTpibHO 3HaTH Nepel 3acTOCYBaHHAM npenapary Tpazumepa

3. Ax 3acTocoByeTkCA npenapart Tpasumepa

4. Moxuuei mobiuni peaxuii

5. Sl 36epiratu npenapat Tpasumepa

6. BMicT ynakoBkH Ta iHIIa iHGOpMaLLis

1. Illo aBasie cobolo mpenapat Tpaznamepa i AJIA YOro BiH 3aCTOCOBYETHCA

Tpasumepa MiCTUTH Iil04y PEeHOBHHY TPacTy3yMal, ska € MOHOKJIOHAJIBHUM aHTHTLIOM. MOHOKIIOHANBHI
aHTHTIJIa TPHENHYIOThCA A0 cremudpiunux OinkiB abo anTureHiB. TpacTy3yma®d mnpH3Ha4eHHH [UIA
CeJICKTHBHOTO 3B'I3yBaHHS 3 aHTUTE€HOM, KM HA3WBAE€THCS PELICITOP 2 eMiAepMaNbHOro GakTopy pocTy
moguun (HER2). HER2 npucyTHiii y BETHKHX KiIBKOCTSX Ha MOBEPXHI JESKUX PaKOBUX KIITHH, A€ BiH
crumymoe ix pict. Konu Tpasumepa 3B's3yersca 3 HER2, e 3ynuHse picT TakuxX KIITHH i BUKIHKAE iX
3arubesns.

Baw mixap Moxke NpH3HauWTH mperiapar Tpasumepa s JiKyBaHHSA paKy MOJIOYHOI 3aJIO3H Ta paky
LLTYHKY, SIKIIO:

* Y Bac pak MOJIOYHOI 3aJI03H Ha paHHiii cTaaii 3 BucokuM pisHeM Ginky HER2.

* 'V Bac MeracTaTHUHMI pak MOJOYHOI 3aJI03U (pak MOJIOYHOI 3a103H, 1O MOUIMPUBCA 33 MeXi
HepBHHHOT MyxJIHHK) 3 BUcokuM piBHeM HER2. Tpasumepa morke npusHadaTics y koMOiHamii 3
ximioTeparrielo naKiTakcenoM abo JOIETaKCeIoM B SKOCTi MmepLIof Tepallil IpH MeTaCTaTHYHOMY
paKy MOJIOYHOI 321034 200 MOXKE MMPH3HAYATHCA Y AKOCTi MOHOTeparil, SKUIO iHIIi BUIOH JIIKyBaHHS
BUABWIHCS HeedekTuBHUMHU. [Ipenapar TakoX MpH3HA4AIOTh B KOMOiHauil 3 mpemaparamy, sKi
Ha3MBaIOThCA iHribiTopamMy apomartasy, nanieHTaM 3 BucokuM pisHeM HER2 i ropmoH-penienTop-
MO3UTHBHHUM METACTaTHYHHM PakoM MOJIOYHOI 3aJ103H (paKoM, HyTIHBHM JO XKiHOUHMX CTaTeBHX
TOPMOHIB).

* 'V Bac MeTacTaTH4HHH pak MUTYHKY 3 BUcOkuM piBHeM HER2, B xoMGiHauii 3 iHImmu 3acobamu
JUTSL JTIKYBaHHS PaKy, TaKHM SIK Karenura0iH abo S-hToypaie i UCILIaTHH.

2, Il{o moTpiGHo 3HaTH nepe] 3acTocyBaHHAM npenapaty Tpaszumepa l

P He 3acTocoByiite npenapar Tpazumepa, sikuio
* 'y Bac aNiepris Ha TpacTy3yma6, muwadi Ginku abo Ha Gynb-AKi TOMOMDKHI peYOBHHH Mpenapary
(nepeniveHi y po3zini 6).
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° Y BacC € cepiio3Hi NpobjeMu 3 AMXaHHAM Yy CTaHi CIOKOIO 4Yepe3 pak, abo fAKIO BaM NOTpiGHA

JOJIaTKOBA KUCHEBA Tepartis.
» Ocob0auBOCTI 32CTOCYBAHHSA
Bau stikap 6yze peTeasHO KOHTPOJIIOBATH Ballly TEPAITito.
» MoniTopunr ¢pyHkmii cepus
JlixyBaHHs npeniapatoM TpasumMepa y SKOCTI MOHOTepartii a60 B KOMGiHALT 3 TAKCAHOM MOYKE BIUTHBATH
HA ceple, OCOONMBO SKIO BU KONU-HEOYNb NpHAMATH aHTPALMKIIIH (TaKCaHH i dHTPAIUKIIIHM € JBOMA
IHIIMMM KJ1acaMU IPEeNapaTiB, 0 BAKOPUCTOBYIOThCA [UIs JTiKyBaHHs paky). [To6iuni peakuii MoxxyTs 6yTn
TIOMIpHUMH 200 TSKKMMH 1 MOXYTh HPH3BECTH N0 cMepTi. Tomy ¢yHKuio cepus GymyTs nepesipatu
nepea, nNpoTaroM (KOXKHi TpH Micsni) i micnis (10 JBOX-I'ATH POKIB) JiikyBaHHs npenaparoM Tpasumepa.
Sxuo y Bac BUHUKHYTH Oy/Jb-fKi O3HaKM CepleBOi HENOCTaTHOCTI (HEMOCTaTHE MPOKAYYBaHHA KPOBI
cepueM), QyHKIIO cepus BaM MOXYTh NEpeBIpATH dacTilne (KOXHI MIICTB-BiCiM THXKHIB), BH MOXETE
OTPHMYBATH TePaIiio cepLeBoi HeJOCTATHOCTI, a00 BaM NOBEICTHCS NPUIHHUTH JIKYBaHHS [PENapaTtoM
Tpazumepa.
Iorosopite 3i cBOIM JikapeM, QapMmaieBToM ab0 MEACecTpOI0 Mepe] 3acTOCYBaHHSAM Ipenapary
Tpasumepa, sximo:

* y Bac Oyna cepleBa HEJOCTaTHICTD, illleMiYHa XBOpoOa ceplid, 3aXBOPIOBAHHSA KJIANAHIB CepLst
(urymMH B cepili), BUCOKHI KPOB’ THUI THCK, SKIIO BU NpUiiMaiy 6y 1b-sKi rpenapaTy 111 3HHXKEeHHSA
KPOB'SHOro THCKy a6o B JaHuMii Hac npuiiMaete Oyab-siki IpenapatH Ui 3HIDKEHHA KPOB'SHOIO
THCKY.

* BM NpuiiMany paHime abo npuiiMacTe B JaHHH Yac IpenapaTd JOKCOpyOiumH abo enipyGinud
(mpenapatd, L0 3aCTOCOBYIOThCS Wi JiiKyBaHHs paky). Lli mpemapatu (aGo 6yap-aki iHumi
AHTPAlMKIIIHM) MOXKYTh MOLIKODKYBATH CEpLEBUH M'A3 i MiABULIYBATH DH3MK BHHUKHEHHS
npo6JeM 3 ceplieM Iif Yac 3aCTOCYBaHHA npenapary Tpasumepa.

* B CTPaX/JACTe HA 3a[MILKY, OCOOJIMBO AKIIO BM B JAaHHH 4ac 3aCTOCOBYeTe TakcaH. Tpasumepa
MOJKE€ BUKJIMKATH YTPyIHEHE NUXaHH:, OCOOIHBO KOMM NPH3HAYAEThes Briepiue. [IpoGremMa Moxe
OyTu Gitblll CepHO3HOIO, AKIIO Yy Bac BXe € 3afulIKa. JlyXe piaKo TPaIUIsiIiMcs BHIIA[KH CMEPTI
NallieHTIB 3 BAXKUM YTPYAHCHHM IMXaHHAM [0 IOYATKY JIKYBAHHA, KOJAM iM NpH3HAYAIA
npemnapat Tpazumepa.

*  BH KOJNH-HeOYAb NIPOXOIUTH iHIITY TEPAIIito paKy.

SIxmio B oTpuMyeTe npenapaT TpasumMepa 3 6y Ab-KHM iHIIHM JIiIKapChKUM 3aCO00M JUTS JTIKyBaHHS PaKxy,
TaKUM SIK MAKJITaKces, JoLeTakcel, iHribiTop apomarasu, kaneuurtabid, S-GTopypauun abo LMCILIATHH,
TaKOX NPOYUTANTE JIMCTKU-BIIAJKH T NALiE€HTIB 10 LIMX Npenaparis.

» Jirn Ta migniTkn

3acTocyBaHHs npenapaTy TpasuMmepa He pEKOMEHAYETbC  HauieHTaM Mojomuie 18 pokis.

P Inmi gikapesbki 3aco6n i Tpaznmepa

ITosinomre nixapio, papMareBTy ab0 MeacecTpi, AKLIO BA NpHiiMaeTe, HELIOAABHO NpuiiMaiik a60 MoXxeTe
npuiimMaty Oyab-sKi iHINI npenapaTH.

Jns BuBenenHs npenapaty Tpasumepa Moxe 3HagobuTHes 10 7 Micauis. ToMy B HOBHHHI MOBiIOMHUTH
CBOro Jikaps, papMaresTa abo MececTpy, 0 BU OflepiKyBalIu npenapatr Tpasumepa, AKIIO BY IOUHHAETE
3acToCyBaHHS Oy/b-IKUX HOBHX NpeNaparis yepes 7 MiCALUB MiC/Is IPUNHHEHHA JTiKY BaHHS.

P BaritmicTb

* JSxmo B BariTHi, BBaXkaeTe, 1110 MoXkeTe OYTH BariTHOIO a0o [UIAHYETE MATH JUTHHY, 3BEPHITHCS
1o Jikaps, GapmanesTa a0 MeICecTpH 3a MOPaJO0 TIepe] 3aCTOCYBAaHHAM LIBOTO NPEapary.

* DBu noBUHHI BHKODUCTOBYBAaTH €(CKTHBHY KOHTpALEIUil0 Mid Yac JIKYBaHHA IpernapaTtom
Tpazumepa i IpOTAroM NpHHANMHI 7 MICAUIB MiCIA 3aKiHUEHHS JTIKyBaHHA.

*  Bam mikap npoiHdopMye Bac NMpo pU3HKU Ta NepeBary mpuifomy npenapaty TpasuMepa mif yac
BariTHOCTI. Y PiAKiCHUX BHIIa[KaX CIIOCTePiraocs 3MeHIIeHHs 06’ eMy (aMHIOTHYHOT) PiiMHM, 10
OTOYY€E TUTHHY, KA PO3BUBAETECA, B yTPOOi MaTepi y BariTHUX JKiHOK, AKi OTPUMYBAIH MIPENApar
Tpasumepa. Leii cran moxxe 6yTH WIKiAMUBUM AN BaIIOT JUTHHH B YTPoOi Matepi i 6yB mos'a3anuit
3 HEMOBHUM PO3BUTKOM JIET€HB, L0 MPU3BOAWIO 0 3arubei iomy.

P I'pynne BHrogOBYBaHHS
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He romyiite mutuHy rpyamio mix 4ac Teparil mpenapatoM Tpasumepa Ta NpOTArOM 7 MICSIIB ITiCIIsS
OCTaHHBOT JI03W mpenapary 1pasumepa, OcKinbKkH Tpazumepa Moke TMepeqaBaTHCS JUTHHI Yepes IpyaHe
MOJIOKO.

ITpokoHCynBTYTECA 3 Jlikapem abo GapMalleBTOM NIEPed THM, SIK NpUAMaTH OyIb-gKi NIKapChKi 3aC00H.
» KepyBaHHS aBTOTPaHCHOPTOM Ta po0oTa 3 iHIIHMH MeXaHi3MaMH

Tpazumepa Moxke BIUIMBATH Ha 3aTHICTH KepyBaTH TPAHCIMOPTHHMH 3aco0aMM Ta MPALFOBATH 3 iHIIAMH
MexaHi3Mamu. OfHaK, SKIIO MiJX 4ac JIKyBaHHA BH BiJ4yBacTe TaKi CHMITOMH SK 3allaMOPOYEHHS,
COHJIMBICTB, 03HOO a60 IMXOMAaHKa, He CJIif CIAATH 3a KepMo a00 MPalfOBATH 3 IHIIMUMM MEXaHi3MaMH, TIOKH
CHMIITOMH OCTaTOYHO HE MHHYTh.

3. 5sIk 3acrocoByeThCs mpenapat Tpazamepa

ITepen mouaTkoM JIiKyBaHHA Bail Jrikap BusHauuth piBeHb HER2 y Bamniii myxsuHi. Tinbkel mauieHTH 3
BenukuM pisHeM HER2 6ymyTh oTpumyBatd npenapar Tpasumepa. TpasHMepa BBOAWTHCS TUIBKH JIiKapeMm
abo Mencectporo. Bamr mikap Oyne mpuzHayaTé 103y i PEXKHM JTiKyBaHHS, sKi MOTpiOHI came gam. JJoza
npenapaty Tpaszumepa 3al€XHTh Bi Bard BalIOTO TilIa.

[Mpenapar Tpasumepa A1 BHYTPIIIHBOBEHHOIO 3aCTOCYBaHHS He IPU3HAYSHHH JUIS MiAIKIPHOTO
BBEJICHHS, 1 HOTO CIIiJ 3aCTOCOBYBATH TiJIbKU K BHYTPILIHbOBEHHY 1HDY3iIO.

