YACTUHA VI: PESIOME NNAHY YNPABNIHHA PUSUKAMU

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

Le pestome nnany ynpasniHHA pusmkamu (MYP) ana nikapcbkoro 3acoby (/13) MEP’ETA®. B MYyP
HaBeZieHa AeTanbHa iHGopMaLia WoA0 BaXKNMBUX PU3MKIB Npu 3acTtocyBaHHi J13 MEP’ETA®, akum
YMHOM Ui PU3NMKN MOXKYTb BYTM MiHIMI30BaHi, i AKUM YNHOM MOXKANBO OTPMUMATK BinbLue iIHGopmau,i
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®.

Hane pesome MYP ana N3 MEP’ETA® cnig uMTaTv y KOHTEKCTI BCI€El L€l iHdpopmallii, BKAKOYaouM 3BiT
3 OUiHKM Ta pe3tome, WO BMKAALEHO AOCTYNMHOK MOBO, WO € YAaCTUHOK EBPOMENCHKOro
ny6niyHoro 3BiTy 3 ouiHKKM (EPAR).

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

I. IIKAPCbKWI 3ACIE TA 41 YOrO BIH 3ACTOCOBYETbCA

N3 MEP’ETA® 3apeecTpoBaHWU ANA 3aCTOCYBAHHA Y NALLIEHTIB 3 METACTaTUYHUM PAaKOM MOJIOYHOT
331031 Ta ANA Heoad'toBAHTHOMO i aA’'toBaHTHOrO NiKyBaHHA PAHHbOrO PaKy MOJIOYHOI 3a103MU
(noBHY iHPopmaLito Npo NOKasaHHA ANA 3acToCyBaHHA AuMB. B IHCTpyKuii gna mepguyHoro
3acTtocyBaHHA). /13 mictutb nepmy3symab y AKOCTI Ailo40i peyoBMHM Ta 3aCTOCOBYETbCA Yy popmi
BHYTPILLHbOBEHHOI iHPY3il.

JeTanbHiwy iHbopmaLito Npo OuiHKY KopucTi 3actocyBaHHs J13 MEP’ETA® aus. y EPAR gna N3
MEP’ETA®, y TOMY 4nCAi B pe3toMe, L0 BUKIAAEHO AOCTYNHOK MOBOMO, LLO 3HAaXOAMUTbCA Ha Beb-
canTi EBponencbKoro areHTCcTBa No nikapcbknm 3acobam (EMA), Ha cTopiHLi nikapcbKoro 3acoby.

Il. PU3UKMU, MNOB’A3AHI 13 3SACTOCYBAHHAM JIIKAPCbKOIO 3ACOBY TA 3AX04M 3 MIHIMI3ALIT
ABO NOAANbLWOIo onnucy PU3UKIB

Huykue 3a3HaueHi Baxknumei pmusmkun /13 MEP’ETA® Ta NnponoHOBaHI AOCNIAKEHHA ANA NOAANbLIOIO
BMBYEHHA pu3nkis /13 MEP'ETA®.

3axo4amu No MiHimisaLii pusnKiB, ineHTUPIKOBAHMX 418 NiIKapCbKOro 3acoby, MoXKyTb ByTu:

e CneumndiyHa iHpopmauis, Taka AK 3acTepekeHHna, 3anobiKHi 3axoau, Ta nopagu Woao0
NpPaBMAIbHOTO 3aCTOCYBaHHA, HaBeAeHi B IHCTPYKLUii AnAa MeAWYHOro 3acTocyBaHHA ANA
MeAUNYHMX CNeLianicTiB Ta NaLi€HTIB;

e Baknuei nopaam, WO BKasaHi Ha ynaKkoBL,i NikapcbKoro 3acoby;
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e 3aTBepArKEHWUI PO3MIp YNaKOBKM — KiNbKiCTb JiIKApCbKOro 3acoby B ynakosLi, wo obpaHa
o6 nepekoHaTUCA Y TOMY, LLLO JIKapCbKWiM 3acib 3aCcTOCOBAHMI NPaBUJIbHO;

e PeuenTypHui cTaTyc — cnocib, AKMM NiKapCbKMN 3acib PoO3MOBCIOAMKEHUI cepes NaLliEHTIB
(TobT0 33 peuentom um 6e3 peuenTy), WO MOXKE A0NOMOITN MiHIMI3yBaTK MOr0 PU3MKK;

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

JopnaTtkoBo A0 umx 3axoais 6e3nepepBHO BiabyBaeTbesa 36ip Ta perynapHuin aHanis iHpopmadii npo
nobiyHi peakuii, y TOMy 4ncni ouiHKa NepiogMyHO OHOB/IIOBAHOIO 3BIiTYy 3 6e3MneKkn, TaKUM YMHOM
MOXYTb 3/liNCHEHi HeranHi 3axoam BignosigHUM YnHOM. Lli 3axoamn cknagatoTb pymuHHi 3axo0u 3
¢hapmakoHaenaoy.

AKWO BakmMBa iHdopMaLiia, WO MoXKe BNInBaTK Ha besneky 3actocyBaHHA /13 MEP'ETA®, we He €
HAABHOI, BOHA HAaBeAEHA HUMXKYE Yy PO3A4iNi «BiACYTHA iHGOpMaLLia».

