HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTo3I/1 JIEKapCTBEH MPOAYKT MOJUICKU Ha JOMIBJIHUTEIIHO HaOoieHre. ToBa 111e mo3Boiu Obp30To
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIMs OTHOCHO O0e30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH CE
M3WCKBA J]a ChOOIIABaT BCSIKA MOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXEJTaHW PEaKINH BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Rybrevant 350 mg koHIeHTpaT 3a HH(Y3UOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna ml ot koHIIeHTpaTa 32 nH(Y3MOHEH pa3TBOp chAbpka 50 mg amuBanTtamab (amivantamab).
Enun ¢nakon 7 ml ceappka 350 mg amuBantama.

AwmuBaHTamMa0 € M3I[UI0 YOBEIIKO OUCIIEITM(UIHO aHTUTSIIO Ha 6a3aTta Ha umyHornooymuH G1 (IgGl),
HACOYCHO CpeIly PeLenTOpUTe 3a enuaepMainus pactexxeH paktop (EGF) u peuentopure 3a
ME3eHXUMHO-ENUTENeH npexo (mesenchymal- epidermal transition, MET), nmponsBeneHo B KieTb4Ha
TUHYS 0T 003aiftHuK (aiyHuK Ha kuTaiicku xamctep [CHO]) mpu uznomn3sane Ha pekomOmHaHTHa JJHK
TEXHOJIOT L.

IToMOIIIHO BENIECTBO C U3BECTHO NEHCTBUE
Enua ml pasreop ceappxa 0,6 mg nomrcopdat 80.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
KonueHTpat 3a HH}y3UOHEH pa3TBOP

Pa3tBopbT € Oe31BereH 1o Osenoxbiat ¢ pH 5,7 u ocmonanuret npudnusutento 310 mOsm/kg.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Rybrevant e nokazas:

o B KOMOMHAIIUSA C JJA3€PTUHUO 3a ITbPBa JIMHUS Ha JICYCHHUE Ha Bb3PACTHH MAIMSHTH C aBaHCHUPal
HepeOHOKIeThYeH pak Ha Oenute qpodose (H/IPB/]) ¢ neneruu B ex3on 19 Ha EGFR win
cyoctutyimonnu myrtaiui L858R B ex3oH 21.

o B KOMOMHAIIUS C KapOOILIaTHH U MIEMETPEKCel 3a JICYCHUE Ha Bb3PaCTHH MAIUEHTH C aBaHCHUPAIl
HJIPB/I ¢ nenenmum B ex30H 19 Ha EGFR nmn cyoctutynmonan mytanun L858R B ex3oH 21
cliell HeyCIeX Ha MPeaxo/{Ha Teparus, BKIoYBala THpo3uHkuHa3eH naxuourop (TKN) Ha

EGFR.
o B KOMOMHALMS ¢ KapOOIUIaTHH U MEMETPEKCE]] 3a JIUCHUE OT IIbPBa JIMHUS HA Bb3PAaCTHU
nanuenTy ¢ apaacupan HJIPB/] ¢ aktuBupamm nacepumonnn myrtaun B ek30H 20 Ha EGFR.
. KaTo MOHOTEepaIus 3a JeYEeHUE Ha Bb3pacTHU nauueHTu ¢ aBancupain HAPB/I ¢ aktuBupaim

nHCepMoHHN MyTaiuu B ek30H 20 Ha EGFR cnen nHeycnex Ha Tepanus Ha 6a3ara Ha IJIaTHHA.
4.2 Jlo3MpOBKA M HAYUH HA NPUJIOKEHHE

Jleaenueto ¢ Rybrevant TpsOBa aa ce 3amouHe u HaOIIOAaBa OT JIEKap C OMHUT B YIIOTpedaTa Ha
MPOTHBOPAKOBH JIEKAPCTBEHU MPOIYKTH.



Rybrevant Tpsi0Ba 1a ce npuiara OT MEAUIUHCKH CIEUATUCT TPH TTOAXOSIIN MEIUITUHCKH YCIOBUS
3a OBJIaJIIBaHE Ha peakiuu, CBbp3anu ¢ uHpy3usara (infusion-related reactions, IRRs), B ciry4aii ue
HACTBIIAT TAKUBA.

IIpenu 3amouBane Ha Tepanusi ¢ Rybrevant TpsiOBa na ce yctaHoBu mytanmonnus craryc Ha EGFR B
npoOH OT TyMOpHA ThKaH WM TUIa3Ma, KaTo ce W3M0JI3Ba BATMUPAH METO Ha U3CieIBaHe. AKO He
0bJc OTKpUTa MyTalMs B IJIa3MeHa nmpoba, TpsOBa Aa ce u3cieaBa TyMOpHa ThKaH, aKo € HAJIMYHA B
JOCTaTHYHO KOJMYECTBO M KaUYECTBO, Thi KaTO MPH M3IOI3BAHETO HA IUIA3MEH TECT € Bh3MOXKHO J1a ce
norydat (ajJiBo OTPHLIATEIHH pe3ynTaTi. M3ciaeqBaneTo Moxe a ce M3BBPIIN 110 BCIKO BpeMe
clle/l IOCTaBsIHE Ha ITbpBOHAYAIHATA JUarHo3a Ipey 3arno4BaHe Ha Tepanusta. He e Heo6xoaumo na
ce MOBTapsl N3CIIEBAHETO ClIe/l yCTaHOBsIBaHe Ha MyTanuoHHus cratyc Ha EGFR (Bxk. Touka 5.1).

2031/1[30131(3

TpsiOBa na ce mpuiaraT nNpeMeIuKaluy 3a HaMmansBaHe Ha pucka ot IRRs npu neuenue ¢ Rybrevant
(Bx. mo-momy ,,IlpomsHa Ha mo3ara® u ,,[[pemoprunTeTHA CHITBTCTBAIIN JIEKAPCTBEHH MTPOIYKTH ).

Ha ecexu 3 ceomuyu
[Ipenopwrunrennure no3u Rybrevant, korato ce n3mois3Ba B KOMOMHAIHS ¢ KapOOTLIATHH U

nemMeTpeKce], ca najgern B Tabmuma 1 (Bx. mo-momy ,,CxkopocT Ha nH(Yy3usaTa* u Tabmuma 5).

Tabauua 1:  Ilpenopnuntenna no3a Rybrevant na Bceku 3 cenmunu

TesecHo TerJio Ho3za Cxema Ha IpUJIOKEHHE Bpoii
HA U3XO0JHO Rybrevant ¢prakonu
HHUBO?
ITox 80 kg 1400 mg | Bepawbx ceqmuuno (00110 4 no3u) ot Cenmunu 1 1o 4 4
o Cenmuiia 1 — uH(y3us ¢ pazuerneHa 103a Ha JleH 1
u Jen 2
o Cemmumu 2 1o 4 — undysus Ha JleH 1
1 750 mg | Ha Bceku 3 cenmuuy, karo ce 3anoude B Ceamuia 7 5
Hapn vnm paBHO 1 750 mg | Bepuwbx ceaqmuuno (00110 4 no3u) ot Cenmuiu 1 10 4 5
Ha 80 kg o Cemmuna 1 — uH}y3us ¢ paznenena no3a Ha Jlen 1
u Jlen 2
o Cenmuiu 2 10 4 — undysus Ha JleH 1
2 100 mg | Ha Bceku 3 ceamuiy, kato ce 3anoude B Ceamuia 7 6

% He ca HeOOXOMMH KOPEKLIMH HA J103aTa 3a MOCIEABAILM IPOMEHH Ha TEJECHOTO TEIJIO.

Koraro ce u3non3sa B KOMOWHAINS C KapOOIIIATHH U IeMeTpekce 1, Rybrevant TpsOBa ia ce mpuara
cien KapOOoTUIaTHH U IEMETPEKCE/T B CIIeTHATA MTOCIIEIOBATEIIHOCT: TIEMETPEKCET, KapOOIUIaTHH H
cinen ToBa Rybrevant. Biokte Touka 5.1 u kpaTkata XapakTepUCTHKA Ha KapOOIUIATHH U TIEMETPEKCE]T
3a yKa3aHus 3a IPUII0KEeHHE.

Ha scexu 2 ceomuyu
[penopbuutennuTe 1031 32 MOHOTepanus ¢ Rybrevant wim B KoMOWHAIHS C Ta3epTHHUO ca JIaIeHH B
Tabnuua 2 (Bx. no-poiy ,,Ckopoct Ha nHy3usaTa™ u Tabauna 6).

Taboauna 2: IlpenopnunTtenna no3a Rybrevant Ha Bceku 2 ceiMuIu
TesecHo TerJio Ho3za Cxema Ha IpUJIOKEeHHe Bpoii
HA U3XO0AHO Rybrevant praxonn
HHMBO" 350 mg/7 ml
Rybrevant

ITox 80 kg Benabx ceaqmuano (06110 4 mo3u) ot Cenmunm 1

1o 4

1050 mg |e Ceamuna 1 —undy3us c pa3zaesneHa 103a Ha 3
Hen 1 u len 2
e Cenmumm 2 10 4 — uadysus Ha JleH 1




Ha Bcexu 2 CCIMUIIN, KaTO CC 3aII0YHE B

Cenmura 5
Han nnm paBHO Benabx ceaqmuano (0610 4 mo3u) ot Cenmunm 1
Ha 80 kg 1o 4
e Cenmuna | — nundy3us c pasaeneHa 103a Ha
1 400 mg Hen 1 u Jlen 2 4

o Cenmuim 2 10 4 — nuadysus Ha Jlen 1
Ha Bcexu 2 ceqMuIy, KaTo ce 3all04He B
Cenmurna 5

He ca HeO6XOHI/IMI/I KOPEKIIUU Ha 103aTa 3a IMocJaeABaI NPOMEHHU Ha TEJICCHOTO TEIJIO.

a

Koraro ce mpmiara B komOWHaIM ¢ Ja3epTHHUO B €MH U CHIIH JIeH, IIpernopbhuBa ce Rybrevant na ce
mpujiara mo KOeTo U Jia € BpeMe clie/ Ja3epTuHu0. BrmkTe Touka 4.2 OT KpaTKaTa XapakTepUCTHKA Ha
MPOYKTAa Ha JIA3ePTUHUO 32 MH(OPMAIUS OTHOCHO MPEMOPHYUTEITHOTO MPIJIAaraHe Ha Ja3epTUHUO.

IIpodvroicumentocm na reyenuemo
[MpenopbyBa ce maeHTUTE Aa ce JeKyBaT ¢ Rybrevant 1o mporpecus Ha 3a00JsBaHETO WIIH
HENPUEMIIHBA TOKCUIHOCT.

Ilponycuama 0osa
AKo ce nporycHe IIaHupaHa J103a, T TPSAO0Ba 1a ce MPUIIOKH Bb3MOKHO HAi-CKOPO M CXeMara Ha
NPUIIOKEHHE TPSAOBA Jla Ce KOPUTHpa ChOTBETHO, 3a J1a CE MOTbpKa HHTEPBAIBT Ha JICUCHHE.

IIpomana na dozama

[Tpunoxxenuero TpsOBa a ce MPEKbCHE MPH HEXKENAHU PEaKLUUH CTETIeH 3 WK 4 10 0T3By4aBaHe Ha
HE)XeMaHaTa peakus 40 < cTemeH | Win 10 U3XOAHOTO HUBO. AKO IPEKBCBAHETO € 7 THHU WX TO-
MaJIKO, IOJTHOBETE JICYEHUETO C HACTOSIIaTa 103a. AKO MPEKbCBAHETO € MO-TPOABIKUTENIHO OT 7 JIHH,
ce MpenopbyBa IMOJHOBABAHE Ha JICYEHUETO ¢ HAMaJIeHa [103a, KaKTo € IpeacTaBeHo B Tabmuma 3.
BuxTe chI10 1 KOHKPETHUTE IPOMEHM Ha J103aTa 3a ONpelesIeHH HeXKeNaHu peakuuu nox Tabsmna 3.

AKO ce M3M0I3Ba B KOMOUHAITUS C JIa3ePTUHHUO, BIKTE TOUKA 4.2 OT KpaTKara XapaKTepUCTHKA Ha
NPOAYKTa Ha Ja3epTHHUO 3a HH(OpMAIM OTHOCHO U3MEHEHHETO Ha J103aTa.

Tabamuna 3:  IlpenopbuyuTeTHH M3MEHEHHUSs] HA 103aTA MPHU HeXKeJAHU pPeaKuuu
Ho3a, npu KosATO €
Bb3HUKHaJIA Jlo3a cien 1-Bo Ho3a caen 2-po Jlo3a cien 3-To
HesKeJaHaTa NMpeKbCBaHe MOPAAN | NpeKbCcBaHe MOPaIH NMpeKbCcBaHe MOpaan
peakumus® HeKeJIaHA peakius He)KeJIaHA peakuus He)KeJIaHA peaKus
1 050 mg 700 mg 350 mg
1 400 mg 1 050 mg 700 mg IIpeycranosere
1 750 mg 1 400 mg 1 050 mg Rybrevant
2 100 mg 1 750 mg 1 400 mg

Peaxyuu, cevpsanu ¢ ungysuama
Wudy3usara TpsOBa a ce mpekpatu npu mbpBH npusHaiy Ha [IRRs. JlomsnauTenHO TpsiOBa aa ce
MIPHUIIOKAT TOTBPKAIIH JIEKAPCTBEHH MPOAYKTH (HAIp. JOMBIHATEIHO TITIOKOKOPTHKOUIH,
AQHTUXHMCTaMMH, aHTUIIMPETUIIM U aHTHEMETHIIN) CIIOpE]] KIIMHUYHHUTE MOKa3aHus (BX. Touka 4.4).

. Crenien 1-3 (yieku-Texxkn): Cien oT3BydaBaHe Ha CUMIITOMUTE ToTHOBeTe MH Y3usta ¢ 50% ot
MpPEeIUIIHATa CKOPOCT. AKO HSIMa IPYTH CHMIITOMH, CKOPOCTTa MOXKE J]a C€ YBEJINYH Ha
npenopbUYUTEeNHATa CKOpOCT Ha nHDY3us (Bk. Tadbmuim 5 u 6). [Ipu cnenBamiara nqo3a TpssoBa
Jia ce MPUJIOXKAT ChI'bTCTBAILY JICKAPCTBEHU NPOAYKTH (BKIIOUHUTENHO AekcameTazoH (20 mg)
wiH ekBuBalieHT) (Bk. Tabnwuia 4).

o [loBTOpHA MOsIBa Ha peakuuy cTeneH 3 wim creneH 4 (;kuBoTo3acTpariasaiy): OKOHYATEITHO
npeycraHoBeTe JiedeHneTo ¢ Rybrevant.




Benosnu mpomboemboruunu (BTE) cvbumus npu convmemeawa ynompeoa ¢ iazepmunud

3a npenorBparasade Ha BTE cw0uTHs npu manueHTy, moiaydaBamy Rybrevant B komOuHamms ¢
Ja3epTUHUO, TPsIOBa Ja ce M3MOI3BAT MPOQPIIAKTUYHO aHTUKOATyJIAaHTH B HAYAJIOTO HA JICUCHUETO. B
CHOTBETCTBHUE C KIIMHUYHUTE PHKOBOJICTBA MAIIMEHTUTE TPSAOBA Ja MOJIy4aBaT NpopUIaKTUIHA 1032
nepopajeH anTukoaryiaanT ¢ aupektHo aevicrerue (DOAC) nnmm Huckomonekysiex xemapud (LMWH).
He ce mpenoppsuBa ymorpedara Ha aHTaroHUCTH Ha BUTaMuH K.

IIpu cromtrst ¢ BTE, cBBp3any ¢ KIMHUYHA HECTAOMITHOCT (HAIIp. IUXATETHA HEOCTATHYHOCT HITH
chpaedHa AUCHYHKITHNS ), TPUIIOKEHNETO U Ha JIBETE JIEKapCcTBa TPsIOBA Jja ce OTIIOXKH, JOKATO
MAIUCHTHT ce cTabmnu3upa KinHngHO. Cliel TOBa NPUEMbT Ha JIBaTa JICKAPCTBCHH MPOAYKTa MOXKE J1a
ce Bb300HOBH B ChIlaTa J103a. B cinyuail Ha penuuB, BHIIPEKH MOAXOIAIIOTO aHTHKOATYIaHTHO
JiedeHune, mpeycraHoBete nmpuema Ha Rybrevant. JledeHrero Moxe 1a MpOIBIKH € JTa3epTUHUO B
ChIlaTa /103a.

Peakyuu na xoosrcama u nokmume

[TanmenTuTe TPAOBaA 1A ce MHCTPYKTHPAT Jla OTPaHUYAT M3JIaraHeTo Ha CITBHIE 110 BpeMe Ha U B
NpOABIDKCHUE Ha 2 Mecena ciefl Tepanusta ¢ Rybrevant. 3a cyxure ydacTbiy ce Ipenopbusa
M3II0JI3BAHETO Ha OMEKOTSIBAII KpeM 0e3 ankoxoJ. 3a TOMBIHUTEIHA HHPOpMALUsI OTHOCHO
npoduIIaKTHKaTa Ha PeakIMUTe OT CTPaHa Ha KO)KaTa M HOKTUTE BIDKTE TOUKa 4.4. AKO MalleHThT
MOJTyYH Peakivs Ha KoXKaTa WM HOKTUTE CTereH 1-2, TpsOBa Ja ce 3amoyHaT MO bpIKAIld TPIKH.
AKo nuricBa nogoOpeHue ciies 2 CeIMUIH, TpsiOBa Ja ce OOMHUCIY HaMaJlsiBaHe Ha JI03aTa Ipu
niepcuctupaii oopus crerneH 2 (Bxk. Tabnuma 3). AKo MaUeHTHT HOXYYH PeaKIlisl Ha KoXKaTa W
HOKTHTE CTEITEH 3, TpsiOBa J1a ce 3al0YHaT MOIbPKAIIN IPHXKU U JIa ¢€ 00MHUCIIN IPEKbCBaHE Ha
Rybrevant 1o momoOpenue Ha HexkenanaTa peakius. Ciell Bb3CTaHOBABAHE HA PEAKIMATA HA KOXKaTa
W HOKTHUTE JI0 < CTeleH 2 IpuiiokeHneTo Ha Rybrevant TpsioBa 1a ce MoHOBY ¢ HaMaJeHa J103a.
AKO NanMeHTHT MOJyYX PEaKIUH Ha KOKaTa cTereH 4, OKOHYAaTeITHO MPEyCTaHOBETE JICYEHHETO C
Rybrevant (Bx. Touka 4.4).

Humepcmuyuanna benoopobua 6orecm

Jledenuero ¢ Rybrevant TpsiOBa BpeMEHHO Jia Ce CIIpe MPH ChbMHEHHE 32 HHTEPCTHUIIMATHA OelloipoOHa
oonect (Ubb) unu bb-niogo6Hn Hexenanu peakiuu (ITHEBMOHUT). AKO Ce TIOTBBbP/IH, Y€ MAIUCHTHT
uma MBb nimm Ubb-monoOHn Hexxenanu peakiu, (HaIp. MHEBMOHUT), OKOHYATEITHO MPEYCTaHOBETE
nedeHueTo ¢ Rybrevant (Bxk. Touka 4.4).

IIpenopvuumentu convmcmeauu 1eKapcmeeHyu npoOyKmu

Jlsa onu npedu nvpsama unpysusa:

[pe3 aBarta nHU npeau HavanHaTa HHQPY3us Ha Rybrevant, manmenture TpsOBa 1a mony4asaT § mg
JIeKcaMeTa30H NEPOPATHO, 1BA IBTU THEBHO.

Hen na unghysuama:

B nens na HauanHata uHdy3us (Ceamuriia 1, [len 1), narpentuTe TpsOBa J1a mojydaBar 8 mg
JIEKCaMETa30H MEPOPAITHO, €/IUH Yac Mpeau HHPY3UITA, B JOMBIHEHNE KbM HHTPABEHO3HHS
JIEKCAaMETa30H, 3a J1a C€ HaMaJll JOMbIHUTENHO pUCKbT OT IRR.

[Ipenn nndysusara (Ceamuna 1, Auu 1 u 2) TpsaOBa aa ce MpUIoKaT aHTUXUCTAMUHH, aHTUITHPETULH
Y TIIIOKOKOPTUKOMIY 32 HamansiBaHe Ha pucka oT IRRs (Bx. Tabnuua 4). [Ipu nociensamure 103u
TpsiOBa Jja ce mpujlaraT aHTUXUCTAMUHHI U aHTUIHPETHIN. [I[pueMbT Ha TITFOKOKOPTHUKOH TN CHIIO0
TpsiOBa Jja ce Bb30OHOBH Clie/l MPOABIDKUTEHO MMPEKhCBaHe Ha J03aTa. AHTHEMETHIIN TPIOBa 1a ce
npuiIarat Ipy HyXaa.