Tpazumepa [UIg BHY TPIITHEOBEHHOI'O 3aCTOCYBaHHS 3aCTOCOBYETHCS Y BULIISIL BHY TPIIIHBOBEHHOT iHDY3il
(«xpanensHO») Ge3nocepeqHBO y BeHy. [lepnry mo3y mpenaparty BBoasTh npotsroM 90 XBUiIHH, i BH Oynere
3HAXOAUTHUCA T HAIIAAOM MEAWYHOrO MPaliBHUKA M/ Yac BBE€ACHHS Ha BUTAJOK BUHUKHEHHS Oy Ib-IKHUX
noGiunux peaxuiif. SIKmo nepina xo3a Jo0pe MePeHOCUTHCS, HACTYIIHI 03K MOXKYTh BBOAUTHCS ITPOTATOM
30 xBwiuH (muB. po3ain 2, micnsa «OcobmuBocti 3actocyBaHHA»). Kinbkicts oTpumanux iHdysiid Oyne
3aiIeXaTy BiJ] TOro, SIK BU pearyeTe Ha JIikyBaHHs. Banr siikap o6roBopHTs 1ie 3 BaMH.

JIns 3ano6iraHHs OMUIIOK Y JIIKYBaHHI BaXUTHBO IIEPEBIpATH eTUKETKH Ha (IakoHax, 1100 MepeKoHaTHCs,
1o Mpenapar, KUl TOTyeThCs 1 3aCTOCOBYETECH, € AilicHO Tpasumepa (TpacTy3ymab), a He TpacTy3ymaly
€MTaHCHH.

Jna nikyBaHHS paKy MOJIOUHO! 3aJI03M HA paHHIH cTafii, MeTacTaTUYHOro paKky MOJIOYHOI 3a103H i
METacTaTHYHOro paKy IUTYHKY, Tpa3uMepa 3aCTOCOBYEThCS KOXKHI 3 THDKHI.

Tpasumepa Moxe TaKo>K BBOAUTUCS OMH pa3 Ha THXKIEHb U1 J1iKyBaHHS METaCTATHYHOTO PaKy MOJIOYHOT
3aJ103H.

P SIxmio BH NPHNHHAIHN 3aCTOCYBaHHs npenapary Tpazumepa

He npununsiiTe 3acToCyBaHHS LHOTO Npenapary, Cliepily He MOBiIOMMBIIH CBOTO Jiikaps. Bei qosm cuin
NpUiMaT B HAJIEKHUH Yac KOXKHOrO TIKHSA a00 KOXHI TpH THXKHI (3aJIeXKHO BiJ BalIOl CXeMH
3acTocyBaHHs). Lle cnipuae Halibinbilt epekTUBHOCTI BallIoOro Ipenapary.

Busenenns npenapary TpasuMepa Moxe TpuBatd 10 7 Micsanie. Tomy Jjikap MoKe BHPILIMTH
HPOJOBXKYBATH NEPEBIPATH (PYHKIIIO CepLid HAaBITh IICJIA 3aBePIISHHS JiKyBaHH.

SIximo y Bac BUHHKIIM JOJATKOBI [TMTaHHA INOAO 3aCTOCYBaHHS LIHOTO Mpenapary, 3BepHIThCS IO JIiKaps,
dapmaueBta abo MencecTpu.

4. Moxnnei no6iuni pearoii

Sk i Bei nikapepki 3acobu, Tpasumepa Moske BUKIMKATH MOOIYHI peakiiii, Xo4a He y BCiX MAIli€HTiB BOHU
nposBastoThCs. Jedki 3 mux moGiyHuX peakuiil MoXyTh OyTH CepHO3HUMH i MOXYTH TPHU3BECTH 0
rocritaiizatii.

[Tig wac iHdysii npemapatom TpazuMmepa MOXYTh BUHHKAaTH O3HOO, JIKXOMaHKa Ta iHILI pUNONOAiOHI
cumntoMd. BoHu nyxe noumpeni (MoXXyTh BUHHKaTH Ounbire HDK y 1 Ha 10 oci6). IHmi cummToMu,
noe's3adi 3 iHQy3i€o, BKIKOYAIOTH: HYAOTY, ONioBaHHA, Oinb, MOCWIEHHS HANpY)XEHHA y M'A3ax i
TPEMTiHH#, TOJIOBHUH 6iJb, 3a1aMOPOYEHHS, yTPyAHEHEe IMXaHHS, BUCOKHIX a00 HU3bKHHA KPOB'HHI THCK,
HOpYLIEHHS PUTMY cepus (cepueOuTTs, TPIMOTiHHA cepusd abo HeperyispHe cepueOuTTS), Habpsku
o6y i ry6, BUCHITAHHA 1 BiAYyTTa BTOMHU. J[efKi 3 IMX CHMITOMIB MOXYTh OyTH CepiiO3HIMH, a JesKi
MAaLi€HTH TOMepiH (IUB. po3xin 2, micyst « OcoOIHBOCTI 3aCTOCYBAHHAY).

11i peaxuii B OCHOBHOMY TPAIUISIOTHCA MMiJl Yac NePIIOi BHY TPIITHFOBEHHOT iHQY3iT («KpaneIsHHI» Y BEHY)
1 MPOTAroM mepuIMX KiTBKOX T'OAMH ITICHIS MovaTKy iHGy3ii. BoHH, sk MpaBHiIo, THMYacOBI.

ITix yac indys3ii i npoTArom moHaiiMeHIIe MEeCTH FOAUH Micid [oYaTKy nepioi indysii, a TakoXK MpoTAroM
JIBOX TOAMH Iichg no4atky iHmoi iHdysii, Bu Oymere 3HaAXOAMUTHCH MiJ HATIAIOM MeIHYHOTO daxiBus.
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SIXIo y Bac BHHHMKHE peakilis, iHysiro Oynae coBLIbHEHO aG0 NMPHUIMHEHO, i BAM MOXYTh IPOBECTH
Teparito 3 NpuBoAYy NoGiYHKUX peakLiil. [ndy3ito Moxe GyTH NpOAOBKEHO MICIs MOJIMIIEHHS CUMITOMIB.
[HOAi CHMIITOMY BUHMKAIOTH Mi3Hillle, HDK Yepes MiCTh FOAUH MICHs novatky iHdysii. SIKio e TpanuTses
3 BaMH, HeraiiHo 3BepHITECA JO Jkaps. [HOAI CHMITOMH MOXYTh MOMIINYBATHCSA, a Mi3HIIIE
MOT1pHIyBATHCA.
Cepiio3ni nodiuni peaxuii
Inmi mo6ivni peakuii, He TiNMBKK HOB's3aHi 3 iHQY3i€10, MOXKYTH BHHUKATH B Oy[b-AKUil 4ac Iif dYac
JiKyBaHHs npeniapaToM Tpasumepa. Heraiino noeinomre nikaps a6o MencecTpy, AKIIO BH MOMITHIH
OyAb-IKHH 3 HACTYMHHX noGiYHAX edeKTin:
 IlpoGnemm 3 cepueM iHOMI MOXCyTh BHHHKATH i 4ac JIKYBAHHS i 3pifKa MiCMs MpPHIHHEHHA
JiKYBaHHA i MOXYTb Oy TH cepHO3HUMH. BOHH BKIIOUAOTE OCNablIeHHS ceplieBOro M's3a, Mo MOXe
NPU3BECTH O CEPUEBOI HEIOCTATHOCTI, 3alaneHHs 30BHIIIHBOI OOONOHKH Cepis i mopyIueHHs
cepueBoro purMy. Ile Moxe MPU3BECTH O TAKUX CHMITOMIB, K 3aJHIIKA (BKJIFOYAIOYH 3aJUIIKY
B HiYHHH 4ac), Kalle/b, 3aTPUMKa PinuHH (HaOpsiK) B Horax aGo pykax, cepueOHTTs (TPimoTiHHA
cepus abo HeperyapHe cepueduTTs) (auB. po3ain 2 micas «[lepesipka cepmay).

Bam stixap 6yzie pery/IspHO CTEKHTH 3a BALlIUM CEPLIEM ITi{ Yac i Micis NiKyRaHH, ajie BU IIOBUHHI HEraiHO
TIOBi/JOMHUTH JIIKApIO, SAKIIO BH NOMITHIH Oy /Ab-SIKHil 3 IEPepaXOBAHHUX BUIIE CUMITOMIB.

* CunHapom Ni3ucy MyXJIMHY (Ipyna MeTaboiYHHUX YCKIaAHEHb, L0 BUHUKAKOTH MIC/ JIIKyBaHHS
paxy, 10 XapaKTepU3yIOTECS BUCOKMM BMIiCTOM Kaiito i ¢octhaTiB y KpoBi Ta HHU3BKUM piBHEM
KalbUit0 B KpoBi). CUMITTOMH MOXYTh BKJIIOYaTH NpobieMd 3 HEpKamH (crabKicTs, 3ajuINKa,
BTOMA Ta CILUTyTaHICTh CBiZIOMOCTI), Ipo6JIeMH 3 ceplieM (TPinoTiHHSA cepus abo NPHCKOpeHe uu
YTIOBLUIBHEHE CEpUEOUTTS), CyIOMH, GIIIOBaHHA 4K Aiapero Ta BiiUy TTA NOKOMIOBAHHS Y POTI, pyKax
YH HOTaxX.

Skuwo Bu Bigdysaere Oynp-iKui 3 NepepaxoBaHUX BHUINE CHUMITTOMIB, KOJHM JIIKyBaHHS MPENapaToM
Tpasumepa 3akiHumIoCs, BU OBUHHI BifBiaTH JIiKaps i cKa3aTH, 1O BH paHille OTPUMYBAITH JIIKyBaHHSI
npenaparoM Tpaszumepa.

Hyxe yacri moGiuHi peakmii: MOXXyTs BHHHKATH Y Oiibu Hixk 1 3 10 oci6

*  iH¢exuii
*  miapes
*  3aKpen

*  medis (JUCIIEIICiA)

*  cnabKicTh

*  BHCHUNAaHHA Ha IIKipi

*  Oimpy rpymax

*  Oigb y >kuBOTI

*  6inb y cyrobax

*  HU3BKi NIOKa3HMKH €PUTPOLMTIB i JeHKOLHTIB (SIKi JomomaraioTs 60poTucs 3 iHdekmiero) iHoxi 3
JIUXOMAaHKOIO

+  6inmpy M's3ax

*  KOH'IOHKTHUBIT

*  IOCHJICHE CJIBO30BUIIIICHHA

*  HOCOBA KpOBOTeua

*  HEeXWTh
*  BTpara BOJIOCCS
*  Tpemop

*  LPUIUIUBY XKapy
*  3aIaMOpOYEeHHS

*  ypaxXeHHS HIiITiB

*  BTpara Baru

*  BTpaTa aneTuTy

*  HEMOXJIMBICTH 3aCHYTH (6€3COHHS)
*  3MiHHU CMaKy
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HHM3BKUH piBEHb TPOMOOLIMTIB

CHHIII

OHiMIHHS a00 MOKOJIOBAHHS HAIBLIB PYK i Hir

HOYEPBOHIHHS, HabpsAKK abo BUpa3Ku y poTi Ta/abo ropni
6inb, HaOpsK, MOYEPBOHIHHA a00 MOKONIOBAHHA PyK Ta/abo Hir
33K

rOJOBHHH OB

Karuesb

O1r0BaHHA

Hy[oTa

Yacri nobivuni peaxnii: MOXXyTh BUHHKATH y MeHII HiX 1 3 10 ocib

aJiepriyfi peaxii * CYXICTB Ouei

iHQekuil ropia * MIDIUBICTH

iHdekuii cegoBoro Mixypa Ta WKipH * BITYYTTS CTaOKOCTi Ta He3My KaHHS
3aMaIeHHA MOJIOYHOI 3aJ1034 * TPUBOXKHICTb

3anajeHHs NeYiHKH * Iemnpecis

nopymeHHs QyHKIii HUPOK * acT™Ma

TifBHIIEHUH ToHyC M’s13iB a00 Hampyra * nereHesa iHdexuis
(rineproHyc) * OpYIIeHHs QYHKIIiT JIeTeHb
Oine y pykax Ta/abo Horax * Oinmpy crivHi

BHCHIIAHHS * Oinp y mmi

COHJIMBICTE * OB Y KicTKax

reMopo * aKHE

cBepOiK * CHasMH Hir

CYXIiCTb Y POTI Ta IIKipH

Heuacri no6ivni peakunii: Mo)xyTh BUHHKaTH ¥ MeHII HiX 1 3 100 oci6

[IIyXO0Ta
ZIepMaTUT

XpHIH

3ananeHHA abo pyOIfOBaHHA JiereHb

Pinxicni mo6iuHi peaxnii: MoXXyTs BUHHKATH y MeHw Hix 1 3 1000 oci6

JKOBTAHHIS
aHainakTHYHI peakiii

YacroTa HeBigoMa: (aCTOTy HEMOXJIUBO OLliHI/lTPI 3 JOCTYIMHHUX JaHHUX

MaTOJIOTisA a0 MMOPYIIEHHS 3rOPTaHHA KPOBi

BUCOKWHI piBEeHb KaJTit0

Habpsk abo KpOBOTEYA 3aAHBO1 CTIHKH OKa

IIOK

HOPYLICHHS PHTMY Ceplid

pecnipaTopHuii qucTpec

JMXallbHa HEeIOCTaTHICTh

rocTpuit HabpsK JiereHp

roCTpe 3BY>KEHHS JUXAJIbHHX IIIAXiB

NaToJIOriYHO HU3bKHI PiBeHb KICHIO B KPOBI
YTPpyZAHEHE AUXaHHS Y TOJIOXKEHHI JIeXaqn
MIOLIKO/PKEHHS MeUiHKU

Habpsak obnuyus, ry6 i ropia

HHMPKOBA HEIOCTATHICTh

MATOJIOTIYHO HU3bKMi PiBEHB PiMHH HaBKOJIO IUTHHH B yTpoOi MaTepi
HEJIOpPO3BHHEHICTB JIEFeHb JUTHHH B YTpoObi MaTepi
T1aTOJIOTis PO3BUTKY HAPOK y AUTHHH B yTpoOi Marepi
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Hedxi 3 nobi4nux peakuii, AKi BY BiguyBaeTe, MOXyTh 6YTH IOB’A3aHi 3 OCHOBHHM 3aXBOPIOBAHHAM Ha
pak. SIkino BY onepxyere npenapar Tpasumepa B koMGiHawil 3 XiMioTepanicro, AesKi 3 HUX TAKOX MOXKYTh
OyTH NOB’sA3aHi 3 XIMioTepartieo.