I.LA NEPENIK BAXXIUBUX PU3SUKIB TA BIACYTHA IHPOPMALLIA

Basknusi pu3nKM npu 3actocyBaHHi /13 MEP'ETA® — ue pu3MKKM, ANA AKUX HeobxigHi cneuianbHi
3aX04M 3 YNpPaBAiHHA PU3MKaMW 3 METO MOJa/blLIOro BMBYEHHA abo MiHimi3auii pusmky, ans
6e3neyHoro 3acTocyBaHHA. BaxKnMBi pU3MKKM MOXKYTb OyTU po3uiHeHi AK ineHTUMdikoBaHi abo
NOTEeHUiNHI. |aeHTUdIKOBaHI pU3NKKN — Le Npobsiemun, ANA AKMX HAABHI AOCTaTHI 0Ka3u 3B'A3KY i3
3actocyBaHHAM J13 MEP'ETA®. MoTeHLUiNHI pu3MKK — Le npobaemu, AnA AKUX 3B'A30K i3 AaHum J13 €
MOX/IMBUM Ha OCHOBI HAsfIBHMX AaHWX, OAHAK LEW 3B'A30K Le He € BCTaHOBAEHUM i noTpebye
noaanbluoi OuiHKKU. BiacyTHA iHbopmauia — ue iHpopmauia 3 6esnekn f13, Aka Ha AaHUN 4ac
BiZICYTHSA, i AKY NOTPi6HO 3ibpaTn (HanpuKknaa, Nnpu TpMBAAOMY 3acToCyBaHHiI J13).

Mepenik BaXXAMBUX PU3UKIB Ta BiACYTHbOI iHpopMmaLii

Baxknusi o |HY3iNHI peaKuii, peaKuii rinepyytansocTi/aHadinakcisa
ifeHTndikosaHi e 3acTiliHa cepueBa HeaoCTaTHICTb/ANCYHKLiA NiBOrO WAYHOYKA
PU3NKK

BakAunBi NOTEHUiMHI e OnirorigpamHioH*

PU3NKM e  Pu3uMKKM BNAMBY HA GEPTUNBHICTbL Y Ntoaen

e  PU3KMK 3aCTOCYBAHHA Yy NALIEHTIB BiKOM 275 poKiB
e Pusuk BigcyTHOCTI edeKTUBHOCTI Yepes iIMyHOFeHHICTb

BigcyTHa iHpopmauyin e Pu3MKKM 3acTOoCyBaHHA y Nepiog BariTHOCTi abo rogyBaHHSA
royaato

* Y nauieHmis, aki ompumyeau niky8aHHA nepmy3ymabom He nosifoMA10CA PO BUHUKHEHHS 0/1i202i0pamMHIOHY,
OOHQK 011i202i0paMHIOH BUHUKAB8 Y ABAHCLKUX MAKAK, AKUM 8800UsU nepmy3ymab, i y 8a2imMHUX HHOK, AKi
o0mpuMy8eanu AiKy8aHHA mpacmy3ymabom. Y 38°a3Ky 3 8iKom, nonepeodHim ad’to8aHMHUM AiKY8AHHAM, CYynyMHbOO
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Ximiomepaniero, nowupeHoto cmadiero 3aX80PHOBAHHA MA MO2AHUM MPO2HO30M 8 NMoNyAAyii NayieHMie 81ACHUK
peecmpayiliHozo noceidyerHs (BPC) oyiHIo€e 8ipo2idHicmb HACMAHHA 8a2iIMHOCMI AK HU3bKY.

11.B PE3IOME BAXX/IUBUX PUSUKIB

IHpopMmaLia 3 6e3nekn B 3aNpPONOHOBaHIM IHCTPYKLIi 418 MegMUYHOro 3aCTOCYBAHHA Y3roAXKeHa 3
pedepeHTHMM NiKapCbKUM 3acobom.

Baknusi igeHTUdiKoBaHi pu3mnKkm - IHdy3iliHi peaKuii, peakuii rinepuytansocri/aHadinakcia

Joka3un 383Ky gaHoro | [laHi paHA0Mi30BaHOroO KAiHIYHOTO AOCNIAMKEHHS
PU3KKY i3 AaHUM
NiKapCbKMM 3acobom Ha ocHoBi pe3ynbTaTiB 3 6e3nNeKkn, OTpUMaHUX B AOCAIAKEHHAX
W020698 (CLEOPATRA), WO020697 (NEOSPHERE), B022280
(TRYPHAENA), BO25126 (APHINITY) Ta M0O28047 (PERUSE).

daKTopU pU3MKY Ta Ha cborogHi Hemae HafiMHUX npeaukTopiB wWoao iaeHTUdIKauii
rpynu pusmnKky NaLEHTIB, AKI MOXYTb MaTM abo MOXyTb HE MaTU CXUAbHICTb A0
BUHMKHEHHS iHY3iNHMX peakuil, rinepyyTamnsBocTi abo aHadinakcii ao
nepty3aymaby. Y nauieHTiB 3 acTmoto, eksemoto abo nonniHosom
(aTonieto) B aHamHe3i cnocTepiraeTbca AeL0 BULLMA PUSUK PO3BUTKY
iHOY3iIMHUX peaKuin (B AeHb BBeAeHHA nepTy3ymaby abo Ha HacTynHu
AeHb nicna BBeAeHHA NepTy3ymady), y NOpPiBHAHHI 3 nauieHTamu, y
AKMUX HEMAE aTonNii B aHaMHe3i, 0O4HaK KiNbKiCTb NALEHTIB 3 aTONIEO B
aHamHesi 6yn0 HaATo Manum, wob 3pobuTM 0AHO3HAYHMUN BUCHOBOK.