Tabanuna 4:  CxeMa Ha MpUJIOKEHHME HA MPeMeIUKAIUs

IIpenopbunTesieH
HHTEpPBAJ OT BpeMe
IIbT Ha Npeau NPHJIoKeHUe
Ipemennkanus Ho3a NPUJI0KEHHE Ha Rybrevant
ARTHXHCTAMIH" Hudenxuapamus (25 go 50 mg) WHTpaBeHO3HO 15 no 30 MuHYTH
WJIU €KBUBAJICHT [TepopaniHo 30 no 60 MuHYTH




« [Napaneramon/aneramuHodeH HHTpaBeHO3HO 15 no 30 MuHYTH
AHTHIHDETHE (650 10 1 000 mg) Tlepopaltno 30 70 60 MUHYTH
Imokokoprukoua* | Jlekcamerason (8 mg) ITepopaiHo 60 MuUHYTH
IokokopTUKOMF ?;;;2;?;;01{ (20 mg) wm HNHTpaBeHo3HO 60 mo 120 muHyTH
I1okoxkopTHKOUT g;;;;gﬂf;jOH (10 mg) nmm NHuTpaBeHo3HO 45 no 60 MmuHyTH

Heo6xouM 1pu BCHYKH JO3H.
Heo6xomnm npu HawanHata go3a (Ceamuna 1, J{nu 1) nnum npu cneaBamaTa no pex 1o03a B ciay4dait Ha IRR.

+
Heobxomum npu Bropara no3a (Cenmuna 1, [leH 2); He3aIbDKUTEITHO HPH MTOCIISIBALIATE TO3H.

CrernyaisHy oIy IAIHNA

Ileouampuunu nonyrayus
Hsma choTBeTHA ynoTpeba Ha aMuBaHTaMad MPH MeIHaTpUIHATA MOyl 32 JICUCHHE Ha
HeAPeOHOKIICTHYCH paK Ha OesuTe IpodoBe.

Cmapuecka 6vb3pacm
He ca mHeoOxomumu KopeKIuy Ha go3ata (BK. Touka 4.8, Touka 5.1 u Touka 5.2).

bvbpeuno yspexcoane

He ca mpoBexxgann oumamHu MpoyvIBaHUs HAa aMHBaHTaMal MpH MaIMeHT! ¢ ObOPETHO YBpeKIaHe.
B3 ocHoBa Ha nomynannonHu GpapmakoknHeTnyHy (PK) aHanusu He € He0OX0IUMa KOPEKIUs Ha
J103aTta MpH MalMeHTH C JIeKa UK yMepeHa cTeleH Ha Ob0pedHo yBpexxaane. Heooxonumo e
MOBHUIIICHO BHIMAaHHME TIPH TTAIIMEHTH C TeXKKa CTENeH Ha OBOPEYHO yBpexkIaHe, Thil KaTo
aMHBaHTamMad He € MPOYYBaH IPH Ta3M IMOIyJIalus MalueHTH (BK. Touka 5.2). AKo ce 3amouHe
JieueHHe, MalUeHTUTE TPsOBa 1a ce HAOII0AaBaT 32 HEXKEJIaHU PEaKIIMU ¢ IPOMSHA Ha JI03UTE CIIOPEa
HPENOPBKHUTE MO-TOPE.

Yeproopobuo yepesicoarie

He ca npoBexaanu oduiipaiHu MpoyuBaHus Ha aMUBaHTaMal NPU MAIMEHTH ¢ YSPHOAPOOHO
yBpexaaHe. B3 ocHoBa Ha nonynanuonan OK aHanusu He € Heo0X0arMa KOPEKIUS Ha J103aTa MpU
MAIMCHTH C JIEKa CTEIEeH Ha YepHOAPOOHO yBpexaane. HeoOxoaumMo e moBHIIIEHO BHUMAHKUE TIPU
MAIMeHTH C YMEPEHA WM TEKKa CTEIICH Ha YepHOAPOOHO YBPEkKIAaHe, Thii KATO aMUBaHTaMal He €
NPOYYBaH MPH Ta3U MOMYJIAIUs MAHEeHTH (BX. ToUka 5.2). AKO ce 3aro4He JIeUeHUe, MallMeHTHTE
TpsiOBa Jia ce HaOJI0aBaT 3a HEXEIaH! PEaKI|K C MPOMSHA Ha J103aTa CIIope]l MPENnophKUTE MO-Tope.

Hauun Ha npuioxeHue

Rybrevant e 3a uHTpaBeHO3HO NprtokeHue. Toii ce mpuIara KaTo MHTpaBeHO3Ha HH(Y3HsI Clie/
pa3pexaaHe chc cTepuieH 5% pa3TBOpP Ha IJIH0K03a Wik Hatpuer xjopun 9 mg/ml (0,9%)
HHKEKIIMOHEH pa3TBop. Rybrevant TpsiOBa na ce mpuiiara ¢ BrpajaeH QuitThp.

3a yKa3zaHus 3a pa3pekIaHe Ha JeKapCTBEHUS MPOIYKT MPEAN MPHUIIOKEHNE BIKTE TOUKa 6.6.

Cxopocm na ungysusma

Cren paspexnane nHdpy3usara TpsOBa 1a ce Ipuiiara UHTPaBeHO3HO ChC CKOPOCT, MPEJICTABEHA B
Tabmuia 5 wiu 6 no-gony. [opaau yectorara Ha IRRs npu mbpBara j103a, aMmuBaHTamad TpsiOBa jaa ce
BJIMBa npe3 nepudepHa BeHa B Ceamuna 1 u Ceamuna 2. Madysus upes neHTpaieH JOCThI MOXKeE J1a
ce mpuJjiara npes cjeJBalluTe ceIMHUIH, Korato puckbT oT IRRs e mo-Huchk (Bxk. Touka 6.6).
IIpenoppuBa ce mbpBaTa /1032 Aa c€ MPUTOTBU BH3MOXXHO Hal-CKOPO TpeH MPHIIOKEHUETO, 32 J1a Ce
YBEIMYM MaKCHMAITHO BEPOSITHOCTTA OT 3aBbplIBaHe Ha MH(]y3usaTa B ciyyaii Ha IRRs.




Tao0auna 5:

CkopocTt Ha uHdy3usaTa npu npuioxeHue Ha Rybrevant Ha Bcekn 3 cexmunm

Tenecno Tersao nmoxa 80 kg

Ceamuna Jo3a Havanana ITocneaBama
(Ha cak ot 250 ml) CKOpOCT Ha CKOpOCT Ha
nHdy3usaTa nHdysusra’
Cenmuna 1 (undysus c
pa3aejieHa 103a)
Cenmuna 1 Jlen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuna 1 Jlen 2 1 050 mg 33 ml/hr 50 ml/hr
Cenmuna 2 1 400 mg 65 ml/hr
Ceamuna 3 1 400 mg 85 ml/hr
Ceamuna 4 1 400 mg 125 ml/hr
CraenBamu ceamMuiu’ 1 750 mg 125 ml/hr
Tesiecno TerJio Hag uiau paBHo Ha 80 kg
Ceamuia Jo3a Havanna IlocneaBama
(ua cak ot 250 ml) CKOPOCT Ha CKOPOCT HA
uH(y3usita uHy3usaTat
Ceamuua 1 (undysus ¢
pasjejieHa 103a)
Cenmuna 1 /Jlen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuna 1 Jlen 2 1400 mg 25 ml/hr 50 ml/hr
Ceamuua 2 1 750 mg 65 ml/hr
Cenmuna 3 1 750 mg 85 ml/hr
Ceamuna 4 1 750 mg 125 ml/hr
CaeaBaiuyu ceaMuum’ 2 100 mg 125 ml/hr

*  Karo ce 3amoune B Cenmuna 7, 103ata Ha MAUCHTUTE CE TPUJIara Ha BCEKH 3 CEIMUIIH.

+

CKOpOCT Ha HH(Y3HATA.

Ilpu nurca Ha peakiuy, CBbP3aHU ¢ HH(Y3UTa, Clel 2 Yaca yBeludeTe HavyaaHaTa CKOPOCT 10 IOCIe/BaIaTa

Tabsmna 6: Cxopoct Ha MH(QY3HMATA NIPH npuiIokeHne Ha Rybrevant Ha Bcekn 2 cenmMunm
TenaecHo Terso nog 80 kg
Ceamuna Ho3a Havanana IMocaenBama
(Ha cak ot 250 ml) CKOPOCT Ha CKOPOCT Ha
uHQy3uaTA uHdysusTat
Cenmuna 1 (madysus c
pa3aesieHa 103a)
Cenmuna 1 /Jlen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuna 1 Jlen 2 700 mg 50 ml/hr 75 ml/hr
Ceamuna 2 1 050 mg 85 ml/hr
CaeaBaiuyu ceMuim” 1 050 mg 125 ml/hr
TenecHo Teryio Haa uian paBHo Ha 80 kg
Ceamuna Jo3a Havaana ITocneaBama
(Ha cak ot 250 ml) CKOpOCT Ha CKOpOCT Ha
HHpy3usita nHdysusTa*
Cenmuna 1 (uudysus c
pa3aeJieHa 103a)
Cenmuna 1 Jlen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuna 1 flen 2 1 050 mg 35 ml/hr 50 ml/hr
Cenmuna 2 1 400 mg 65 ml/hr
Cenmuna 3 1 400 mg 85 ml/hr
CaeaBainu ceaMuum’ 1400 mg 125 ml/hr

*  Cnen CenMuiia 5 103aTa Ha MAIIMEHTUTE CE MTPUJIara Ha BCEKHU 2 CEAMUIIH.

i IMpu nunca va IRRs ciex 2 yaca yBenudere HagaIHATa CKOPOCT IO MOCIEBAINATAa CKOPOCT Ha HH(DY3HATA




4.3 IIpoTuBOMOKA3aAHUA

CBpBX4yBCTBUTETHOCT KbM aKTHBHOTO(UTE) BEIIECTBO(a) WIM KbM HAKOE OT IOMOLIHUTE BELIECTBa,
n30poeHu B Touka 6.1.

4.4 Choeuuajanu npeaynpesaeHus U Npeana3Hyd MePKH NpU ynorpeda

IIpocnenumoct
3a ma ce moo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO H MTAPTHIHUAIT

HOMEp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO Jla Ce 3alncBart.

Peakimu, CBbp3aHu ¢ MHY3HUITA
Peaxiuu, cBbp3aHu ¢ MHPY3HUATA, YECTO BH3HUKBAT MPU MAIMEHTH, JICKYBaHH ¢ aMUBaHTaMab (BIK.
Touka 4.8).

[Ipenn nauannata nadysus (Ceamumna 1) TpsaOBa na ce MPIITIOKAT AHTUXUCTAMUHH, aHTUITHPETHIIA U
TIIIOKOKOPTUKOMIN 32 HamalsiBaHe Ha pucka oT IRRs. [Ipu nocnensamure go3u TpsidBa na ce
npuiIaraT aHTUXMCTAMUHY U aHTUnUpeTuiy. Jlo3ara 3a HadanHata nHQY3Hs TpAOBa Ja ce mpuiara
pazneneHa Ha aBe yactu B Ceamuna 1, Jlen 1 u 2.

[Tarmentute TpsOBa J1a Ce JICKYBAT MPH MOIXOSIIN MEIUIIMHCKU YCIOBUs 3a jieueHue Ha IRRs.
Wndysuute TpsaOBa a ce MpeKbCcHAT Npu IbpBUA Npu3HaKk Ha IRRs He3aBUCHUMO OT TexecTTa, a ciex
UHQY3UATa TPIOBa J1a ce MPUIIOKAT JIEKAPCTBEHH MPOAYKTH, KAKTO € KIMHUYHO Moka3zaHo. Cien
OT3ByuYaBaHE Ha CUMNTOMUTE HH(Yy3uATa TPsiOBa na ce moaHoBH ¢ 50% oT npeauniHaTa ckopoct. [Ipu
noBtopau IRRs crenen 3 wnu cremnen 4 neuennero ¢ Rybrevant TpsoBa okoHUaTETHO 12 ce
MPEeyCTaHOBH (BXK. ToUKa 4.2).

HuTepctuimaina 0enoipooHa 0ojiect

WuTepctunuanua 6enoapodua 6omect (MBbB) nnn Mbb-mogo6Hun HexxenaHu peakiuu (Harmp.
MMHEBMOHUT) C€ ChOOIIABAT MPH MAIMCHTH, JICKYBaHH C aMHUBaHTaMa0, BKIIFOUUTEITHO JICTATHH
cpOuTHA (BX. Touka 4.8). [lanmenTure TpsOBa ia ce HaOMIOIaBAT 32 CHMIITOMH, MTOKA3aTEIHU 3a
WNbb/mHeBMOHUT (Hamp. AMCITHES, KAIIUIIA, IOBHINIEHA TeMnepaTtypa). [lpu pa3BuTre Ha CHMIITOMH
nedeHueTo ¢ Rybrevant TpsioBa na ce mpeknscHe mokaTto Ob1at udcnensanu. [lpu cemuenue 3a Ubb
i Ubb-niono0Hu Hexxenanu peakiuu TpsOBa Ja ce U3BBPIIHN OlICHKA U ITPY HYKJa TpsiOBa Ja ce
3armovYHe MOIXOAINO JieueHue. Rybrevant TpsOBa ja ce mpeycTaHOBH OKOHYATEITHO TIPH MAI[USHTH C
noteepaeHn bb nim Ubb-mono6un Hexxenanu peakimu (Bxk. Touka 4.2).

Benosnu Tpomboembonnunn (BTE) cOuTHs Ipy ChIbTCTRAIA YIOTPeOa C JIa3epTHHUO

BTE cv0uTns, BKiIOYBaIiy 1p100ka BeHo3Ha TpoMb03a ([IBT) u 6enoapodna embonus (BE),
BKITIOUHTEITHO CHOUTHS C JIeTAJIEH M3XO0/I, C€ ChOOIaBaT NP MALMEeHTH, MofTy4yaBanu Rybrevant B
KOMOMHAIMS ¢ Ta3epTuHUO (BX. Touka 4.8). B choTBETCTBHE ¢ KIMHUYHUTE PHKOBOICTBA MAIIMEHTHUTE
TpsiOBa J1a moTyyaBat nNpoQuiIaKTHIHA 1032 IEPOPATICH aHTUKOATYJIaHT C IUPEKTHO ACHCTBHE
(DOAC) unu nuckomonexynen xenapud (LMWH). He ce npenoppuBa ynorpedara Ha aHTarOHUCTH
Ha BuTaMuH K.

[Ipuznanure n cumnromute Ha BTE cv0utus tpsidsa na ce HaOmonasar. [lanuenture cbe cbOUTHS HA
BTE Tpsab6Ba na ce nexkyBaT ¢ aHTHKOATyJIAHTHO JISYEHHE, KAKTO € KIIMHUYHO NoKa3aHo. [Ipu ceonTHs
Ha BTE, cBbp3aHu ¢ KIIMHUYHA HECTAOUIIHOCT, JICUSHUETO TPSIOBA J1a ce PEyCTaHOBH, JOKATO
NAaIMEHTHT HE ce CTa0MIn3upa KMHUYHO. Clie TOBa JICYEHUETO C ABaTa JICKAPCTBEHHU NMPOIYKTa
MOJKe 1a ObJie Bh30OHOBEHO ChC ChIaTa J03a.

B cnyuait Ha pennanB, BBIIPEKH MOAXOIAIIOTO aHTHKOATYJIAaHTHO JieueHne, Rybrevant TpsiOBa ma ce
npeycraHoBu. JleueHneTo MoXke 1a IPOIBIDKHU C Ja3epTHHUO B chlIaTta J103a (BX. Touka 4.2).

Peakiuy Ha KOKaTa ¥ HOKTUTE

OO0puB (BKIIOYUTEITHO aKHEH(POPMEH JCPMATHUT), ChPOEK, CyXa KOXKa U KO)KHA sI3Ba Ce Ha0JItoqaBaT
MIpH MAIUCHTH, JICKYBaHU ¢ aMuBaHTamal (Bxk. Touka 4.8). [lanmenTute TpsOBa 1a ce€ HHCTPYKTUPAT
Jla OTpaHUYaT M3JIaraHeTo Ha CIBHIIE 110 BpeMe Ha U B IPOABIDKEHNE Ha 2 Mecella CiIe]| TepaItus ¢



Rybrevant. [IpenopbuBa ce HOCEHETO Ha 3alMTUTHO OOJICKIIO U YHOTpeda Ha NIMPOKOCIIEKTHPHO
UVA/UVB ciIbHIIE3aIUTHO CPEACTBO. 3a CYXUTE YYaCThIM Ha KOXKAaTa Ce MPENopbuBa OMEKOTSIBAIIL
KkpeMm 0e3 ankoxoun. Tps0Ba na ce uma npeaBH] NPOGUIAKTHYEH MOIXO/ 33 IPEA0TBPaTsIBaHE Ha
oOpuBa. ToBa BKJII0UBa MPO(QUIAKTUYHA TEPAIuUs ¢ IepopajeH aHTUOMOTHK (HarpuMep JOKCUIIMKITNH
v MuHOonKIWH 100 mg nBa mbTH JHEBHO) cTapTupaiiku B Jlen 1 3a mepBuTe 12 ceamumnu ot
JIEYEHUETO, a CJIell MPUKII0YBaHe Ha TIepopaTHaTa aHTUOMOTHYHA TepaItus, JIOKATHO MPIJIOKEHUE Ha
AHTHOMOTHYEH JIOCHOH BBPXY CKalna (HampuMep KiuHAaMuuH 1%) npe3 cnenpamute 9 Mecena ot
nedeHneTo. TpsOBa /1a ce Ma MpeABHI, Y€ € HE0OXOIMMO Jla ce MU3IT0JI3Ba HEKOMETOHOTEHEeH
OBJIXKHUTEI 32 JTUIETO U ISIIOTO TAJIO (C M3KIII0OUEHUE Ha CKaIa) ¥ pa3TBOP Ha XJIOPXEKCUANH 32
M3MHBaHe Ha pblIeTe U Kpakara, KaTo ce 3arno4He B JleH 1 u ce mpoasioku npe3 mbpBuTe 12 Mecera oT
JICYEHUETO.

ITpenopbuBa ce MAIUHTHT Ja € OCHUTYPEH C PEIETITH 3a JIOKAITHU W/ TIePOPATHA aHTHOUOTHIH U
JIOKAJTHA KOPTHUKOCTEPOU/IN, TAKa Ue J1a TH MMa Ha Pa3MoJIoKEeHNE B MOMEHTA Ha MPHUII0KEHUE Ha
IbPBOHAYATHATA /1034, 32 J]a CE CBEJIC JJ0 MUHUMYM BCSKO 3a0aBsiHE Ha PEaKTUBHOTO JICYCHHUE, aKO Ce
HOSBH OOPUB BBIPEKH MPOMUIAKTUIHOTO JICYCHHE. AKO Ce TIOSBSIT KOXKHU PEaKInH, TPsiOBa 1a ce
MpUIarar JIOKaJTHM KOPTUKOCTEPOUIH U JIOKAJTHH W/WITK TIepopaiHy anTuonotuiy. [Ipu crouTus
CTEMCH 3 WK CTEIEH 2, KOUTO Ce TIOHACAT TEXKO, TPSIOBA J1a ce MPHJIarat ChIl0 ¥ CHCTEMHH
AQHTHOWOTHIIU U TIEpOpaHu cTepouan. [lanueHTuTe ¢ TeXbK OOPHB C ATHITHYCH BUIT HIIH
pasnpocTpaHeHKE WIIH MTPH JIUIICA Ha MTOJI00pEeHHe B PAMKUTE Ha 2 CEIMHMIIM TPSAOBa 1a ce HacouaT
He3abaBHO KbM jaepMaroiior. Jlo3ara Ha Rybrevant TpsiOBa a ce HaMaiu, IPUIOKESHUETO Ja Ce
NPEKbCHE WK J]a Ce MPEYCTaHOBH OKOHYATEIHO B 3aBUCHMOCT OT TEXeCTTa (BXK. Touka 4.2).

CrobmaBa ce 3a TokcnyHa enuaepmanta Hekponusa (TEN). Jleuenuero ¢ To3u JeKapcTBEH MPOIYKT
Tps0Ba Ja ce mMpeyCcTaHOBH, ako ce moTBbpau TEN.

Hapymienus Ha ounte

Hapymienus Ha ounTte, BKIIOUUTEIHO KEPATUT, ca HAOII0AaBaHU NPU MAIMEeHTH, JIEKYBaHH C
amuBaHTamab (Bx. Touka 4.8). Ilaunenture ¢ BiomaBane Ha OYHUTE CUMITOMH TpsiOBa He3a0aBHO Ja
ce Haco4ar KbM O(pTanMoior, Kato Te TpsiOBa Jia MPeyCTaHOBAT yHnoTpeOdara Ha KOHTAKTHH JICHIN JI0
OIIEHKa Ha CUMIITOMHTE. 3a pOMsHa Ha J03aTa Py HapyIIEHUs Ha OYUTe CTENeH 3 WU 4 BUXKTE
TouKa 4.2.

CoabprkaHye Ha HaTpUl

To3u nexapcTBeH NPOAYKT ChIbpKa 1Mo Maiako oT 1 mmol HaTpuii (23 mg) Ha 1033, T.€. MOXe J1a ce
KaXke, 4e IPaKTHYECKH HE ChIbpkKa HATpHid. To3M JIeKapCTBEH NPOIYKT MOXKE Ja Ce pa3pexka ¢
HaTtpues xjopua 9 mg/ml (0,9%) undy3roneH pa3rop. Tosa TpsOBa J1a ce B3eMe MIPEABU/I IPU
MAIMEeHTH Ha JTMeTa ¢ KOHTPOJIMPaH MpueM Ha HaTpuil (BXK. Touka 6.6).