SIkmo y Bac BUHMKaIOTh Oynp-aki mobiuHi peakuii, 3BEpHITHCS A0 CBOTO Jikaps, ¢apmauesra a6o
MEJICECTPH.

IloBinomnennst npo moGiuni peaxmii

3BEpHITECA 10 CBOro Jikaps, ¢apmanesra abo MeICECTPH, SKIIO y BAC BHHHKAIOTH Oyb-iKi IOGiuHi
peakuii. Bour MoxyTh BxmouaTH Oyzb-aKi MOXCUIHBI MOGIYHI peakiyii, He NepeniueHi y BOMY JACTKY-
BRI/ Takox MOxHa noBimoMIIATH Npo no6iyHi peakuil Gesnocepennso yepes Be6-caiit Yellow Card
Scheme: www.mhra.gov.uk/yellowcard a6o yepe3 nmouryk MHRA Yellow Card Scheme B Google Play a6o
Apple App Store. Ilopinomnarouu rpo nobiuHi peaxiiil, BM MOKeTe JOIOMOITH HalaTu 6itblie iHpopmanii
upo 6e3neKy LBOro JiKapcEKOro 3acoby.

5. 5SIk 36epiratu npenapat Tpasumepa

36epiraiite el JiKapchbKuii 3aci6 B HEXOCTYITHOMY JUISl AiT€H MiCI.

He BuxopucTOByHTE LieH Npenapat micis 3aKkiHYeHHsS TepMiHy IPUIATHOCTI, 3a3HAYEHOrO Ha KapTOHHIM
YTIAKOBLIi Ta Ha eTuKeTHi ¢axona micas «[Ipunatuuit mo» (EXP). TepMiH NpHAaTHOCTI BiTHOCHTECA O
OCTaHHBOrO JHA MICHIIA.

36epiratu B xonoaunsHUKy (2° C - 8° C).

36epiraTi B OpHriHAIBHIN YIIAKOBL IS 3aXKUCTY Bij CBiTIIA.

Heposkpuri ¢nakonu npernapaty Tpasumepa MoxyTs 36epiratics npu temneparypi o 30° C nporarom
OfHOrO nepiony o 3 micauis. ITicas BITY4YeHHS 3 OXOJOMKYBAHOIO CXOBHINA mperapar Tpasumepa
3a60pPOHSAETHCA MOBEPTATH 10 HEOro. DaakoHN HEOOXiJHO YTHITI3yBaTH B KiHI LHOTO 3-MiCAYHOTO Nepiony
a6o mic/is 3aKiH4eHHS TePMiHy NPUAATHOCTI, AKKIf BKa3aHUi Ha QIIAKOHI, 3AI€XKHO BiJl TOrO, 10 CTAHETHCS
paniwe. Ha xapronHiit xopobui B moni «He 3acTocoByBaTH micns» HeoOXiOHO 3anmcaT AaTy yis
3a3HAYCHHS JaTH YTHIi3allii.

Pozyunn mna indys3iit i BUKOPHCTOBYBATH OfIpasy MiCiIsA PO3BEACHHS.

He sacrocosyiite npemapar Tpasumepa, SKIIO BH IMOMITHWIH Oyap-aki TBEpAi HacTHHKM 260 3MiHY
3HeOApBIICHHS PO3YHHY MEPEeS BBEACHHAM.

Jlikapceki 3aco6u He IIOBHHHI OYTH yTW/Ii30BaHi Yepe3 cTiyHi Boau a6o nobyToBi Bimgxoau. Criuraiite cBOro
¢apmanesTa sk yTHTi3yBaTH NMpenapar, skuii BaM 6inbiue He notpiben. Lli 3axo1m 10noMosKyTh 3aXHCTHTH
HaBKOJIUIIHE CEPETOBHLIE.

6. BmicT ynakoBKkH Ta iHma indopmanis

P IIlo micTaTs npenapar Tpa3sumepa
Hiroua peuoBuHa — TpacTy3ymMad. Onuu ¢GirakoH MiCTHTB:

* 150 Mr TpacTy3ymaly, SKHH CJIiJ] pO3UHHHTH Y 7,2 MJI CTEPHIIBHOL BOIH JUIA iH'€KHiH aGo

e 420 mr TpacTy3ymMaly, sSxuii cIIil po3uHHUTH Y 20 MJT CTEPUIIBHOT BOAM [ iH'eKIIiil.
OtprmanHii po34uH MiCTHTH NpuGIu3HO 21 Mr/Mit TpacTyzyMady.
Inwi inrpepients ue L-rictuaudy rigpoxnopuay MoHorigpat, L-ricrunus, caxaposa, noticopbar 20 (E
432).
» Sk Burasaae npenapar Tpasumepa i BMicT ynakoska
[Ipenapar Tpasumepa sBnse coGol0 MOPOLIOK IS KOHLEHTPATy M PO3uMHy s iHQys3il, skuii
MOCTAYAETHCH Y CKIAHOMY (PIaKOHi 3 ryMOBOIO Ipo6Koro, i MicTuts 150 Mr aGo 420 mr Tpactysymaby.
ITopomrok sBnse coboro 6immit kopaxk. KoxkHa kopoGka MicTUTE 1 ¢1akoH 3 MOPOIIKOM.

BrnacHuk peecrpanifiHoro nmocsiguenns
[Iatizep Eypona MA EEIT’

byneeap-ne-na-ILren 17 4
1050 Bbproccens
Beneris A
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Bupoounk

[¢paiizep Menrodexyypunr benpbris HB

Perfikcper 12
2870 Ilyype
Benwria

Jna orpumanus Oymp-skoi iHbopMauii mpo ued mnpemapar, OyIb Jacka, 3B'SXKITBCS 3 MiCUEBAM

IIpE€ACTaBHUKOM BJIACHHKaA peec*rpauifmoro IIOCBiJ]}IeHHSI.

Beawrin

JIroxcemOypr

Pfizer NV/SA

Ten.: +32 (0)2 554-62-11

Yecoka Pecnybitika
Pfizer, spol. sr.o.
Ten.: +420 283-00-41-11

JManisa
Pfizer ApS
Ten.: +45 44 20-11-00

HiMeyunna
Pfizer Pharma PFE GmbH
Ten.: +49 (0)30 550055-51000

Bouarapisa

[¢aiizep Jlrokcembypr CAPJI,
Kinou benrapus

Ten.: +359 2 970 43-33

Ectonin

Pfizer Luxembourg SARL Eesti filiaal

Ten.: +372 666-75-00

I'penin
PFIZER EAAAY A.E.
Ten.: +30 210 67-85-800

Icnanist
Pfizer S.L.
Ten.: +34 91 490-99-00

Dpannin
Pfizer
Ten.: + 33 (0)1 58 07-34-40

Xopaarist
Pfizer Croatia d.o.o.
Tes.: +385 1 39-08-777

Kinp
PFIZER EAAAZ A E. (CYPRUS BRANCH)
TnA: +357 22-81-76-90

Yropmuna
Pfizer Kft.
Ten.: +36 1 488-37-00

ManarnTa
Drugsales Ltd
Ten.: +356 21 41-90-70/1/2

Higepnanan
Pfizer bv
Ten.: +31 (0)10 406-43-01

Hopgerisa
Pfizer AS
Ten.: +47 67 52-61-00

Agcrpis
Pfizer Corporation Austria Ges.m.b.H.
Ten.: +43 (0)1 521-15-0

Iloabma
Pfizer Polska Sp. z o.0.
Temn.: +48 22 335-61-00

IlopTyranin
Laboratdrios Pfizer, Lda.
Ten.: +351 21 423-55-00

Pymynia
Pfizer Roméania S.R.L
Ten.: +40 (0)21 207-28-00

CaoBenin

Pfizer Luxembourg SARL, Pfizer, podruZnica
za svetovanje s podrocja farmacevtske
dejavnosti, Ljubljana

Ten.: +386 (0)1 52-11-400
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Ipnanain

Pfizer Healthcare Ireland

Ten.: +1800 63-33-63 (6e3xomToBHMH)
Ten.: +44 (0)1304 61-61-61

Icnannin
Icepharma hf.
Ten.: +354 540-80-00

ITauis
Pfizer S.r.l.
Ten.: +39 06 33-18-21

JlaTsisg
Pfizer Luxembourg SARL filiale Latvija
Tem.: +371 670-357-75

JlaTBa
Pfizer Luxembourg SARL filialas Lietuvoje
Ten.: +3705 251-40-00

Pecny6aika Cnosenist
Pfizer Luxembourg SARL, organiza¢na zlozka
Ten.: +421 2 3355 55-00

DinnsHENisA
Pfizer Oy
Ten.: +358 (0)9 43-00-40

IIBeuis
Pfizer AB
Ten.: +46 (0)8 550-520-00

Besanka Bpurania (IliBaiuna Ipiaanngis)
Pfizer Limited
Ten.: +44 (0)1304 61-61-61

Jlara ocTaHHBOIrO HeperyuIAy NLOro JucTKA-BIagku: MM/PPPP,

Iami prepena indopmanii

HertanpHa indopmaltis npo ueii ikapcekuii 3acid focTynHa Ha BeGcaiiti €BponeiicbKoro areHTCTea 3

JikapchbkHX 3acobiB: http://www.ema.europa.eu

TekcT pBOro MUCTKAa-BKIANKH B Nepernani Ha Bei Moeu €C/CEIT noctynuuii Ha BeOcaiiti €Bporieiicbkoro

areHTCTBA 3 JIIKapChKUX 3aco0iB.
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Hacrynna indopmania npuzHadeHa TUIbKH I8 MEJHIHAX NPANiBHAKIB
Ipenapar Tpasumepa Ui BHYTPIITHEOBEHHOTO 3aCTOCY BAHHS BUITYCKAETHCS Y CTEPUIIBHUX ATTiPOreHHHX
¢u1akoHax U OJHOPA30BOTO BUKOPUCTaHHs 6e3 KOHCEPBAHTIB.

et nikapcrpkuii 3aci6 HeoOXimHO 36epiraTu B 3aKpHUTIlt OPUriHAIBHIN YIIAKOBII 32 TEMIEPATYPH Bif 2 10
8 °C B XONOAWIBHHUKY.

3anevarani ¢uiakoHu nipenapary TpasuMepa MoxHa 36epiraty 3a Temneparypu jio 30 °C npoTtarom
€IIMHOrO repioAy mo 3 micauis. Ilicys BIIyUeHHS 3 0XONIOMKYBAHOTO cX0oBHLIA npenapaT Tpasumepa
3a00pOHSETHCS MOBEPTATH 10 OXOJOKYBAHOIO CXOBMINA. Y THII3YITe NPETApAT MMicis 3aKiH4EeHHS HOTo
3-micsa4HOro nepioxy abo TepMiHy NPHAATHOCTI, 3a3HAYEHOTO Ha (JIaKOHi, 3aJIEKHO Bifl TOTO, IO
CTaHEThCA paHille. 3aNUIIiTh NaTy « YTHII3yBaTH A0» Y BIAOBIAHOMY NOJIi HA KAPTOHHIN KOpOOI.

ITicra acenTHYHOrO PO3BEACHHSA B PO3UMHI UL iH €Kil (PO3UMH HATPIIO XJIOPHIY 3 KOHUEHTPALIIEIO

9 mr/mi (0,9 %)) posuunu npenapaty TpasuMepa U1 BHyTpiluHbOBeHHOI iH(y3ii 36epiratots dizuuHy Ta
XimMiyHy cTabiNbHICTh MpoTsarom nepiogy 1o 30 mHiB 3a TeMmepatypu Big 2 10 8 °C Ta mpoTaroMm

24 ropuH 3a Temnepatypu He Buie 30 °C.

3 Mikpo6ioJIOriYHOT TOUKHM 30y BiJHOBJIEHHH PO3YHH Ta po3yrH npenapaty Tpasumepa mns indysiit ciix
BUKOPHCTATH HETakHo. JKIIo npenapar He BAKOPHCTOBY€ETHCS HEraiHo, KOPUCTYBad HECe
Bi/INOBi/IAJIBHICTH 32 Yac Ta yMOBH Horo 36epiradHs 10 BUKOPUCTaHHA (3a3BMuail He 6inpiie 24 roquHH 3a
TeMneparypu Bif 2 1o 8 °C), AKIIO TiNbKH BIHOBJEHHS Ta PO3BeIEHII 1€ BinGyBanHcs B
KOHTPOJIbOBAHHUX Ta BATiIOBAHUX ACENITUYHHX YMOBaX.