OKpim TOro, K BMABMJOCbL, Y MNALIEHTIB 3 aTOMIED B aHaMHe3i He
CcnocTepiraeTbCa NiABUWEHUA pU3MK aHadinakcii abo peakuin
rinepyyTAMBOCTi. BarKnnMBo, BUABMAOCL, WO nonepegHe abo cynyTHe
3aCTOCyBaHHA TPacTy3ymaby He 3MeHLWYye Ta He NOocUAte iHDY3iMHI
peakLii, AKi cnocTepirannca npu 3acTocyBaHHI NepTy3ymaby.

AHmMumina 0o nikapcoKko20 3acoby 8 0ocnioneHHi W020698

3pa3Ku CMPOBATKM KPOBiI BUBYANNCA HA NpeaMeT HAaaBHOCTI aHTUTIN A0
nepTy3ymaby, TaKoX BiAOMi K aHTUTepaneBTUYHI aHTUTINA (ATA) abo
aHTUTING NIOAWHW [0 aHTUTIA AtoacbKoro noxomskeHHA (HAHA).
YacTtoTa BMABNEHHA aHTUTIA A0 npenapaty 6yna po3paxoBaHa Ha
OCHOBI 3aranbHOr0 YMCNA NALEHTIB, Y AKX OYAN NO3UTUBHI TECTM Ha
npegmeT aHTUTIAN A0 nepTysymaby nicnA BBeAeHHA npenapary, AKa
6yna posgineHa Ha 3arasibHe 4YMUCAO NAUIEHTIB, ANA AKUX Oyau
HaABHUMM 3PA3KM ONA TECTYBAHHA HA aHTUTINA 40 npenapaty nicna
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A03yBaHHA. byB BWKOPWUCTAaHUI KOHCEpPBATUBHUM  niaxig A4nna
PO3paxyHKYy 4YacTOTWU aHTUTIN 40 npenapaTy, i TAaKMM YMHOM KOXKeH
nauieHT, ans Aakoro OyB niATBEpAXKEHMN 3Pas3oK i3 aHTUTINamu A0
npenaparty, BBa*KaBCA MO3UTUBHUM Ha NpeaMeT aHTUTIN 40 npenapary,
He3aneXKHOo BiJ, MOYaTKOBOrO CTaTycCy.

Ockinbkn TpacTy3ymab i neptysymab maloTb OAHAKOBY KapKacHy
CTPYKTYpPY, i Bigpi3HAOTbCA ANuwe rinepBapiabenbHOK AiNAHKOLO,
MOX/MBO, WO MO3UTUBHI pe3ynbTaTM TeCTyBaHHA HA aHTUTINA 40
npenapaTy y NaLieHTiB, AKI OTPMMyBanK NiKyBaHHA No cxemi Pla + H +
D, 6ynu y pe3ynbTaTti aHTUTIN, HANPaBAEHUX NPOTU AINAHKM KapKaCHOI
CTPYKTYpW NepTy3ymaby i Tpactysymaby.

B pocnigkeHHi W020698, Ha MOMEHT ApYyroro NpUnNMHeHHa 36opy
KNiHIYHMX AaHux (14 tpasHa 2012), 6,7% (25/372 nauieHTn) cepep,
nauieHTiB, AKi oTpumyBsanun nnauebo, Ta 3,3% (13/389 naujieHTiB), AKi
3aCTOCOBYBA/IN NepTy3ymMab, Manv NO3UTUBHUIM pe3ynbTaT BU3HAYEHHA
aHTUTIN po npenapaty. Y KogHoro 3 umx 38 nauieHTiB XKoAaHa
aHadinakTMuyHa peakuis/peakuia rinepyyTAnMBOCTI He 6yna  YiTKo
nos’A3aHa 3 aHTUTINAMKM [0 npenapaty. lNauieHTM 3 BUMABNEHUMMU
aHTUTINAMKM 40 NpenapaTy Maau 3Mory NpoAoBXKUTU AOCNIAXKYBaHe
NiKyBaHHSA, iHOAI NPOTArom TpUBaAAiWoro nepioay.

3axoau 3 MiHimizau,ii
pU3NKy

MoBigomneHHA NpPo pyTUHHI 3axoau:
Po3ain IHCTPYKUi Ans meanyHoro 3actocyBaHHA «MobivHi peakL,ii»

PyTUHHI 3ax04M 3 MiHiMmi3aLii pu3uKiB, Ae peKoMmeHA0BaHO
cneuundiyHi KNiHiYHi 3aXx0Aun ANA YCYHEHHA PU3UKY:

Y po3gini «OcobnmBocCTi 3acTOCyBaHHA» IHCTPYKLiT AnA mepuyHoro
3acTocyBaHHA B YKpaiHi, a came B 4YacTUHi «IHPY3iMHI peakuii» Ta
«Peakuji rinepuyTtansocTi/aHadinakcia» HaBeaeHi pekomeHaauii Woao
YyNpaBAiHHA 4aHUMU PU3MKAMU.

