YACTUHA VI: PESIOME NNAHY YNPABNIHHA PUSUKAMU

PE3IOME NJ1AHY YNPAB/IHHA PUSUKAMMU ANA NNIKAPCbKOIO 3ACOBY NEP’ETA®
(NEPTY3YMAB)

Le pestome nnaHy ynpasniHHA pusnkamu (MYP) ana nikapcbkoro 3acoby (/13) NMEP’ETA®. B MNYP
HaBeZieHa AeTanbHa iHGopMaLia WoA0 BaXKAMBUX PU3MKIB Npu 3acTtocyBaHHi J13 MEP’ETA®, akum
YMHOM Ui PU3NKN MOXKYTb BYTM MiHIMI30BaHI, i AKUM YUHOM MOXKINBO OTPUMATK Binblue iHpopmaLii
Npo p13MKKM Ta HeBigomMy iHpopmaLito Npu 3actocyBaHHi /13 NMEP’ETA® (BiacyTHA iHbopmau,ia).

B IHCTpyKLUiT Ana meanyHoro 3actocyBaHHA ans J13 NMEP’ETA® HaBeaeHa HeobxiaHa iHbopMmalia ana
MeANYHUX CneLianicTiB Ta NauieHTiB WoA0 3acTtocyBaHHA /13 MEP'ETA®.

Le pestome MYP ana N3 MEP’ETA® cnig yMtaT y KOHTEKCTI BCI€T i€l iHpopmalLlii, BKNOYaouM 3BiT 3
OLHKM Ta pe3tome , LLLO BUKNALEHO AOCTYMHOK MOBOID, AKi € YaCTMHO €BpONeicbKoro nybaiyHoro
3BiTYy 3 OUiHKM (EPAR).

Baknusi HoBi Npobaemun abo 3MiHWN A0 YNHHUX BEPCiN OKYMEHTIB OYAyTb BKAOUYEHI B OHOBNEHHA
NYP ana N3 NEP’ETA®.

I. IIKAPCbKWI 3ACIE TA 419 YOrO BIH 3ACTOCOBYETbCA

N3 MEP’ETA® 3apeecTpoBaHMi ANA 3aCTOCYBAHHA Y NALIEHTIB 3 METAaCTaTUYHMM PAaKOM MOJIOYHOT
331031 Ta ANA Heoad'toBAHTHOMO i aA’'toBaHTHOrO NiKyBaHHA PAHHbOrO PaKy MOJIOYHOI 3a103MU
(noBHY iHPopmaLito Npo NOKasaHHA A/AA 3acToCyBaHHA AMB. B IHCTPYKUii gnAa meguyHoro
3actocyBaHHA). /13 MEP'ETA® micTuTb nepTy3ymab y AKOCTI Aito4oi pevyoBMHM i 3aCTOCOBYETLCA Y
$opMi BHYTPiLLHbLOBEHHOI iHPYS3il.

JeTanbHiwy iHbopmaLito Npo OuUiHKY KopucTi 3actocyBaHHs J13 MEP’ETA® aus. y EPAR gna /13
MEP’ETA®, y TOMy 4MCAni B pe3tome, WO BUKAALEHO AOCTYNHOK MOBOM, AKE 3HAaXOAMUTLCA Ha BeO-
calTi EBPONENCHKOro areHTCTBa No NikapcbKMm 3acobam (EMA), Ha cTopiHLi nikapcbKoro 3acoby.

Il. PU3UKMU, MNOB’A3AHI I3 3SACTOCYBAHHAM JIIKAPCbKOIO 3ACOBY TA 3AX04M 3 MIHIMI3ALLII
ABO NOAANbLWOIo onnucy PU3UKIB

Huykue 3a3HaueHi Baxknumei pusmkun /13 MEP’ETA® Ta NponoHOBaHI AOCNIAKEHHA ANA NOAANbLIONO
BMBYEHHA pu3nkis /13 MEP'ETA®C.

3axo4amu no MiHimisaLii pusukiB, iaeHTUPIKOBAHMX A1A NiKapCbKOro 3acoby, MOXyTb byTH:

. CneundivyHa iHbopmaLia, Taka AK 3acTeperkeHHsA, 3anobiXHi 3axoguM, Ta nopaau Woao
NPaBUIbHOIO 3aCTOCYBAHHA, HaBeAeHi B IHCTPYKLUii AnAa meanyHoro 3actocyBaHHa Ta KX/13 gna
MeANYHUX CreLianicTiB Ta NALEHTIB;

J BaknuBi nopaam, WO BKa3aHi Ha ynaKoBL,i NikapcbKoro 3acoby;
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J 3aTBEpAKEHMM PO3MIP YMAKOBKM — KiNbKiCTb NpenapaTy B ynakoBLi, AKa BMbpaHa wob
nepeKkoHaTUCA y TOMY, WO NpenapaT 3aCTOCOBAHUIM NPABU/IbHO;

J PeuenTypHuit cTaTyc — cnocib, AKMM NpenapaT Po3nNoBCIOAXKEHWI cepea naLieHTiB (TobTo 3a
peuenTom 4ymn 6e3 peuenTy), WO MOKe AOMOMOITM MiHIMi3yBaTK MOTro PU3UKK;

Pasom Ui 3ax04uM CKNaaaTb pymuHHi 3axo0u 3 MiHiMi3ayii pusukis.

JopnaTtkoBo A0 umx 3axoais 6esnepepBHO BiabyBaeTbea 36ip Ta perynapHuin aHanis iHpopmadii npo
nobiyHi peakLii, y TOMy YMCAi OLiHKA NepiogMYHO OHOBJIKOBAHOMO 3BiTy 3 6@3NeKn, TaKUM YMHOM
MOXYTb 3[iMCHEHI HeralHi 3axoau BiANOBiAHMM YMHOM. Lli 3axoAM CKNanaoTb PYTUHHI 3axoam 3
dapmakoHarnagy.