ITpoueaypu BiAHOBJIEHHS Ta PO3BEICHHS CIIil BAKOHYBATH i3 3aCTOCYBaHHAM HAJIEXKHOI aCeNITHYHOL
MeToauku. HeobxinHO BXKUBATH BCiX HEOOXIAHHX 3aXOAiB JUIS 3a0€3IEYEHHs CTEPUIFHOCT] TOTOBUX
po3unHiB. OCKUIBKH Lie# JiKapchKui 3aci0 He MICTHTB XOJHHX AHTUMIKPOOHUX KOHCEPBAHTIB a60
6aKTepioCTaTUYHHX JOTMIOMIXKHHIX PEYOBHH, HEOOX1THO JOTPHMYBATUCS aCEITTHYHOT METONUKM.

AcenTiuHe npUroTyBaHHs, 36epiranHs Ta NOBOKEHHS 3 npenapaTom

ITin wac npurorysanns iHdys3ii npenapaTy HeoOXiAHO TOTPUMYBATHCA ACENTUYHUX METOIIB POGOTH.

ITpurotyBanHs ciiifi 34iACHIOBATH 3 JOTPUMAHHAM 3a3HAYEHUX HUXKYE BHMOT.

. [IpurorysanHs NOBHMHEH 3MiHCHIOBATH KBanihiKOBaHUI IEPCOHAT B aCENTHYHMX YMOBAX
BiIITOBIHO 10 NPaBUJI HAJIEKHOT MPAKTHKH, 30KpeMa LIOAO ACENITUYHOTO IPUrOTYBAHHS
NapeHTepaIbHUX Mpenaparis.

N [IpurotyBaHHs HEOOXiMHO 3AiHCHIOBATH y BUTSDKHIM adi 3 namiHapHUM MOToKOM a60 B wadi
GiosoriyHoi 6e3MeKH 3 JOTPUMAaHHIM CTaHAAPTHUX 3aMOOLKHUX 3aXO0/iB 00 6e3NeTHOro
TIOBOKEHH! 3 BHYTPIIIHBOBEHHHMH 3aCO0aMH.

. ITicig npuroTyBaHHA HeoOXiHe HanexHe 36epiraHHs IPUrOTOBAHOrO POIUMHY IJIs
BHYTpIIIHBOBEHHOI iH(}y3ii i3 3a0e3nedeHHsIM aCENTUUHUX YMOB.

ITics acenTHYHOTO BifIHOBJICHHS 3a JOMOMOTOI0 BOJM VIS iH’€KUil (He BXOIUTE Y KOMILIEKT TOCTABKH)

npenapar Tpasumepa 36epirae disuuHy Ta XiMiuHy cTabinbHICTh MPOTAroM 48 rofKH 3a TeMneparypH Bif
2 no 8 °C; BigHOBIEHUH PO3YHH 3a00POHSIETECSA 3aMOPOXKY BATH.

Tpazumepa mopolok UTg KOHUEHTPATY A8 po3duHy mig ivdyzid no 150 mMr

HeobXiIHO BUKOPHCTOBYBATH BiANIOBiOHY acentHuHy TexHiky. Kosxen duakon 3 Tpaszumepa no 150 mr
BiIHOBMIOIOT i3 7,2 MJ CTepWIbHOI BOAM 1A iH'eKUid (He BXOAWTH 10 ymakoeku). He MoxHa
BUKOPHCTOBYBAaTH iHIII PO3YMHHMKH U1 BifHOBIeHHS. OTPUMYIOTh pa3oBy HO03y po3umMHy 06’eMoM 7,4
MJI, 10 MICTHTh NpHOIU3HO 21 Mr/mit Tpacty3ymaby. Haguumok 4% rapanTye, o0 3a3HaueHa fo3a 150 mMr
Moke OyTH BifibpaHa 3 KOKHOTO (JIaKOHYy.
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Tpazumepa NOpoIIOK Ui KOHIEHTPATY A8 PO3uuHy s indyaii no 420 Mr

HeoOXinHO BHKOPMCTOBYBAaTH BiNNIOBIZHY acenTHuHy TexHiky. KoxeH dmakon 3 Tpasumepa mo 420 mr
BIAHOBIIOIOTS i3 20 MN CTepHIbHOI BOAM i iH'ekuidl (He BXOmMTH A0 ynaxkoek). He moxHa
BAKOPHCTOBYBATH 1HIII PO3YMHHUKH IJIs BiTHOBNEHHI. OTPUMYIOTh Pa3oBy 03y po3uHHy 06’eMom 20,6
MJI, 1O MiCTUTB npu6Tu3HO 21 Mr/m Tpactysymaby. Hannmuimok 5% rapasTye, 1m0 3a3HadeHa 103a 150 Mr
Mo>ke 6yTH BifibpaHa 3 KOXHOIro (IakoHy.

Tpasumaepa, MICTKiCTh O6’eM CTCPIIBHOI BOAM ISt

¢pakoHy iH’ ekl OtpumaHa KOHLIEHTpAIlis
150 Mr y dnakoHi + 7,2 M = 21 mr/mn

420 mr y dnakoHi + 20 M = 21 mr/mn

Ilix yac BiXHOBNEHHS 3 JikapchKUM 3ac060M TpasuMmepa cilifi HOBOAUTHCH 3 OBEPEXKHICTIO. Hapmipre
CHIHIOBAHHS IIil 4Yac BiTHOBJIEHHS a00 CTPYNIYBAaHHS BiZHOBIEHOTO PO3YMHY MOXE IIPH3BECTH 0
3HIDKEHHS KiUIbkocTi mpenapary Tpasumepa, sika Moxe 6yTu Bimibpana 3 (aakoHy.

[HCTPYKUIT UTA BIIHOBIEHHS:

1) 3a n0MOMOroK0 CTEpUIBPHOTO MINpPHUIA MOBUIBHO BBECTH HEOOXimHUM 06°€M (MK 3a3HA4YEHO BHIIE)
CTEPUIIBHOI BOMM JUIA iH'exiil y duakoH, wo MicTuTs fioditisoanuit npenapar Tpasumepa.

2) Ins posumHeHHs o6epexHO oGepTaTH duiakoH konuatbHIMH pyxamu. HE CTPYIIIYBATH!

Hesenuke crinioBanHs NPOayKTy HpPH BiIHOB/NEHH] € NPUILYCTHMHM. 3 METOIO YHHKHEHHS L(bOTO JajiTe
(naxoHy BifcToATHCS NpoTAToM GMM3BKO 5 XBHIMH. BinHoBnenuii npenmapar Tpasumepa mopuHeH 6yTu
Ge3bapeHum abo 671in0-KOPHYHEBATO-KOBTHM IPO30PMM DO3YMHOM, SKUM NPAKTHYHO HE MiCTHTH
BUIMMUX YaCTOYOK.

BuzHaute HeoOXigHuit 06'eM po3uunHy:

. ZUld BBEJIEHHS HABaHTaXYBAJIBHOI JO3H TPacTy3yMaly 4 MI/KT MacH Tiia a0o HOaNbIIoi
THDKHEBOI I03W TPacTy3yMaly 2 MI/KI MacH Tija:

006’em (M) = maca Tiga (kr) x 1032 (4 Mr/Kr HaBaHTaXYBANBHA 260 2 MI/KT NiATPEMYOYa /103a)
21 (Mr/mi1, KOHLISHTpALisl BIAHOBJIEHOTO PO3YMHY)

. JU1s BBEICHHA HABaHTaXKyBAJIbHOI J03M TpacTy3yMaby 8 Mr/kr mMacu Tina abo momambioi 3-
THXKHEBOT 03U TpacTy3ymaly 6 MI/KI MacH Tina:

06’em (M) = maca Tina (kr) X go3a (8 Mr/kr HaBaHTAKYBaNbHA 260 6 MI/KT NiATPUMYIOUA 11033)
21 (Mr/mi1, KOHLEHTPALS BiAHOBIEHOrO PO3UMHY)

HeoGxinuii 06°em posumty BinGuparoTs 3 driakoHa i BBOAATE B iHdysitinuit maker 3 moniBininxIopuy,
ToJtieTuIIEHy, NoMiNpomnineHy abo eTHIeHBIHUTaneTaTy, 60 CKISHMI QJIAKOH, 0 MiCTHTE 250 M 9 Mr/MJT
(0,9%) posunny wartpito xnopuny. He citif BUKOPHCTOBYBaTH po3qHMHM rmokosu. [udysiiiHuil maker a6o
dnakon cmin ofepexxHo mHepeBepratd OO NEpeMillaTH PO3YHH, 3aMo6iraodu YTBOPEHHIO IMiHH.
IHpenapatu s napeHTEpaLHOTO BBEJCHHS NEPe 3aCTOCYBAHHAM HEOGXiAHO Bi3yansHO OMISHYTH, W06
NMEPEeCBIAYMTUCS y BIACYTHOCTI MEXaHiuHMX JOMIIOK i 3MiHu 3aGapernenns. InQysiiiHuii posuuH ciix
BBOJUTH Biipa3y K ITICJIs IPUrOTYBAHHI.
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3ATBEP’KEHO
Haxa3zom MiHicTepcTBa 0XOPOHH
370poB’s YKpaiHu

OF O A0l NofA.F

PeecTpauiiine nocpijuenns

Ne /A ///f’ /A (O02/

THCTPYKIIiS PO 3aCTOCYBaHHS JIiKapchKOro 3aco0y, BHKJIAJIEHAa MOBOIO OpHTiHAIY (MOBOIO,
BiAMIHHOIO BiJ [EpKaBHOI), KOpOTKA XapaKTCPUCTHKA IIKapChKOTO 3aco0y, BHKIIAJCHA
MOBOIO OpHriHaTy (MOBOIO, BiIMIHHOIO BiJl ICp)KaBHOi), 3aTBEpIXKeHA BIANOBIAHO IO
HOpPMaTHBHHX BHMOT KpaiHu 3asBHHKa/BupoOHMKa 3rifHO 3 pe3yibraTaMH KIIHIYHHX
punpobyBans (KopoTka xapakrepucTnka Jgikapcbkoro 3aco0y Ta JImcTok-BKiIagka:
indopmanisa na nanienra).

3asBHHuK, kpaina: [Idaiizep Eitu. Ci. Ili. Kopnopeiimn, CIITA
Pfizer H.C.P. Corporation, USA
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ANNEX1

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

1. NAME OF THE MEDICINAL PRODUCT

Trazimera 150 mg powder for concentrate for solution for infusion

Trazimera 420 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Trazimera 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 chromatography
including specific viral inactivation and removal procedures.

Trazimera 420 meg powder for concentrate for solution for infusion

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

The reconstituted Trazimera solution contains 21 mg/ml of trastuzumab.

For the full list of excipients, see section 6.1.

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

White lyophilised powder or cake.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications
Breast cancer

Metastatic breast cancer

Trazimera 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 aze.
unsuitable for these treatments. £ Ixpaligy
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- 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

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

Trazimera 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

Trazimera 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.

Trazimera should only be used in patients with metastatic gastric cancer (MGC) whose tumours have
HER?2 overexpression as defined by IHC2+ and a confirmatory SISH or FISH result, or by an 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). Trazimera
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.

Trazimera 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 drug
being prepared and administered is Trazimera (trastuzumab) and not Kadcyla (trastuzumab
emtansine),

Posology
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Weekly schedule
The recommended initial loading dose is 4 mg/kg body weight. The recommended weekly
maintenance dose 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 Trazimera is 8 mg/kg body
weight. The recommended maintenance dose of Trazimera at three-weekly intervals is 6 mg/kg body
weight, beginning three weeks after the loading dose.

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

See section 5.1 for chemotherapy combination dosing.

Metastatic gastric cancer

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

Breast cancer and gastric cancer

Duration of treatment

Patients with MBC or MGC should be treated with Trazimera until progression of disease. Patients
with EBC should be treated with Trazimera 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 >10 points from baseline AND to below
50%, treatment should be suspended and a repeat LVEF assessment performed within approximately
3 weeks. If LVEF has not improved, or has declined further, or if symptomatic congestive heart
failure (CHF) has developed, discontinuation of Trazimera 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. P—
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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 Trazimera by more than one week, a re-loading dose of Trazimera
should be administered over approximately 90 minutes (weekly regimen: 4 mg/kg; three-weekly
regimen: 8 mg/kg) as soon as possible. Subsequent Trazimera maintenance doses (weekly

regimen:2 mg/kg; three-weekly regimen 6 mg/kg respectively) should be administered 7 days or

21 days later according to the weekly or three-weekly schedules respectively.

Special populations

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

Paediatric population

There is no relevant use of Trazimera in the paediatric population.

Method of administration

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

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

For instructions on reconstitution of Trazimera 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 trade 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).
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Cardiac dysfunction

General considerations

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

All candidates for treatment with Trazimera, 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 Trazimera. A careful risk-benefit assessment should be made
before deciding to treat with Trazimera.

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

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

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

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

Metastatic breast cancer
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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 Trazimera. In patients who receive anthracycline-containing
chemotherapy further monitoring is recommended, and should occur yearly up to 5 years from the
last administration of Trazimera, or longer if a continuous decrease of LVEF is observed.