CoabprkaHue Ha nonvcopbat
Tosa nexapctBo chabpika 0,6 mg monrcopbar 80 BHB Bcekn ml, KOMTO ca eKkBUBaJIeHTHH Ha 4,2 mg 3a
7 ml ¢naxon. [lonrcopbaTuTe Morar 1a NPUUUHAT ANEPTUUHHI PEAKLINH.

4.5 B3amMmopeiicTBHE ¢ IPYTrd JeKapCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

He ca npoBexxganu nmpoyuBaHus 3a iekapcTBeHHTe B3aumoeicTeus. Karo IgG1 MmoHoknoHaNIHO
AHTHUTSIIO € MAJIKO BEPOSATHO OBOpeyHaTa eKCKperust 1 MeTa00IN3MbT, MEUHPAH OT YEPHOAPOOHUTE
€H3UMHHU J1a O'b/IaT OCHOBHH IIBTHUINA HA SIIMMUHUAPAHE HA MHTAKTHHUS aMmuBaHTaMal. [lopaau ToBa He
Ce 0YaKBa BapUalMUTE B JIEKAPCTBO-META0OIM3UPALIITE €H3UMH /1A TIOBJIUAAT EJIMMUHUPAHETO Ha
amuBaHTama0. [lopanu Bucokust adpuauTeT KM yHUKaNIEH enuron Ha EGFR u MET He ce ouaksa
amMHBaHTamal Jia BIUsE Ha JIEKAPCTBO-METa00IN3NPAIINTE CH3UMH.

Bakcunan

JlumicBar KIMHWYHYU TaHHM 332 e(PUKACHOCTTA U O€30IaCHOCTTA HAa BAKCHHAIIMHTE TIPH TAINCHTH,
npueMaIy amuBaHTamMab. M30arBaliTe MPHIIOKCHUETO Ha )KUBH HIIH )KUBH-aTCHIONPAHU BAaKCHHHU TTPH
MAIUCHTH, IPUEMAIlld aMHBaHTaMa0.



4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ gerepoaeH NOTeHIHUA/KOHTPALIEILIIS
JKenute ¢ gerepoicH MoTeHIMAN TPsIOBa Ja N3MONI3BaT e()eKTUBHA KOHTPAIICTIIHS 110 BPEME Ha U B
MPOIBIDKEHHE Ha 3 Mecela cie/I CIipaHe Ha JISYCHUETO C aMUBaHTaMao.

bpemeHnHocT
Jlumcar gaHHM TIpH XOpa 3a OIIEHKa Ha PHCKa OT yrnoTpebaTa Ha aMHBaHTaMab 1Mo BpeMe Ha

OopemenHocT. He ca mpoBexxganu penpoIyKTHBHH MTPOYYBaHUS TPH )KUBOTHH 3a MOTydaBaHe Ha
MH(QOpPMAIUs OTHOCHO PHCKa, CBBP3aH C JIEKapCTBOTO. [IpHiiokeHneTo Ha BelecTBa, HHXUOUpaIn
EGFR u MET, npu OpeMeHHM )KUBOTHU BOAM A0 MOBHUILEHA YeCTOTa HA HapyIIEHHE Ha
eMOprodeTaHo pa3BUTHE, EMOPHOHATHA CMBPTHOCT B a0opT. [lopaau ToBa, Bb3 OCHOBA Ha
MeXaHH3Ma My Ha JeHCTBUE U HAXOAKHUTE IPH MOJIENIU MPH KUBOTHH, aMUBaHTaMab OM MOT'BI Ja
NpUYKMHY (PeTanHo yBpeKaaHe, KOoraTo ce mpujara Ha OpeMeHHa jkeHa. AMuBaHTaMa0 He TpsOBa na ce
Tpujiara mo BpemMe Ha OpEMEHHOCT, OCBEH aKo HE Ce CUMTa, Ye M0JI3aTa OT JICUSHUETO Ha )KeHaTa
HAJXBBHPIIS TOTSHIIMATHUTE PHCKOBE 3a IUIoAa. AKO MalueHTKa 3a0peMeHee, JOKaTo MMOydaBa TO3H
JICKapPCTBEH NPOAYKT, TS TPsiOBa fa Objie MHPOPMUpaHa 3a MOTCHIMATHHS PUCK 3a 110/1a (BK.

ToYka 5.3).

Kovpmene
He e u3BecTHO nanu aMmuBaHTamMal ce eKCKpeTHpa B KbpMarta. M3BecTHO e, ye yoBeniku IgG ce

eKCKPETHpPAT B KbpMaTa Mpe3 IIbPBUTE HAKOIKO JHU CIIE/ PAXIAHETO, KaTO CKOPO CJe]] TOBA
KOHIICHTpaIMHUTE HamalsiBaT. He Moxe Jja ce M3KIIIOYH PUCK 33 KbPMAUyeTo 10 BpeMe Ha TO3H KPaThK
HepPHOJ HEOCPEACTBEHO CIIe]] paXk1aHeTo, BhIPEKH ue BepossTHO IgG ce pasrpakaaT B CTOMAIIHO-
YpEeBHHUA TPAKT U He ce abcopbupat. TpsOBa na ce B3eMe penieHne Jali 1a Ce PeyCTaHOBH
KBPMEHETO WU JIa Ce MIPEYCTaHOBU/HE CE TPHIIOKHU TEpaNuiTa C aMIBaHTaMal, KaTo ce B3eMaT
HpesBUJ 0J13aTa OT KbPMEHETO 3a JETEeTO U [0J13aTa OT TepamusTa 3a )KeHara.

Peprunurer
JluricBaT JaHHU OTHOCHO ebeKkTa Ha aMHBaHTaMad BbpXY QepTuiuTeTa npu xopa. EQekture Bopxy

MBXKKHA U KCHCKUA (i)ememTeT HEC Ca OLICHABAHU IIPU IPOYUBAHUSA IIPH )KUBOTHHU.
4.7 EdexTu BbpXy cioco0HOCTTA 32 o¢upaHe U padoTa ¢ MAIUIMHHA

Rybrevant moxe 1a nmosmnusie B yMepeHa CTereH criocoOHOCTTa 3a modupane 1 paboTa ¢ MallllHH.
Mons, BuxTe TouKa 4.8 (Hamp. 3aMassHOCT, YMOPa, 3pUTENTHO HapyIleHue). AKO MallUeHTUTE NOTyqaT
CHUMIITOMH, CBbP3aHH C JICUEHUETO, BKIIOUNTEIHO HEXEJIAaH! PEeakllii, CBbP3aHU ChC 3PEHUETO, KOUTO
MOBJIMSIBAT CIIOCOOHOCTTA UM JIa c€ KOHILIEHTPHPAT U JIa pearupar, Ipenopbusa ce Te Ja He modupar u
J1a He paboTAT C MAIIMHY JI0 OT3By4YaBaHe Ha e(eKTa.

4.8 Hexenanu JekapcTBeHH peaKINU

Pesrome Ha npoduia Ha Ge30macHOCT

B Habopa ot nannau 3a amuBantamad kato MmoHoTtepanus (N=380) Haii-uecTHTe HeXKETaH! PEaKI[UHA OT
BCHUKHU cTerieHH ca oopuB (76%), peakuuu, cBbp3anu ¢ HHPy3usaTa (67%), TOKCHYHOCT HAa HOKTHTE
(47%), xunoanoymunaemus (31%), otok (26%), ymopa (26%), cromatur (24%), ragene (23%) u 3amek
(23%). Cepuosnure Hexenanu peaknun BkitouBaT Mbb (1,3%), IRRs (1,1%) u o6pus (1,1%). Tpu
MPOIIEHTA OT MAIIMEHTHTE MPEYCTAHOBSIBAT MPUIIOKEHHETO Ha Rybrevant mopaju HexxelnaHu peakiyu.
Haii-yecture HexxenaHN peakLny, BOJEIIHN JI0 IIpeyCcTaHOBsABaHe Ha JieueHnero, ca IRRs (1,1%), Ubb
(0,5%) u Tokcumanoct Ha HOKTHTE (0,5%).

CruchbK Ha HEXKEIIAHUTE PCaKni B TabJIMYEH BU
B Ta6Jmua 7 ca 0606H_I€HI/I HCXKCIAaHUTC JICKAPCTBCHU PCAaKIMU, KOUTO Bb3HUKBAT ITPU MALTUCHTHUTE,
Imojry4yaBaiiu aMuBaHTaMab KaTo MOHOTEpaIus.

JlanHuTE OTpa3sBaT EKCHO3UIMATA HA aMuBaHTamMal npu 380 MarMeHTH ¢ JIOKATHO aBaHCUPAJT WITH
MeTacTaTHICH HeIPeOHOKIIETHUCH paK Ha OennTe ApoOOBe clied HeyCIieX Ha XUMHOoTepanus Ha 6a3aTta
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Ha TutatuHa. [lanmenTrTe nomydaBatr amuBadTamad 1 050 mg (mpu mammentn < 80 kg) nmum 1 400 mg
(npu nmanmenty > 80 kg). Meauanata Ha eKCIIO3UIMs Ha amMmuBaHTaMab e 4,1 mecena (nuanason: 0,0 10
39,7 mecena).

Hesxenanute peakunu, HaOMI0JaBaHK IO BpeMe Ha KIIMHUYHUTE TIPOYYBAHMUSI, ca U30POCHU MO-T0Ty

0 KaTeropwsi mo yectora. KaTteropuure 1mo 4yectora ca OnpeesieHH KaKTo CJIe/iBa: MHOTO YeCTH

(> 1/10); gectu (= 1/100 mo < 1/10); meuectu (>1/1 000 mo <1/100), peaxu (=>1/10 000 mo <1/1 000),

MHOTO penku (<1/10 000), ¢ Hen3BecTHA YecToTa (OT HATMIHUTE TaHHU HE MOXKe Ja ObJe HalmpaBeHa
OIICHKA).

B PaMKHUTC Ha BCAKO I'PYIUPAHE 10 YECTOTA HCKCIIAHUTE PCAKIIUHU Ca NPEACTABCHU 110 p€lia Ha
HaMaJIsaBalia CEPUO3HOCT.

Tabmmna 7:  HekeJaHM peaknyuu NpH NanMeHTH, MOJYYaBAIM AMUBAHTaMal KaTo

MOHOTepanusi
CucreMo-opratHeH Kjiac Benuku Crenen 3-4
Hexenana peakius Kateropust no cTerneHu (%)
4ecToTa
(%)
Hapyumiennst Ha MeTa00/1u3Ma U XPaHEHETO
XumoanOoyMuHeMus* (BK. Touka 5.1) MHoro Jectn 31 2f
HaMmarneH anetur 16 0,5
XUNoKaaueMus 10 0,3f
XUNoKaJIneMus Yectn 9 2
XUIOMAarHe3ueMust 8 0
Hapyumenusi Ha HepBHAaTa cucTeMa
3aMasHOCT* | Muoro wectn | 13 | 0,3
Hapymienusi Ha ouuTe
3pUTENHO HapYyLICHHE* Yectn 3 0
Pactex Ha Murnure* 1 0
Jpyru HapymeHust Ha ounTe* 6 0
Kepatut Heuectu 0,5 0
VBeur 0,3 0
PecnnupaTopHu, IpbIHM M MeIHACTHHAJIHH HAPYIIEHHsI
WuTepcrunmanna 6enoapodHa Gomect* Uectn | 3 | 0,5
CToMalHo-YpeBHH HAPYIIEHUS
Juapus MHuoro yectu 11 27
CroMaTuT* 24 0,5
Tanene 23 0,5
3anek 23 0
[Mospbinane 12 0,5
Kopemna Gonka* Yectu 9 0,87
Xemopouau 3,7 0
XenaToONJIHAPHA HAPYIUICHHUS
[loBuiieHa alaHWH aMUHOTpaHCc(epasza MHoro yectn 15 2
[NoBumieHa acraprar aMUHOTpaHcdepasa 13 1
[NoBumieHa ankaiHa gocdarasa B KpbBTa 12 0,5
Hapyumienusi Ha KOKaTa M MOJAKOKHATA ThKaH
O6puB* MHoro yectu 76 37
TOKCHYHOCT 32 HOKTHTE* 47 21
Cyxa xoxa* 19 0
Coplex 18 0
KoxxHa s13Ba Heuectn 0,8 0
TokcuuHa enuaepManHa HEKPOIH3a 0,3 0,3
Hapymennsi Ha MyCKYJIHO-CKeJIE€THATA CHCTEMA M CheIMHUTEIHATA ThKaH
Muanrus | Muoro wectn | 11 | 0,3"

1"



O0mm HapymieHusi M e)eKTH HA MSAICTOTO Ha NPHUJIOKeHNe

Orox* MHOro 4ecTu 26 0,8f
VMopa* 26 0,87
ITupekcust 11 0

HapansiBanusi, oTpaBsiHMsI U YCJI0KHEHHs], BB3HUKHAJIN B Pe3yJITAT HA HHTEPBEHIHH

Peakius, cBbp3aHa ¢ uHQY3UsTA

MaHoro uectu

| 67

2

I'pymupanu TepMuHU
Camo cbOuTHS cTEereH 3

Pesrome Ha mpodumiia Ha Oe30macHOCT

B nabopa ot nannu 3a amuBanTtamMa0 B KoMOMHAIMA ¢ KapOoratul u nemerpekcen (N=301) Haii-
YECTHTE HEXKEIAHN PEaKIMK OT BCUYKH cTereH: ca o0puB (83%), HeyTporneHus (57%), TOKCHYHOCT 3a
HokTHte (53%), peakiuu, cBbp3anu ¢ uHpysusara (IRR) (51%), ymopa (43%), cromatut (39%),
rajgene (43%), tpombonuronenus (40%), 3anek (40%), otok (40%), Hamaiien anetut (33%),
xunoanoymunemus (32%), moBuilieHa alaHUH aMHHOTpaHcdepasza (26%), moBuIlIeHa aciapTat
amuHOTpaHchepasa (23%), mospbmane (22%) u xumnokanuemus (20%). Cepruo3HHUTE HEKETaHN
peaknuu BKIouBat o0puB (2,7%), BeHo3Ha TpoMboembonust (2,3%), TpombouuTonenus (2,3) u Ubb
(2,02,6%). Ocem mpolieHTa OT NALMEHTUTE ca IpeKpaTwiiu nprueMa Ha Rybrevant mopaau Hexenanu
peaxkuuu. Hali-uectute HexkenaHu peakLuy, BOJICIIH 10 IpeKpaTsBaHe Ha JeueHueto, ca IRR (2,7%),
o6pus (2,3%), UBb (2,3%) u Tokcuanoct 3a Hoktute (1,0%).

B tabmmma 8 ca 06001maBa HeXKeITaHUTE JIEKAPCTBEHH PEAKITNH, HACTHITIIIN TIPY MAINEHTH,
MoJTy4YaBaliy aMMuBaHTamMal B KOMOWHAIIHS ¢ XMMHOTEPAIIHsl.

JlanHuTE OTpa3sBaT EKCIO3UIMATA HA aMUBaHTaMa0 B KOMOWHAIIMS ¢ KapOOIUIaTHH U TIEMETPEKCe ]
ripu 301 mManueHTH ¢ JIOKATHO HANpeIHAT W MEeTaCTaTUIeH HeAPEeOHOKIIEThYCH paK Ha OennTte
npoboge. [Tanuentute ca nomyyaanu amuBantamad 1 400 mg (3a manuenty < 80 kg) wmu 1 750 mg
(3a marmenTu > 80 kg) cemMUUHO B poabibkeHKe Ha 4 cenMuii. OT cenMuIia 7 HaTaThK, MAIUEHTUTE
ca noxy4aBanu amuBanTaMad 1 750 mg (3a manmentn < 80 kg) nmm 2 100 mg (3a nmaruentn > 80 kg)
Ha Bceku 3 cenmuiid. CpeiHaTa eKCIO3MIIMS Ha aMMBaHTaMa0 B KOMOMHAIIMS C KapOOILJIaTHH U
nemetrpekcen e 7,7 mecemna (auama3os: 0,0 mo 28,1 mecerna).

HesxenanuTe peakunu, HaOMIOJaBaHU IO BpEME Ha KIIMHUYHH IPOYYBAHUS, ca M30POSHH TO-I0JTY IO
KaTeropusi 1o yectorara. Kateropuure 1o 4ectora ce OnpeesiaT KakTo Cie/iBa: MHOIO YECTH

(> 1/10); wectu (> 1/100 mo < 1/10); newectu (= 1/1 000 mo < 1/100); peaxu (= 1/10 000 mo

< 1/1 000); muoro penku (< 1/10 000); 1 c Hen3BecTHa YecTOTa (YecToTara He MOXKe Ja Ob/ie OlleHeHa

OT HAIMYHUTE JaHHHU).

B®B Besiko rpynupane 1mo 4e€CToTa HEXKCIAHUTC PECAKIIUN Ca NPCACTAaBCHU B HU3XOAAI PEA 11O

OTHOLICHUEC HAa CCPUO3HOCTTA.

Taoaumna 8:

KOMOMHAIMS ¢ KAPOOMJIATHH U NMEMETPOKCe/

Hexemnann Pe€aKIMM NMPU MAUMEHTH, MOoJyYaBallu aMHUBaHTaMal B

CucremMo-opraneH Kjiac Kareropus no Bceunuku Crenen 3-4
Hexenana peakmwst JecToTa crenenn (%) (%)
Hapymiennsi Ha KpbBTa M JINMQHATA CHCTEMA
Heytponenus MHOIo HecTH 57 39
TpomboruTonenwst 40 12
Hapymienusi Ha MeTa00JIM3Ma U XPaHEHETO
Hamanen amerur MHoro gectu 33 1,3
XunoanOyMuHeMus 32 3,7
XUIOKaJIueMUst 20 6,6
XumoMarHe3ueMusi 13 1,3
XHAMOKAIIIUEMHAS 12 1,0
Hapymienns Ha HepBHaTa CHCTEMaA
3aMastHOCT | Yecrn 10 0,3
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CbaoBu HapymieHust
Benosna Tpomb6oeM6ous | MHoro yectn | 14 | 3,0
Hapymenus Ha ounTe
JIpyru HapyleHus Ha o4uTe” Yectu 7.3 0
3puTenHo HapyleHue” 3,0 0
PacTex HA MUTIHTE Heuectn 0,3 0
Kepartur 0,3 0
VBeur 0,3 0
PecnnupaTopHu, Ipb/IHM M MeIHACTHHAJIHH HAPYIIEHHSI
WutepcTunuanyia 6enoapobHa 6omnect” | Yecrn | 2,3 | 1,7
CroMalHO-YpeBHH HAPYLUEHMSI
I'anene MHoro yectu 43 1,0
3anek 40 0,3
Crtomarur’ 39 3,0
[ToBpbItane 22 2,0
Huapus 19 2,3
Kopemna 6onka” Yectn 11 0,3
XeMmopouu 9,3 0,7
XenaToOMIMapHHU HAPYIIEHHS
[loBuiieHa alaHWH aMUHOTpaHCcdepasza MHoro yectu 26 4,3
[ToBumreHa acmaprat aMuHOTpaHChepasza 23 0,7
IToBumena ankanaa gocdaraza B kppBTa | Yectn 10 0,3
Hapymienunsi Ha KOKaTa ¥ MOJAKOKHATA ThKaH
OGpus” MHoro uectu 83 14
TOKCHYHOCT 3a HOKTHUTE" 53 43
Cyxa koxa" 16 0
Copbex 10 0
KoxHa s13Ba Yectu 3,7 0,7
Hapymiennsi Ha MYCKYJTHO-CKeJI€THATA CHCTEMA U ChEIMHUTEIHATA ThKaH
Muanrus | UecTtun | 5,0 | 0,7
OO0mm HapymieHus M e)eKTH HA MSAICTOTO Ha NPHUJIOKEHHE
Vmopa MHoro uecTu 43 4.7
Otok” 40 1,3
[Tupekcust 14 0
HapansiBaHusi, OTPaBsIHMS U YCJI0KHEHHs], Bb3HUKHAJIN B Pe3yJTaT HA HHTePBeHMH
Peaknms, cBbp3aHa ¢ nHAY3USATA | MHoro uectu | 51 | 3,0

*  ['pynupaHu TS pMUHA

O06o06uieHre Ha poduta Ha Ge30MacHOCT

B nannuTte 3a amuBanTamMad B koMOuHaLus ¢ a3epTuHuO (N=421) Hali-uecTUTE HEXEJTaH! peaKuu
BBB BCUYKH cTerneHH ca o0puB (89%), TokcuaHocT 3a HOKTHTE (71%), peakiuu, CBbp3aHu C
undysusata (63%), xunoandoymunemus (48%), xerarorokcuanoct (47%), otok (47%), CTOMaTUT
(43%), BenozeH Tpomboemb0ou3BM (37%), mapecresus (mazeptunuo) (34%), ymopa (32%), nnapus
(29%), 3amek (29%), cyxa xoxa (26%), cepoex (24%), Hamanen anetut (24%), XUIMOKaIIHEMHUS
(21%), ranene (21%) u npyru ounu HapymeHus (21%). Haii-uectute cepro3HH HEXETaHN PEaKIIH
BKITIIOYBAT BeHO3eH TpoMboeMOoim3bM (11%), maeBmonwust (4,0%), oopus (3,1%), Ubb/maeBMonuT
(2,9%), xenatorokcuanocrt (2,4%), COVID 19 (2,4%) u PCU u mneBpanen uznus (2,1%). /IBagecer u
TPH MPOLIEHTA OT MAIMEHTHUTE Ca MPEYCTAaHOBHIIH JieueHUueTo ¢ Rybrevant mopaau HexxenaHu peakium.
Haii-yectute HexxelaHu peakiny, JJOBENH JIO IPEyCTaHOBSBAHE Ha JieueHHeTo ¢ Rybrevant, ca oOpus
(5,5%), peakuuu, cebp3anu ¢ uapy3uata (4,5%), Tokcuanoct 3a Hoktute (3,6%), BB (2,9%) u BTE
(2,9%).