AKLWO BaxkAMBa iHpOpMaLlif, AKa MOKe BNANBaATK Ha be3neyHe 3actocyBaHHA J1I3 MEP’ETA®, wie He €
HasABHOO, BOHA HaBeeHa HMXKYe Y po34ini «BigCcyTHA iHpopmau,ia».

II.LA NEPENIK BAXXIUBUX PU3UKIB TA BIACYTHA IHPOPMALLIA

Basknusi pu3nKM npu 3actocyBaHHi /13 MEP'ETA® — Ue pu3MKKM, ANA AKUX HeobxigHi cneuianbHi
3aX04M 3 YNpPaBAiHHA PU3MKaMKU 3 METOIO MNOoAasibLIOro BMBYEHHA abo MiHimizauii pusury, ana
6e3neyHoro 3acTocyBaHHA npenapary. BaxnmBei pUsMKu MoXKyTb OYTU pPo3LiHEHI K ifeHTUIKOBaHI
ab0 noTeHUiiHi. |laeHTudiKoBaHi pU3MKK — e Npobaemu, AnA AKUX HaABHI J0CTaTHI A0Ka3n 3B A3KY
i3 3actocyBaHHAM J13 MEP’ETA®. MNoTeHUiNHI pU3NKKM — Le npobaemu, ANA AKUX 3B'A30K i3 AaHMUM
NiIKAPCbKMM 3acOO60OM € MOMKAMBMM Ha OCHOBi HAABHWX AaHWX, OAHAK LEen 3B'A30K LWe He €
BCTAHOBJIEHUM i noTpebye noAanbluoi OLUiHKK. BigcyTHA iHpopmauis — ue iHpopmauis 3 6e3nekn
NikapcbKoro 3acoby, ska Ha JAaHui 4ac BiACyTHA, | AKYy noTpibHo 3ibpatu (To6TO npwm
AOBroTPUBANOMY 3aCTOCYBaAHHI NiKapcbKoro 3acoby).

Mepenik BaXXAMBUX PU3UKIB Ta BiACYTHbOI iIHPopmauii

Baxnwusi * |HOY3iNHI peakuii, peakuii rinepuyTtamsocTi/aHadinakcis
ineHTnodiKoBaHi e 3acTiiiHa cepueBa HegoCTaTHICTb/ANCPYHKLIA NiBOTO WAYHOUKA
PU3NKK

Baxknusi noTeHLUiMHI * OnirorigpamHioH*

PU3NKK *  Pusunku BnamBy Ha GepTUNBHICTb Y Ntoaen

*  Pu3KMK 3aCTOCYBaHHA Yy NALEHTIB BiKom 275 pokis
*  Pu3uk BigcyTHOCTIi ePpeKTUBHOCTI Yepes iMyHOreHHICTb

BigcyTHa iHpopmauyin *  Pu3uMKM 3acTOCYyBaHHA y nepiog BaritTHocTi abo rogyBaHHA rpyaatro

* Y naujeHTiB, AKi OTPMMYBa/IM NliIKyBaHHA NepTy3yMabom He NoBiAOMAN0CA NPO BUHUKHEHHA ONirorigpamMHioHy, OAHaK
ONiroriipaMHioH BMHWMKAB Yy SIBAHCbKUX MaKaK, AKMM BBOAWMAM NepTy3ymab, i y BariTHMX KiHOK, fiKi oTpumysBanu
NiKyBaHHA TpacTyaymabom. Y 3B’A3Ky 3 BiKOM, nonepeaHiMm ag’toBaHTHMM NiKyBaHHAM, CYyMyTHbOK XiMmioTepanieto,
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NMOLMPEHOIO CTAAiEID 3aXBOPIOBAHHA Ta MOraHMM MPOrHO30M B MONyAAUji NALEHTIB BAACHUK peecTpauiitHoro

nocsiayeHHs (BPC) oujiHIOE BipOrigHIiCTb HaCTaHHA BariTHOCTI AK HU3bKY.

11.B PESIOME BAX/IUBUX PU3UKIB

IHbopmaLia 3 6e3nekn B 3aNpPONOHOBAHIN IHCTPYKLIi A1 MeANYHOro 3aCTOCYBaHHA y3roayKeHa 3

pedepeHTHUM NiKapCbKMM 3aCOb60M.

Baknusi ipeHTUPiKOBaHI pU3NKK
IHdy3ilHi peaKuii, peakuii rinepuytameocti/aHadinakcis

[oKasn 3B’A3Ky
OAHOTOo PU3KKY i3
AAHVM NlIKaPCbKUM
3acobom

JaHi paHa0MI30BaHOMO KAIHIYHOTO AOCNIAMEHHA

Ha ocHOoBi pe3ynbTaTiB 3 6e3nNeKkn, OTPUMMaAHUX B A0CAIAKEHHAX
W020698 (CLEOPATRA), WO020697 (NEOSPHERE), B022280
(TRYPHAENA), BO25126 (APHINITY) Ta M0O28047 (PERUSE).

dakTOpK pM3KKy Ta

rpynu pUsnKy

Ha cborogHi Hemae HafiMHMX nNPeAuKTopiB wWoAo iaeHTUdIKauii
NaLiEHTIB, AKI MOMYTb MatTM abo MOMYTb HE MaTU CXWUJbHICTb [0
BUHMKHEHHS iHPY3iMHUX peakLil, rinepuyTansocTi abo aHadinakcii go
nepty3aymaby. Y nauieHTiB 3 acTmolo, eksemor abo nonniHosom
(aTonieto) B aHamMHesi CnoCTepiraeTbCA AEL0 BULIMIA PU3UK PO3BUTKY
iHPY3iMHNX peaKLil (B AeHb BBeAeHHA nepTy3ymaby abo Ha HacTynHui
AeHb nicns BBeAeHHA nepty3ymaby), y NopiBHAHHI 3 NaLLiEHTaMM, Y AKUX
HeMa€e aTonii B aHamMHe3si, OgHaK KiNbKiCTb MALEHTIB 3 aTOMi€l0 B
aHamHesi 6yn10 HaaTo MannMm, Wob 3pobuTn 04HO3HAYHNIA BUCHOBOK.