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

Adjuvant treatment
Trazimera and anthracyclines should not be given concurrently in combination in the adjuvant

treatment setting.

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

Risk factors for a cardiac event identified in four large adjuvant studies included advanced age
(>50 years), low LVEF (<55%) at baseline, prior to or following the initiation of paclitaxel
treatment, decline in LVEF by 10-15 points, and prior or concurrent use of anti-hypertensive
medicinal products. In patients receiving trastuzumab after completion of adjuvant chemotherapy,
the risk of cardiac dysfunction was associated with a higher cumulative dose of anthracycline given
prior to initiation of trastuzumab and a body mass index (BMI) >25 kg/m?.

Neoadjuvant-adjuvant treatment

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

If patients have been treated concurrently with a full course of low-dose anthracyclines and
Trazimera 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 two trials (MO16432 and BO22227).
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In the pivotal trial BO22227, trastuzumab was administered concurrently with neoadjuvant
chemotherapy that contained four cycles of epirubicin (cumulative dose 300 mg/m?); at a median
follow-up exceeding 70 months, the incidence of cardiac failure/congestive cardiac failure was 0.3%
in the trastuzumab intravenous arm.

Clinical experience is limited in patients above 65 years of age.

Infusion-related reactions (IRRs) and hypersensitivity

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

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

Pulmonary events

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

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.
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or 4 mg/kg intravenous loading dose followed by 6 mg/kg q3w or 2 mg/kg qlw intravenous dose,
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 intravenous loading dose and
2 mg/kg intravenous dose weekly) and docetaxel (60 mg/m? intravenous dose) 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/GO01305 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 qlw intravenous) and observed serum concentrations in Japanese women
with HER2-positive MBC (study JP16003) no evidence of a PK effect of concurrent administration
of docetaxel on the pharmacokinetics of trastuzumab was found.

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

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

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

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should be advised to use effective contraception during treatment
with Trazimera and for 7 months after treatment has concluded (see section 5.2).
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revealed no evidence of impaired fertility or harm to the foetus. Placental transfer of trastuzumab
during the early (days 20-50 of gestation) and late (days 120-150 of gestation) foetal development
period was observed. It is not known whether trastuzumab can affect reproductive capacity. As
animal reproduction studies are not always predictive of human response, trastuzumab should be
avoided during pregnancy unless the potential benefit for the mother outweighs the potential risk to
the foetus.

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

Breast-feeding

A study conducted in lactating Cynomolgus monkeys at doses 25 times that of the weekly human
maintenance dose of 2 mg/kg trastuzumab intravenous formulation demonstrated that trastuzumab is
secreted in the milk. 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 IgGl1 is secreted into human milk,
and the potential for harm to the infant is unknown, women should not breast-feed during Trazimera
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

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

4.8 Undesirable effects

Summary of the safety profile

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

Tabulated list of adverse reactions

In this section, the following categories of frequency have been used: very common (>1/10),
common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare
(<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness.

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

All the terms included are based on the highest percentage seen in pivotal clinical trials. In ad_gfftrqp
terms reported in the post-marketing setting are included in Table 1. HEE
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Table 1 Undesirable Effects Reported with Intravenous Trastuzumab Monotherapy or in
Combination with Chemotherapy in Pivotal Clinical Trials (N=8386) and in Post-Marketing

System organ class

Adverse reaction

Frequency

Infections and infestations | Infection Very common

Nasopharyngitis Very common
Neutropenic sepsis Common
Cystitis Common
Influenza Common
Sinusitis Common
Skin infection Common
Rhinitis Common
Upper respiratory tract infection Common
Urinary tract infection Common
Pharyngitis Common

Neoplasms benign, Malignant neoplasm progression Not known

malignant and unspecified | Neoplasm progression Not known

(incl. Cysts and polyps)

Blood and lymphatic Febrile neutropenia Very common

system disorders Anaemia Very common
Neutropenia Very common
White blood cell count Very common
decreased/leukopenia
Thrombocytopenia Very common
Hypoprothrombinaemia Not known
Immune thrombocytopenia Not known

Immune system disorders | Hypersensitivity Common

*Anaphylactic reaction Rare
* Anaphylactic shock Rare

Metabolism and nutrition
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
Nervous system disorders | !Tremor Very common
Dizziness Very common
Headache Very common
Paraesthesia Very common
Dysgeusia Very common
Peripheral neuropathy Common
Hypertonia Common
Somnolence Common
Eye disorders Conjunctivitis Very common
Lacrimation increased Very common
Dry eye Common
Papilloedema Not known
Retinal haemorrhage Not known
Ear and labyrinth disorders | Deafness Uncommon

Cardiac disorders

'Blood pressure decreased

Very common

Blood pressure increased

Very common

"Heart beat irregular

Very common

e A

iy

!Cardiac flutter Very common o “qg’;‘;’ hIE,
Ejection fraction decreased” Very common £/ "o %o N
: Ty o 2

*Cardiac failure (congestive) Common ifr < j'
*ISupraventricular tachyarrhythmia Common I nnA =
& yamhyt e TOKYMEHTIE >
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System organ class

Adverse reaction

Frequency

Cardiomyopathy Common
"Palpitation Common
Pericardial effusion Uncommon
Cardiogenic shock Not known
Gallop rhythm present Not known
Vascular disorders Hot flush Very common
*'Hypotension Common
Vasodilatation Common
Respiratory, thoracic and | *Dyspnoea Very common
mediastinal disorders Cough Very common
Epistaxis Very common
Rhinorrhoea Very common
“Pneumonia Common
Asthma Common
Lung disorder Common
“Pleural effusion Common
*'Wheezing Uncommon
Pneumonitis Uncommon
*Pulmonary fibrosis Not known
*Respiratory distress Not known
*Respiratory failure Not known
“Lung infiltration Not known
*Acute pulmonary oedema Not known
*Acute respiratory distress syndrome Not known
“Bronchospasm Not known
*Hypoxia Not known
*Oxygen saturation decreased Not known
Laryngeal oedema Not known
Orthopnoea Not known
Pulmonary oedema Not known
Interstitial lung disease Not known
Gastrointestinal disorders | Diarrhoea Very common
Vomiting Very common
Nausea Very common
"Lip swelling Very common
Abdominal pain Very common
Dyspepsia Very common
Constipation Very common
Stomatitis Very common
Haemorrhoids Common
Dry mouth Common
Hepatobiliary disorders Hepatocellular injury Common
Hepatitis Common
Liver tendemness Common
Jaundice Rare
Skin and subcutaneous Erythema Very common
tissue disorders Rash Very common
ISwelling face Very common
Alopecia Very common
Nail disorder Very common
Palmar-plantar erythrodysaesthesia Very common ﬁfa‘i‘
syndrome &7
Acne Common fEet
Dry skin Common o=
Ecchymosis Common Bl

12

i

Lt T
7,1\(6-3_!-!-75&"“.":-_._

L e
B Hr,

o

Ans
HKYMEHTIS

Ny

2N,

s
o
o
.'.II;I :




System organ class

Adverse reaction

Frequency

Hyperhydrosis Common
Maculopapular rash Common
Pruritus Common
Onychoclasis Common
Dermatitis Common
Urticaria Uncommon
Angioedema Not known
Musculoskeletal and Arthralgia Very common
connective tissue disorders | 'Muscle tightness Very common
Myalgia Very common
Arthritis Common
Back pain Common
Bone pain Common
Muscle spasms Common
Neck Pain Common
Pain in extremity Common
Renal and urinary disorders| Renal disorder Common
Glomernulonephritis membranous Not known
Glomerulonephropathy Not known
Renal failure Not known
Pregnancy, puerperium and | Oligohydramnios Not known
perinatal conditions Renal hypoplasia Not known
Pulmonary hypoplasia Not known
Reproductive system and | Breast inflammation/mastitis Common

breast disorders

General disorders and
administration site
conditions

Asthenia Very common
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 Contusion Common

procedural complications

* Denotes adverse reactions that have been reported in association with a fatal outcome.
! Denotes adverse reactions that are reported largely in association with Infusion-related reactions. Specific
percentages for these are not available.
* Observed with combination therapy following anthracyclines and combined with taxanes

Description of selected adverse reactions

Cardiac dysfunction

Congestive heart failure NYHA Class II-IV) is a common adverse reaction associated with the use
of trastuzumab and has been associated with a fatal outcome (see section 4.4). Signs and symptoms

of cardiac dysfunction such as dyspnoea, orthopnoea, increased cough, pulmonary oedema, S3

gallop, or reduced ventricular ejection fraction, have been observed in patients treated with

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

When trastuzumab was administered after completion of adjuvant chemotherapy NYHA Class III-IV
heart failure was observed in 0.6% of patients in the one-year arm after a median follow-up of

12 months. In study BO16348, after a median follow-up of 8 years the incidence of severe CHF
(NYHA Class III & IV) in the trastuzumab 1 year treatment arm was 0.8%, and the rate of mild
symptomatic and asymptomatic left ventricular dysfunction was 4.6%.

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

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

Infusion reactions, allergic-like reactions and hypersensitivity

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

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

Anaphylactoid reactions have been observed in isolated cases.

Haematotoxicity

Febrile neutropenia, leukopenia, anaemia, thrombocytopenia and neutropenia occurred very

commonly. The frequency of occurrence of hypoprothrombinaemia is not known. The risk of

neutropenia may be slightly increased when trastuzumab is administered with docetaxel following
anthracycline therapy.

Pulmonary events P x;f&{ﬁ%ﬁ
Severe pulmonary adverse reactions occur in association with the use of trastuzumab and have, b‘&en aBHHy,
associated with a fatal outcome. These include, but are not limited to, pulmonary infiltrates, chttg
respiratory distress syndrome, pneumonia, pneumonitis, pleural effusion, respiratory distr ess( aclite 1

pulmonary oedema and respiratory insufficiency (see section 4.4). f
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Details of risk minimisation measures that are consistent with the EU Risk Management Plan are
presented in (section 4.4) Warnings 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 trastuzumab intravenous developed antibodies against
trastuzumab. Neutralizing anti-trastuzumab antibodies were detected in post-baseline samples in 2 of
30 patients in the trastuzumab intravenous arm.

The clinical relevance of these antibodies is not known. The presence of anti-trastuzumab antibodies
had no impact on the pharmacokinetics, efficacy (determined by pathological Complete Response
[pCR] and event free survival [EFS]) and safety determined by occurrence of administration related
reactions (ARRSs) 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 national reporting system
listed in Appendix V.

4.9 Overdose

There is no experience with overdose in human clinical trials. Single doses of trastuzumab alone
greater than 10 mg/kg have not been administered in the clinical trials; a maintenance dose of 10
mg/kg q3w following a loading dose of 8 mg/kg has been studied in a clinical trial with metastatic
gastric cancer patients. Doses up to this level were well tolerated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies, ATC code: LO1XCO03

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

Trastuzumab is a recombinant humanised IgG1 monoclonal antibody against the human epidermal
growth factor receptor 2 (HER2). Overexpression of HER2 is observed in 20%-30% of primary
breast cancers. Studies of HER2-positivity rates in gastric cancer (GC) using immunohistochemistry
(THC) and fluorescence in situ hybridization (FISH) or chromogenic in situ hybridization (CISH)
have shown that there is a broad variation of HER2-positivity ranging from 6.8% to 34.0% for IHC
and 7.1% to 42.6% for FISH. Studies indicate that breast cancer patients whose tumours overexpress
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

B i
3 4] SeiH a >

Trastuzumab binds with high affinity and specificity to sub-domain IV, a juxta-membrane regloﬁ‘: of BT,
HER2’s extracellular domain. Binding of trastuzumab to HER2 inhibits ligand-independent HER 2: N
signalling and prevents the proteolytic cleavage of its extracellular domain, an activation meg} @sm s .
of HER2. As a result, trastuzumab has been shown, in both in vitro assays and in animals, to! tmz:]::ﬂ:ut]1 SYMEHTIE :‘5
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the proliferation of human tumour cells that overexpress HER2. Additionally, trastuzumab is a
potent mediator of antibody-dependent cell-mediated cytotoxicity (ADCC). In vitro, trastuzumab-
mediated ADCC has been shown to be preferentially exerted on HER2 overexpressing cancer cells
compared with cancer cells that do not overexpress HER2.

Detection of HER2 overexpression or HER2 gene amplification

Detection of HER2 overexpression or HER2 gene amplification in breast cancer

Trastuzumab should only be used in patients whose tumours have HER2 overexpression or HER2
gene amplification as determined by an accurate and validated assay. HER2 overexpression should
be detected using an immunohistochemistry (IHC)-based assessment of fixed tumour blocks (see
section 4.4). HER2 gene amplification should be detected using fluorescence in situ hybridisation
(FISH) or chromogenic in situ hybridisation (CISH) of fixed tumour blocks. Patients are eligible for
Trazimera 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 THC staining patterns is as stated in Table 2:

Table 2 Recommended Scoring System to Evaluate the JHC Stammg Patterns in Breast Cancer

Score Staining pattern HER?2 overexpression
assessment
0 No staining is observed or membrane staining is observed | Negative
in <10% of the tumour cells
1+ A faint/barely perceptible membrane staining is detected Negative

in >10% of the tumour cells. The cells are only stained in
part of their membrane.

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

of the tumour cells.