B tabnuiia 9 ca 000011eHN HEXKEIaHUTE JICKAPCTBEHN PEaKIIUU, Bb3HUKHAIIN TPU allMEeHTH,
MoJTy4JaBaliy aMMBaHTamMal B KOMOWHAIHS ¢ J1a3epTUHHO.
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JlanHKTe OTpa3sBaT €KCIO3UIMATA HA aMUBaHTaMa0 B KOMOMHAIIMS ¢ JT1a3epTHHHUO 1pu 421 marueHTH
¢ JTokayrHO aBaHcupain win Mmetactatnded HJ[PB/I. IlanmenTrTe ca moiydyaBaiu aMHBaHTaMa0

1050 mg (3a maruenTu ¢ Terno < 80 kg) wim 1400 mg (3a nmanuentu ¢ terio > 80 kg) BenHbx
CEJIMMYHO B IPOABDKCHUE HA 4 CEIMUIIM, a CJIC/I TOBA HA BCEKHU 2 ceIMHUIIM. Meranara Ha
eKCITO3UIUATA Ha TIPOYYBAHOTO JIEYeHHE B TpymHara ¢ KOMOMHAIMS HA aMUBaHTaMab U JTa3epTHHHO €

18,5 mecena (muamnason: 0,2 mo 31,4 mecema).

Hexenanute peakuuy, HaOn0JaBaHU 10 BpeMe Ha KIMHUYHUTE IPOYYBAHUSA, Ca H30POEHH M0-10TY
10 KaTeropuu 1o yecToTa. Kareropunte 1o dectora ca ONpeAeaeHr KaKTo ClIeBa: MHOTO YECTH
(>1/10), wectu (>1/100 no <1/10), meuectu (>1/1000 go <1/100), penku (>1/10 000 xo <1/1 000),
mHoro peaku (<1/10 000), c Heu3BecTHa YyecToTa (OT HATMYHUTE JaHHU HE MOXKe J1a ObJle HanmpaBeHa

OIICHKA).

HpI/I BCSKO Irpynupate B 3aBUCUMOCT OT YCCTOTATa HEKCJIAHNUTEC PCAKIIUU Ca I/I36pOCHI/I B HU3XO/AIIL

PE€A 110 OTHOIICHHUE HA TIXHAaTa CCPUO3HOCT.

Taoauna 9:

Hexenann pe€akuum Ha aMHBaHTaMa0 pu MAMUECHTH, IMoJydaBalu

aMHUBaHTaMa0 B KOMOMHAIUS C Ja3ePTHHUO
CucTeMo-0opraseH KJjac Karteropus Besika Crenen 3-4
Hexxenana peakius mo yectora | cremneH (%) (%)
Hapymienunst Ha MeTa001u3Ma U XPaHEHETO
XunoasOyMuHeMus * MHoro yectu 48 5
Hamamen anetut 24 1,0
XUMOKAIIUEMUS 21 2,1
XUnokaaueMHus 14 3,1
XUIIoMarHe3ueMust Yectu 5,0 0
Hapyuienusi Ha HepBHaTa cUCTEMa
[lapecresnn™ MHoro dyectn 34 1,7
3amastHOCT* 13 0
Cb10BHM HapyHIeHHUS
Benosna Tpomboembomnus* | Muoro yecti | 37 11
Hapyumienusi Ha ounTe
Jpyru ounu Hapymieaus™ MHoro uectu 21 0,5
3pUTENHO YBpeKIaHe™ Yectu 4,5 0
Kepatur 2,6 0,5
Pacrtex na murmure* 1,9 0
PecniupaTopuu, rpbpIHN U METUACTHHAJIHN HAPYIIEHUS
WuTepcrunmanza 6enoapodHa Yectu 3,1 1,2
00Js1eCT/IHEBMOHUT*
CToMallIHO-YPEeBHU HAPYIIEHHSI
Cromatut* MHoro decTu 43 2.4
Hmapus 29 2,1
3amex 29 0
T"agene 21 1,2
[loBprbIIane 12 0,5
Kopemna 6onka* 11 0
Xemopouau Uectun 10 0,2
XenaToOMIMapHU HAPYUIEHHUS
XemaToTOKCHIHOCT T | MHoro yectu | 47 9
Hapymiennsi Ha K0KaTa M MOJAKOKHATA ThKaH
O6pus* MHoro uectu 89 27
TokcuaHOCT 32 HOKTHTE™ 71 11
Cyxa xoxa* 26 1,0
Copbex 24 0,5
CuHApoOM Ha maJMapHO-TUIaHTapHa Yectn 6 0,2
EPUTPOIN3ECTEIHS
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Koxxna s3Ba 5 0,7

YpTukapus 1,2 0
Hapyienusi Ha MyCKYJ/JIHO-CKeJ1€THATa CHCTEMA U CheJMHUTEIHATA ThKaH

MycKyaHM clla3Mu MHoro 4yectu 17 0,5

Muanrus 13 0,7
OO0mm HapymieHusi M e)eKTH HA MSAICTOTO Ha NPHUJIOKeHNe

Orox* MHoro gecTu 47 2.9

Ymopa* 32 3,8

ITupekcust 12 0
HapansiBanusi, oTpaBsiHMsI U YCJI0KHEHHs1, BB3HUKHAJIN B Pe3yJITAT HA HHTEPBEHIMH

Peakums, cBpp3ana ¢ nHGY3USATA | MHoro gectu | 63 | 6

*  I'pynupaHy TepMHHI
Onenena kato HJIP camo 3a nasepTunu®.

¥ Haif-uectute ch6urns Brmousar nopumena ALT (36%), moBumena AST (29%) u noBuiena ankanHa (ocdarasza B
kpbBTa (12%)).

Onncanne Ha N30paHU HEXKEIAHU PEAKIINU

Peaxyuu, cevpzanu c ungysusama

ITpu nmanuenTy, JeKyBaHH ¢ MOHOTEpaus ¢ aMuBaHTaMal, peakuy, CBbP3aHu ¢ HHPY3UsITa,
BB3HHUKBAT MpH 67% 0T manuentute. JleBetnecer u ocem mporenta oT IRRs ca crenen 1-2.
Hesetnecet u aeset mpotieHTa oT IRRS Bb3HUKBAT npu mbpBaTa UHPY3USI ¢ MEUaHA HA BPEMETO 10
nosiBa 60 MUHYTH, KaTO TIOBEYETO HACTHIIBAT B PAMKHUTE Ha 2 Yaca OT Ha4aJoTo Ha uH}py3usaTa. Haii-
YCCTUTC NPpHU3HALIKM U CUMIITOMM BKJIHOUBAT CTYACHU TPBIIKU, AUCITHES, TaACHE, 3a4CPBABAHC Ha
KOXKaTa, AUCKOM(OPT B rbpANTE U MOBpHILAHE (BXK. Touka 4.4).

[Ipu marmenTw, JieKyBaHU ¢ aMHBaHTaMa0 B KOMOWHAIHS ¢ KapOOTUIATHH U TIEMETPEKCE/T, PeaKIInH,
cBbp3aHu ¢ HQYy3uUsATa, BE3HUKBAT pu 50% ot manuenture. Hag 94% ot IRRs ca crenen 1-2. Io-
rojsiMa yact oT IRRs Bb3HMKBAT Mpu mbpBaTa HH(Y3UsS C MEUaHa Ha BpeMeTo 10 mosiBa 60 MUHYTH
(nmmamazon 0-7 yaca), KaTo MOBEYETO HACTHIIBAT B PAMKHTE Ha 2 Yaca OT HAYaIoTO Ha WH(y3usTa.
INonsikora IRR MoxXe /1a BB3HUKHE IIPH MOBTOPHO 3all0YBaHE HA aMUBAHTaMal CJIe/ MPOIB/DKUTEITHO
MPEKHCBAaHE Ha MPIIOKEHUETO 32 TTOBEYE OT 6 CEMUITH.

IIpu nmanuenTy, JeKyBaHH ¢ aMUBaHTaMa0 B KOMOMHAIMS C JIA3ePTUHHUO, PEaKLIUH, CBbP3aHH C
uHQYy3usATa, B3HUKBAT NpH 63% oT nmanuentute. JleBetrnecer u yetupu npoueHta ot IRRs ca

crener 1-2. [lo-ronmsmata yact ot IRRs HacThIBaT 10 BpeMe Ha ITbpBaTa HHPY3HS C MeIUaHA HA
BpPEMETO JI0 MosiBaTa 1 yac, KaTo MOBEYETO OT TSIX Bb3HMKBAT B PAMKHTE HA 2 yaca OT HAa4yaJoTo Ha
uHQy3usaTa. Haii-uecTure npu3HAU U CUMIITOMH BKJIIOYBAT CTYACHU TPBIIKH, JUCITHESI, TaJICHE,
3a4yepBsiBaHe, TMCKOMMOPT B TPBIHUS KOIII U MTOBPBIAaHE (BXK. Touka 4.4)

ITonsikora IRRs Mozke 1a ce OSABAT py NOBTOPHO NMpHJIaraHe Ha aMuBaHTaMal Clie/l IPOIBJLKUTETHO
IIPEKbCBAHE Ha MPUIIOKEHUETO 3a II0BeYEe OT 6 CeIMUIIN.

B otkpuTto, MHOTOLIEHTpOBO NpoyuBane ¢aza 2 npu nauuentu ¢ HIAPB/I, na manuenTture e npuiaran
8 mg nexcameTa3zoH NEePOPaIHO, Ba IIHTH JHEBHO U B ABATa IHU MIPEH IbpBaTa HHQY3Us HA
Rybrevant, u 8§ mg nepopanno, 60 MunyTH ipein nHPY3HUATA B JeHS Ha TbpBaTa HHPY3us (001110

5 1031), B IOMBJIHEHNE KbM WHTPABEHO3EH JeKcaMeTa30H. Jlo0aBsIHeTo Ha epopajieH JeKCaMeTas30H €
noseno 1o HamansiBane Ha IRR o 22,5% 6e3 IRR crenen >3 B neHs Ha HavaimHaTa WHGY3Us (BK.
Touka 4.2).

Unmepcmuuuanua 6enoopobua borecm

Wntepcrunmanua 6enoapodHa 6onect nin Mbb-nogobHu Hexenanu peakuu ce choOIanar npu
ynorpebaTta Ha aMuBaHTaMal, KakTo Ha npyru naxuOuTopn Ha EGFR. MHTepcTnimanaa 6enoapodna
OoJecT WM MTHEBMOHHUT ce ChoOIIaBat npu 2,6% OT MaueHTHTe, JeKyBaHH aMUBaHTaMal KaTo
MOHOTepamnusi, npu 2,3% OT mauueHTuTe, JIEKyBaH! C aMHBaHTaMad B KOMOMHaNUs ¢ KapOOIIaTHH U
nemerpekces 1 ipH 3,1% OT marMeHTuTe, JeKyBaH! ¢ aMUBaHTaMad B KOMOWHAITHSI € JIAa3epPTUHHO,
BrutouuTenHo 1 (0,2%) ciydaii ¢ neranen uzxon. [lanuentn ¢ anamuesa 3a UbD,
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nekapcTBo-uHAynupana bb, paauanuoneH MHEBMOHUT, KOWTO Hajara JIeHeHHUe ChC CTEPOUIU, UITH
JIaHHY 33 KIMHUYHO akTHBHA MBb ca m3KkimouBaHn OT KIIMHUYHOTO MIpOoyYBaHe (BXK. Touka 4.4).

Benosnu mpomboemboruunu (BTE) cvoumus npu convmemeauia ynompebda ¢ 1a3epmuHud

Koraro Rybrevant ce n3non3sa B kombuHarus ¢ na3zeptuaud, croutns Ha BTE, BrurrouBamnu 1pm60ka
BeHo3Ha TpoM6bo3a ([IBT) u 6enoapodbna embomus (bE), ce crobmasar mpu 37% ot 421 manueHTH,
nosyuaBaniy Rybrevant B komOuHarwus ¢ azepturu0. [loBeyero cimydau ca crener 1 winu 2, kato
crbutus crenen 3-4 Bp3HMKBAT ipu 11%, a cMbpT Tipnt 0,5% OT ManmeHTUTE, OTyYaBaIln
Ja3epTUHUO B KOMOMHAIWS ¢ aMuBaHTaMad. 3a mHpOpMAaIisI OTHOCHO MPOPHUIAKTHIHOTO
MPUJIOKEHUE Ha aHTHKOATYJIAHTH U JieueHUueTo Ha croutusta ¢ BTE Buxkre Touku 4.2 u 4.4.

[Tpu manuenTure, mony4apany Rybrevant B komOuHaIus ¢ 1a3epTUHUO, MEIMaHATA HA BPEMETO 10
mppBara nosiea Ha ceouTHe ¢ BTE e 84 nan. Croutusara ¢ BTE moBexxaar 10 mpeycTaHOBSIBaHE Ha
neuenueto ¢ Rybrevant npu 2,9% ot nmanuenrture.

Peaxyuu na xoxcama u noxmume

OO6puB (BKIIOUUTEITHO aKHEN(OPMEH AEPMATHUT), ChPOEK U CyXa KOXKa Bb3HUKBAT IpH 76% OT
MalMeHTHTE, JEeKyBaHHU ¢ aMuBaHTaMab kaTo MoHoTepanus. [loBedero ciryuau ca crenex | wim 2,
KaTo CbOUTHS C 0OpUB CTeneH 3 Bb3HUKBAT pH 3% oT nauueHture. OOpuUB, BoAEII A0
npeycTaHoBsiBaHEe Ha aMmuBaHTaMaOl, Bb3HUKBA IpH 0,3% oT nanuenture. OOpuB OOMKHOBEHO ce
pa3BUBa B PAMKUTE HA TbPBUTE 4 CEIMUIIM OT TepaIusITa C MeIMaHa Ha BPEMETO J0 mosia 14 mHu.
HpI/I ManrueHTH, JICKYBaH! C aMI/IBaHTaMa6, BB3HMKBA TOKCUYHOCT Ha HOKTHUTE. IToBeuTo C’b6I/ITI/IH ca
crenieH | Wiy 2, KaTO TOKCHYHOCT Ha HOKTHUTE CTeTeH 3 HacThBa mpu 1,8% oT manueHTure.

OO0puB (BKITIOUUTEITHO aKHEU(OPMEH ISPMATHUT) Bb3HUKBA NpHU 83% OT MallMEHTHUTE, JIEKYBaHU C
aMuBaHTamMal B KoMOWHAIWsI ¢ KapOoruiaTuH u niemerpekcea. [lopeuero ot cimyvante ca crened 1 wmu
2, xaTo 0OpuB creneH 3 ce Habmoaasa npu 14% ot nanuenture. OOpuUB, 10BET IO NPEyCTAaHOBSIBAHE
Ha JICYCHUETO C aMUBaHTaMal, Bh3HUKBA IpH 2,3% oT narpentute. OOMKHOBEHO OOPUBHT CE MOSIBSIBA
pe3 IbPBUTE 4 CEAMUITN OT TepanusTa, KaTo MeJAuaHaTa Ha BpEMETO JI0 mosBaTa My € 14 aHw.
ToKCHYHOCT 32 HOKTHTE HACTHIIBA MPH TAIIUEHTH, JIEKYBaHU C aMHBaHTaMab B KOMOHMHAITHUS C
KapOorutaTtuH u nemetpekcen. [loBedeTo crouThst ca creneH 1 umm 2, KaTo TOKCHYHOCT 33 HOKTUTE
crernieH 3 Bp3HUKBA 11pH 4,3% oT manuenture (Bk. Touka 4.4).

OO0puB (BKITIOYATETHO aKHEH(POPMEH JEPMAaTHUT) Ce MOsBsABa IpH 89% OT MAIMEHTUTE, JIEKyBaHH C
amuBaHTamMal B koMOuHaIwsl ¢ na3zeptuHuO. [loBeyero ciydau ca crenen 1 wiu 2, kato npu 27% ot
MAIMeHTHUTE Bh3HUKBAT CHOUTHA cTereH 3. OO0puB, BOJIENI JI0 TIPEeKpaTsIBaHe Ha JICUSHUETO C
aMuBaHTaMmal, Bb3HUKBA IpH 5,5% oT manueHTHTe. OOMKHOBEHO OOPHUBHT CE MOSABSABA NIPE3 ITHPBUTE
4 ceAMUITA OT TepanusaTa, KaTo MeJIMaHaTa Ha BPEMETO JI0 mmosiBata My € 14 mau. TOKCHYIHOCT 3a
HOKTHUTE Bb3HUKBA IIPH MAIUCHTH, JICKYBaHU ¢ aMHBaHTamMa0 B KoMOUHaIus ¢ jga3petuHud. [lopeueTo
crOUTHS ca cTeneH | w2, KaTo TOKCHYHOCT 32 HOKTUTE CTereH 3 ce HaOmoaasa npu 11% ot
ManueHTuTe (BXK. Touka 4.4).

Hapvwenus na ouume

Hapymenus Ha ounte, BKIrOuuTenHO KepaTut (0,5%), Bb3HUKBAT IpU 9% OT MalMEeHTHTE, JIEKYBaHH C
amMHBaHTamMal KaTo MOHOTeparus. JIpyru cho0IaBaHy HeXXellaH| Peaklluy BKIFOYBAT PACTEX Ha
MUIJINTE, 3pUTEIHO HAapyIIeHHe U IPpyry HapylIeHus Ha ounte. Beuuku cp0utus ca crenex 1-2.

Hapymenwns Ha ounte, BkitounteaHo kepatut (0,3%), Bp3aukBat npu 11% oT manueHTHTE, JIEKYBaHU
¢ aMHBaHTaMad B KOMOMHAIIMS C KapOOIJIaTHH U IeMeTpeKcel. J[pyrure cho0mmeHn HexXelaHu
peaKIuy BKIIOYBAT PACTEK Ha MUTIINTE, 3PUTEIIHO YBPEKIAHE, YBEUT U JPYTH OYHU HAPYIICHHS.
Bcewuku crbutns ca crene 1-2 (Bxk. Touka 4.4).

O4HH HapYIICHUs, BKIFOYTEITHO KepaTuT (2,6%), BB3HUKBAT MIPH MAIUCHTHUTE, JICKYBaHH C
aMuBaHTamMal B KOMOWHAIWS ¢ J1a3epTUHUO. J[pyru choOIIaBaHy HEXEIaHH PEaKIIMK BKIFOUBAT
pacTex Ha MUTJIMTE, 3pUTEITHO YBPEXKIaHE U IPYTH OYHU HapyuieHus. [loBeyeTo chOUTHS ca
creried 1-2 (Bxk. Touka 4.4).
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CrenpanaHy monyJIaliu

Cmapuecka 8v3pacm

Nma orpaHnveHr KIMHUYHY JAHHH 32 aMUBaHTamMal TpY MAIlMEHTH Ha Bh3pacT 75 Win moBeue
roauHM (BX. Touka 5.1). Karo msano He ce HabmogaBaT pa3inuky B 0€30IT1aCHOCTTA MEXK/y MAIleHTUTE
Ha BB3pAcT > 65 roAuHN U NaueHTuTe < 65 TOaUHM.

HNmyHorenHoct
KaxTo mpu BCHYKHU TepaneBTHIHH MPOTEUHH, CHIIIECTBYBA ITOTEHIIMANT 3 UMYyHOT€HHOCT. B KITMHIIHU

MpOYy4YBaHUs MPHU NMALKMEHTH C JIOKAIHO aBaHcupai uinu metactatnueH H/IPB/I, nexyBanu c
amuBaHTamao, 4 ot 1862 (0,2 %) y4acTHuKa, IeKyBaHHU ¢ Rybrevant u moaxo/siim 3a oleHKa 3a
HaM4YNe Ha aHTHIIeKapCcTBeHU aHTuTena (anti-drug antibodies, ADA), ca oIoXUTEeTHN 3a
BB3HUKHAJIH MPH JICYCHUETO aHTH-aMUBaHTaMal aHTutena. JIMICBaT aHHU 3a MPOMEHU BbB
(hapMakOKHHETHKATA, €(PUKACHOCTTA WK Tpoduiia Ha 0E30MaCHOCT MOPaJ aHTH-aMHUBaHTaMa0
aHTHTETA.