OKpim TOro, fIK BMABWUANOCb, Y NALIEHTIB 3 aTOMIElO B aHaMHe3i He
cnocTepiraeTbCA  NigBULLEHUN  pPU3MK  aHadinakcii abo  peakuin
rinepyyTanMBOCTi. BarknnMBo, BMABWMAOCH, WO nonepeaHe abo cynyTHE
3aCTOCyBaHHA TpacTy3ymaby He 3MeHWYye Ta He NOCUAE iHDY3iMHI
peakLii, AKi cnocTepirannca npu 3acTocyBaHHi NepTy3ymaby.

AHmMumina 0o nikapcbKko20 3acoby 8 0ocnioneHHi W020698

3pa3KkM CMPOBATKU KPOBI BUBYANMCA HA NpeameT HAABHOCTI aHTUTIN A0
nepTy3ymaby, TaKoX BigoMi fiIK aHTUTepaneBTUYHI aHTUTINA (ATA) abo
aHTUTING NIOANHU A0 aHTUTIN NtoacbKoro noxoaxeHHsa (HAHA). YactoTa
BMAB/MIEHHA QaHTWUTIN A0 npenapaty Oyna po3paxoBaHa Ha OCHOBI
3ara/ibHOro YmMcna NauienTIB, Yy AKMX OYIN NO3UTUBHI TECTM Ha npegmeT
aHTMTIN a0 nepTy3symaby nicnA BBeAeHHA npenapaTty, AKa bOyna
po3dineHa Ha 3arajibHe YMCAO MAUIEHTIB, ANA AKUX Bynn HasBHUMMU
3pasKu 4N1A TeCTYBaHHA Ha aHTUTINA A0 npenapary nicna Ao3ysaHHA. bys

BMKOPWUCTAHWI KOHCEPBATUBHMI NiaXia 414 PO3PaxXyHKY YacTOTU aHTUTIN
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A0 npenapaTy, i TakKMM UYMHOM KOXEH nauieHT, Ans sKkoro 06yBs
nigTBEpPAXKEHMA 3pPasoK i3 aHTUTIIamM A0 npenapaTty, BBarkaBcA
NO3UTMBHMM Ha nNpegmeT aHTUTIA A0 npenapaTty, He3anexKHo Big,
NOYaTKOBOrO CTATyCy.

Ockinbkn Tpactyaymab i neptysymab maloTb OAHAKOBY KapKacHy
CTPYKTYpPY, | Bigpi3HAOTbLCA AuvWwe rinepBapiabenbHo AiNAHKOLO,
MOM/IMBO, WO MO3UTUBHI pe3ynbTaTU TeCcTyBaHHA Ha aHTUTINa A0
npenapaty y NawieHTiB, AKi OTPMMYBaNK NiKyBaHHA no cxemi Pla+ H + D,
O6ynn y pe3ynbTaTi aHTUTIA, HanpaBAeHUX MPOTU AINAHKM KapKACHOI
CTPYKTYpW NepTy3ymaby i Tpactysymaby.

B pocnigxkeHHi WO020698, Ha MOMEHT Apyroro NpuUnNuMHeHHa 36opy
KNiHIYHMX paHux (14 TpasHa 2012), 6,7% (25/372 nauieHTn) cepep,
nauieHTis, AKi oTpumysanu nnauebo, Ta 3,3% (13/389 naujieHTiB), AKi
3acTOCOBYBa/IN NepTy3ymab, manu No3MTUBHUIA pe3ybTaT BU3HAYEHHA
aHTMTIN o npenapaTy. Y ogHoro 3 uux 38 nauieHTiB *KoAHa
aHadinakTMuyHa peakuia/peakuis rinepyyTaMBocTi He 6yna  4iTKO
nos’s3aHa 3 aHTUTINAMM A0 npenapaty. [auieHTM 3 BUABNEHMMU
aHTUTINAMW 40 Npenapaty Manuv 3Mory MPOLOBXUTU L0CNIAXKYyBaHe
NiKyBaHHA, iHOAI NPOTArOm TpUBaAJiWoro nepioay.

3axoau 3 MiHimizau,ii MoBigomneHHA NpPo pyTUHHI 3axoau:
PU3UKY Po3gin 4.8 KXN3 pna €C (po3amin «MobiyHi peakuii» IHCTpyKLii ans
MeAMNYHOro 3acToCcyBaHHA B YKpaiHi): HebaxaHi epektn

PyTuHHI 3ax04au 3 MiHimi3aLii pu3uKiB, Ae pekomeHA0BaHO cneundiduHi
KANiHIYHi 3aXx0au AnA YCYHEHHA PU3UKY:

Y pos3gini 4.4 KXN3 pna €C (po3ain «OcobamBoOCTi 3acTOCyBaHHA»
IHCTPYKUii Ana meaMyHOro 3actocyBaHHA B YKpaiHi), a came B YacTUHI
«IHy3inHI peakuii» Ta «Peakuii rinepyytamnsocTi/aHadinakcia» HaBeaeHi
pekomeHaau,i Woao ynpasaiHHA 4aHUMKU PU3MKAMW.