In general, FISH is considered positive if the ratio of the HER2 gene copy number per tumour cell to
the chromosome 17 copy number is greater than or equal to 2, or if there are more than 4 copies of
the 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
Only an accurate and validated assay should be used to detect HER2 overexpression or HER2 gene’ pal aThg w: ,
amplification. IHC is recommended as the first testing modality and in cases where HER2 ge;ﬁf’ 2B HUTe N
amplification status is also required, either a silver-enhanced in situ hybridization (SISH) o aEi’SH
technique must be applied. SISH technology is however, recommended to allow for the pafy G

evaluation of tumour histology and morphology. To ensure validation of testing procedme§ and lhfe 1 JEHTIB

generation of accurate and reproducible results, HER2 testing must be performed in a labor tor}'
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staffed by trained personnel. Full instructions on assay performance and results interpretation should
be taken from the product information leaflet provided with the HER2 testing assays used.

In the ToGA (BO18255) trial, patients whose tumours were either IHC3+ or FISH positive were
defined as HER2-positive and thus included in the trial. Based on the clinical trial results, the

beneficial effects were limited to patients with the highest level of HER2 protein overexpression,
defined by a 3+ score by IHC, or a 2+ score by IHC and a positive FISH result.

In a method comparison study (study D008548) a high degree of concordance (>95%) was observed
for SISH and FISH techniques for the detection of HER2 gene amplification in gastric cancer

patients.

HER?2 overexpression 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 HER2
pattern pattern overexpression
assessment
No reactivity or membranous No reactivity or membranous
0 reactivity in <10% of tumour reactivity in any tumour cell Negative
cells
Faint/barely perceptible Tumour cell cluster with a faint/
membranous reactivity in >10% | barely perceptible membranous
1+ of tumour cells; cells are reactivity irrespective of Negative
reactive only in part of their percentage of tumour cells stained
membrane
Weak to moderate complete, Tumour cell cluster with a weak to
basolateral or lateral moderate complete, basolateral or
2+ membranous reactivity in >10% | lateral membranous reactivity Equivocal
of tumour cells irrespective of percentage of
tumour cells stained
Strong complete, basolateral or | Tumour cell cluster with a strong
lateral membranous reactivity in | complete, basolateral or lateral
3+ >10% of tumour cells membranous reactivity irrespective | Positive
of percentage of tumour cells
stained

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

Clinical efficacy and safety

Metastatic breast cancer

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

Trastuzumab has also been used in combination with paclitaxel or docetaxel for the trealmcnt%t
patients who have not received chemotherapy for their metastatic disease. Patients who hag; el A

T,

[xpalia
\JaBHML(T "\!\'.:'-'\

previously received anthracycline-based adjuvant chemotherapy were treated with paclitas e 2

(175 mg/m? infused over 3 hours) with or without trastuzumab. In the pivotal trial of doceta\cel

(100 mg/m? infused over 1 hour) with or without trastuzumab, 60% of the patients had recé{ved prior
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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 among those patients with higher levels of overexpression of HER2 (3+).

The main test method used to determine HER2 positivity in the pivotal trial of docetaxel, with or
without trastuzumab, was immunohistochemistry. A minority of patients was tested using
fluorescence in-situ hybridisation (FISH). In this trial, 87% of patients entered had disease that was

THC3+, and 95% of patients entered had disease that was IHC3+ and/or FISH-positive.

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

4:
Table 4 Efficacy Results from the Monotherapy and Combination Therapy Studies
Parameter Monotherapy Combination Therapy
Trastuzumab! | Trastuzumab | Paclitaxel’ | Trastuzumab | Docetaxel®
plus plus docetaxel®
N=172 paclitaxel? N=77 N=92 N=94
N=68

Response 18% 4%% 17% 61% 34%
rate (95% (13-25) (36-61) (9-27) (50-71) (25-45)
CD
Median 9.1 8.3 4.6 11.7 5.7
duration of (5.6-10.3) (7.3-8.8) (3.7-74) (9.3-15.0) (4.6-7.6)
response
(months)
(95% CI)
Median TTP 32 7.1 3.0 11.7 6.1
(months) (2.6-3.5) (6.2-12.0) (2.0-4.4) (9.2-13.5) (5.4-7.2)
(95% CD
Median 16.4 24.8 17.9 31.2 22.74
Survival (12.3-ne) (18.6-33.7) (11.2-23.8) (27.3-40.8) (19.1-30.8)
(months)
(95% CI)

TTP = time to progression; "ne" indicates that it could not be estimated or it was not yet reached.
1. Study H0649g: THC3+ patient subset
2. Study H0648g: THC3+ patient subset

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

Combination treatment with trastuzumab and anastrozole

Trastuzumab has been studied in combination with anastrozole for first line treatment ogﬁ 6
HER?2 overexpressing, hormone-receptor (i.e. oestrogen-receptor (ER) and/or progestero: e—neceptor
(PR)) positive postmenopausal patients. Progress1on free survival was doubled in the Lra, tt_lEEumab N w




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 Trastuzumab
plus paclitaxel® plus
docetaxel*
=105 N=72 N=32 N=110
Response rate 24% 27% 59% 73%
(95% CI) (15-35) (14-43) (41-76) (63-81)
Median duration 10.1 7.9 10.5 134
of response (2.8-35.6) (2.1-18.8) (1.8-21) (2.1-55.1)
(months) (range)
Median TTP 34 7.7 12.2 13.6
(months) (2.8-4.1) (4.2-8.3) (6.2-ne) (11-16)
| (95% CI)
Median Survival ne ne ne 47.3
(months) (32-ne)
(95% CI)

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

Study BO15935
Study MO16419

B R

Sites of progression

Study WO16229: loading dose 8 mg/kg, followed by 6 mg/kg 3 weekly schedule
Study MO16982: loading dose 6 mg/kg weekly x 3; followed by 6 mg/kg 3-weekly schedule

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 desxgned“""" =

atHa o

to investigate the clinical utility of combining trastuzumab treatment with paclitaxel fq!iow‘iﬂﬂ‘* "y T.g

AC chemotherapy, additionally the NCCTG N9831 study also investigated adding
trastuzumab sequentially to AC—P chemotherapy in patients with HER2-positive Eﬁ

following surgery.
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- 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 cm 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 (pNO) lymph node involvement, and at least 1 of the following
factors: tumour size greater than 2 cm, oestrogen 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 12 months*

Median follow-up 8 years**

Observation

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

Disease-free survival

- No. patients with event 219 (12.9%) 127 (7.5%) 570 (33.6%) 471 (27.7%)

- No. patients without event 1474 (87.1%) 1566 1127 (66.4%) 1231 (72.3%)
(92.5%)

P-value versus Observation < 0.0001 <0.0001

Hazard Ratio versus 0.54 0.76

Observation

Recurrence-free survival

- No. patients with event 208 (12.3%) 113 (6.7%) 506 (29.8%) 399 (23.4%)

- No. patients without event 1485 (87.7%) 1580 1191 (70.2%) 1303 (76.6%)
(93.3%)

P-value versus Observation < 0.0001 < 0.0001

Hazard Ratio versus 0.51 0.73

Observation

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 1209 (71.2%) 1303 (76.6%)
(94.6%)

P-value versus Observation < 0.0001 <0.0001

Hazard Ratio versus 0.50 0.76

Observation

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 1347 (79.4%) 1424 (83.7%)
(98.2%)

P-value versus Observation 0.24 0.0005

Hazard Ratio versus 0.75 0.76

*Co-primary endpoint of DFS of 1 year versus observation met the pre-defined statistical boundafys
*+Final analysis (including crossover of 52% of patients from the observation arm to trastuzumab).;
o
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*+*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% CI1 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% CI 0.67, 0.86). This translates into an absolute benefit in terms of an 8 year disease
free survival rate of 6.4 percentage points in favour of 1 year trastuzumab treatment.

In this final analysis, extending trastuzumab treatment for a duration of two years did not show
additional benefit over treatment for 1 year [DFS HR in the intent to treat (ITT) population of 2 years
versus 1 year=0.99 (95% CI: 0.87, 1.13), p-value=0.90 and OS HR=0.98 (0.83, 1.15); p-value=0.78].
The rate of asymptomatic cardiac dysfunction was increased in the 2-year treatment arm (8.1%
versus 4.6% in the 1-year treatment arm). More patients experienced at least one grade 3 or 4 adverse
event in the 2-year treatment arm (20.4%) compared with the 1-year treatment arm (16.3%).

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

Doxorubicin and cyclophosphamide were administered concurrently as follows:
- intravenous push doxorubicin, at 60 mg/m?, given every 3 weeks for 4 cycles.

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

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

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

or

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

The efficacy results from the joint analysis of the NSABP B-31 and NCCTG 9831 trials at the time
of the definitive analysis of DFS" are summarized in Table 7. The median duration of follow up was
1.8 years for the patients in the AC—P arm and 2.0 years for patients in the AC—PH arm.

Table 7 Summary of Efficacy Results from the Joint Analysis of the NSABP B-31 and NCCTG
N9831 Trials at the Time of the Definitive DFS Analysis"

Parameter AC—-P AC—-PH Hazard Ratio vs
(n=1679) (n=1672) AC—-P (95% CI)
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)ZSF e
p<0000l;;:/’ "’\1 WL Ty

-I‘:?("r ! o

Death (OS event): bos

No. patients with event 92 (5.5) 62 (3.7) 0.67 (0.485(0,92)

p=0.0142 7 | o=
LN

B T
‘t:c .
<
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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
529% 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% CI 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
(N=2032) (N=2031) AC—P versus AC—P
95% CI)
Death (OS event):
No. patients with event (%) 418 (20.6%) | 289 (14.2%) <0.0001 . 0.64
(0.55, 0.74)

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

DFS analysis was also performed at the final analysis of OS from the joint analysis of studies
NSABP B-31 and NCCTG N9831. The updated DFS analysis results (stratified HR=0.61; 95% CI
[0.54, 0.697) showed a similar DFS benefit compared to the definitive primary DFS analysis, despite
24.8% patients in the AC—P arm who crossed over to receive trastuzumab. At 8 years, the disease-
free survival rate was estimated to be 77.2% (95% CI: 75.4, 79.1) in the AC—PH arm, an absolute
benefit of 11.8% compared with the AC—P arm.

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

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

or
- intravenous docetaxel - 75 mg/m? as an intravenous infusion over 1 hour, given every 3 weeks=zo==, s,
for 6 cycles (day 2 of cycle 1, then day 1 of each subsequent cycle) p ;_//: fa“éj H ': f( ,_"“‘
A 9
VSR
which was followed by: J\ ::Q
- carboplatin - at target AUC=6 mg/mL/min administered by intravenous infusion over 5‘ *1 ,qomj’lij:?m'” oI

30-60 minutes repeated every 3 weeks for a total of six cycles
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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

Parameter AC—-D AC—DH Hazard Ratio vs
(n=1073) (n=1074) AC—D
(95% CI)
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; CI = confidence interval

Table 10 Overview of Efficacy Analyses BCIRG 006 AC—D versus DCarbH

Parameter AC—-D DCarbH Hazard Ratio vs
(n=1073) (n=1074) AC—-D
(95% CI)
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 and
trastuzumab; CI = confidence interval

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

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

4-#?# ...... o = T
“Jypalha

In addition a post-hoc exploratory analysis was performed on the data sets from the joint agﬁlysm BRIy, X
(JA) NSABP B-31/NCCTG N9831* and BCIRG006 clinical studies combining DFS ev/gﬁxs and .
symptomatic cardiac events and summarised in Table 11: B

ana
* BOKYMEHTIE

Juemuy;
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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

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

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

CI = confidence interval

*At the time of the definitive analysis of DFS. Median duration of follow up was 1.8 years in the AC—P arm
and 2.0 years in the AC—PH arm

**Median duration of long term follow-up for the Joint Analysis clinical studies was 8.3 years (range: 0.1 to
12.1) for the AC—PH arm and 7.9 years (range: 0.0 to 12.2) for the AC—P arm; Median duration of long term
follow-up for the BCIRG 006 study was 10.3 years in both the AC—D arm (range: 0.0 to 12.6) arm and the
DCarbH arm (range: 0.0 to 13.1), and was 10.4 years (range: 0.0 to 12.7) in the AC—DH arm

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

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

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

which was followed by
. Paclitaxel 175 mg/m? administered 3-weekly for 4 cycles,
which was followed by
. CMTF on day 1 and 8 every 4 weeks for 3 cycles e

. f‘.l‘{:‘.’?/‘_‘\ 2B ;—":Il:{z 7’& 1\i‘-
which was followed after surgery by fs o ° 2N
. additional cycles of adjuvant trastuzumab (to complete 1 year of treatment) SR ﬂﬁ_’:\

{\2 LOKYMEHTIE 321
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The efficacy results from study MO16432 are summarized in Table 12. The median duration of
follow-up in the trastuzumab arm was 3.8 years.

Table 12 Efficacy Results from MO16432

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

Event-free survival Hazard Ratio
(95% CI)

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

Total pathological complete 40% 20.7%

response’ (95% CI) (31.0, 49.6) (13.7,29.2) p=0.0014

Overall survival Hazard Ratio
(95% CI)

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

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

An absolute benefit of 13 percentage points in favour of the trastuzumab arm was estimated in terms
of 3-year event-free survival rate (65% versus 52%).

Metastatic gastric cancer

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

Chemotherapy was administered as follows:

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

or

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

Either of which was administered with:

- cisplatin - 80 mg/m? every 3 weeks for 6 cycles on day 1 of each cycle.