IHWIi pyTUHHI 3ax0aM 3 MiHiMi3aLii pu3nKy, AKi He BKa3aHi B iHCTPYKUii
ONA MeAUYHOro 3aCTOCyBaHHA:

PeuenTypHwmii cTaTyc:

MEP’ETA® € nikapCcbKMM 3acob0M, O BigNyCKAETLCA NMLLIE NO peuenTy

Dopatkosi 3axoau 3 miHimisauii pusukis:
BigcyTHi
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JopaTtkosi 3axoamn 3 JopaTtKosi 3axoam 3 bapmakoHarnaay:
dapmakoHarnaay BiACYTHI

Baknusi ineHTMPiKoBaHi pU3nKU —

3acriliHa cepueBa Hef0CTaTHICTb/ANCHYHKLA NiIBOro WAYHOUKa

[oKasn 38’a3Ky AaHoro | [laHi KNiHiYHOro gocnigKeHHA

PU3UKY i3 AaHUM . . .
Ha ocHoBi pe3ynbTtaTtiB 3 6e3neku, OTPUMaAHUX B [OCNIONKEHHAX

WO020697 (NEOSPHERE), WO020698 (CLEOPATRA), B022280
(TRYPHAENA), WO029217 (BERENICE), B025126 (APHINITY) Ta

NiKapCbKUMm 3acobom

M028047 (PERUSE).
daKTOopyK PU3KUKY Ta Taki ¢akTopm pusMKky AK BiK 60 pokiB i cTapwe, nonepegHA
rpynu pusmnky XimioTepanis, NoKasHUK ¢paKLii BUKMAY NiBOTO WAYHOYKA MeHLIe 65%,
rinepteHsia i 3aCcTOCyBaHHA aHTUriNepTeH3UBHUX J13, Takux AK
6noKaTopu peuentopiB  aHrioteHsMHy Il Ta 6HeTa-6n0KaTopiB

acoLitoBaNCA 3 MiABULLLEEHUM PU3MKOM NOAiN 3 BOKY cepus y NaLieHTiB
3 HER2-no3nTMBHUM pakom MOoJIo4HOI 3an103m (Russo Ta cniBaBTopw,
2014; Anthony Ta cnisaBTopu, 2015; Advani Ta cnisasTopu, 2015).

EKcno3uuia aHTpaunKAiHaMKU: PU3MKAMW BUHUKHEHHA aHTPALMKAIH-
iHOYKOBaHOI cepueBOi He40CTAaTHOCTI € KYMYNATUBHA 40343, BiK CTaplle
70 pokis, nonepeaHa abo ogHOYacHa NpoMeHeBa Tepania Ha rpyaHy
KNiTUHY,  CYNYTHE  NiKyBaHHA  iHWWMMKM  XimioTepaneBTUYHUMMU
KapAioTOKCMYHUMK J13, HanpuKnag, TakcaHamu, KaneuntabiHom abo
TpacTy3aymabom, i paHiwe icHytoue 3axBoptoBaHHA cepus (Geiger Ta
cnisasTopn, 2010; Fiuza 2009). Hainbinbw BaxknMBum baKkTopom
PU3NKY BUHMKHEHHA Ni3HbOI KapAiabHOT TOKCUYHOCTI € KYMYNATUBHA
A03a aHTpaumKniny (Yeh Ta cnisasTopu, Keefe i3 uutyBaHHAM Senkus Ta
Jassem, 2011).

CynyTHE 3aCTOCYBaHHA TPacTy3ymaby: 3miHN cepus, AKi accowitoroTbeA
i3 3acTOCyBaHHAM TpacTy3ymaby, y 6inblocTi BUNaaKiB € 3BOPOTHUMM,
He 3a/1eXaTb BiJ 403U i He CyNpPOBOAKYIOTbCA MCTONOMNYHMMM 3MiIHAMM
TKAaHMH cepudA. Jlo BuABNeHMX GAKTOPIB  PU3KMKY  HanexaTtb
3aCTOCYBaHHA aHTPAUMKAiIHIB abo nakniTakceny, HU3bKa NO4YaTKOBA
dpaKuia BUKMAY NiBOro WAyHo4Ka, Bik binbwe 60 poKiB, OXKUPIHHA,
nonepenHe 3axBOPHOBAHHA cepuA i rinepteHsia. B TenepiwHbomy
MOHITOPUHIY  KapaianbHoi  YHKUii  BMKOPMCTOBYHOTbCA  3MiHM
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NoKasHWKa ¢paKuji NiBOro LWAYHOYKA AK CTaHAAPT BigobpakeHHA
KapAioTOKCUYHOCTI. BiK, 3acTocyBaHHA aHTPaUMKAIHIB Ta HaABHICTb
KapAioBacKynApHUX GaKToOpiB PU3MKY € MPOrHOCTUHHUMK paKTopamm
BMHUKHEHHA MObiYHMX peakuin 3 OOKy cepus y MaUiEHTIB, AKi
oTpuMytoTb TpacTy3ymab (Hudis i3 umtyBaHHam Guglin Ta cnisaBTopw,
2009). He onucaHwWii 4YiTKMIA 3B'AS0K i3 KYMYAATUBHOK [A030t0
Tpactysymaby (Geiger Ta cniBaBtopu, 2010). Micns nepepuBaHHA
NiKYBAHHA KANiHIYHI Ta CyOKANiHIYHI O3HAKKM cepL.eBOi HeAOCTAaTHOCTI B
6inblOCTI BUNAAKIB € 3BOPOTHMMM, i MOBTOPHE iHiLitoBaHHA Tepanii
TpacTyaymabom nicns BigHOBNEHHA CTAaHy YacTo f06pe nepeHoCUTbCA
(Geiger Ta cniBasTopun, 2010).