IHWIi pYTUHHI 3ax0AKn 3 MiHiMi3aLii pU3KKY, AKi He BKa3aHi B iHCTPYKLii
ANA MeAUYHOro 3aCTOCYBaHHA:

PeuenTypHuMii cTaTyc npenapary:
PeuentypHuin crtatyc: /13 TEP’ETA® € nikapcbkum 3acobom, Lo

BiZAMYCKAETLCA INLLE NO peLenTy.
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[DopatKosi 3axoau 3 miHimisauii pusukis:
BigcyTHi

Jopatkosi 3axoan 3
dbapmaKoHarnagy

JopaTtKosi 3axoam 3 bapmakoHarnaay:
BiACYTHI

Baknusi ipeHTUPiKOBaHI pU3NKK
3acriliHa cepueBa Hef,0CTaTHICTb/AUCHYHKLIA NiBOro WAYHOUKA

[oKasn 3B’A3Ky
OAHOTOo PU3KKY i3
AAHVM NTIKAPCbKUM
3acobom

[aHi KniHivHOro gocnigeHHs

Ha ocHOoBi pe3ynbTaTiB 3 6e3nNeKkn, OTPUMMaAHUX B A0CAIAKEHHAX
W020697 (NEOSPHERE), WO020698 (CLEOPATRA), B022280
(TRYPHAENA), W029217 (BERENICE), BO25126 (APHINITY) Ta M0O28047
(PERUSE).

daKTopM pU3MKY Ta
rpynu pU3KNKyY

TaKi paKTopK pU3KKY AK BiK 60 pPOKiB i cTaplLe, nonepeaHa XimioTepanis,
NOKa3HMK ¢paKuii BUKMAY NiBOro WAYHOUYKa MeHLwe 65%, rinepteHsia i
3aCTOCYBaHHA aHTUTINEPTEH3UBHUX MpenapaTiB, TakMx AK GaoKaTopwm
peuenTopiB aHrioteHsnHy |l Ta 6eTa-bs0KaTopiB acoujoBanuca 3
nigBULLEHMM PU3MKOM nofin 3 60Ky cepus y nauieHTis 3 HER2-
NO3UTUBHMM PaKoM MoOJIoYHOi 3an03m (Russo Ta cniBaBTopu, 2014,
Anthony Ta cnisaBTopu, 2015; Advani Ta cnisasTopwu, 2015).

Ekcno3suuia aHTpauuKniHaMu: pU3MKaMM BUHWUKHEHHA QHTPALMKAIH-
iHOYKOBaHOI cepLeBOi HeAOCTaTHOCTI € KYMYNATUBHA 4033, BiK CTaplle
70 pokis, nonepeaHa abo ogHO4YacHa MPOMeHeBa Tepania Ha rpyaHy
KNiTUHY,  CYNYTHE  NiKYBaHHA  iHWWMM  XimioTepaneBTUYHUMMU
KapaioTOKCUYHUMMU npenapatamm, Hanpuknag, TaKcaHamm,
KaneuntabiHom abo TpacTyaymabom, i paHille iCHytoue 3aXBOPIOBAHHA
cepus (Geiger Ta cnisasTopu, 2010; Fiuza 2009). Haibinblw BaxknmMBum
$aKToOpoOM PU3MKY BUHWUKHEHHA MNi3HbOI KapAia/ibHOI TOKCUMYHOCTI €
KYMYIATUBHA QJo03a aHTpauukniHy (Yeh Ta cnisasTopu, Keefe i3
unTyBaHHAM Senkus Ta Jassem, 2011).

CynyTHE 3acToCyBaHHA TpacTy3ymaby: 3miHM cepusd, AKi accouitoTbea
i3 3acTOCYBaHHAM TpacTy3ymaby, y 6inblIoCTi BUNaaKiB € 3BOPOTHUMMU,
He 3aneXKaTb Bif 4031 | He CYyNPOBOAXKYIOTbCA FiCTONOTNYHUMMN 3MiHaMM
TKaHWH cepuA. o BuaABneHNX GaKTOPiB PU3MKY HanexaTb 3aCTOCYBAHHA
aHTPaUMKNiHIB ab0O naKniTakceny, HM3bKa no4vaTKoBa ¢pakLisa BUKMAY
NiBOro WAYHOYKa, BiK Oinbwe 60 poOKiB, OXMPIHHA, nonepeaHe

MEP'ETA® | pestome MnaHy ynpaBaiHHA pU3NKaMK ANA rpomaacbKocTi | Bepcia 14.0 CTOpiHKa 53 12



3aXBOpPIOBAHHA cepuAa i rinepteHsia. B TenepillHbOMY MOHITOPUHIY
KapaianbHOi OYyHKUiT BUMKOPUCTOBYHOTbCA 3MiHM MOKa3HMKa ¢pakuii
NiBOrO LWAYHOYKA fAIK CTAaHAAPT BigobparkeHHA KapAioTOKCUMYHOCTI. BiK,
3aCTOCYBaHHA aHTPALUMKAIHIB Ta HAsBHICTb KapAioBackyAApHUX haKTopiB
PU3UKY € NPOrHOCTUYHUMM PAKTOPAMM BUHUKHEHHSA NOBIYHUX peaKLii 3
6OKy cepuAa y naujieHTiB, AKi oOTpUMylOTb TpacTyaymab (Hudis i3
unTyBaHHAM Guglin Ta cnisaBTopK, 2009). He onncaHM YiTKMA 3B'A30K
i3 KYMYNATMBHOW [030t0 TpacTydymaby (Geiger Ta cnisasTopu, 2010).
Micna nepepuBaHHA NiKyBAHHA KAiHIYHI Ta CyOKANiHIYHI 03HAKKM cepLeBoi
HeAoCTaTHOCTI B binblIOCTi BUNAAKiB € 3BOPOTHUMM, i MOBTOpHE
iHiLitoBaHHA Tepanii TpacTysymabom nicnA BiAHOBNEHHA CTaHy 4acTo
nobpe nepeHocutbesa (Geiger Ta cnisasTopu, 2010).