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

Table 13 Efficacy Results from BO18225

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

Overall Survival, Median months 11.1 13.8 0.74 (0.60-0.91) 0.0046
Progression-Free Survival, 55 6.7 0.71 (0.59-0.85) 0.0002
Median months
Time to Disease Progression, 5.6 7.1 0.70 (0.58-0.85) 0.0003
Median months
Overall Response Rate, % 34.5% 47.3% 1.707 (1.22, 2.38) 0.0017
Duration of Response, Median 4.8 6.9 0.54 (0.40-0.73) <0.0001
months >

FP + H: Fluoropyrimidine/cisplatin + trastuzumab
FP: Fluoropyrimidine/cisplatin
2 Odds ratio
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Patients were recruited to the trial who were previously untreated for HER2-positive inoperable
locally advanced or recurrent and/or metastatic adenocarcinoma of the stomach or gastro-
oesophageal junction not amenable to curative therapy. The primary endpoint was overall survival
which was defined as the time from the date of 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% CI 0.51-1.11)
in the THC2+/FISH+ group and the HR was 0.58 (95% CI 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% CI 0.51-1.79)], non measurable [HR 1.78 (95% CI 0.87-3.66)] and locally advanced
disease [HR 1.20 (95% CI 0.29-4.97)].

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
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 L, IT and III trials receiving
intravenous trastuzumab. 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 ti» 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 (Cuin, Cmax and AUC). Linear clearance was 0.136 L/day for MBC, 0.112 L/day for EBC
and 0.176 L/day for AGC. The non-linear elimination parameter values were 8.81 mg/day for the
maximum elimination rate (Vmax) and 8.92 pg/mL for the Michaelis-Menten constant (Kn) for the
MBC, EBC, and AGC patients. The central compartment volume was 2.62 L for patients with MBC
and EBC and 3.63 L for patients with AGC.

In the final population PK model, in addition to primary tumour type, body-weight, serum aspartate
aminotransferase and albumin were identified as a statistically significant covariates affecting the
exposure of trastuzumab. However, the magnitude of effect of these covariates on trastuzumab
exposure suggests that these covariates are unlikely to have a clinically meaningful effect on
trastuzumab concentrations.

The population predicted PK exposure values (median with 5th - 95th Percentiles) and PK parameter
values at clinically relevant concentrations (Cmax and Cmin) for MBC, EBC and AGC patients treated
with the approved qlw and q3w dosing regimens are shown in Table 14 (Cycle 1), Table 15 e I‘E“E*«
(steady-state), and Table 16 (PK parameters). i ‘“pa %

4 s

LA
Table 14 Population Predicted Cycle 1 PK Exposure Values (Median with 5th - 95th P¢ £ e?mles) for
Trastuzumab Intravenous Dosing Regimens in MBC, EBC and AGC Patients
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. Primary tumour Cuin AUC-21days
EEELEn type N (ugmi) | Co= ML) | 0 daymL)
287 182 1376
VBC 805" | 090-463) | (134-280) | (728-1998)
8 mefkg + 1 1390
6 mg/kg EBC 390 S0 i
(18.7-455) | (127-227) | (1039 -1895)
q3w
o - 231 132 1109
(6.1-503) | (842-225) | (588-1938)
374 765 1073
4 mg/kg + NIEE 805 | (87-58.9) | (49.4-114) | (597-1584)
2 mg/kg qw 38.9 76.0 1074
EBC 30 | 953.588) | (547-104) | (783 -1502)

Table 15 Population Predicted Steady State PK Exposure Values (Median with 5th - 95th
Percentiles) for Trastuzumab Intravenous Dosing Regimens in MBC, EBC and AGC Patients

Primary Time to
. Cmin,ss" Cmax,ss** AUCss, 0-21days Steady'
Regimen t“t‘;‘l‘)’:r N (ug/mL) (ug/mL) | (pg.day/mL) | state™
(week)
442 179 1736
MBE 805 | (18-854) | (123-266) | (618 -2756) N
86nrlng£/(1§g+ EBC 390 e bea (11393227 ; 15
el (28.7-85.8) | (134-247) b
329 131 1338
S 274 | (6.1-889) | (72.5-251) | (557-2875) o
63.1 107 1710
Amgha+| MBC 805 1 (117-107) | (54.2-164) | (581-2715) I
2 mg/kg 1893
72.6 115
qw EBC 390 (1309 - 14
(46-109) | (82.6-160) =
Cmm ss = Cnmin at steady state

**Crax,ss = Cmax at steady state

X%

time to 90% of steady-state

Table 16 Population Predicted PK Parameter Values at Steady State for Trastuzumab Intravenous
Dosing Regimens in MBC, EBC and AGC Patients

Total CL range ¢ f C ¢
. Primary from Caxss t0 IAANCCHEONT S Rl <0
Regimen N Chinyss
tumour type Cmin,ss (day)
(L/day)

MBC 805 0.183-0.302 15.1-23.3

8 me/ke + 6mgke ™ gpC 390 0.158 - 0.253 17.5- 266

ew AGC 274 0.189-0.337 12.6 - 20.6

4 mg/kg + 2 mg/kg MBC 805 0.213 - 0.259 17.2-20.4

qw EBC 390 0.184 - 0.221 19.7-23.2

Trastuzumab washout

Trastuzumab washout period was assessed following qlw or q3w intravenous administration using

about 97% washout) by 7 months.
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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 Kn) (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.

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

sucrose

polysorbate 20 (E 432)

6.2 Incompatibilities

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

It must not be diluted with glucose solutions.
6.3 Shelflife

Unopened vial

4 years

Aseptic reconstitution and dilution

After aseptic reconstitution with sterile water for injections the reconstituted solution is physically
and chemically stable for 48 hours at 2°C — 8°C. Any remaining reconstituted solution should be
discarded.

After aseptic dilution in sodium chloride 9 mg/mL (0.9%) solution for injection, solutions of
Trazimera for intravenous infusion are physically and chemically stable in polyvinylchloride,
polyethylene, polypropylene or ethylene vinyl acetate bags, or glass intravenous bottles for up to
30 days at 2°C — 8°C, and 24 hours at temperatures not exceeding 30°C. s o
P
From a microbiological point of view, the reconstituted solution and Trazimera infusioﬁ?SQLﬁt'ion
should be used immediately. If not used immediately, in-use storage times and uondm?ﬁt!gare the @
responsibility of the user and would not normally be longer than 24 hours at 2°C - 8°p‘—unl%§s‘1 o ’.P":"-. B
reconstitution and dilution have taken place under controlled and validated aseptic cofy 1t{§ns
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6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Store in the original package in order to protect from light.

Unopened vials of Trazimera may be stored up to 30°C for a single period of up to 3 months. Upon
removal from refrigerated storage, Trazimera must not be returned to refrigerated storage. Discard at
the end of this 3-month period or by the expiry date on the vial, whichever occurs first. Record the
“discard by” date in the date field provided on the carton.

For storage conditions of the reconstituted medicinal product, see sections 6.3 and 6.6.

6.5 Nature and contents of container

Trazimera 150 mg powder for concentrate for solution for infusion

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

Each carton contains one vial.

Trazimera 420 mg powder for concentrate for solution for infusion

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

Each carton contains one vial.

6.6 Special precautions for disposal and other handling

Trazimera 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.
. followed by adequate storage of the prepared solution for intravenous infusion to ensure

maintenance of the aseptic conditions.

If preparation is intended to be stored for more than 24 hours prior to use, then the reconstitution and
dilution procedure should be performed in a laminar flow hood or biological safety cabinet using
standard precautions for the safe handling of intravenous agents.

Trazimera should be carefully handled during reconstitution. Causing excessive foaming during
reconstitution or shaking the reconstituted solution may result in problems with the amouq;-ﬁf_%%’;’éi’lr;

Trazimera that can be withdrawn from the vial. P AP LI T
£ o o

The reconstituted solution should not be frozen.
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Trazimera 150 me powder for concentrate for solution for infusion

Appropriate aseptic technique should be used. Each 150 mg vial of Trazimera is reconstituted with
7.2 mL of sterile water for injections (not supplied). Use of other reconstitution solvents should be
avoided.

This yields a 7.4 mL solution for single-dose use, containing approximately 21 mg/mL trastuzumab,
at a pH of approximately 6.0. An overfill of 4% ensures that the labelled dose of 150 mg can be
withdrawn from each vial.

Trazimera 420 mg powder for concentrate for solution for infusion

Appropriate aseptic technique should be used. Each 420 mg vial of Trazimera is reconstituted with
20 mL of sterile water for injections (not supplied). Use of other reconstitution solvents should be
avoided.

This yields a 20.6 mL solution for single-dose use, containing approximately 21 mg/mL
trastuzumab, at a pH of approximately 6.0. An overfill of 5% ensures that the labelled dose of
420 mg can be withdrawn from each vial.

Volume of sterile water
Trazimera vial for injections Final concentration
150 mg vial + 7.2 mL = 21 mg/mL
420 mg vial + 20 mL = 21 mg/mL

Instructions for aseptic reconstitution

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

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

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

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

Volume (mL) = Body weight (kg) x dose (8 mg/kg for loading or 6 mg/ke for maintenance)

21 (mg/mL, concentration of reconstituted solution)

The appropriate amount of solution should be withdrawn from the vial and added to an infusion bag
or bottle containing 250 mL of sodium chloride 9 mg/mL (0.9%) solution. Do not use with
glucose-containing solutions (see section 6.2). The bag or bottle should be gently inverted to: 1ﬂ1},§ “the

solution in order to avoid foaming. & OﬂaB My, G: %,
f S @

Parenteral medicinal products should be inspected visually for particulate matter and Iscﬁlorallon 9

prior to administration. EK Sy SEHTIE
é'r‘_'-
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No incompatibilities between Trazimera and polyvinylchloride, polyethylene, polypropylene or
ethylene vinyl acetate bags or with glass intravenous bottles have been observed.

Trazimera is for single-use only, as the product contains no preservatives. Any unused medicinal
product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1295/001

EU/1/18/1295/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 26 July 2018

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European
Medicines Agency http://www.ema.europa.cu.
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B. PACKAGE LEAFLET
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Package Leaflet: Information for the user

Trazimera 150 mg powder for concentrate for solution for infusion
Trazimera 420 mg powder for concentrate for solution for infusion
trastuzumab

VThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Trazimera is and what it is used for

What you need to know before you are given Trazimera
How Trazimera is given

Possible side effects

How to store Trazimera

Contents of the pack and other information

Q) [ S [I2N=

1. What Trazimera is and what it is used for

Trazimera contains the active substance trastuzumab, which is a monoclonal antibody. Monoclonal
antibodies attach to specific proteins or antigens. Trastuzumab is designed to bind selectively to an
antigen called human epidermal growth factor receptor 2 (HER2). HER2 is found in large amounts
on the surface of some cancer cells where it stimulates their growth. When Trazimera binds to HER2
it stops the growth of such cells and causes them to die.

Your doctor may prescribe Trazimera for the treatment of breast and gastric cancer when:
. You have early breast cancer, with high levels of a protein called HER2.

. You have metastatic breast cancer (breast cancer that has spread beyond the original tumour)
with high levels of HER2. Trazimera may be prescribed in combination with the
chemotherapy medicine paclitaxel or docetaxel as first treatment for metastatic breast cancer
or it may be prescribed alone if other treatments have proved unsuccessful. It is also used in
combination with medicines called aromatase inhibitors with patients with high levels of
HER2 and hormone receptor-positive metastatic breast cancer (cancer that is sensitive to the
presence of female sex hormones).

. You have metastatic gastric cancer with high levels of HER2, when it is in combination with
the other cancer medicines capecitabine or 5-flououracil and cisplatin.

2. What you need to know before you are given Trazimera

Do not use Trazimera if
N you are allergic to trastuzumab, to murine (mouse) proteins, or to any of the other ufgr¢di ents
of this medicine (listed in section 6).
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. you have severe breathing problems at rest due to your cancer or if you need oxygen
treatment.

Warnings and precautions
Your doctor will closely supervise your therapy.

Heart checks

Treatment with Trazimera alone or with a taxane may affect the heart, especially if you have ever
used an anthracycline (taxanes and anthracyclines are two other kinds of medicine used to treat
cancer). The effects may be moderate to severe and could cause death. Therefore, your heart function
will be checked before, during (every three months) and after (up to two to five years) treatment with
Trazimera. If you develop any signs of heart failure (inadequate pumping of blood by the heart),
your heart function may be checked more frequently (every six to eight weeks), you may receive
treatment for heart failure or you may have to stop Trazimera treatment.

Talk to your doctor, pharmacist or nurse before you are given Trazimera if:

. you have had heart failure, coronary artery disease, heart valve disease (heart murmurs), high
blood pressure, taken any high blood pressure medicine or are currently taking any high blood
pressure medicine.

. you have ever had or are currently using a medicine called doxorubicin or epirubicin
(medicines used to treat cancer). These medicines (or any other anthracyclines) can damage
heart muscle and increase the risk of heart problems with Trazimera.

. you suffer from breathlessness, especially if you are currently using a taxane. Trazimera can
cause breathing difficulties, especially when it is first given. This could be more serious if you
are already breathless. Very rarely, patients with severe breathing difficulties before treatment
have died when they were given Trazimera.

. you have ever had any other treatment for cancer.

If you receive Trazimera with any other medicine to treat cancer, such as paclitaxel, docetaxel, an
aromatase inhibitor, capecitabine, 5-fluorouracil, or cisplatin you should also read the patient
information leaflets for these products.