Ap’loBaHTHA npomeHeBa Tepania rpyaHOi 3as03U: BiJHOCHE
36inblweHHs Ha 30% cmepTel Bif, KapAiaNbHUX MPUYKNH CNOCTepiranocs
Y XKiHOK, AKi oTpuMyBann npomeHesy Tepanito Ao 1980-x pokis (Clark
Ta cniBaBTopwM, i3 uMTyBaHHAM Chargari Ta cnisastopu, 2011). Cepep,
NaLiEHTIB, AKI OTPUMYBaNM nikyBaHHA B nepiog 3 1973 no 1982 pp, i
OTPUMYBaAIM NPOMEHEBY Tepanito, BiAHOCHA CMePTHICTb 3 KapAialbHUX
NPWUYMH (NiIBOCTOPOHHA NOKaNi3aLia NYXANMHM NPOTM NPABOCTOPOHHbOI)
ctaHoBuna 1,58 (1,29-1,95) uepes 15 pokiB abo 6inblie, a y NaLieHTis,
AiarHos skum byB BcTaHOBAEHMI B nepioA 3 1993 no 2001 pp, BiaHOCHa
CMEPTHICTb 3 KapaiaibHUX NPUYKH cTaHosuna 0,96 (0,82-1,12) meHwe
Hi>k 10 pokiB nicna yboro (Darby Ta cniBaBTOpY, i3 UMTYBaHHAM Chargari
Ta cnisaBtopu, 2011). lppagiauia y BHYTPIWHIA NaHUIOXKOK rPyAHOI
3371031 NigBuMLLyBana [03Y eKCnosuuii gna cepua npu 3acTocyBaHHI
3aCTapiNINX MEeTOAMK, YN Y MNALIEHTIB 3 NIBOCTOPOHHIMWU NYXAMHAMMU,
NoTeHUiMHO  npu3BogAaun a0  36inbleHHA  QOBroTpMBasioro
3axBoptoBaHHA cepus (Chargari Ta cnisasTopm, 2011).

3axoau 3 MiHimizau,ii
pU3nKy

MoBiaoMneHHA NPoO PYTUHHI 3axoaum:

Po3ain «MobiyHi peakuii» IHCTPYKUIi AnA MeaMUYHOro 3acToCcyBaHHA B
YKpaiHi

PyTUHHI 3ax04M 3 MiHiMmi3aLii pu3KnKiB, Ae peKOMeHA0BaHO
cneuymndiyHi KniHiYHi 3axo4un ANA YCYHEHHA PU3UKY:

Y posgini «Cnocib 3actocyBaHHA Ta 403U» IHCTPYKLii Ana meanyHoro
3acTtocyBaHHA B YKpaiHi, a came B YacTuHi «lNopyweHHs yHKUii niBoro
WAYHOYKa» Ta «OcobnmBocTi 3actocyBaHHA» (po3ain «OcobamsocTi
3acTocyBaHHA» |HCTPYKLUIl ANA MeAMYHOro 3acTocyBaHHA B YKpaiHi)
HaBeAeHi pekomeHAaaL,ii WoAo yrnpaBaiHHA JAHUMU PUSUKAMMU.
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IHWi pyTUHHI 3ax04M 3 MiHimi3aLii pU3KKy, AKI He BKa3aHi B iHCTPYKL,il
ONA MeAUYHOro 3aCTOCYBaHHA:

PeuenTtypHuit cTaTtyc:

MEP’ETA® € nikapcbknm 3acoboMm, L0 BiANYCKAETLCA /IMLLIE MO peLenTy

[Dopatkosi 3axoau 3 miHimisauii pusukis:

BigcyTHi
JopaTKkoBi 3axoam 3 [Dopatkosi 3axogu 3 papmaKoHarnaay:
dapmakoHarnagy BigcyTHi.

BaxknuBsi noTeHuiliHi pu3nku - OnirorigpamHioH

JoKka3un 383Ky gaHoro | [IoK/fiHiYHe A0CNiAXKEHHSA Y BariTHUX ABAHCbKUX MaKak. [naueHTapHe
PU3KKY i3 AaHUM nepeHeceHHA TpacTysymaby 6yno niatBeparkeHe y ABAHCbKUX MaBn.
NiKapCcbKMM 3acobom CniBBigHOLIEHHA KOHLUEHTpaLii TpacTyaymaby y cupoBaTui naoay Ta
matepi byno nogibHum B 10-KpaTHOMY Zliana3oHi 4,03 NP 3aCTOCYyBaHHiI
KNHIYHO 3HAaYMMMX KOHUeHTpaLin (y 20 pasiB nepeBulLLlyBaan KNiHIYHY
nosy ana mopei). MNos’s3aHi i3 neptysymabom embpiodeTanbHa
CMEpPTHICTb, ONIroriApamMHiOH Ta MIKPOCKOMNIYHi O3HAKM 3aTPUMKMU
PO3BUTKY HUPOK cnoctepiranoca B DOCNIAKEHHI npm
BHYTPILULHbOBEHHOMY BBEAEHHI NepTy3ymaby, noymHatoum 3 19 gHa
rectauii (GD 19) no GD50 BariTHMM AHBACbKMM MaBnam, nepioj,
opraHoreHesy y uboro suay (GD20=50). Okpim Toro, ogHopigHo 3
NOpPYLEeHHAM POCTY NAoAa, BTOPUHHO A0 ONIrorigpamHioOHy, TaKoX
cnocTepiranuca rinonnasia nerexb (y 1i3 6 30 mr/kriy 13 2 100 mr/kr),
AedeKkT MixKLWAyHouyKkoBoi neperopoakun (y 1 i3 6 30 mr/Kr), ToHKa
Mi¥KLLNYHOYKOBa neperopoaka (y 1i3 2 100 mr/Kr) Ta He3HauHi aedeKktn
cKeneTy (30BHiWwHi —y 3 i3 6 30 mr/Kr). byna niaTBepaKeHa cucTemHa
€Kcno3uuia martepi Ta naoAay B KAIHIYHO 3HAYMMMX KOHLLEHTpau,iax
nepTysymaby.