Cro01aBane Ha MOJI03MPAHN HEXKEJIAaHH PEaKIIUH

Cpo01maBaHeTo Ha MOIO3MPaHN HEKeJIaHU PEaKLUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIBIDKH HAOIIOACHUETO Ha ChOTHOLICHUETO T0JI3a/PHUCK 3a
JeKapCTBEHUS MPOAYKT. OT MEIMIIMHCKUTE CIICIIUAIICTH CE U3MCKBA Jia ChOOIIaBaT BCSIKA
NO/I03MpaHa HeXeJlaHa PeaKlys uype3 Hal[MOHAIHAaTa CUCTeMa 3a ChOOIIaBaHe B:

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Cocpus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

MaxkcumanHaTa MoHOCHMa /1032 He € OTIpe/ieieHa B KIIMHUYHO MPOyYBaHe, B KOETO MAIlUeHTHUTE ca
noxyvasaiu 10 2 100 mg, npuiioskeHn HHTpaBeHO3HO. Hsima n3BecTeH cneunuyeH aHTHI0T IpU
npeno3upaHe Ha aMuBaHTaMab. B ciyyaii Ha mpeno3upane nedeHnero ¢ Rybrevant Tps6Ba na ce crpe,
MalMeHTHT TPAOBa J1a ce HaOJo/1aBa 3a MPU3HAIM WM CHMIITOMH Ha HEXXeJlaHU ChOUTHS M He3a0aBHO
Jia ce 3arovHaT MOIXO/ISIIH 00N MO IBPKAIIA MEPKH 10 HaMaJIsiBaHe WIIM OT3By4YaBaHE Ha
KJIMHAYHATa TOKCUYHOCT.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapmakoTeparneBTUUHa Irpyna: MOHOKIOHAIHYA aHTUTENA U aHTUTSUI0-1eKapcTBeHH KoHtoratu, ATC
xox: LOIFX18

MexaHHU3bM Ha JICHCTBHE

AwmuBanTtama6 e usisuio yoBeniko [gG1-6azupano EGFR-MET GucnieniuduyHo aHTUTSIIO C HUCKO
ChABpKaHUE Ha (PyKO03a, C aKTUBHOCT 32 HACOYBAHE HA UIMYHHHTE KJIETKH JIa TAPTeTUPAT TYMOPH C
aktuBupaiy myTtauun Ha EGFR, karo nenenmu B ex3oH 19, L858R cybcturynmu B ek30H 21 u
MHCEPIIMOHHU MyTaluu B ek30H 20. AMuBaHTaMal ce CBbP3Ba C eKCTpalellyJapHUTE TOMEHHH Ha
EGFR u MET.

AwmuBanTama0 npexbeBa curHanusupamute ¢pyskund Ha EGFR u MET upe3 Onokupane Ha
CBBP3BAHETO Ha JINTaH/a U Ype3 yBeandaBaHe Ha pasrpaxnaneto Ha EGFR nu MET, kato no To3u
Ha4YWH MPEOTBPATIBA HAPACTBAHETO HA TyMopa U nporpecusara. Hammuanero Ha EGFR u MET Ha
MOBBPXHOCTTA HAa TYMOPHUTE KJIETKH CBILO 1aBa Bb3MOKHOCT 33 TApTreTUPAHETO HA TE3U KIIETKH 3a
paspylaBaHe OT UMyHHHTE e()eKTOPHH KIETKH, KaTO HAIp. €CTECTBEHUTE KICTKU-YOUNHIIH 1
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MakpodaruTe, ChOTBETHO Upe3 MEXaHU3MHUTE Ha aHTUTSIIO-3aBUCHMA KJIIEThYHA IUTOTOKCUYHOCT
(ADCC) u TporormuTo3a.

dapmakoguHAMUYHU eDEKTU

Anbymun
AMuBaHnTamMa0 HaMaJIsIBa cepyMHATa KOHIICHTpaIHs Ha all0yMuHa, (papmMakoquHaMuueH eeKT Ha

naxuoupanero Ha MET, 0OMKHOBEHO TIpe3 MEPBUTE 8 ceaMuIty (BK. Touka 4.8); cien ToBa,
KOHIICHTpAIHATa Ha aTOyMUHA ce CTa0MIM3Hpa Mpe3 OCTaHAIaTa YacT OT JIEYEHUETO C aMIBAHTaMal.

Knnanuna edukacHocT M 6€300aCHOCT

Henexyean npeou mosa H/[PBJ{ ¢ deneyuu 6 exzon 19 na EGFR wnu cyocmumyyuonnu mymayuu
L858R 6 exzon 21 (MARIPOSA)

NSC3003 (MARIPOSA) e panmoMU3HpaHO, OTKPUTO, aKTHBHO-KOHTPOIUPAHO, MHOTOIICHTPOBO
npoyuBaHe ¢a3a 3, OeHsIBaIIo eQpuKacHOCTTa U Oe3omacHocTTa Ha Rybrevant B komOuHarmst ¢
Ha3epTHHH6 B CPaBHCHUC C MOHOTECpAIus C O3I/IMepTI/IHI/I6 IIpyU I'bpPBa JIMHUA Ha JICUCHUEC HA MallUCHTH
¢ nokaiHo aBaHcupan wiu Mmeractatnded HJIPB/I ¢ mytanuu B8 EGFR, Henonagain ce Ha KypaTUBHO
nedenne. Heobxomumo e mpoOuTe Ha marnueHTuTe 1a uMart eaHa ot asere yectd EGFR myTanmm
(menenust B ek30H 19 wiun cyocturynmonHa myTanus L8S8R B ek30H 21), yCTaHOBEHH Upe3 JIOKATHO
uscnensane. [Ipodute ot TyMopHa ThKaH (94%) u/wium miasma (6%) Ha BCUYKY TAalUEHTH ca
W3CJIeIBaHM JIOKATHO, 32 JIa C€ OTpeaeu cTaTychT Ha myTarus Ha EGFR - nenemnus B ex3on 19 w/mmu
cyoctutyimonna myrarus L858R B ex30H 21, xato npu 65% OT MalueHTUTe € U3MoJI3BaHa
nonumepasHa BeprkHa peakius (PCR), a mpu 35% - cekBenupane ot ciensaiio nokonenue (NGS).

O6mo 1074 marmentu ca pannomusupanu (2:2:1) 3a momrydaBane Ha Rybrevant B komOuHaIms ¢
Ja3epTUHUO, MOHOTEPAIHSI C O3UMEPTHHUO MIIM MOHOTEPAIHSI € JIA3EPTUHHO 10 MPOTpecHs Ha
3a00JISIBAHETO VITM HEMPUEMIIMBA TOKCUYHOCT. Rybrevant e mpunarad naTpaBeHo3HO B 103a 1050 mg
(npu marmenTy ¢ terino < 80 kg) unm 1400 mg (npu manmeHTH ¢ Terso > 80 kg) BeAHBXK ceMUYHO B
NPOJBIDKCHUE Ha 4 CEMUIIM, a CIIe/l TOBa Ha BCEKH 2 CEAMUITH, KaTo CE 3all0YHe OT CeIMHUIIA 5.
JlazepTuHuO e mpuiarad nepopayiHo B go03a 240 mg BeHBK JHEBHO. O3UMEPTUHHO € MpuiaraH B
no3a 80 mg nepopajiHO BeIHBX IHEBHO. PaHgoMu3upaHeTo € cTpaTUQHUIUPaHO MO TUIIA MyTaLus Ha
EGFR (neneuwns B ex30H 19 wnu cyoctutrynmonHa mytanus L858R B ex3oH 21), o paca (ot a3uaTcku
WM HE OT a3UaTCKU MPOU3XOJ) U [0 aHAMHE3a 32 MO3bYHH METACTa3H (J1a HITH He).

N3zxoxHuTe nemMorpad)cky JaHHH U XapaKTEepPUCTUKUTE Ha 3a00JIsIBaHETO ca OalaHCUPaHU B paMeHaTa
Ha jiedeHre. Mennanara Ha Bh3pacTTa € 63 roaunu (quamna3oH: 25-88 roaunamn), kato 45% ot
MalMeHTUTE ca Ha BB3pacT > 65 roaunu, 62% ca xenu, 59% ca oT azuarcku npousxo, a 38% ca ot
Ostmata paca. zxopnusat pynkumnonanen craryc no Eastern Cooperative Oncology Group (ECOG) e 0
(34%) umu 1 (66%); 69% Hukora He ca mymmiay; 41% uMaT npeaxoIHHU MO3BYHH MeTacTazu u 90%
umart pak B IV craguii npu nbpBoHayaiHaTa guartHosa. llo ce oTHacs ;1o ctaTyca Ha MyTallMUTE B
EGFR, 60% ca c nenenuu B ex30H 19, a 40 % - cbe cybcturynmonan mytaunu L8S8R B ex3on 21.

Rybrevant B koMOHHAIUS ¢ J1a3epTUHUO MTOKa3Ba CTATUCTUYECKU 3HAYMMO MMOI00pEeHUe Ha
npexusseMoctTa 6e3 nmporpecus (PFS) criopen onenkara na BICR.

OxoHuareTHUAT aHayu3 Ha OS Mmoka3Ba CTaTUCTUYECKH 3HaUYUMO no1o0penue Ha OS 3a Rybrevant B
KOMOWHAITUSA C JIA3epPTHHHUO B CpaBHEHHUE ¢ 03uMepTHHUO (B, Tabmmma 10 u durypa 2).

Ta6auna 10:  Pesyararu 3a epukacnoct B MARIPOSA

Lazcluze + amuBanTama0 O3umepTHHHO
(N=429) (N=429)
IIpexussaemoct 6e3 mporpecus (PFS)*
Bpoii crOutus 192 (45%) 252 (59%)
Menuana, meceru (95% CI) 23,7 (19,1; 27.7) 16,6 (14,8; 18,5)
KOC(I)EIHI/ISHT Ha pucka (95% CI); 0,70 (0,58; 0,85); p=0,0002
p-CTOMHOCT
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Oo6ma npexussiemoct (0OS)

Bpoii ch6uTHs 173 (40%) 217 (51%)
Menmunana, meceru (95% CI) NE (42,9; NE) 36,7 (33,4; 41,0)
KOC(bEIHI/IeHT Ha pucka (95% CI); 0.75 (0.61: 0,92): p=0,0048
p-CTOMHOCT

Yecrora Ha 00ekTHBEH 0TroBop (ORR)™0
ORR % (95% CI) | 80% (76%, 84%) | 77% (72%, 81%)

Ipoab/ukuTeaHocT Ha otroBopa (DOR)™°
Menuana, mecer (95% CI) | 25,8 (20,3; 33,9) | 18,1(14,8;20,1)

BICR = 3acnenen He3aBucuM LeHTpaieH nperien; Cl = nosepurenes uatepsai; NE = He Moke [1a ce OIeHH.
Pesynrarute 3a PFS ca ¢ nata Ha 3akmrouBane Ha ganHuTe 11 aBryct 2023 r. ¢ Meanana Ha npociesBane 22,0 mecena.
Pesynrarute 3a ORR 1 DOR ca ¢ nata Ha 3akmouBane Ha gaHHuTe 13 Mait 2024 r. ¢ MeuaHa Ha IpOCIeIsBaHe

31,3 mecena. Pesynrarute 3a OS ca ¢ 1aTa Ha 3aKiIrouBaHe Ha AaHHHUTE 4 nekeMBpu 2024 r. ¢ MeauaHa Ha IPOCIIEIIBaHEe
37,8 mecena.

4 BICR cnopex RECIST v1.1.

5 Bps ocnosa Ha MOTBBP/ICHU PECIIOHJIEPH.

®@urypa 1: Kpusa na PFS no Kaplan-Meier npu HeslekyBanu npeau ToBa namuentu ¢ HAPB/I
crnopen ouenka Ha BICR
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RYBREVANT + lazertinib 429 391 357 332 291 244 194 106 60 33 8 0

Osimertinib 429 404 358 325 266 205 160 90 48 28 10 a
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®@urypa 2: Kpusa na OS no Kaplan-Meier npu HejiekyBanu npeau ToBa nauuentu ¢ HJAPB/I

RYBREWVAMNT + lazerinib

Crsimertinib

Mponopumns NnpexwBREMOCT

024

004

o 3 6 9 12 15 18 21 24 27

Meceum

30 33 3B 39 42

e B puck

RYBREWANT + lazertinib

429 404 390 383 375 363 343 328 W0 287 277 232 168 111 @1 18 1 1}

Osimertinib 429 416 409 396 374 354 333 311 291 270 251 201 132 E7F 49 15 0 o

Brrpeuepennute ORR u DOR, onenenu upe3 BICR ca npeaBapuTenHo yToOUYHEHH KpailHU TOUKH B
MARIPOSA. B noarpymnara manueHTH ¢ BbTpeUepeHy JIe3UH Ha U3XO0THO HUBO KOMOMHANIHAATA Ha
Rybrevant u na3zepTrHN0 Moka3Ba cxojHa ¢ KoHTponaTta BeTpeuepenHa ORR. CoriracHo npoTokoia Ha
BcuukH nanreHTH B MARIPOSA ca HanpaBenu cepuiinu uscneasanus ¢ IMP Ha Mo3bKa 3a olieHKa
Ha BBTPEUYEPEIHUS OTTOBOP M MIPOABIDKUTEIHOCTTA. Pe3ynrarute ca 0000menu B Tabnuua 11.

Ta6auua 11: Bbrpeuepennna ORR u DOR cnopen onenka na BICR npu yyacTHuuu ¢
BbTpPeYepPeNHN Je3MH Ha M3X0AHo HHBO - MARIPOSA

Rybrevant + s1azeprunnod O3umepTHHHO
(N=180) (N=186)

Ouenka Ha 0TTOBOpPA NPHU BbTpPeUepeneH TYMOp

Bprpeueperrna ORR 78% 7%

(CR+PR), % (95% CI) (71%, 84%) (71%, 83%)

[Ibnen otroBop 64% 59%
BbTpeuepenna DOR

Bpoii pecionaepu 140 144

Menanana, mecenu (95% CI) 35,0 (20,4; NE) 25,1 (22,1; 31,2)

CI = noBepHTeIeH HHTEPBA,
NE = He MOXe J1a ce OLIeHU

Pesynrature 3a BpTpeuepenHute ORR 1 DOR ca ¢ nara Ha 3aximtouBane Ha naHHuTe 4 nexeMmBpu 2024 r. ¢ MeauaHa Ha

npociensBane 37,8 mecena.

Jlexyean npeou moea HIIPEJ ¢ deneyuu 6 ex3zon 19 na EGFR unu cyocmumyyuonnu mymavyuu L858R
6 exzon 21 (MARIPOSA-2)

MARIPOSA-2 e pangoMusupaHo (2:2:1) oTKpuTo, MHOTOIICHTPOBO TpoyuBaHe (aza 3 npu marueHTn
¢ nokanHo Hanpeauan uinu MetactatuueH HIKBK ¢ geneuuu B ek30H 19 nHa EGFR nnu
cyoctutymonnn mytaruu L85S8R B ex30H 21 (TecTBaHETO 32 MyTaIllMUU € MOXKENO J1a ObJIe
M3BBPIICHO 110 BpEME Ha WU CJIC] AUArHOCTUITUPAHETO Ha JIOKATHO HAMIPETHAIIOTO WIIH
MeTacTaTHIHO 3a0oisBaHe. He e 0mro HeoOXoMuMo 1a ce TIOBTaps U3CIICIBAHETO IMPH BKITFOYBAHE B
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MPOyYBaHETO MIOM KaTo MyTanmoHHus craryc Ha EGFR e ycTtanoBeH npeau ToBa) cieql HEyCcHeX Ha
MIPEIXOTHA Teparus, BKII0YBAIa TPETO MoKojJeHue Tupo3ntaknHa3eH naxuourop (TKW) na EGFR. B
MPOYYBAHETO Ca PAaHJAOMU3UPAHU OO0 657 MAIMEHTH, OT KOUTO 263 ca MmojydaBaiu KapOOIUIaTHH U
nemerpekcen (CP), a 131 ca momyuaBanu Rybrevant B koMOMHAIUS ¢ KapOOIUIATHH U IEMETPEKCE]
(Rybrevant CP). OcBen ToBa 263 mamieHTy ca paHIOMHU3UPaHu 1a oiny4daBaT Rybrevant B
KOMOWMHAIMS C TAa3ePTHHNO, KapOOIUTaTHH U ITEMETPEKCE] B OTAETHO PaMO Ha IPOYUBAHETO.
Rybrevant e npunaran naTpaBeno3Ho npu no3a 1 400 mg (mpu nauuentu c terio < 80 kg) nnn

1 750 mg (mipu maruenTu ¢ teruio > 80 kg) BemHBK CeIMIIHO B IPOABDKEHUE HA 4 CEMHUIIN, a CIeN
TOBa Ha Bceku 3 ceamunu mipu fo03a 1 750 mg (mpu mammentu ¢ terno < 80 kg) wmum 2 100 mg (npu
nanueHTH ¢ Tersao > 80 kg), kato ce 3anoune ot Ceamuna 7 10 mporpecus Ha 3a00IBaHETO HITH
HEeMpHEeMJINBa TOKCHYHOCT. KapOomnaTuH e npuiaran HHTPaBEHO3HO € IUION] MO KpUBaTa
KoHIeHTparusI-epemMe 5 mg/ml Ha muayTa (AUC 5) BegHbX Ha BCEKH 3 CEIMUIIH B IPOABIDKEHNE HA
10 12 cenmunu. TlemeTpekce t € npuiaran MHTPaBEHO3HO MpH 103a 500 mg/m? BeHBXK Ha BCEKU

3 ceaMUIM J0 IPOTpecHs Ha 3200 SIBAHETO MM HENPUEMITUBA TOKCUYHOCT.

[ManmenTHTe ca cTpatuUIMPaHN CIIOPE JIMHUATA HAa Teparus ¢ 03UMEPTHHUO (TTbpBa WK BTOpa
JIMHMST), TIPEIISCTRAIINA MO3bYHHM METacTa3u (Ja WK He) U a3UaTCcKa paca (Ja uiiu He).

[Tpu 394 manmenTH, paagoMuzupanu B pamoto Ha Rybrevant CP wmu pamorto va CP, MmeananaTa Ha
BB3pactTa ¢ 62 (nuamnaszon: 31-85) rogunu, kato 38% OT MAIMEHTUTE ca Ha BB3PacT > 65 ToauHY,
60% ca ot »xeHcku 1o, 48% ca oT asuarcku mpousxoJ, a 46% ca ot eBponeungHara paca. M3xoguusr
¢dynkunonanes craryc no Eastern Cooperative Oncology Group (ECOG) e 0 (40%) unu 1 (60%),
66% HuKora He ca mymuian, 45% rMaT aHaMHe3a 32 MO3bYHH MeTacTasy, a 92% uMar pak B

IV crapnii npu NbpBOHAYAIHOTO JUArHOCTULIMPAHE.

Rybrevant B koMOGuHaIus ¢ KapOOIUIATHH U IEMETPEKCE]] TOKa3Ba CTATUCTHUECKH 3HAYNMO
nogoOpeHue Ha nmpexuBseMoctTa 6e3 nporpecust (PFS) B cpaBHeHme ¢ kKapOOIUIaTHH 1 IEMETPEKCE], C
HR 0,48 (95% CI: 0,36; 0,64; p<0,0001), ITo BpeMe Ha BTOpHs MeXIUHEH aHanu3 Ha OS npu MeanaHa
Ha rpociieasBane npuonusutenHo 18,6 mecena 3a Rybrevant CP u npubnusurenso 17,8 mecena 3a
CP, OS HR ¢ 0,73 (95% CI: 0,54; 0,99; p=0,0386). ToBa He € CTATUCTHYECKHN 3HAYNMO (TECTBAHO MPHU
MIpeJIBapUTETHO OIpeneseHo HuBo Ha 3Hauumoct 0,0142).

Pesynrarure 3a edukacHocT ca 0600menn B Tabnuma 12.

Tabsmna 12:  Pesyararu 3a epukacuoct B MARIPOSA-2

Rybrevant+
KapOomiaTuH+ KapoomiaTuH+
neMeTpeKces neMeTpeKces
(N=131) (N=263)
IIpexussemoct 6e3 nmporpecus (PFS)*
bpoii cebutns (%) 74 (57) 171 (65)
Menunana, meceru (95% CI) 6,3 (5,6; 8,4) 4,2 (4,0;4,4)
HR (95% CI); p-croitHOCT 0,48 (0,36; 0,64); p<0,0001
Oo6ma npexussiemoct (0S)
Bpoii cxoutus (%) 65 (50) 143 (54)
Menunana, meceru (95% CI) 17,7 (16,0; 22.4) 15,3 (13,7; 16,8)

HR (95% CI); p-croitnoct®

0,73 (0,54; 0,99); p=0,0386

YecToTa Ha 00EKTUBEH OTrOBOP®

ORR, % (95% CI)

64% (55%; 72%)

36% (30%; 42%)

CrwotHourenue Ha nmancosere (95% ClI);
p-CTOMHOCT

3,10 (2,00; 4,80); p<0,0001

Hpoabakutennoct Ha orropopa (DOR)?