Children and adolescents
Trazimera is not recommended for anyone under the age of 18 years.

Other medicines and Trazimera
Tell your doctor, pharmacist or nurse if you are taking, have recently taken or may take any other
medicines.

It may take up to 7 months for Trazimera to be removed from the body. Therefore you should tell
your doctor, pharmacist or nurse that you have had Trazimera if you start any new medicine in the
7 months after stopping treatment.

Pregnancy
. If you are pregnant, think you may be pregnant or are planning to have a baby, ask your
doctor, pharmacist or nurse for advice before taking this medicine.

. You should use effective contraception during treatment with Trazimera and for at le >
7 months after treatment has ended. ! g;.‘frﬁq

= Your doctor will advise you of the risks and benefits of taking Trazimera during prégnancy
rare cases, a reduction in the amount of (amniotic) fluid that surrounds the dev eloping ’baby
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within the womb has been observed in pregnant women receiving Trazimera. This condition
may be harmful to your baby in the womb and has been associated with the lungs not
developing fully resulting in foetal death.

Breast-feeding
Do not breast-feed your baby during Trazimera therapy and for 7 months after the last dose of
Trazimera as Trazimera may pass to your baby through your breast milk.

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines

Trazimera may affect your ability to drive a car or operate machines. If during treatment you
experience symptoms, such as dizziness, sleepiness, chills or fever, you should not drive or use
machines until these symptoms disappear.

3.  How Trazimera is given

Before starting the treatment your doctor will determine the amount of HER2 in your tumour. Only
patients with a large amount of HER2 will be treated with Trazimera. Trazimera should only be
given by a doctor or nurse. Your doctor will prescribe a dose and treatment regimen that is right for
you. The dose of Trazimera depends on your body weight.

Trazimera intravenous formulation is not for subcutaneous use and should be given as an intravenous
infusion only.

Trazimera intravenous formulation is given as an intravenous infusion (“drip™) directly into your
veins. The first dose of your treatment is given over 90 minutes and you will be observed by a health
professional while it is being given in case you have any side effects. If the first dose is well
tolerated the next doses may be given over 30 minutes (see section 2 under “Warnings and
precautions”). The number of infusions you receive will depend on how you respond to the
treatment. Your doctor will discuss this with you.

In order to prevent medication errors it is important to check the vial labels to ensure that the
medicine being prepared and given is Trazimera (trastuzumab) and not trastuzumab emtansine.

For early breast cancer, metastatic breast cancer and metastatic gastric cancer, Trazimera is given
every 3 weeks. Trazimera may also be given once a week for metastatic breast cancer.

If you stop using Trazimera

Do not stop using this medicine without talking to your doctor first. All doses should be taken at the
right time every week or every three weeks (depending on your dosing schedule). This helps your
medicine work as well as it can.

It may take up to 7 months for Trazimera to be removed from your body. Therefore your doctor may
decide to continue to check your heart functions, even after you finish treatment.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects

Like all medicines, Trazimera can cause side effects, although not everybody gets theﬁ : é;n'gepgrf )

these side effects may be serious and may lead to hospitalisation.

During a Trazimera infusion, chills, fever and other flu like symptoms may occur hcseqrc vefy
common (may affect more than 1 in 10 people). Other infusion-related symptoms cn;fccimg s:ck
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(nausea), vomiting, pain, increased muscle tension and shaking, headache, dizziness, breathing
difficulties, high or low blood pressure, heart rhythm disturbances (palpitations, heart fluttering or
irregular heart beat), swelling of the face and lips, rash and feeling tired. Some of these symptoms
can be serious and some patients have died (see section 2 under “Warnings and precautions”).

These effects mainly occur with the first intravenous infusion (“drip” into your vein) and during the
first few hours afier the start of the infusion. They are usually temporary. You will be observed by a
healthcare professional during the infusion and for at least six hours after the start of the first
infusion and for two hours after the start of other infusions. If you develop a reaction, they will slow
down or stop the infusion and may give you treatment to counteract the side effects. The infusion
may be continued after the symptoms improve.

Occasionally, symptoms start later than six hours after the infusion begins. If this happens to you,
contact your doctor immediately. Sometimes, symptoms may improve and then get worse later.

Serious side effects
Other side effects can occur at any time during treatment with Trazimera, not just related to an
infusion. Tell a doctor or nurse straight away, if you notice any of the following side effects:

° Heart problems can sometimes occur during treatment and occasionally after treatment has
stopped and can be serious. They include weakening of the heart muscle possibly leading to
heart failure, inflammation of the lining around the heart and heart rhythm disturbances. This
can lead to symptoms such as breathlessness (including breathlessness at night), cough, fluid
retention (swelling) in the legs or arms, and palpitations (heart fluttering or irregular heart
beat) (see section 2 under “Heart checks”).

Your doctor will monitor your heart regularly during and after treatment but you should tell your
doctor immediately if you notice any of the above symptoms.

o Tumour lysis syndrome (a group of metabolic complications occurring after cancer treatment
characterised by high blood levels of potassium and phosphate, and low blood levels of
calcium). Symptoms may include kidney problems (weakness, shortness of breath, fatigue and
confusion), heart problems (fluttering of the heart or a faster or slower heartbeat), seizures,
vomiting or diarrhoea, and tingling in the mouth, hands or feet.

If you experience any of the above symptoms when your treatment with Trazimera has finished, you
should see your doctor and tell them that you have previously been treated with Trazimera.

Very common: may affect more than 1 in 10 people

. infections
. diarrhoea
. constipation
. heartburn (dyspepsia)
- fatigue
. skin rashes
. chest pain
. abdominal pain
. joint pain
. low counts of red blood cells and white blood cells (which help fight infection) sometimes
with fever
- muscle pain
. conjunctivitis
. watery eyes
. nose bleeds s Ans :
= runny nose LKE [OKYMEHTIE
. hair loss %‘\ o
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tremor

hot flush

dizziness

nail disorders

weight loss

loss of appetite

inability to sleep (insomnia)

altered taste

low platelet count

bruising

numbness or tingling of the fingers and toes

redness, swelling or sores in your mouth and/or throat
pain, swelling, redness or tingling of hands and/or feet

. breathlessness
. headache

. cough

. vomiting

. nausea

Common: may affect up to 1 in 10 people

. allergic reactions dry eyes

. throat infections sweating

. bladder and skin infections feeling weak and unwell

. inflammation of the breast anxiety

. inflammation of the liver depression

. kidney disorders asthma

. increased muscle tone or tension infection of lungs
(hypertonia) lung disorders

J pain in the arms and/or legs back pain

. itchy rash neck pain

. sleepiness (somnolence) bone pain

. haemorrhoids acne

. itchiness leg cramps

. dry mouth and skin

Uncommon: may affect up to 1 in 100 people

. deafness

. bumpy rash

. wheezing

. inflammation or scarring of the lungs

Rare: may affect up to 1 in 1,000 people

. jaundice

anaphylactic reactions

Not known: frequency cannot be estimated from the available data

. abnormal or impaired blood clotting

-----

. high potassium levels

S Tepari
swelling or bleeding at the back of the eyes g g2l 4, R
shock
abnormal heart rhythm
respiratory distress

respiratory failure
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] acute accumulation of fluid in the lungs

. acute narrowing of the airways

. abnormally low oxygen levels in the blood
. difficulty in breathing when lying flat

. liver damage

. swelling of the face, lips and throat

. kidney failure

. abnormally low levels of fluid around baby in womb

. failure of the lungs of the baby to develop in the womb

. abnormal development of the kidneys of the baby in the womb

Some of the side-effects you experience may be due to your underlying cancer. If you receive
Trazimera in combination with chemotherapy, some of them may also be due to the chemotherapy.

If you get any side effects, talk to your doctor, pharmacist or nurse.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting’
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Trazimera

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the outer carton and on the vial label
after EXP. The expiry date refers to the last day of that month.

Store in a refrigerator (2°C — 8°C).
Store in the original package in order to protect from light.

Unopened vials of Trazimera may be stored up to 30°C for a single period of up to 3 months. Upon
removal from refrigerated storage, Trazimera must not be returned to refrigerated storage. Discard at
the end of this 3-month period or by the expiry date on the vial, whichever occurs first. Record the
“discard by” date in the date field provided on the carton.

Infusion solutions should be used immediately after dilution. Do not use Trazimera if you notice any
particulate matter or discoloration prior to administration.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how
to dispose of medicines no longer required. These measures will help to protect the environment.

6. Contents of the pack and other information

What Trazimera contains

- The active substance is trastuzumab. One vial contains either:
. 150 mg trastuzumab that has to be dissolved in 7.2 mL of sterile water for injections, or
o 420 mg trastuzumab that has to be dissolved in 20 mL of sterile water for injections.

TR

The resulting solution contains approximately 21 mg/mL trastuzumab. !/i-’-‘-’\‘;\f_ﬁf iy
& (2B 3
- The other ingredient(s) are L-histidine hydrochloride monohydrate, L-histidine, suérﬂge
polysorbate 20 (E 432). Ef E_
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What Trazimera looks like and contents of the pack

Trazimera is a powder for concentrate for solution for infusion, which is supplied in a glass vial with
a rubber stopper containing either 150 mg or 420 mg of trastuzumab. The powder is a white cake.

Each carton contains 1 vial of powder.
Marketing Authorisation Holder

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

Manufacturer

Pfizer Manufacturing Belgium NV
Rijksweg 12

2870 Puurs

Belgium

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder.

Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Ceska republika
Pfizer, spol. sr.o.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutschliand
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055-51000

Brarapus

Iaiizep JTrokcembypr CAPJI,
Ksion bwnrapus

Ten.: +359 2 970 4333

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EArdda.
Pfizer EALGG AE.
TnA: +30 210 6785800

Konpog
Pfizer EXAGg A.E. (Cyprus Branch)
TnA: +357 22817690

Magyarorszag
Pfizer Kft.
Tel.: +36 1 488 37 00

Malta
Drugsales Ltd
Tel: +356 21419070/1/2

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska

Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00
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Espaiia
Pfizer, S.L.
Tel: +34 91 450 99 00

France
Pfizer
Tél: + 33 (0)1 58 0734 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

Tel: +1800 633 363 (toll free)
Tel: +44 (0)1304 616161

Island
Icepharma hf.
Simi: +354 540 8000

Ttalia
Pfizer S.r.l.
Tel: +39 0633 18 21

Latvija
Pfizer Luxembourg SARL filiale Latvija
Tel: +371 670 35 775
Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel: +370 5 251 4000

This leaflet was last revised in MM/YYYY.

Other sources of information

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podroc¢ja
farmacevtske

dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: +44 (0)1304 616161

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.
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The following information is intended for medical or healthcare professionals only
Trazimera IV is provided in sterile, preservative-free, non-pyrogenic, single use vials.
Always keep this medicine in the closed original pack at a temperature of 2°C — 8°C in a refrigerator.

Unopened vials of Trazimera may be stored up to 30°C for a single period of up to 3 months. Upon
removal from refrigerated storage, Trazimera must not be returned to refrigerated storage. Discard at
the end of this 3-month period or by the expiry date on the vial, whichever occurs first. Record the
“discard by” date in the date field provided on the carton.

After aseptic dilution in sodium chloride 9 mg/mL (0.9 %) solution for injection, solutions of
Trazimera for intravenous infusion are physically and chemically stable 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 Trazimera 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 — 8°C,
unless reconstitution and dilution have taken place under controlled and validated aseptic conditions.

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.
. followed by adequate storage of the prepared solution for intravenous infusion to ensure

maintenance of the aseptic conditions.

If preparation is intended to be stored for more than 24 hours prior to use, then the reconstitution and
dilution procedure should be performed in a laminar flow hood or biological safety cabinet using
standard precautions for the safe handling of intravenous agents.

A vial of Trazimera aseptically reconstituted with water for injections (not supplied) is chemically
and physically stable for 48 hours at 2°C — 8°C after reconstitution and must not be frozen.

Trazimera 150 mg powder for concentrate for solution for infusion

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

Trazimera 420 mg powder for concentrate for solution for infusion

Appropriate aseptic technique should be used. Each 420 mg vial of Trazimera is reconstituted with

20 mL of sterile water for injections (not supplied). Use of other reconstitution solvents should be )
avoided. This yields a 20.6 mL solution for single-dose use, containing approximately 21 mg/ml;'f:;: é'rr}f"é*l?r_r.\_._l
trastuzumab. An overfill of 5% ensures that the labelled dose of 420 mg can be withdrawn fr(;qﬁ/ix gadtP "7
vial. AR ™ 3
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Volume of sterile water
Trazimera vial for injections Final concentration
150 mg vial + 7.2 mL = 21 mg/mL
420 mg vial + 20 mL = 2] mg/mL

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

Instructions for Aseptic Reconstitution:

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

Determine the volume of the solution required:
» based on a loading dose of 4 mg trastuzumab/kg body weight, or a subsequent weekly
dose of 2 mg trastuzumab/kg body weight:

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

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

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

The appropriate amount of solution should be withdrawn from the vial and added to a
polyvinylchloride, polyethylene, polypropylene or ethylene vinyl acetate infusion bag, or a glass
infusion bottle containing 250 mL of sodium chloride 9 mg/mL (0.9%) solution. Do not use with
glucose-containing solutions. The bag or bottle should be gently inverted to mix the solution in order
to avoid foaming. Parenteral solutions should be inspected visually for particulates and discoloration
prior to administration.
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