Y BariTHUX KiHOK KAiHIYHI AOCNigXKEHHA HEe NPOBOAMANCD.

daKTopu pU3KUKY Ta Y }iHOK NpeKniMmakTepUYHOro BiKy Ta 3 penpoayKTUBHUM NOTEHLiaIomM
rpynu pusunky iCHYE PU3MK LbOro YCKNALHEHHA MPW HACTAHHI BariTHOCTI nig, 4ac
NikyBaHHA. OCKiNbKKW cepeHiN BiK HA MOMEHT BCTaHOBNEHHS AiarHosy
HER2-n0O3WMTMBHOro paky MOAOYHOI 3an03n € cepeauHa 50-x p,
MafioBipoOrigHO, WO LWOHANMEHLWIEe Y MOMOBUHWU MALEHTOK, AKi
BipOriAHO OTPUMYIOTb NiKYBaHHA NepTy3ymabom, HacTynnTb BariTHICTb
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no npuumHi  Biky. OKpim TOro, nonepeaHAa XimioTepania vy
a4/toBaHTHOMY peXMMi Ta CynyTHA XimioTepania Npu meTacTaTUYHOMY
paKy BIipOrigHO 3MeHLWYE LWaHCK 3annigHeHHA, iMnaaHTauii Ta
embpioreHe3sy y 3B’A3Ky 3 iHAYKLIEW nepeavyacHOi meHonaysu Ta
aHTMNponidepaTMBHUX edeKTiB XimioTepanii. 3pewwTol, nowupeHa
CTafjia 3axBOPIOBaHHA Ta MOraHMM TMPOrHO3 Yy NauieHTiB 3
MEeTacTaTUYHUM PAKOM MOOYHOI 331031 3MEHLYITb BipOrigHICTb
HacTaHHA BariTHOCTI. 3/10BXXMBaHHA onioigamu abo 3aneXKHicTb nig yac
BariTHOCTI CyTTEBO 36iNblLUYE MMOBIPHICTb PO3BUTKY OJIIrOriApPamHioHy
(Maeda T1a  cniBasTopu, 2014). Y  BariTHUX  KIHOK 3
CepnoBUAHOKNITUHHOO aHeMmielo NiaBULLEHUN pU3nK
oniroriapamHiony (Kuo i Caughey, 2016). Nepwwi nonoru acouitotoTbea 3
NiABWULLEHO YacTOTOK BUHUKHEHHs osniroriapamuiony (Wielgos Ta
cnisaBTopwn, 2015).

3axoau 3 MiHimisauii MoBigomneHHA NPo PyTUHHI 3axoau:
PU3UKY Po3gin «3acTtocyBaHHs y nepiog BariTHOCTI abo roayBaHHA rpyaato»
IHCTPYKLIT 4NA MeaAnYHOro 3aCTocyBaHHA B YKpaiHi

PyTUHHI 3ax04M 3 MiHiMmi3aLii pu3uKiB, Ae peKoMmeHA0BaHO
cneuymndiyHi KNiHiuHi 3ax04u ANA YCYHEHHA PU3UKY:

Y po3gini «3actocyBaHHA y nepioa BariTHOCTi abo rogyBaHHSA rpyasno»
IHCTPYKLUIiT AnAa MeauMYHOro 3acToCyBaHHA B YKpaiHi  HaBegeHi
pekomeHaau,i Woao ynpaBaiHHA 4aHUMKU PU3MKAMW.

IHWi pyTUHHI 3axo4M 3 MmiHiMmi3aLii pU3KnKy, AKi He BKa3aHi B iHCTPYKL,il
ANA MeAUYHOro 3aCTOCYBaHHA:

PeuenTypHwmii cTaTyc:

MEP’ETA® € nikapcbKMM 3acoboMm, Lo BigNyCKAETbCA NMLIE NO peuenTy

[DopatKosi 3axoau 3 MmiHimisauii pusukis:

BigcyTHi
JopaTtkosi 3axoam 3 [opatkosi 3axoamn 3 papmakoHarnaay:
dapmakoHarnagy BigcyTHi

Ba)knu1Bi NOTEHLiNHi pU3NKK - PU3UKKM BNAKBY HA GpepTUNbHICTD y Nloaen
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[oKasn 3B’A3Ky AaHOro
PU3KKY i3 AaHUM
NiKapCcbKMm 3acobom

CneujanbHi pocnigkeHHA GepTUABbHOCTI Y TBAapUH ANA BUBYEHHA
BNAMBY NepTy3ymaby He NpoBOANNUCE.

FnobanbHa 6asa gaHux 3 dapmaKkoHarnsgy Komnadii «Pow» 6yna
npoaHanisoBaHa Ha npeameT byab-AKMX BUNAAKIB PU3MKY BMNIMBY Ha
depTnnbHicTb y Ntoaen abo posnagis GepTUAbHOCTI.