Memuana (95% CI), mecenn

6,90 (5,52; NE)

5,55 (4,17; 9,56)

ITarmentn ¢ DOR > 6 Mecena

31,9%

20,0%
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CI = noBepuTeneH UHTEPBATI

NE = He MoXke 1ja ce OLleHH

Pesynrarute 3a PFS, DOR u ORR ca ot nara Ha 3axmousane Ha fanHuTe 10 ronu 2023 r., KOraTo € H3BbPILEHO TeCTBaHE
Ha XMIOTe3aTa 1 OKOHYATENIeH aHaIu3 Ha Te3H KpaifHu Touku. Pesynratute 3a OS ca oT faTa Ha 3aKiIi04YBaHe HA JaHHUTE
26 anpun 2024 r. ot BTOpUs MexXIUHEH aHanu3 Ha OS.

?  Ouenena or BICR

p-CTOIHOCTTA ce CpaBHsIBa C IByCTpaHHO HUBO Ha 3HauumocT 0,0142. CregoBaTenHo pesyatarute 3a OS He ca
3HAYMMH OT BTOPHS MEKAWHEH aHAIN3.

®@urypa 3: Kpusu na Kaplan-Meier na PFS npu nexkyBanu npeau toBa nauuentu ¢ HJAPB/{
cniopen onenkara Ha BICR
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CP 2863 135 419 17 6 0
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ITon3zara no orHoenue Ha PFS ot Rybrevant CP B cpaBHenue ¢ CP choTBeTCTBA BBB BCUUKU
NPEIBAPUTETHO ONPEIEICHN aHAIN3UPAHU MOATPYIIH, BKIFOUUTEIIHO IO €THUYECKa IPUHAJIEKHOCT,
BB3pacT, M0JI, aHaMHe3a 3a TIOTIOHOMYIIIeHe U cTaryc Ha MeTactasure B LIHC npu BkiIrouBane B
MIPOYYBAHETO.
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®@urypa 4: Kpupu na Kaplan-Meier na OS npu jnekyBanu npeau ToBa nauueHTn ¢ H/APB/{

Mponopuus NPeXuBAEeMOoCT

0.0
1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27
Meceuu
No. B puck
R-CP 131 124 115 101 88 63 39 15 2
CP 263 242 213 174 147 103 49 21 6
R-CP - CcP

Jannu 3a epukacnocm npu ebmpeuepentu Memacmasu
[armenTrTe ¢ 6€3CHMITOMHH WU JIEKYBAaHH MPEIN TOBA U CTAOMIIHN BHTPEUYEPEITHA METACTA3H Ca
O TIOXOASIIH 3a panaomusupane B MARIPOSA 2.

Jleuenneto ¢ Rybrevant CP e cBbp3ano ¢ uucieno yBennuenue Ha ORR BeTpedepenno (23,3% 3a
Rybrevant CP cnpsimo 16,7% 3a CP, choTHOIICHHE Ha miancoBeTe 1,52; 95% CI(0,51; 4,50) u DOR
BpTpeuepenHo (13,3 mecena; 95% CI (1,4] NE) B pamoro Ha Rybrevant CP cripsimo 2,2 Mecena;

95% CI (1,4; NE) B pamoto Ha CP). Menunanata Ha npocneasiBane 3a Rybrevant CP e npubnuzutenno
18,6 mecema.

Henexysan npedu moea HeopebHoxkiemvuer pak Ha beaume opoboese (H/APE) ¢ uncepyuonnu
mymayuu 6 exszon 20 (PAPILLON)

PAPILLON e pangoMu3upaHo, OTKPUTO, MHOTOIICHTPOBO Mpoy4BaHe (aza 3, CpaBHSBAIIO JICUCHUETO
¢ Rybrevant B komOuHaIus ¢ KapOOIUTATHH U TIEMETPEKCE]] ChC CAMOCTOSTEIHO TPUIIOKEHA
XUMHUOTepanus (kapOoIIaTHH U IIEMETPEKCe 1) TP NAMEHTH C HeJIEKyBaH PEAN TOBA, JIOKAJTHO
aBaHcupain uinu meractarnderd HJAPB/] ¢ aktuBupaiym nacepunonau Mmytanuu B ek30H 20 Ha EGFR.
JlokaxHo ca u3cnenBaHu Mpodu OT TyMOpHa ThKaH (92,2%) w/unu mna3ma (7,8%) oT Bcuukn

308 manuenTa, 3a 1a ce OIpeeNi CTaTyCchT Ha HHCEpLMOHHATa MyTarus B ek30H 20 Ha EGFR, karo
npu 55,5% OT manMeHTHTe € U3MO0I3BaHO CEKBEHUpaHe OT cieasamo nokoseHue (NGS) n/unn
nonumepaszHa BeprkHa peakius (PCR) mpu 44,5% ot mannentute. V3BbpIIeHO € U IEHTPAIHO
M3CIeIBaHE C MOMOILTa Ha ThKaHeH TecT AmoyDx® LC10, tapreren trect Thermo Fisher Oncomine
Dx n mnasmen tect Guardant 360® CDx.

ITanmenTHTE ¢ MO3BYHH METACTA3H 110 BpeMe Ha CKPUHUHTA ca OMITH TIOIXOISTITHN 32 YIaCTHE CaMo
cle] KaTo ca Oviny Je(UHUTHUBHO JIEKYBaHU, KITMHHYHO CTAOUITHY, aCUMIITOMAaTHYHH U Ca CIIPEIN
JIEYCHUETO C KOPTUKOCTEPOU TN 32 HA-MaJIKO 2 CEAMHUIIH MPEIN PaHIOMU3AIHATA.

Rybrevant ce nmpuiara naTpaBeno3Ho npu no3a 1 400 mg (nmpu nauuentu c terio < 80 kg) nnn

1 750 mg (mpu nauuenTtu c terio > 80 kg) BenHBK CEAMUYIHO B IPOABIDKEHNE HA 4 CEIMUIIU, CIIE]
KOeTO Ha Bceku 3 cemmuy Tipu 1o3a 1 750 mg (mpu manmentu ¢ Terio < 80 kg) wu 2 100 mg (ipm
nanueHTH ¢ Terso > 80 kg), xato ce 3anousa B CenMuiia 7, 10 mporpecus Ha 3a00IABaHETO HITH
HEeMpHEeMJINBa TOKCUYHOCT. KapOomnaTuH ce mpuiiara MHTpaBeHO3HO MPH IUIOII O/ KPUBAaTa
KOHIeHTpalus-BpemMe 5 mg/ml Ha munyTa (AUC 5) BeaHBbXK Ha BCEKU 3 CEAMMIIH, B MPOIBIDKCHUE Ha
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10 12 cepmuun. ITemeTpekce 1 ce mpuiara MHTPaBEHO3HO IpH 103a 500 mg/m? BeqHBkK Ha BCCKH

3 ceaMUIM O TIPOTpecHsl Ha 3a00JIBAHETO MM HETPUEMITNBA TOKCHYHOCT. PaHmoMu3zanusiTa e
ctparudumpana ciopen pyuknuoHanaus craryc mo ECOG (0 wiu 1) u npexoHu MO3bYHH
MeTacTas3u (1a wim He). Ha manuenTure, paHIOMU3UpaHl B PaMOTO € KapOOTUIATHH U IIEMETPEKCe],
TIPH KOWTO € TIOTBBP/IeHA MPOTPecHsl Ha 3a00JIBAHETO, € Pa3penIeHo Aa MPEeMUHAT KbM MOHOTEPAITHS
¢ Rybrevant.

O6mo 308 nmanuentu ca pannomusupanu (1:1) na mpuemar Rybrevant B komOuHanus ¢ kapoomnaTuH
u emetrpekcen (N=153) nmu kapboruratua u memerpekcen (N=155). MeaunanaTa Ha Bb3pacTra €

62 ropgunu (nuanazon: 27 g0 92 roguamM), kKato 39% OT yuyacTHHIIMTE ca HA BB3pAcCT > 65 roxuHu; 58%
ca xeHu; 61% ca ot MoHronouaHaTta, a 36% — ot eBponenHata paca. M3xonHusT GyHKIHOHATCH
craryc no M3rounara kooneparupHa oHkonoruyHa rpymna (Eastern Cooperative Oncology Group,
ECOG) e 0 (35%) mmu 1 (64%); 58% uukora He ca Owmn mymayn; 23% nMaT aHaMHe3a 32 MO3bYHHU
MeTacTasu, a 84% umar pak B [V craguii npu mbpBoHaYaIHaTa IMarHosa.

IIspBuunaTa kpaiina Touka 3a PAPILLON e npexwuBsiemocTTa 6e3 porpecus (progression-free
survival, PFS), kakTo e oneHeno upe3 BICR. Mennana Ha npocnensBane e 14,9 mecena (auamnazoH:
0,3 no 27,0).

Pesynrarute oT onieHKaTa 3a eprukacHOCT ca 0000mmeny B Tadnwmma 13.

Tabanna 13:  Pe3yaratu ot onenkara 3a epuxkacHoct B PAPILLON

Rybrevant + KapOoIIaTHH+
KapOomjIaTuH+ neMeTpeKcesn
nemerpekcen (N=153) (N=155)
Ipexussgemoct 6e3 mporpecus (PFS)*?
Bpoii crbutns 84 (55%) 132 (85%)
Menmunana, meceru (95% CI) 11,4 (9,8; 13,7) 6,7 (5,6;7,3)
HR (95% CI); p-cToitHOCT 0,395 (0,29; 0,52); p<0,0001
ITpoueHT Ha 06eKTHBEH 0TroBOp™ "
ORR, % (95% CI) 73% (65%, 80%) | 47% (39%, 56%)
C’LOTHUOI_HGHI/IG Ha maHcosete (95% CI); 3.0 (1,8; 4.8): p<0,0001
p-cTolHOCT
[Tenen otroBop 3,9% 0,7%
YacTtHueH 0TroBop 69% 47%
O6ma npexussiemoct (0OS)*
Bpoii crbuTHs 40 52
Menuana Ha OS, mecenn (95% CI) NE (28,3; NE) 28,6 (24,4; NE)
HR (95% CI); p-cToitHOCT 0,756 (0,50, 1,14); p=0,1825

CI = noBepurenieH HHTEPBAT
NE = He noanexu Ha OLEHKa
a

b

3acnenen HezaBucuM 1eHTpaneH nperien cnopen RECIST vl.1

B®3 ocHoBa Ha m3uncnenune mo Kaplan-Meier.

¢ B®3 ocHOBa Ha pe3yJTaThTe 3a aKTyanusupanara OS ¢ Memana Ha npocienssane 20,9 mecena. Anamm3sT Ha OS He €

KOPHTHPaH 33 HOTEHIMATHO CMYIIAaBaIy epekTr oT kpbcTocBaneTo (78 [50,3%] maruenT oT paMoTo ¢ KapOOoIIaTHH
+ ImeMeTpeKces, KOUTO BIOCIECTBHE ca IPEMHUHAIN Ha MOHOTeparnus ¢ Rybrevant).
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®@urypa S: Kpupu na Kaplan-Meier 3a PFS npu HejlekyBanu npeau Toa nauuentu ¢ HIPB/I,
ouenenu upe3 BICR

MNponopuwus NnpexuesemocT Bez nporpecus

No. B puck
R-CP 153
CP 155

[Tom3ara o otHomenue Ha PFS nipu neuenne ¢ Rybrevant B koMOMHANNSA ¢ KapOOIIATHH U

105
74

74

41

12 15
Meceumn

50 33

14 4

18

15

21

neMeTpeKce] B CpaBHEHHE ¢ KapOOIIaTHH U TIEeMETPEKCe]l CH ChOTBETCTBA MTPU BCHUKH
MPEJBAPUTEITHO OTIPE/ICIICHH MOATPYIN CIIOPE/ HATMYUETO HA MO3bYHU METACTa3H MPH BKIIOYBAHE B
MpOy4YBaHeTO (J1a WK He), BB3pacT (< 65 unu > 65), ol (MbX WU JKeHa), paca (MOHTOJIONTHA WITH

eBponenana), terno (< 80 kg mnum > 80 kg), pynunonanen cratyc mo ECOG (0 nnu 1) u anamHe3a 3a

TIOTIOHOTYITICHE (/1a WIX HE).

®urypa 6: Kpusu na Kaplan-Meier 3a OS npn HestekyBanu npeau Topa nanuentu ¢ HAPB/I

R-CP
CP

1.0 4
—
8 0.8
=
[
xR
o
2
D 0.6
o
=]
X
s
a
o 0.4
c
o
o
-
0.2
0.0 4
T
0
No. B puck
R-CP 153
CP 155

144
153

139
148

137
136

124
121

[ ] 1

15 18 21
Meceum

96 72 53

88 70 53

25

24

38
33

27

16
17

30

33

36



Jlexysan npedu mosa HedpebHoKkIembvUer pak Ha beaume opodose (H/IPBJ]) c uncepyuonuu mymayuu
6 exson 20 (CHRYSALIS)

CHRYSALIS e MHOTOIIEHTPOBO, OTKPUTO MPOYYBaHE C MHOYKECTBO KOXOPTH, MPOBEIEHO 32 OLIEHKA
Ha 0e30MacHOCTTa U epUKacCHOCTTa Ha Rybrevant mpu manueHTy ¢ JTOKaJIHO aBaHCUPaJ WIH
MeracratndeH H/IPB/I. EdbnkacHocTTa € oneHena mpu 114 manueHTa ¢ JIOKaTHO aBaHCHPAT HITH
metacratnaeH HIIPB/I ¢ uaceprmonnu myTarmn B ek30H 20 Ha EGFR, unero 3abomnsBane e
MpOorpecupaio 1Mo BpeMe Ha WK Cliel XUMUOTepanus Ha 0a3aTa Ha IUIaTHHA, U KOUTO UMaT MeIrnaHa
Ha npocneasiBane 12,5 mecera. [Ipo6u ot Tymopra ThKaH (93%) w/mmm mazma (10%) 3a Bcndku
MAIMEHTH ca TECTBAaHU JIOKAJIHO 3a OIpeeNIIHe Ha CTaTyca I10 OTHOLICHUE Ha MyTallys C HHCEPLHS B
Ex3o0n 20 nHa EGFR, kaTo ce u3noxisBa cekBeHUpaHe OT CIIe/ABAIIO MOKoJIeHue (next generation
sequencing, NGS) npu 46% OT malMeHTUTe WK oIMMepa3Ha BepmkHa peakuus (polymerase chain
reaction, PCR) nipu 41% ot manmenTure, a npu 4% OT NAIlMEHTUTE METOINTE 32 TECTBaHE HE ca
nocoueHd. [lanmenTy ¢ HeNeKyBaHU MO3BbYHHM METacTa3y WK anamHesa 3a ILD, Hyxaaemu ce ot
JIeYeHHE ChC CTEPOHIH C YABIDKEHO ACHCTBHE WU APy HIMYyHOCYIIPECHBHHU CPENICTBA MPe3
HOCJIEJHUTE 2 TOOUHM, HE Ca BKJIIOYEHH B IPOyUYBaHETO. Rybrevant e mpuiiaran HHTpaBEHO3HO B 1032
1 050 mg mpu manmenTH < 80 kg mmm 1 400 mg npu naruenty > 80 kg BeqHBK CEIMUYHO B
NPOABIDKCHUE Ha 4 CEIMHUIIM, CJIe]l TOBAa HA BCEKH 2 CEIMUIIY, KaTo ce 3amouBa B Cenmuna 5, 10
3ary0a Ha KJIMHUYHA 107132 WM HeTpHeMJINBa TOKCHYHOCT. [IbpBruYHaTa KpaiiHa TOuKa 3a
e(hMKacHOCT € OlleHeHaTa OT M3CieIoBarens o0ma Jectora Ha oTroBop (overall response rate, ORR),
ompeJiesieHa KaTo MOTBbpAeH mbieH otroBop (CR) unu wactuuen orroop (PR) Bb3 ocHOBa Ha
RECIST vl1.1. OcBeH ToBa mbpBHYHATA KpaiiHa TOYKA € OIICHEHA Ype3 3aciIeNeH He3aBUCUM
neHTpanen nperien (blinded independent central review, BICR). Bropuunure kpaitau Toukn 3a
e(hMKaCHOCT BKIIFOYBAT MPOIBIKUTEIHOCT Ha oTroBopa (duration of response, DOR).

Menunanara Ha Be3pacTTa € 62 rogunu (quamazoH: 36—84), karo 41% ot manueHTHTE ca > 65 TOUHY;
61% ca >xenu, 52% ca a3uatum u 37% ca oT eBponenaHaTa paca. MeanaHara Ha Oposi Ha IPEIXOTHH
Tepanuu e 2 (quana3on: 1 g0 7 repanuu). Ha uzxoano HuBo 29% umMat (yHKIIMOHAIEH CTaTyC 110
Eastern Cooperative Oncology Group (ECOG) 0, a 70% umat pyukuuonanes craryc no ECOG 1;
57% nukora He ca mymiy; 100% umar pak craauii IV, a 25% umMat npenxoIHo JieyeHue 3a
MeTacTa3u B Mo3bKa. MHcepiyn B ex30H 20 ca HaOM0JaBaHy B 8 pa3IMyHH OCTAThIIM; HAl-4eCTHTE
octarbim ca A767 (22%), S768 (16%), D770 (12%) u N771 (11%).

Pesynrarure 3a edukacHocT ca 0000menn B Tabmuma 14.

Tabsmuna 14:  Pegyararu 3a epuxkacHoct B CHRYSALIS

Ouenka Ha
H3cje0BaTens
(N=114)

O6u1a yecrora Ha oTroBop™ ° (95% CI) 37% (28%, 46%)

[IpneH oTroBOp 0%

YacTrdeH 0TroBop 37%
IIpoab/ZKHUTETHOCT HA 0TTOBOPA

Menunana® (95% CI), mecermm 12,5 (6,5; 16,1)

ITammenTn ¢ DOR > 6 mecena 64%

CI = JloBepuTeneH HHTepBa
a

6

IMoTBBpAEH OTTOBOP

Pesynrature 3a ORR 1 DOR cnopen orieHkaTa Ha n3cienoBaress CbOTBETCTBAT HA Te€3U, ChOOICHU TP OLIEHKaTa Ha
BICR. ORR cnopen onierkata Ha BICR e 43% (34%, 53%), xato gecrtorata Ha CR e 3%, a Ha PR - 40%, mennanata
Ha DOR cnopen onerkara Ha BICR e 10,8 mecena (95% CI: 6,9; 15,0), a manmentute ¢ DOR > 6 Mecena criopen
onenkara Ha BICR ca 55%.

B®3 ocHoBa Ha m3uncnenus no Kaplan-Meier
HpI/I MMPOY4YBAHUTEC IIOATUIIOBE MYyTallkuU CC Ha6moz[aBa AHTUTYMOPHO HCﬁCTBHe.

Crapyecka Bb3pacT

Karo 1151510 He ca HaOII01aBaHU Pa3IUKU B €PEKTUBHOCTTA MEX/TY IMAIIUCHTUTE HA BB3PacT
> 65 roguHU ¥ HaueHTuTe < 65 TOIUHM.
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IlenuaTpudHy MOMyJIanus

EBpormeiickaTa areHIus 1o JiekapcTBaTa 0cBOOO0XKAaBa OT 3aIbJDKCHUETO 3a MPEOCTaBsSIHE Ha
pe3yJTaTuTe OT MpoyuBaHusTa ¢ Rybrevant BbB BCUUKH TOATPYIH HA MEAUATPUYHATA TOMYJIANNS TIPU
HeApeOHOKIIEThYeH paK Ha OenuTe MpodoBe (Bk. Touka 4.2 3a nH(pOpMAIUs OTHOCHO yroTpeda B
NeINaTpUITa).

5.2 ®apmMakoOKMHETHYHH CBOWCTBA

BB3 ocHOBa Ha naHHUTE 3a MOHOTEparus ¢ Rybrevant ruionira o KpuBara KOHIICHTPAIUS-BPEME
(AUC; cenvuna) Ha aMUBaHTaMal ce yBelIMYaBa MIPOMOPIIMOHAIHO Ha 103aTa B AuanazoH oT 350 go
1 750 mg.

BB3 ocHOBa Ha cumymanuuTe oT nmonynanuoHHus papmakokuHeTrndeH MoaeT AUC comuua €
MpHOIM3UTENHO 2,8 THTH MO-BUCOKA CIIE] TIeTaTa 1032 MPHU 2-CeIMUYHATA CXeMa Ha MPIIIOKEHUE H
2,6 IBTH TO-BUCOKA CJIEN YSTBBPTATA J03a MPHU 3-ceAMUIHATA CXeMa Ha TPUIIOKEHUE.
Konnentpanunre Ha aMmrBaHTamMal B CTAIIMOHAPHO CHCTOSHUE CE JOCTHUTAT JI0 ceaMuIia 13 KakTo npu
3-cenMuyHaTa, TaKa U MpH 2-CEMIYHATA CXeMa Ha IIPUIIOKEHHE, 2 CHCTEBHOTO KyMYJIUpaHe €

1,9 mpTH.