Ap’l0oBaHTHa nNpomeHeBa Tepania rpyaHoOi 3an03U:  BiJHOCHE
36inblweHHA Ha 30% cmepTei BiA, KapAiaibHUX NPUYUH CNOCTEPIranocs y
XIHOK, AKi oTpumyBanu npomeHesy Tepanito Ao 1980-x pokis (Clark Ta
cniBaBTopyn, i3 uutyBaHHam Chargari ta cnisastopu, 2011). Cepep
NaLIEHTIB, AKIi OTPMMYBaNKN NiKyBaHHA B nepiog 3 1973 no 1982 pp, i
OTPUMYBANM NPOMEHEBY TEPaANIito, BiAHOCHA CMEPTHICTb 3 KapAianbHUX
NPUYNH (NIBOCTOPOHHA NOKanNi3aLia NyxANHU NPOTU NPaBOCTOPOHHbLOI)
ctaHoBuna 1,58 (1,29-1,95) yepes 15 pokis abo binblle, a y NaLjieHTis,
AiarHos Aknm 6yBs BcTaHoBAEHMI B nepioa 3 1993 no 2001 pp, BigHOCHa
CMEPTHICTb 3 Kapaia/ibHUX NpuUiMH ctaHosuna 0,96 (0,82-1,12) meHwe
Hi*k 10 pokis nicna uporo (Darby Ta cnisaBTOpY, i3 uMTYyBaHHAM Chargari
Ta cnieaBTopu, 2011). lppagiauia y BHYTPIWHIN NaHUOXKOK rPyAHOI
3371031 nNigBuMLLyBana [03Y €KCNo3uLii 4na cepusa nNpu 3acTocyBaHHI
3aCTapiNINX MeTOAMK, YM Y NALIEHTIB 3 NIBOCTOPOHHIMM NyX/JIMHAMMW,
NOTEHL,iNHO npu3soasyun 4o 30iNblueHHA  [OBroTpPMBasoOro
3axBoptoBaHHA cepus (Chargari Ta cnisasTopu, 2011).

3axoau 3 MiHimizau,ii MoBiaoMneHHA NPo PYTUHHI 3axoaum:
pU3NKy Po3gin 4.8 KXN3 gns €C (po3amin «MobiyHi peakuii» IHCTpyKUil ana
MeAMYHOro 3acTocyBaHHA B YKpaiHi) : HebaxaHi edpektn

PyTuHHI 3axoau 3 miHimi3sauii pusukis, ae peKomeHA0BaHO cneundivHi
KNiHIYHi 3aXx0aM ANA YCYHEHHA PU3UKY:

Y po3gini 4.2 KX/13 ana €C (po3ain «Cnocib 3actocyBaHHA Ta O03U»
IHCTPYKLii ANa meaMyYHOro 3acTtocyBaHHA B YKpaiHi), a came B YacTUHI

«MopylweHHA GyHKLi NiBOro wayHouKa» Ta y po3gini 4.4 KXN3 ana €C
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(po3ain «OcobnuBocTi 3acTocyBaHHA» IHCTPYKUIl ANA  MeauyHoro
3acTocyBaHHA B YKpaiHi) «AncdyHKuia NiBoro wayHouka (BKAOYaun
3aCTiiHy cepueBy HeAOoCTaTHICTb)» HaBedeHi pekomeHaaujii Woao
YNPaBJiHHA AaHUMU PU3UKAMW.

IHWi pyTUHHI 3axoAau 3 miHimi3auii pusuKKy, AKi He BKa3aHi B iHCTPYKLii
ONA MeAUYHOro 3aCTOCYBaHHA:

PeuenTtypHuit cTaTyc npenapary:

PeuenTtypHuin ctatyc: J13 TEP’ETA® € nikapcbkum 3acobom, LU0
BifNYCKAETbCA NLLE NO peLenTy

[DopatKosi 3axogu 3 MmiHimisauii pusukis:

BigcyTHi

JopnaTtkosi 3axogm 3 DopaTtKkoBi 3axoaun 3 papmaKkoHarnagy:
dapmakoHarnsgy BiacyTHi.

BakAMBi NOTeHUilHI pu3nKn
OnirorigpamHioH

[oKasn 3B’A3Ky JOKNiHIYHe [ocniaKeHHA y BariTHUX ABAHCbKUX MaKaK. [naueHTapHe
OAHOro PU3MKY i3 nepeHeceHHA TpacTysymaby 6yno niaTeepasKeHe y sSBAaHCbKMX MaBn.
OAHUM NiKapCbKUM CniBBigHOLWEHHA KOHUEHTpaL,ii TpacTysymaby y cupoBaTui naoay Ta
3acobom maTepi byno noAgibHum B 10-KpaTHOMY Aiana3oHi 403 NPM 3aCTOCYBaHHI

KNiHIYHO 3HAYMMMX KOHLeHTpaUil (y 20 pasiB nepesuLLyBanu KAiHiYHY
[o3y pna mopgen). lMoe’asaHi i3 nepTysymabom embpiodeTanbHa
CMEpPTHICTb, ONIrorigpamMmHioH Ta MIKPOCKOMIYHI O3HAKM 3aTPUMKMK
PO3BUTKY HUPOK cnoctepiranoca B OOCNIAXeHHI npu
BHYTPIlWHbOBEHHOMY BBeAeHHi nepTy3ymaby, noumHatoum 3 19 aHA
rectauii (GD 19) no GD50 BariTHUM sHBACbKMM MaBMnam, nepiog,
opraHoreHesy y uboro Buay (GD20=50). Okpim Toro, ogHopigHo 3
NopyLweHHAM POCTy Nioda, BTOPUHHO A0 OAIrorigpamHioHy, TaKoX
cnocTepiranuca rinonnasis neredb (y 1i3 6 30 mr/kriy 132 100 mr/kr),
AedeKkT MixXwWwnyHoukoBoi neperopogku (y 1 i3 6 30 mr/Kr), TOHKa
MiXLAYyHOYKoBa neperopogkKa (y 1i3 2 100 mr/Kr) Ta He3HauHi aepeKTu
ckenety (30BHiwHi —y 3 i3 6 30 mr/kr). byna niaTBepa)eHa cuctemHa
eKcno3muia maTtepi Ta NAoAy B KAIHIMHO 3HAYMMMX KOHUEHTpaLiAX
nepTysymaby.