daKTopU PU3MKY Ta
rpynu pusuKky

CepefiHii BiK HA MOMEHT BCTaHOB/AEHHA diarHo3y HER2-no3suTtusHoro
paKy MOJI0MHOT 3a103U € cepeamnHa 50-m pokis, TOMy ManoBiporigHo,
WO ULOHalMMeHLe Yy MOJIOBMHM MALEHTOK, AKi BipOriAHO OTPUMYIOTb
NikyBaHHA /13 MNep’eTa®, HAcTyNUTb BariTHICTb NO NPUYMHI BiKy. OKpim
TOro, nonepeaHs ximiotepania y an’toBaHTHOMY PeXUMi Ta CynyTHA
XimioTepania npM MeTacTaTUYHOMY PaKy BipOrigAHO 3MEHLUYE LUAHCK
3annigHeHHs, imnaaHTauii Ta embpioreHesy y 3B’A3Ky 3 iHAYKUi€EO
nepeavyacHoi MeHonay3M Ta  aHTUNponidepaTMBHUX  edeKTiB
XimioTepanii. 3pellTo0, NOWMPEHa CTaAia 3aXBOPOBAHHA Ta NOraHUM
NPOrHO3 Yy MNALEHTIB 3 MeTACTaTU4HUM PAKOM MOJIOYHOI 3a103M

3MEHLYIOTb BipOrigHiCTb HACTAaHHA BAriTHOCTI.

3axoau 3 MiHimisau,ii
PU3NKY

IHWIi pyTUHHI 3aXx0aM 3 MiHiMi3aLii pu3nKy, AKi He BKa3aHi B iHCTPYKUii
ANA MeAUYHOro 3aCTOCyBaHHA:
BiacyTHi

PeuenTtypHuit cTaTyc:
MEP’ETA® € nikapcbknum 3acobom, L0 BiANYCKAETLCA AMLLIE MO peLenTy

[opaTtKkoBi 3axoAau 3 MiHimisauii pusukis:
BigcyTHi

[opaTtkoBi 3axoam 3
dapmakoHarnsay

[opatkosi 3axoau 3 papmakoHarnaay:
BigcyTHi

BaknuBi NOTeHUiNHi pU3MKK - PU3KK 3aCTOCYBaHHA Y NaLliEHTIB Bikom 275 poKis

[oka3u 38’A3Ky gaHoro
PU3NKY i3 AaHUM
NiKapcbKMm 3acobom

Jopocni nauieHTM He 6ynnM BUMKAOYEHI 3 y4yacTi B gocnigreHb J13
Mep’eta® nNo npuumHi BiKy, 33 YMOBM, WO Ui NaLiEHTX BignoBigaoTb
iHWKMM  KpUTEpiAM  BK/OYEHHA B AocnigxeHHA (To6To  He
3aCTOCOBYBA/IOCA BEPXHE OOMENKEHHS 3a BiIKOM). Y NaLi€HTIB NiTHbOro

BiKy creuianbHi gocnigxKeHHs 3 papMaKoKIHETUKN HEe NPOBOANANUCD.
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Kopekuia no3n J13 Nep’eta® gopocanm nauieHTam He noTpibHa, y Tomy
yucai NauieHTam BiKOom cTaplie 65 pokis.

daKTopyK pU3KUKY Ta MNauieHTn Bikom =75 pokis
rpynu pusuky

3axoam 3 MiHimizawii IHWi pyTUHHI 3ax04M 3 MmiHiMmi3aLii pU3KKy, AKi He BKa3aHi B iHCTPYKL,il
pU3nKy ANA MeAUYHOro 3aCTOCYBaHHA:
BigcyTHi

PeuenTtypHuit cTartyc:
MEP’ETA® € nikapcbknm 3acoboM, L0 BiANYCKAETLCA SIMLLIE MO peLenTy

[DopatKosi 3axoau 3 MmiHimisauii pusukis:

BiacyTHi
JopnaTtkosi 3axogm 3 DopaTtkoBi 3axoaun 3 papmaKkoHarnagy:
dapmakoHarnagy BiacyTHi

Ba)knuBi NoTeHUiAHi pU3MKK - PU3KK BiACYTHOCTi epeKTUBHOCTI Yepe3 iMyHOreHHiCTb

[oKka3u 38’a3Ky gaHoro | IMyHoreHHicTb nepTy3ymaby BMBYaNaca B KAIHIYHUX fOCHiAKeHHAX /13
PU3UKY i3 JaHUM Mep’eTa® WNAXOM OLHKM YaCTOTU BUAB/IEHHA aHTUTIN 4,0 NepTy3ymaby
NiKapcbKnm 3acobom [0 MOoYaTKy /NiKyBaHHA Ta MNicnsA 3acTocyBaHHA nepTy3symaby (abo
nnauebo). Mpu UbOMYy crnocTepiranaca HM3bKa 4acToTa YTBOPEHHA
aHTUTIN A0 NepTy3ymaby.

DaKTOpU PU3MKY Ta DaKTOpM pPU3MKY PO3BUTKY aHTUTIA A0 JI13 onucaHi B pisHUX
rpynu pusmnky perynaTopHUX KepiBHULTBAX Ta B HOPMATUBHUX SOKYMEHTAX iHAYCTpii
(EMEA 2007; Koren Ta cnisaBTtopu, 2008; FDA 2014). PekomeHpaalii
LLOAO CTpaTerii HA OCHOBI PU3MKY ANA BUABNEHHA Ta ONUCY aHTUTIN A0
6ioTexHonoriyHMx J13, i BKNOYaoTb reHeTUYHi GaKTopu, iIMyHHUI CTaTyC
NaLi€eHTIB, Ta CYyNyTHE NiKyBaHHA. OAHaK, Ha CbOroAHi He icCHye cnocoby
nepeabayYnTn, y AKUX NaLieHTIB PO3BUHYTLCA aHTUTING A0 /13, iy AKKX 3
HUX y pe3ynbTaTi byae BTpayeHa KOPUCTb 3acToCyBaHHA J13