Pasnpenenenue

B®3 ocHoBa Ha nzuncienusTa Ha naauBuayanaute OK nokasarenu Ha amMmuBaHTamald npu
nomynanronaus K ananus, cpegausat reomerpuueH o0y 00em (CV%) Ha pasnpenenenue e 5,12 1
(27,8%) cnen npuiokeHue Ha MpenopbYUTEeNHaTa 103a Rybrevant.

Enumunupane
B®3 ocHoBa Ha nzuncienusTa Ha naauBuayanaute OK nokazareny Ha amuBaHTamad npu
nomynaunonaua @K ananus, cpeauuar reomerpuieH (CV%) nuneen knupbHC (CL) 1 TepMuHanHuAT

MOJTY’KUBOT, CBbP3aHHU C IMHEHHHS KIMPBHHC, ca choTBeTHO 0,266 (30,4%) I/nen n 13,7 (31,9%) nau.

CrernyanHu MoIyJIalii

Cmapuecka ev3pacm
He ca HaGmojaBaHy KIMHUYHO 3HAYMMH Pa3JIMKU BB (PapMaKOKHMHETHKATa HA aMHUBaHTaMal Bb3
OCHOBa Ha Bb3pacTTa (21-88 roaunn).

bvopeuno yepescoane

He e nabnroaBaH KIMHHYHO 3HAYMM €(PEKT BbPXY (papMaKOKHHETHKATA HA aMUBaHTaMal mpu
nanueHTH ¢ jeka (60 < kpearunnHoB KiupbHC [CrCl] < 90 ml/min), ymepena (29 < CrCl < 60 ml/min)
i Texka (15 < CrCl < 29 ml/min) crenen Ha 0b0peuHo yBpexxaane. JlaHHUTE IPY NALMEHTH C
TeXKa CTereH Ha ObOpeYHo yBpexkIaHe ca orpannieHu (n=1), Ho HsIMa JJaHHH, KOUTO Jia TIOKa3Bar, ye
IIpY TE€3M NalMEHTH € Heo0XoIuMa KopeKus Ha no3ata. EdexkTsT Ha TepMuHaina Ob0peuHa
HenocraTbyHOCT (CrCl < 15 ml/min) BbpXy papMakoKnHETHKATa HA aMUBaHTaMal € HEU3BECTEH.

YeproodpobHo yspesrcdane

Mauiko BeposITHO € IPOMEHH B YepHOAPOOHaTa PYHKIMS Ja OKaKaT HAKAKBB €(heKT BbpXY
SJIMMUHHUPAHETO Ha aMUBaHTaMal, Thi KaTo MoJieKynuTe Ha 6a3ara Ha [gG1 kaTo amuBaHTaMab He ce
MeTabonu3upaT upe3 YepHOAPOOHH MHTHIIA.

He e mabnroaBaH KITMHUYHO 3HAYMM e(DEeKT BHPXY (papMakOKMHETHKATa Ha aMHBaHTamMal Bb3 OCHOBA
Ha jieka [(o6m ommpyoun < ULN u AST > ULN) wmm (ULN < o6y Oumupyous < 1,5 x ULN)] umun
ymepena (1,5%xULN < o6m1 6mmupyous < 3XULN u Besika croitHocT Ha AST) crenen Ha 9epHOAPOOHO
yBpexkaane. JJaHHUTe MU MalUeHTH ¢ YMEPEHA CTEICH Ha YSPHOAPOOHO YBPEXKIaHE ca OTpaHHYCHU
(n=1), HO HAMA JTaHHU, KOUTO JIa TIOKA3BaT, Ye MPU Te3U NAIMEHTH € Heo0X0IuMa KOPEKITHs Ha
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no3ata. EQexThT Ha Texka creneH (001 oOumnupyous > 3 nbtt ULN) Ha 4epHOAPOOHO YBpEKIaHEe
BBPXY (papMaKOKWHETHKATA HA aMUBaHTaMal ¢ HEU3BECTEH.

Ileouampuunu nonyarayus
®apmakoknHeTHKaTa Ha Rybrevant mpu mequaTpuyan nanueHTH HE € U3CIIeIBaHa.

5.3 IIpeakJMHUYHU AAHHH 32 0€30MACHOCT

HexnuunaauTe 1aHHA HE IOKa3BaT ocobeH PHUCK 3a XOpa Ha Oasara Ha KOHBCHIIMOHAJITHUTC
Mpoy4BaHU 3a TOKCUIHOCT IIPU MHOT'OKPATHO IpHUJIaraHe.

KaHIeporeHHOCT 1 MyTareHHOCT

He ca npoBexxaanu nmpoyuBaHus NpH )KUBOTHU 32 YCTAHOBSIBAaHE HA KAHIEPOT€HHUS MMOTEHIIMAT Ha
amuBaHTama0. PyTHHHHTE MpOyUYBaHHS 32 TECHOTOKCHYHOCT M KaHLIEPOT€HHOCT OOMKHOBEHO HE ca
HPUIOKHUMH NIPU OMOJIOTUYHUTE JIEKAPCTBEHH IPOLYKTH, Thil KATO FOJIEMHUTE MOJIEKYJIH Ha
MIPOTEMHHTE HE MOTaT Ja AMQYHANPAT B KIIETKATE U HE Morat Ja B3aumoeiictear ¢ JJHK wmm ¢
XPOMO30MEH MaTepuall.

PenponykTrBHA TOKCHYHOCT

He ca npoBexnaHu mpoy4YBaHus MPH KUBOTHHU 32 OIICHKA Ha e(hEeKTUTE BBPXY PEMPOAYKLIHUATA U
¢eranHoTO pazBuTHE. B3 0OCHOBa HAa MexaHW3Ma My Ha JIelicTBHE 00aye aMHUBaHTaMad MOXe J1a
MpUYUHY (peTarHo YBpeXIaHe HIH aHOMAIIMU Ha pa3BUTHETO. Criope ] ChOOIIEHHs B TUTEpaTypara
HaMaJICHUETO, STMMUHUPAHETO UM MPEKbCBaHETO HAa eMOpuodeTanHara uinn Maitunnata EGFR
CUTHAJIM3AIUs MOXKE JIa MONPEYH Ha UMILIAHTAIMATA, J1a peAu3BruKa eMOpuoderanHa 3aryoa mo
BpeMe Ha Pa3InYHH T€CTAIMOHHU CTaaul (Upe3 eeKTH BhPXY Pa3BUTHETO Ha TUIAIEHTATa), 1a
MIPUYUHA aHOMAJIMU Ha Pa3BUTHETO B MHOXKECTBO OPraH¥ WM paHHA CMBPT Ha MPEKUBETUTE (HEeTyCH.
Amnanornuno, HokayTeT Ha MET wiu HeroBust auran xenarorureH pactexer ¢akrop (HGF) e
eMOpHoJIeTalIeH TIOPaJIu TeXKHU Je()EeKTH B pa3BUTHETO HA IUIALIEHTATa, KaTo (peTycuTe uMar aAedextu
Ha MYCKYJIHOTO Pa3BUTHE B MHOXECTBO opranu. M3BecTHo e, ye yosemkute IgG1 npeMrHaBart mpes
rianenrata. [lopaau ToBa, aMuBaHTaMad UMa OTEHIIMAT JIa CE TIpeiaBa OT MalikaTa Ha pa3BUBAILUS
ce IJIoJ,.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIECTBA

Etunennnamunrterpaonerna kucenuna (EDTA) nunaTpueBa con quxuapat
L-xuctuanu

L-XHCTUANHOB XUIPOXIOPHI MOHOXHIPAT

L-MeTnonun

[omucop6ar 80 (E433)

3axapo3a

Bona 3a umkeknun

6.2 HecbBMEeCTHMOCTH

To3u exkapcTBeH MPOAYKT HE TPsIOBa 1a c€ CMECBa C IPYTH JICKAPCTBEHU MPOAYKTH, C U3KITIOUCHHE Ha
IIOCOYEHHUTE B TOUKA 6.6.

6.3 Cpox Ha roaHOCT

HeortBopen duiakoH
3 roguH"
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Cren pa3pexaane

XumudHa ¥ (U3WYHA CTAOMITHOCT B TIEpHOa Ha U3TOJI3BaHE € JJOKa3aHa B MporbbkeHne Ha 10 gaca
npu 15°C no 25°C Ha craiina cBeTiauHa. OT MEKpOOHOJIOTUYHA TJICHA TOYKA IPOAYKTHT TPsiOBa Ja ce
W3II0JI3Ba He3a0aBHO, OCBEH aKO METOABT Ha Pa3pexkIaHe HE M3KIIF0YBA PHCKA OT MUKPOOHO
3aMbpcsiBaHe. AKO HE Ce€ M3MO0I3Ba He3a0aBHO, MMEPHOIBT HA M3MOJI3BAHE U YCIOBHTA HA ChXpaHEHHE
mpeu yrmorpeda ca OTTOBOPHOCT Ha IMTOTPEOUTES.

6.4 Cheuuananu ycaoBHs HA CbXpaHeHHe

Ha ce cpxpanssa B xnaguinauk (2°C mo 8°C).

Ja He ce 3ampa3ssiBa.

CopxpaHsBaiiTe B OpUTHHAIHATA OIIAKOBKA, 3a J[a CE MpeIna3y OT CBETIIHHA.

3a ycioBusATa Ha ChbXpaHEHHE Clie/ Pa3pekaaHe Ha JIEKApCTBEHHUS MPOIYKT BUXKTE TOUka 6.3.

6.5 Buau chabp:kaHUe HA ONIAKOBKATA

7 ml KoHIEHTpaT BB (PJIAKOH OT CTBHKIIO TUH 1 ¢ elacToMepHa 3aIlyliaiKka 1 alyMUHIEeBa OOKaTKa ¢
OTUYTIBAIIO Ce Kamade, chappxkait 350 mg amuBanTamMad. OnakoBka ot 1 (makoH.

6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBbPJIsiHE H padoTa

[TpuroTBeTre pa3TBOpa 3a MHTPaBeHO3HA UH(PY3HUS, KATO U3MOI3BATE aCENITUYHA TEXHUKA, KAKTO
ciefBa:

[Ipuroresne

o Omnpenenere HeoOxonuMaTa /103a u Opost Heooxomumu QuakoHu Rybrevant criopen n3xogHOTO
TErJIO Ha nanueHTa (BK. Touka 4.2). Beeku duakon chappika 350 mg amuBanTama.
. [Tpu npusoxeHue Ha Beeku 2 ceamuiy naruentute ¢ terio < 80 kg monmyuasar 1 050 mg, a

naruenTute ¢ terso > 80 kg — 1 400 mg BeqHBK CEIMUYHO 32 00110 4 103U, CIIe/T KOETO Ha
BCEKH 2 CeIMHUIIH, KaTo ce 3armouHe B Ceamura 5.

. [Tpu mpunosxenue Ha Bcekn 3 ceamunu narpeHTuTe ¢ terio < 80 kg momydasar 1 400 mg
BEJIHBK CEIIMUYHO 3a 00110 4 103U, clie KoeTo 1o 1 750 mg Ha BCceku 3 CeIMUIIU, KaTo Ce
3anoune B Ceamuia 7, a nanueHture ¢ Terno > 80 kg — 1 750 mg BeAHBXK CeAMUYHO 32 001110
4 no3su, cnex koero no 2 100 mg Ha Bceku 3 ceamuuy, kato ce 3anoyHe B Ceaqmuua 7.

o ITpoBepete nanu Rybrevant pazteop e 6e3uBeren A0 O1enoxbar. He nznonssaiite npu Hannuue
Ha MPOMSHA Ha IIBeTa WIM BUANMH YaCTHIIH.
o W3rernere u ciiex ToBa U3XBBpIETE 00eM 0T 5% pa3TBOP Ha TIIOKO3a WK HATPUEB XJIOPUA

9 mg/ml (0,9%) umxekunoneH pa3teop ot 250 ml uH}y3HuOHEH cak, KOETO € paBHO Ha
HeoOxoaumust 00eM Ha Rybrevant pa3TBop, koiTO TpsOBa na ce modaBu (u3xBBpIieTe mo 7 ml
pasTBOpHUTEIN OT MH(Y3HOHHHMS Cak 3a Bceku (uakoH). UHy3noHHNTE cakoBe TpsOBa Aa ca
HanpaseHu ot noauBuHIWIXIOpUA (PVC), momumnpomnunen (PP), monuerunen (PE) nin
nonuonepun (PP+PE).

o Uzrernere 7 ml Rybrevant oT Bcexn HeoOXoauM (IIaKOH, CIie]l TOBa TH JOOaBeTe B
nH(Y3noHHUS cak. Beexn diakoH ceabpka 0,5 ml M3nuInbK, 3a Ja ce rapaHTUpa A0CTaTbYeH
o0eMm 3a uarerisHe. Kpaitausat o6eM B nHQY3HOHHUS cak TpsaOBa na 6b1e 250 ml. M3xewpuere
HEU3IO0JI3BaHaTa YacT, OCTaHala BbB ()JIaKOHA.

. Buaumarenno oObpHETE caka, 3a 1a ce CMeCH pa3TBOphT. He paskiamaiite.

o [penu nmpunoxkeHue MpoBepeTe BU3yalTHO 32 HAIMYHE Ha YaCTHIIM U TPOMsiHA Ha 1jBeTa. He
M3M0J3BaiiTe, ako ce Halmo1aBaT MPOMsIHA Ha [IBETa MJIM BUJUMHU YaCTHIIH.

IIpunoxenue
° [Ipuiioskere paspeneHus pa3TBOpP Ype3 UHTPABEHO3HA MH(PY3Hs, KaTO U3IO0I3BaTe HH(Y3HOHHA

cucTema, CHab/IeHa ¢ PEryiaTop Ha MOTOKa U C BrPajieH, CTEPUIICH, aTUpPOTeHEeH (QUATHP OT
nonuerepcyndoH (PES) ¢ aucko cBbp3Bane ¢ nporennu (pazmep Ha nopure 0,22 win

0,2 mukpomeTpa). CucreMuTe 3a MPIIOKEHUE TPsOBA A2 OBAAT HAMPABEHU OT MOTHYPETaH
(PU), nomubdyramuen (PBD), PVC, PP unmu PE.
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o Wnodysunonnara cucrema ¢ Gpuitbp TpsiOBa aa ce 3apeau ¢ 5% pa3tBop Ha riroko3a miu ¢ 0,9%
Pa3TBOpP Ha HATPHEB XJIOPH[ NTPEAN HAYAIOTO Ha Besika MHQY3ust Ha Rybrevant.

o He BruBaiite Rybrevant upes enHa u cblila MHTpaBEeHO3HA CUCTEMA SJHOBPEMEHHO C APYTH
CpeJICcTBa.

. Pazpenenmst pa3TBOp TpssOBa Aa ce MPHIIOKHU B paMKuTe Ha 10 Jaca (BKITFOUNTEITHO BPEMETO 3a
nHQy3us) Ha craitna Temmnepatypa (15°C o 25°C) u Ha craiiHa CBEeTIHMHA.

. ITopamgm gectorara Ha IRRs pu mepBaTa m03a aMmuBanTamab TpsOBa /1a ce BIMBA IIpe3

nepudepHa BeHa B ceaMuna 1 u ceqmuna 2. MHy3us upe3 HeHTpaieH T0CThII MOXe Ja ce
npujara npe3 cieABaluTe CeaMUIIM, korato puckbT oT IRRs e nmo-Huchk. Bukre ckopoctute
Ha uHQY3us B Touka 4.2.

H3xBBpiasiHe
To3u nexapcTBEH MPOAYKT € caMo 32 €THOKpaTHA yHOTpeOa ¥ HEU3IOI3BAHHAT JIEKAPCTBEH MPOIYKT,

KOMTO He e MpuiIokeH B paMkute Ha 10 yaca, TpsiOBa 1a ce U3XBBPIHN B CHOTBETCTBHE C MECTHUTE

HU3UCKBAaHUs.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Benrus

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/21/1594/001

9. JATA HA TBbPBO PASPEIIABAHE/ITOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

Hata Ha mepBo pazpemanane: 09 nexemspu 2021 r.

[ata Ha mocnenHo monHoBsiBaHe: 11 centemBpu 2023 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

08/2025

ITonpoOHa nHpOpManus 3a TO3H JEKapCTBEH MPOAYKT € MpelocTaBeHa Ha yeOcaliTa Ha EBpomneiickara
areHIys 110 JIeKapcTBaTa https://www.ema.europa.eu.
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vTo3I/1 JIEKapCTBEH MPOAYKT MOJUICKU Ha JOMIBJIHUTEIIHO HaOoieHre. ToBa 111e mo3Boiu Obp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3WCKBA J]a ChOOIIABaT BCSIKA MOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXEJTaHW PEaKINK BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Rybrevant 1 600 mg nHXeKINOHEH pa3TBOP
Rybrevant 2 240 mg WHXEKITMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Rybrevant 1 600 mg WHXEKIIMOHEH Pa3TBOP
Enna ml nrxekunoneH pa3tBop cbabpxka 160 mg amuBanTtamab (amivantamab).
Enun ¢aakon 10 ml nmkexnuoneH pa3tBop chabpxka 1600 mg amuBanTama.

Rybrevant 2 240 mg WHXEKIIMOHEH Pa3TBOP
Enna ml nmxexnuoneH pa3tBop cpabspka 160 mg amuBanTamMad (amivantamab).
Enun dbnakon 14 ml nmxeknuoHeH pa3TBop chabpixka 2 240 mg amuBaHTaMal.

AwmpuBaHTamMa0 € M3IUI0 YOBEIIKO OUCTIETU(PUIHO aHTUTSIIO Ha O6a3ara Ha mmyHornooymmH G1 (IgG1),
HACOYEHO Cpelly pelenTopuTe 3a enuaepManaus pactexxer gaxrop (EGF) u penentopure 3a
ME3eHXUMHO-eNUTEeNIeH npexo (mesenchymal- epidermal transition, MET), nmpou3BeaeHo B KieTb4Ha
nuHUSA OT O003aiHuK (AiYHUK Ha kuTaiicku xamctep [CHO]) npu nznon3sane Ha pekomOuHanTHa JJHK
TEXHOJIOT L.

IToMOIIIHO BELIECTBO C U3BECTHO JEHCTBUE
Enun ml pasreop ceabpxa 0,6 mg nomrcopdar 80.

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

NHXeKIMOHEH pa3TBOP

Pa3TBOpBT € Oe3nBeTeH 10 OJIeT0XKBIT.

4. KJIMHNYHU JAHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

Rybrevant 3a moIk0>kKHO TPUIIOKEHHE € TIOKA3aH:

. B KOMOMHAIIUS C Ta3ePTUHUO 3a IThPBa JIMHUS HA JICYCHNE HA Bb3PACTHH MAIUSHTH C aBaHCHUPAIl
HenpeOHOKIeThUeH pak Ha Oemute npobdose (HIPBM) ¢ nenennu B ex30H 19 Ha EGFR nmm
cyoctutynmonnu myrtanuu L858R B ex3oH 21.

. KaTO MOHOTEpanus 3a JIeYCHUE Ha Bb3pacTHU nauueHTu ¢ aBancupan H/IPB/I ¢ aktuupaniu
nHCepunoHHN MyTanuu B ek30H 20 Ha EGFR cnen Heycnex Ha Tepanust Ha 6a3ara Ha IIaTHHA.

4.2 /lo3MpoOBKa M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Rybrevant 3a moko»XHO MPHUIIOXKEHUE TPIOBA Jla ce 3al0vYHe 1 HaOIr01aBa OT JieKap ¢
OIUT B yroTpebaTa Ha MPOTHBOPAKOBH JICKAPCTBEHU TIPOYKTH.
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[Ipenu 3anouBaHe Ha Tepamnus ¢ Rybrevant 3a moaxoKHO NpUIOKEHUE TPSAOBA 1a C€ yCTaHOBU
myTanuoHHus cratyc Ha EGFR B poOu oT TyMOpHa ThKaH Wi IJIa3Ma, KaTo ce U3I0J13Ba BaJuIUpaH
METO[] Ha u3cieBaHe. AKO He ObJie OTKpUTA MyTalys B IJ1a3MeHa Ipo0a, TpsOBa Aa ce u3ciaeasa
TyMOpHA ThKaH, aKO € HaJIMYHa B IOCTaTh4YHO KOJIMYECTBO U KAYECTBO, Thil KaTO MPHU H3MOJI3BaHETO
Ha IJIa3MEH TECT € Bb3MOXKHO Ja ce MoJTydyaT (alnBo OTpULaTeNHu pe3ynaTratu. He e Heo6xoaumo na
ce TIOBTapsI U3CIIEIBAHETO CJIE]l yCTaHOBsIBaHE Ha MyTaoHHus craryc Ha EGFR (Bxk. Touka 5.1).

Rybrevant 3a mokokHO PHIIOXKEHNE TPSAOBA J1a Ce Mpuiiara 0T MEAUIIMHCKY CIEIHAIHCT C JIOCTHII 10
MOIXOJISIIIIO METUITMHCKO 000pyIBaHE 32 OBIAISIBAHE HA PEAKIIUHU, CBbP3aHU C MPHUIIOKEHUETO, B
Cy4ail 4e HaCTBIIST TaKKBA.