Y BariTHUX *KiHOK KAiHIYHI AOCNiAXKEHHA HE NPOBOAMANCD.
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daKTopyu pU3KUKY Ta Y KIHOK NpeKkNiMaKTepuyHOro BiKy Ta 3 penpoayKTMBHUM NOTEHLia/IoM
rpynu pusunky iCHYE PU3MK LbOro YCKAAAHEHHA NPV HACTaHHI BariTHOCTI Nig, yac
NiKyBaHHA. OCKiNbKW cepeaHin BiK HA MOMEHT BCTAaHOB/IEHHA AiarHO3y
HER2-no3WTWMBHOIrO paKy MOJI0OYHOI 3an03M € cepegmHa 50-x p,
Ma/fI0BipOriAHO, LLO LLOHAMMEHLLIE Y MOJIOBUHM MALLIEHTOK, AKi BiporigHo
OTPUMYIOTb NliKyBaHHA NepTy3ymabom, HacTynuTb BariTHICTb NO NPUYUHI
BiKy. OKpim Toro, nonepegHa ximiotepania y ag toBaHTHOMY peXKMMi Ta
CYNyTHA XimioTepania Npu MeTacTaTMYHOMY pPaKy BipOrigHO 3MEHLUYE
LIAHCK 3annigHeHHA, imnaaHTauii Ta embpioreHesy y 38’A3Ky 3 iHAYKLIED
nepegyacHoi  MeHoOMaysn Ta  aHTUNpoAnidpepaTMBHUX  edekTis
XimioTepanii. 3pewTo, NOWKUpPEHa CTafia 3aXBOPHOBAHHA Ta MOraHumn
MPOrHO3 Yy MNAUJEHTIB 3 MeTACTaTUYHUM pPaKOM MOJIOYHOI 3a/103U
3MEHLUYIOTb BipOrigHiCTb HACTaHHA BariTHOCTI. 3N10BXWBaHHA onioigamu
abo 3anexHicTb Mif, yac BariTHOCTI cyTTEBO 36i/blUyE MMOBIPHICTb
PO3BUTKY onirorigpamHioHy (Maeda Ta cniBasTopu, 2014). Y BariTHux
KIHOK 3 CeprnoBUAHOKNITUHHOI aHEeMIE MiABUWEHUIA  PU3BKK
onirorigpamHioHy (Kuo i Caughey, 2016). Mepwi nonoru acou,itoloTbea 3
NiABWULLEHOIO YacCTOTOI BMHWKHEHHA oJjiroriapamHiony (Wielgos Ta
cnisaBTopwn, 2015).

3axoau 3 MiHimizau,ii MoBigomneHHA NpPo pyTUHHI 3axoau:

PU3UKY Po3ain 4.6 KXN3 ana €C (po3ain «OcobamBocTi 3aCTOCYBaHHAY IHCTPYKLT
ANA MeaNYHOro 3acTtocyBaHHS B YKpaiHi): ®epTunbHicTb, BariTHICTL Ta
naKktauia («FogyBaHHA rpyaao» B IHCTpYKUii Ans  meguyHoro
3acTocyBaHHA B YKpaiHi)

PyTuHHI 3axoau 3 MmiHimi3auii pu3ukKis, Ae pekomeHA0BaHO cneundiyHi
KANiHIYHi 3aXx0au AnA YCYHEHHA PU3UKY:

Y po3gini 4.6 KXN3 pns €C (po3ain «OcobnmBOCTi 3acTOCYyBaHHA»
IHCTPYKUii Ana meaMyHOro 3actocyBaHHA B YKpaiHi), a came B YacTUHI
«®epTUNbHICTb, BariTHICTb Ta nakTauia («foayBaHHA rpyaaw» B
IHCTPYKUii Ana MeguMyHOro 3acTocyBaHHA B YKpaiHi)» HaBeaeHi
pekomMmeHauii Woao ynpaBniHHA AaHUMW PU3UKAMMU.

IHWIi pYTUHHI 3ax0AKn 3 MiHiMi3aLii pU3KKyY, AKi He BKa3aHi B iHCTPYKLii
ANA MeAUYHOro 3aCTOCYBaHHA:

PeuenTypHumii cTaTyc npenapary:
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PeuenTtypHuin cratyc: /13 MNEP’ETA® € nikapcbkum 3acobom, Lo

BiZAMYCKAETbLCA NIMLLE MO PeLenTy

[Dopatkosi 3axoau 3 MmiHimisauii pusukis:
BigcyTHi

JopaTkoBi 3axoan 3 | AlopaTKoBi 3axoau 3 papmakoHarnagy:
dapmakoHarnaay BigcyTHi

Ba)knuBi NOTeHU,iiAHI pU3MKKU
Pu3unkun BnamBy Ha GpepTUNbHICTb Yy Ntoaeit

[oKasn 3B’A3Ky CneuianbHi gocnigykeHHA GepTUAbHOCTI Y TBAPUH A8 BUBYEHHA BMANBY

[AHOTO PU3MKY i3 nepTy3ymaby He NnpoBOAMIUCS.