3axoam 3 MiHimizauii IHWIi pyTUHHI 3ax0aM 3 MiHiMi3aLil pu3nKy, AKi He BKa3aHi B iHCTPYKUii
PU3UKY ANA MeAUYHOro 3aCTOCYBaHHA:
BigcyTHi

PeuenTypHuii cTaTyc:
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MEP’ETA® € nikapcbknm 3acobom, L0 BiANYCKAETLCA MLLE MO peuenTy

[Dopatkosi 3axogu 3 miHimisauii pusukis:

BigcyTHi
JopaTKkoBi 3axoam 3 [Dopatkosi 3axogu 3 papmaKoHarnaay:
dapmakoHarnaay BiocyTHi

BiacyTHa iHpopmauina - PU3NKKM 3acTocyBaHHA y nepioa BariTHOCTi abo roayBaHHA rpyaao

[oKa3n 38’A3Ky AaHOro | BariTHi XiHKM Ta XKiHKK, WO roayoTb rpyasnto, 6yam BUKAKOYEH 3 ycix
PU3KKY i3 AaHUM pocnigeHb /13 Nep’eta®. JoKNIHIYHI penpoayKTUBHI AOCNIAKEHHS Y
NiKapcbKMm 3acobom ABAHCbKMX MaKaK MpOAEeMOHCTPyBanu BTpaTy embpioHy/nnoay,
oflirorigpamHioHy, 3aTPMMKKU PO3BUTKY HUPOK (rinonnasia HUPOK) Ta
BHYTPILUHbOYTPOOHOI CMepTi i3 A0303aNeXHUM 36iNbLIEHHAM YacTOTH
Ta TAXKKOCTI. LLi pesynbTatn 6ynn oaHopigHMMM 3 AOKa3aMu TOro, Lo
QHTUTING MOXXYTb NPOXOAMTM 4epe3 nNNALEHTY nig 4ac nepioay
OopraHoreHesy y ABAHCbKMX MaKaK. [1po BMNAAKM OANiroriapamHioHy,
AedAKi acouioBaHi 3 daTanbHOW Trinonnasielo nereHb y nnoAa,
NOBIAOMAANNCA Y BAriTHUX KiHOK, AKi OTPMMYBanuM TPacTy3ymab, saki (K
neptysymab), € aHTUTINaMu, AKi BNAMBAOTbL Ha peuentop HER2. B
IHCTPYKLIT 4NA MegMYHOro 3aCTOCYBaHHA 3a3HaYeHO, WO 3aCTOCYBAHHA
N3 Nep’eta® cnip, yHUKaATK Nig Yac BariTHOCTI, OKPIM BMNAAKiB, KOMU
NOTEHL,iNHA KOPUCTb 4N1A MaTepi NepeBuULLYE NOTEHLINHUA PU3KK ANA
naoay.

iHKam penpoayKTMBHOrO BiKY Ta »KiHKam-mapTHepam 4O0/0BiKiB-
NauieHTIB PenpoayKTMBHOIO BiKY CAif4 3acToCcOBYBaTM €(dEKTUBHI
MeToAM KOHTpauenuii nig vac nikysaHHs /13 Mep’eta® i npotarom 6
micauiB nicna oTPUMaHHA OCTaHHbLOT 403K Lboro J13.

OcKinbkun 1gG NOANHU CEKPETYETLCA B FpyAHE MOJIOKO NOAMHW, A
MMOBIPHICTb BCMOKTYBaHHA i WKOAM ANA OUTUHW Hesigoma, chig,
NPUNHATY PilIEHHA WOA0 NPUNUHEHHA rOAYyBaHHA rpyaato nig, Yac Ta
nicnsa nikysaHHsA J13 MNep’eTa®, BpaxoByoUuM BaXKAMBICTb NiKyBaHHA ANA
maTepi Ta nepiog HaniBBMBeAEHHA NepTy3ymaby.

DaKTOpU PU3MKY Ta IHWIi pyTUHHI 3ax0aM 3 MiHiMi3aLii pU3KNKy, AKi He BKa3aHi B iHCTPYK Ui
rpynu pusmnky ANA MeAUYHOro 3aCTOCYBaHHA:
BigcyTHi
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PeuentypHuii ctatyc:
MEP’ETA® € nikapcbknm 3acobom, L0 BiANYCKAETLCA MLLE MO peuenTy

[DopatKosi 3axogu 3 miHimisauii pusukis:
BigcyTHi

JopaaTtkosi 3axoamn 3
dbapmaKoHarnagy

[Dopatkosi 3axogu 3 papmaKoHarnaay:
BigcyTHi

1.C NNIAH NICNAPEECTPALIMHOT PO3POBKMU

1.C.1 QocnipXeHHsA, AKI € ymoBamMmu peecTpalLiii NiKapcbKoro 3acoby

HacTynHi gocnigxeHHs € ymoBamm peecTpallii likapcbKoro 3acoby:

KopoTka Ha3Ba gochnigyeHHA: BO25126 (APHINITY)

MeTa JochnigxeHHa: oTpMmaTu AaHi woao aosrotpusanoi edektuBHocTi /13 MEP'ETA® ans

NikyBaHHA HER2-N03MTUBHOIO paHHbLOro PaKy MOJIOYHOI 3a/103MW.

11.C.2 IHWi AocnigKeHHA B NAaHi nichapeecTpauiiHOi po3pobKu

B nnaHi nicnapeectpauiiHoro po3suTky J13 MEP'ETA® iHWi AocnigKeHHSA BiACYTHI.
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