OAHUM NiIKAapCbKUM FnobanbHa 6asa AaHux 3 ¢apmaKkoHarnsgy KomnaHii «Pow» 6yna

3acobom npoaHanisoBaHa Ha npeameT b6yab-AKMX BUMNAAKIB PU3MKY BNAMBY Ha
depTUNbHICTb y toaen abo posnaais GpepTUNbHOCTI.

daKTopyM PU3KUKY Ta CepenHin BiKk Ha MOMEHT BCTaHOBAEHHA aiarHo3y HER2-no3utmMBHOro

rpynu pusmnky pPaKy MOJIOYHOI 3a/103M € cepeanHa 50-n pokis, TOMYy MasioBiporigHo, Lo

LLOHaMeHLWe Yy MONOBMHM MNALEHTOK, fKi BiporigHO OTPUMYIOTb
NikyBaHHA npenapatom MNep’eTa®, HAacCTyNUTb BariTHICTb NO NPUYUHI BiKY.
Okpim TOro, nonepefHsa ximioTepania y af’lOBaHTHOMY pPeXXMMi Ta
CynyTHA XimioTepania nNpuM MeTacTaTUYHOMY pPaKy BipOrigHO 3MeEHLUYE
LIAHCK 3an/liAHEeHHA, iIMNAaHTaLii Ta embpioreHesy y 38°A3Ky 3 iHAYKLLE
nepegyacHoi  MeHoMmay3sn Ta  aHTUNpoAnidpepaTMBHUX  edekTis
XimioTepanii. 3pewToto, NOWMpPEHa CTaLiA 3axXxBOPIOBAHHA Ta MOraHwWin
NPOrHO3 Yy MNAUJEHTIB 3 MeTAacTaTUYHUM pPaKOM MOJIOYHOI 33/103K
3MEHLWYOTb BipOrigHiCTb HACTAHHA BaAriTHOCTI.

3axoau 3 MiHimizauii IHWi pyTUHHI 3ax0Aau 3 miHimi3auii pu3KKy, AKi He BKa3aHi B iHCTPYKL,ii
pU3NKy ANA MeAUYHOro 3aCTOCyBaHHA:
BigcyTHi

PeuenTypHumii ctaTyc npenapary:
PeuentypHuin crtatyc: /13 TEP’ETA® € nikapcbkum 3acobom, Lo
BiZMYCKAETbLCA INLLIE NO peuenTy

Dopatkosi 3axoau 3 miHimisauii pusukis:

BigcyTHi
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JopaTkosi 3axoam 3
dapmakoHarnaoy

DopaTtKoBsi 3axoau 3 papmaKkoHarnagy:
BigcyTHi

Ba)knuBi NOTeHU,iiAHI pU3MKKU
Pu3uK 3acTocyBaHHA y NaLi€HTIB BIKOM 275 pokKis

[oKasn 3B’A3Ky
OQHOro PU3KKY i3
OQHUM NiKapPCbKUM
3acobom

Jopocni nauieHTM He OynM BUKAKOYEHi 3 yyacTi B gochigxeHb /13
MEP’ETA® no npuuuMHi BiKy, 3@ YMOBMW, WO Li NaUieHTX BiANoBiAalOTb
iHWKWM  KpUTEpiAM  BKIOYEHHA B AOCAig)KeHHA  (TO6To  He
3aCTOCOBYBA/NOCA BEPXHE OBMeEKeHHA 3a BiKoM). Y MaLi€HTIB NiTHbOro
BiKy cneuianbHi gocnigKeHHA 3 papMaKOKIHETUKM He NPOBOAMUINCS.

Kopekuisa ao3u 13 NEP’ETA® aopocanm nauieHTam He NoTpibHa, y Tomy
yYMcAai NauieHTam BiKOM cTaplue 65 pokis.

daKTopM pU3MKY Ta
rpynu pU3KNKyY

MauieHTn Bikom =75 pokis

3axoau 3 MiHimisauii
pPU3NKY

IHWIi pyTUHHI 3ax0AaKn 3 MiHimi3auii pu3KKy, AKi He BKa3aHi B iHCTPyKUii
ANA MeAUYHOro 3aCTOCyBaHHA:
BiacyTHi

PeuenTtypHuii ctatyc npenapary:
PeuenTtypHuin cratyc: J13 TMEP’ETA® € nikapcbkum 3acobom, UWO
BiANYCKAETbCA INLE NO peuenTy

DopatKosi 3axogu 3 miHimizauii pusukis:
BigcyTHi

[opaTtkosi 3axoam 3
dapmakoHarnsay

[opatkosi 3axoau 3 papmakoHarnaay:
BigcyTHi

Ba)knuBi NOTeHUiliHI pU3MKKU
Pu3ukK BiacyTHOCTi epeKTUBHOCTI Yepes iMYHOreHHiICTb

[oKasn 3B’A3Ky
[LAHOrOo PU3MKY i3
OAHUM NiKapPCbKMM
3acobom

IMyHOreHHICTb nepTy3aymaby BMBYaNacs B KAIHIYHUX AOCAIAMKEHHAX
npenapaty MNep’eTta® WANAXOM OUHKM YaCTOTU BUABNEHHA QHTUTIA A0
nepTy3ymaby A0 NoYaTKy NiKyBaHHA Ta NiCAA 3aCTOCYBAaHHA NepTy3ymaby
(abo nnauebo). Mpu LboMmy cnocTepiranacs HU3bKa YacToTa YTBOPEHHS
aHTUTIN JO nepTy3ymaby.

DaKTOpU PU3MKY Ta
rpynu pusmnky

DaKTOpU PU3MKY PO3BUTKY aHTUTI 0 NpenapaTy OMMUCaHi B Pi3HUX

PEerynaTopHUX KepiBHMLTBAX Ta B HOPMATUBHUX AOKYMEHTax iHAyCTpii
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(EMEA 2007; Koren Ta cnisaBtopu, 2008; FDA 2014). PekomeHpauii
LLLOAO CTpaTerii Ha OCHOBI PU3UKY ANS BUSBAEHHA Ta ONUCY aHTUTIN A0
6ioTexHONOriYHMX NpenapaTiB, i BKAKOYAOTb TeHETUYHi dakTopw,
iIMYHHWI CTATyC NALLEHTIB, Ta CYNyTHE NiKyBaHHA. OAHAK, Ha CbOroAHi He
iCHY€e cnocoby nepenbaunTH, y AKMX NALLIEHTIB PO3BUHYTLCA AHTUTIIA 4,0
JIKapCbKOro 3acoby, i y AKMX 3 HUX Yy pe3ynbTaTi byae BTpayeHa KopuCTb
3aCTOCYBaHHA Npenapary.

3axoam 3 MiHimizawii IHWi pyTUHHI 3axoAau 3 miHimi3auii pu3sKKy, AKi He BKa3aHi B iHCTPYKLii
pU3nKy ONA MeAUYHOro 3aCTOCYBaHHA:
BigcyTHi

PeuenTtypHuii cTatyc npenapary:
PeuenTtypHuin cratyc: J13 TEP’ETA® € nikapcbkum 3acobom, UWO
BiANyCKa€eTbCA INLWE No peuenTy

[DopatKosi 3axogu 3 miHimi3auii pusukis:
BiacyTHi

JopnaTtkosi 3axogm 3 DopaTtKkoBi 3axoau 3 papmaKkoHarnagy:
dapmakoHarnagy BiacyTHi

BiacyTtHA iHpopmauin
Pu3uKuM 3acTocyBaHHA y nepioa BariTHOCTi abo roayBaHHA rpyaaio

[oKasn 3B’A3Ky BariTHi *KiHKM Ta XKiHKK, WO roayoTb rpyanto, 6ynm BUKAOYEHI 3 yCixX
OQHOTO PU3KKY i3 pocnigeHb 13 MEP'ETA®. JoKNiHIYHI penpoAyKTUBHI AOCNIOXKEHHA Y
AAHUM NiKapCbKUM ABAHCbKMX MaKaK NpPOAEMOHCTpyBann BTpATy embpioHy/nnoay,
3acobom oniroriapamHioHy, 3aTPUMKM PO3BUTKY HUPOK (rinonnasia HMPOK) Ta

BHYTPILWHbOYTPOOHOI cMepTi i3 40303aN1eKHMM 36ibLIEHHAM YacTOTU Ta
TAXKocTi. Lli pesynbtatm bynn ogHOpPiAHMMM 3 AOKa3amu TOro, LWo
aHTUTING MOXYTb NPOXOAWUTM uYepe3 naaueHTy nig4 Yac nepioay
OopraHoreHesy y ABAHCbKMX MakKak. [po BMNagKuW onirorigpamHioHy,
OefAKi acouitoBaHi 3 ¢aTanbHO rinonnasield nereHb y NAo4a,
NOBIAOMANANNCA Yy BariTHUX XKIHOK, AKi OTpMMYBaAn TpacTy3ymab, aki (ak
nepty3aymab), € aHTMTInaMu, AKki BnNAMBatOTb Ha peuentop HER2. B
IHCTPYKLIT ANA MeANYHOro 3aCTOCYBaHHA 3a3HAYEHO, WO 3aCTOCYBaHHA
N3 NEP’ETA® cnig yHMKaATK Nig Yac BariTHOCTI, OKpiM BMNaAKiB, Konu
NOTEHL,iMHA KOPUCTb ANA MaTepi NepeBuLLYE NOTEHUINHUA PU3KUK ONA

naoay.
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iHKam penpoayKTUBHOIO BiKYy Ta »MKiHKam-napTHepam YONOBIKiB-
NauieHTiB penpoayKTUBHOIO BiKY CAif 3acTocoByBaTh eEKTUBHI MeToau
KOHTpauenuii nig Yyac nikysaHHA /I3 NMEP’ETA® i npoTarom 6 micauis nicns
OTPMMAHHA OCTAaHHbOI 403U LbOro npenapary.

Ockinbkn 1gG nOgNHN CEKPETYETbCA B rpyAHE MOJIOKO AWHMU, a
MMOBIPHICTb BCMOKTYBaHHA i WKoAM ANsS AWTUHM HeBigoma, chifg,
NPUAHATM PilLEHHS LWOAO0 NPUMWHEHHS rogyBaHHA rpyAadlo nig yac Ta
nicna nikysaHHA J13 NMEP'ETA®, BpaxoByo4M BarK/IMBICTb NiKyBaHHA A1
mMmaTepi Ta nepioa HaniBBMBEAEHHA NepTy3ymaby.

dakTOpK pM3MKy Ta
rpynu pU3KNKyY

IHWi pyTUHHI 3ax0Aau 3 MmiHimi3auii pu3uKy, AKi He BKa3aHi B iHCTPYKLii
ONA MeAUYHOro 3aCTOCYBaHHA:
BigcyTHi

PeuenTtypHuii cTaTyc npenapary:
PeuenTtypHuin cratyc: J13 TMEP’ETA® € nikapcbkum 3acobom, UWO
BiANyCKA€ETbCA INLWE NO peuenTy

[DopatKosi 3axogu 3 miHimi3auii pusukis:
BiacyTHi

[opaTtkosi 3axoam 3

dapmakoHarnsay

DopaTtKkoBi 3axoau 3 papmaKkoHarnagy:
BiacyTHi

11.C NN1AH NICNAPEECTPALLIMHOI PO3POBKU

1I.C.1 AlocnigKeHHsA, AKi € ymoBaMU peecTpauii NikapcbKoro 3acoby

HacTynHi gocnigrkeHHa € ymoBamm peecTpauii NikapcbKoro 3acoby:

KopoTka Ha3Ba gocnigrkeHHa: BO25126 (APHINITY)

MeTa [AOCNiAMKEHHA: OTPUMATU AaHi woao p[osrotpueanoi edektmuBHocti /13 MEP'ETA® ana

NikyBaHHA HER2-N03MTMBHOIO paHHbLOrO PaKy MOJIOYHOI 3a/103U.

1I.C.2 IHWi Aocnig)KeHHA B NAaHi nichapeecTpaLiiHol po3pobKu

B nnaHi nicnapeectpauinHoro po3sutky ana /13 MEP’ETA® iHWi aocnigKeHHs BiACyTHI.
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