Jlo3npoBka
[Tpu neuenue ¢ Rybrevant 3a moaKoKHO MPHIIOKEHUE TPSAOBA J1a CE MpUJIaraT MpeMeIUKaIuY 3a
HaMaJIIBaHE Ha PUCKa OT PeaKInH, CBbP3aHU C MPIIOKEHUETO (BXK. O-a01y ,,[I[poMsHa Ha mo3aTta’ u

| [pETIOpFUNTETHH CHITBTCTBAIIHN JIEKAPCTBEHHU MPOTYKTH ).

[IpenopruntenauTe 103UpOBKH Ha Rybrevant 3a moaKoXHO IPHUIOKEHHE B KOMOMHAITHUS C
Ja3epPTUHUO WM KaTO MOHOTEPAIHs B3 OCHOBA Ha M3XOIHOTO TEJIECHO TETJIO ca AaneHu B Tabmuma 1.

Tadoauua 1:  Ipenopbuntesina no3upoBka Rybrevant 3a moako:xHo npuio:keHue

Tenecno IIpenopbunTenna Cxema Ha npujaraHe

TerJio Ha J03a

HU3XO0/THO

HUBO

ITox 80 kg 1 600 mg e Benaubxk cenmmuuno (0010 4 1o3u) ot Cenmuru 1 1o 4
e Ha Bceku 2 ceamunin, kaTo ce 3anodde B Ceamuiia 5

Hapg v 2240 mg e Bemabxk ceaqmuuano (0610 4 n1o3u) ot Cenmunu 1 1o 4

paBl?O Ha e Ha Bceku 2 ceamunn, kaTo ce 3amodde B Ceamuia 5

80 kg

* He ca HeoOX0IMMHU KOPEKIIMH Ha 103aTa 3a MOCJIEABAIIN IIPOMEHH Ha TEJIECHOTO TETJIO.

Korato ce npunara B KOMOMHAIMS € JIa3epTUHUO B €IMH M CBILM JICH, IpenopbuBa ce Rybrevant 3a
MOJKOKHO TPUJIOKEHHE J1a Ce IIpuJIara o KOeTo U Jia € BpeMe ciel JazepTuHuO. Brxre Touka 4.2 ot
KpaTkara XapakTepUCTHKa Ha POIyKTa Ha Ja3epTHHUO 3a HH(OpMaIKs OTHOCHO MPETNOPHUYUTETHOTO
npuiIarase Ha Ja3epTHHUO.

IIpodvroicumentocm na aeyenuemo
[pernopbuBa ce MaMEHTHTE Ja Ce JIeKyBaT ¢ Rybrevant 3a MOAKOKHO MPHUIIOKEHHE 10 TIPOrPECHs Ha
3200JISIBAHETO WJIM HEMTPUEMITUBA TOKCHYHOCT.

IIponycnama 0oza

Axko ce niporrycHe 103a Rybrevant 3a monkoxxno npuioxxenue mexxay Cenmunu 1 u 4, 1 TpsOBa aa ce
NPWIOXKH B paMKHUTE Ha 24 yaca. Ako ce mpomycHe 103a Rybrevant 3a moaKoXXHO MIPUIOKEHUE OT
Cenmuiia 5 HaTaTbK, TS TPSAOBA Ja ce MPHIOKH B paMKHTE Ha 7 THH. B mpoTuBeH ciryyait
MpoIycHaTaTa 103a He TpsAOBa /1a ce mpuiiara, a ciieBaiiaTa Jo3a TpsioBa Ja ce IpUiIoKH 1Mo
oOuuaiiHaTa cxema Ha MPUIOKEHHE.

Ilpomsana na oozama

[IpunosxkeHneTo TpsOBa ja ce MPEKbCHE MPH HEXKENIaHH PEaKIUK CTENeH 3 WK 4 10 OT3ByYaBaHe Ha
HEXeJIaHaTa peakuus 10 CTeneH < 1 uiu A0 U3XOAHOTO HUBO. AKO MIPEKHCBAHETO € 7 IHU WM MO-
MAaJIKoO, TIOJTHOBETE JICYCHUETO C HACTOSIIATA J03a. AKO MIPEKHCBAHETO € MO-TPOABIIKUTEIIHO OT 7 THU,
ce TpenopbyuBa NOJHOBSIBAHE HA JICYCHUETO C HaMaJieHa /1032, KaKTo € MpeacTaBeHo B Tabmuia 2.
BukTe chII0 M KOHKPETHUTE TPOMEHH Ha JI03aTa MY OINPEICICHA HeXeIaHu peakiyu B Tabmura 2
O-TI0JTY.
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AKO ce M310J13Ba B KOMOWHAIINSA € Ja3epTHHUO, BIDKTE TOUKa 4.2 OT KpaTKaTa XapaKTepUCTHKA Ha
MPOJIYKTa Ha Ta3epTHHUO 3a MH(OpMAIHsI OTHOCHO U3MEHEHUETO Ha J103aTa.

Tabimna 2:  IlpenopbuyuTeTHH M3MEHEHHUs] HA 103aTA NPH He)KeJIAH! peaKuuu

Jlo3a caen 1-Bo Jo3a caen 2-po
NpeKbCBaHe MOPaAu | NpeKbCBaHe NOPaau Jlo3a ciaen 3-To npekbCcBaHe
Joza* HeKeJIaHA peakiuus He)KeJIaHa peaKkuust MOPaJAN HeXKeJaHa peakuusi
1600 mg 1 050 mg 700 mg [IpeycranoBere Rybrevant 3a
2240 mg 1 600 mg 1 050 mg MOJKOXKHO IPUI0KECHHE

* I[osa, IIpU KOSATO € Bb3HUKHAJIa HEXKEJIaHaTa peaKus

Peaxyuu, cevpzanu c npunodcenuemo

Tps0Ba na ce mpuiarat mpeMeIuKaIuy, 3a Ja c€ HaMalld PUCKBT OT PEaKIMu, CBbp3aHH C

IPUIOKEHUETO Ha Rybrevant 3a moaxoxHO npuiioxenue (Bx. ,,][penopbunTenHu ChbIIbTCTBAILN

JIeKapCTBEHU NPOAyKTH ‘). IHXKeKTHpaHeTo TpsiOBa 1a ce NpeKbCHE IPH IbPBUTE NPU3HALM Ha

pCaKkuumn, CBbp3aHu C MMPUIIOKCHUCTO. I[OH'I)HHI/ITCHHI/I nmoaAabpIKauy JCKAapCTBECHU NPOAYKTHU

(HaHpI/IMep JOI'BJIHUTCIIHO INNIIOKOKOPTUKOU U, AaHTUXUCTAMWH, aHTUIIUPETULIU U aHTI/ICMeTI/I]_[I/I)

Tps0Ba Ja ce mpuyaraT Npy KIMHAYHY MTOKa3aHus (BXK. Touka 4.4).

. Crenien 1-3 (srexku-texxkn): Cien oT3BydaBaHe Ha CUMIITOMUTE TIOTHOBETE WH)KEKTHPAHETO Ha
Rybrevant 3a monkoxxHo npuinoxkenue. [lpu cnensamara go3a TpsioBa 1a ce IpUIIOKaT
CBHITBTCTBAIIHN JIEKAPCTBEHH MIPOIYKTH, BKIIOYUTETHO AeKcaMeTa3oH (20 mg) niu eKBUBAJIEHT
(Bx. Tabmmma 3).

. [ToBTOpHA MOsIBA HA PEAKITMH CTETECH 3 WK cTerneH 4 ((kuBoTo3acTpariaBaiiy): OKOHYATEITHO
npeycraHoBeTe jedeHueTo ¢ Rybrevant.

Benosnu mpomboemboruunu (BTE) cvoumus npu convmemeawa ynompebda ¢ 1a3epmuHud

3a mpenoTBpatsaBane Ha BTE cwOuTHs npu mamuenTy, momy4asamny Rybrevant 3a mogkosxao
NpUIOKEeHUE B KOMOMHAIUS € JIa3epTUHHO, TpsiOBa J1a ce U3MOI3BaT NPOPHIAKTHIHO aHTHKOATYJIAHTH
B HaYaJlOTO HA JIeYeHHETo. B chOTBETCTBUE ¢ KIMHUYHUTE PHKOBOJICTBA MTAlIMCHTUTE TPsOBA 14
NOJTy4aBaT Npo(UIIaKTUYHA J103a NIEpopaJieH aHTHUKoaryIaHT ¢ qupektHo aeicreue (DOAC) nn
HuckoModnekyseH xenapud (LMWH). He ce npenopbuBa ynoTtpebara Ha aHTaroHUCTH Ha BuTamuH K.

IMTpu cu6utns ¢ BTE, cBbp3anu ¢ KIMHUYHA HECTAOMITHOCT (HAMp. TUXaTeHA HETOCTAThYHOCT UITH
chpaeYHa AUCHYHKINS ), IPUIIOKEHUETO U Ha IBETE JICKapCTBa TPSAOBA J]a Ce OTIIOXKH, JIOKATO
HNaUuECHTBHT CC CTa6I/IJ'II/ISI/Ipa KIIMHHUYHO. Cnea TOBa MPUEMBT HaA JIBaTa JICKAPCTBCHU IMPOAYKTAa MOXKE 1a
ce Bb300OHOBH B ChINaTa J103a. B crnyyail Ha penuanB, BHIIPEKH MOAXO/SAIIOTO aHTHKOATYJIAHTHO
JiedeHue, MPeycTaHoBeTe mpruema Ha Rybrevant. JledeHHEeTO MOXKE J1a MPOIABIDKY C JIa3ePTUHHO B
chIara f103a (Bx. Touka 4.4).

Peaxyuu na xoxcama u noxmume

[TanmenTrre TpAOBa 1a ce MHCTPYKTUPAT Ja OTpaHUYAT W3JIaraHeTo Ha CIBHIIE MO0 BpeEMe Ha U B
NPOJBIDKCHUE Ha 2 Mecena ciell Tepanusita ¢ Rybrevant. 3a cyxute yyacTbim ce mpenopbysa
W3II0JI3BAHETO Ha OMEKOTSBAI KpeM 0e3 ajaKoXoJl. 3a JOMbIHUTETHA HH(OPMAIUS OTHOCHO
npo(MIIaKTHKATa HA PEaKIMUTE OT CTPaHa Ha KOXKaTa U HOKTHUTE BHXKTE ToUKa 4.4. AKO MalueHThT
TTOJTYYIH peaKIvsl Ha KOYKaTa WJIM HOKTHUTE CTeTieH 1-2, TpsOBa 1a ce 3amovyHaT MoAabPKaIld TPHUKH.
AKo nuricBa nogo0peHue ciiesl 2 CeaMuUIM, TpsOBa 1a ce 0OMHUCIN HaMajIsiBaHE Ha jJ03aTta Ipu
nepcuctupani oopus crerneH 2 (Bxk. Tabnuma 2). Ako NaUeHTHT MOIYYH PeaKIlys Ha KoXKaTa W
HOKTUTE CTCIICH 3, TpSI6Ba Ja C€ 3aro4YHaT nmoaabp Kally I'pyvXXu U 1a €€ ooMucIn IMPEKBCBAHE Ha
Rybrevant 3a mojKo»XHO MPHUIIOKEHUE JI0 IOJ00peHNE Ha HexkenaHarta peakius. Cien
BBH3CTAHOBSIBAHE HA PEAKIMATA HA KOXKAaTa WK HOKTHTE JIO CTelleH < 2 mpuiiokeHneTo Ha Rybrevant
3a MOJIKOXHO MPHUJIOKEHHE TPSIOBa Ja Ce TIOJHOBU C HaMasleHa 103a. AKO MalUeHTHT MOIYYH PEaKIuu
Ha Ko)kKaTa CTETeH 4, OKOHYATEITHO TIpeyCTaHOBeTe JeueHneTo ¢ Rybrevant (Bx. Touka 4.4).

Humepcmuyuanna benoopobua 6orecm

Jleuenneto ¢ Rybrevant 3a moaKo»XHO MPHUIIOKEHUE TPSIOBA BPEMEHHO JIa Ce CIpe TIPU ChMHEHUE 32
WHTepcTHIHaTHa 6eoapoona 6onect (Mbb) nmn Hexxenanu peakiun, HarmogoosBamy VIBb
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(TTHEBMOHUT). AKO ce TIOTBBPH, Ue marueHThT nMa bb nin Mbb-mmogo0Hu HeXemaH!u peaKITiy,
(Hamp. MHeBMOHUT), OKOHYATEITHO TIPEeyCTaHOBETE JIeueHneTo ¢ Rybrevant (Bx. Touka 4.4).

[IpenopbUYUTEIHU ChITBTCTRAIIN JICKAPCTBCHU NPOAYKTH

IIpenn nagamnaTa no3a (Cemmuria 1, [len 1) TpsOBa ma ce mpuiiokaT aHTUXHCTAMUHA, aHTUITUPETHITH
Y TJIIOKOKOPTUKOM/IY 33 HAMaJIIBaHE HA PUCKA OT PEaKIUK, CBbP3aHH C IPUIOKCHHUETO (BK.

Ta6mmma 3). [Ipu nociaeaBammre 1034 TPSOBa a ce MpHiIaraT aHTHXUCTAMHHHA W aHTUITHPETHIIH.
[IpueMbT Ha TITIOKOKOPTHKOKIU CHINO TPSIOBA Jla ce Bb30OHOBH CJIE MPOIBIKUTEIHO MPEKhCBAHE HA
Jo3aTa. AHTHEMETHIM TPsOBa Jla ce pujIaraT npy HyX/a.

Taboauma 3: CxeMa Ha NPUJIOKEHHE HA TPeMeTuKaIUsI

IIpenopbunTesien
HHTEpBaJI OT
BpeMe npeau
Npujiarase Ha
Rybrevant 3a
IIbT Ha MOJAKOKHO
Ipemenukanus Ho3a NPUJIOKEHUE | MPUJIOKEHHe
ANTHXHCTAMIH" Judenxugpamus (25 go 50 mg) HutpasenosHo | 15 mo 30 MuHyTH
WJIH €KBUBAJICHT [Tepopanno 30 1o 60 MuHYTH
AnTHmHperH:’ [Mapaneramon/aneramuHoden (650 | MuTtpaBenoszno | 15 no 30 munyTH
10 1 000 mg) win eKBUBAJICHT ITepopanno 30 mo 60 MuHYTH
T p— HexcameTtason (20 mg) wim WNutpaBeHo3Ho | 45 no 60 Mmunytu
€KBUBAJICHT ITepopanno [Tone 60 MunyTH
LnokokopTHKONI Hexcamertason (10 mg) win WntpaBeno3no | 45 no 60 Munytu
€KBHUBAJICHT [TepopaniHo 60 10 90 MuHYTH

*  Heo0X0oauM MpU BCHYKH JIO3H.

T Heobxomnm npu HavaiHaTa fno3a (Ceamuna 1, JleH 1) wim npu cieaBaiiara mo pej 103a B CIydail Ha peakius,
CBBp3aHa C MPUIIOKEHHUETO.

I Hesagbmxurenso MIPH TTOCIIEIBAIIATE TO3H.

CrernuanHu MoIyJIalHi

Ileduampuunu nonynayus
Hsma choTBeTHA ynoTpeba Ha aMrUBaHTamMad MpH NeAuaTpudHaTa nonyianus 3a neuenne Ha HIAPB/I.

Cmapuecka ev3pacm
He ca neoOxomuMu kKopekiuu Ha go3ara (Bx. Touka 4.8, Touka 5.1 u Touka 5.2).

bvbpeuno yspeocoane

He ca npoBexaanu opuuyainy npoyyBaHus Ha aMHUBaHTaMal MPH NalMeHTH ¢ ObOPEYHO YBPEXKIaHE.
B13 ocHoBa Ha nomynarnuonan papmakokuHeTnyHu (PK) ananms3u He € He0OX0Ma KOPEKITUS Ha
J103ata MpH MalMeHTH C JIeKa WM yMepeHa cTerneH Ha Ob0peuHo yBpexxaane. Heooxomumo e
MOBHUIIIEHO BHUMAaHUE MIPH NAlMEHTH C TEXKa CTeleH Ha O0bOpeyHO yBpexnaHe, Thil KaTo
aMHBaHTamMal He € MPOYYBaH NP Ta3! MOMYJIalus MalUeHTH (BXK. ToUKa 5.2). AKo ce 3arouHe
JieueHHe, MaIUeHTUTE TPSOBa J1a ce HAOJI0IaBaT 3a HeXKEJIaHU PEaKIMH ¢ TIPOMSIHA Ha JIO3UTE CIIOpPE]T
NPENOPBKUTE MO-TOPE.

Yeprnoopobro yepesicoarne

He ca npoBexxaanu opuIMaIHu MPOyYBaHUs HAa aMUBaHTaMal MPH MAIEHTH C YEPHOAPOOHO
yBpexaane. Bb3 ocHOBa Ha nomynanmonan OK aHanm3u He € HeoOXoArMa KOPEKIUs Ha J103aTa MpH
MAIMSHTH C JIeKa CTEIEH Ha YepHOAPoOHO yBpexaane. HeoO0xoaumMo e OBUIIICHO BHUMAHUE TIPU
MAIUCHTH C YMEPEHa WX Te)KKa CTETNICH Ha YePHOAPOOHO YBPEkKAaHEe, Thi KATO aMUBaHTaMal HE €
MPOYYBaH MPH Ta3u MOMyJalus MaueHTH (BX. Touka 5.2). AKO ce 3aroyHe JICYCHUE, MaIUCHTHTE
TpsiOBa Ja ce HAOJII0AaBAT 3a HEKEIaHH PEaKI|K ¢ TIPOMSIHA Ha J103aTa CIIOpe] MPEMOPBKHUTE MO-TOpe.
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HauuH Ha npuiioxxeHue

Rybrevant nHKeKIIMOHEH Pa3TBOP € CaMO 3a MOJKOKHO MPUIOKEHHE.

Rybrevant 3a HoAK0XXHO MPHIIOKECHUE HE € MPEHA3HAYEH 32 HHTPABEHO3HO MPUIIOKEHHUE U TPpsiOBa ja
ce mpuJjiara camo 4pe3 MoJIKOKHO WHKEKTHpPaHe, KaTo ¢e M3MOJI3BaT MOCOYCHUTE J03U. BrkTe
TouKa 6.6 3a yKkazaHUs 3a paboTa ¢ JIeKapCTBECHHS MPOAYKT MPEAN IPUIIOKEHHE.

Nmxextupaiite HeoOxoaumus o6em Rybrevant 3a TOAK0KHO MPIIIOKEHUE B ITOJKOXKHATA ThKaH Ha
KopeMa B IPOIBJDKEHUE Ha OKOJIO 5 MuHyTU. He mpumnaraiite Ha Ipyru MecTa Mo TsUI0TO, Thil KaTo
HsIMAa HAJIUYHU JAHHU.

HpCK’bCHeTG uiau 3abaBeTe CKOpPOCTTA Ha BBBCIKJIAHEC, AKO MAIUCHTHT U3IIMTBA 6onka. B cnyqaﬁ e
0oJIKaTa HE ce 00JIEeKUn Ype3 CIMpaHe Win 3a0aBsgHE Ha CKOpPOCTTa Ha BBBCKJAHEC, MOXKE J1a CC H36epe
BTOPO MACTO 3a MHXKCKTUPAHE Ha IMIPOTHUBOIIOJIOXKHATAa CTpaHa Ha KOpEMa, 3a Ja C€ BbBEC OCTaHallaTa
YqacT OT go3arta.

Axo ce mpuiiara ¢ KOMIUIEKT 3a MOJKOKHA HH(Y3UsI, yBepeTe ce, Ye IisU1aTa 103a € BbBECHA MMpe3
cucTeMaTta 3a nHQy3us. 3a MPOMUBAHE Ha OCTATHKA OT JIEKAPCTBEHHSI POIYKT B CHCTEMaTa MOXKE J1a
ce M3I0J13Ba Pa3TBOp Ha HaTpueB xiopun 9 mg/ml (0,9%).

He unxextupaiite B TaTyMPOBKH WK O€e3n, KaKTO U B 00JIACTH, KBIETO KOXKATa € 3a4epPBEHa,
HaTbpTEHA, YyBCTBUTENHA, BIBbP/ICHA, C HAapyIlIeHa ISUTOCT WM Ha Pa3CTOsIHHUE MTO-MaJKo OT 5 cm
OKOJIO ITBbIIA.

Mecrata 32 HH)KEKTHpaHe TpsOBa Aa ce peayBaT PH MOCIeI0BATETHI HHXEKLIUH.

4.3 IIpoTuBOmOKAa3aHUA

CBpPBXYYBCTBUTEITHOCT KbM aKTHBHOTO(HMTE) BEIIECTBO(A) MIIM KbM HSAKOE OT IOMOIIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajaHu npeaynpesxaeHus: U NpeANna3sHi MepKH NPU ynorpeda

IIpocneaumoct
3a fa ce moIo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO M TAPTHTHUAT

HOMEP Ha MMPUIIOKCHUA ITPOAYKT TpH6Ba SICHO Ja CC 3aI1McCBar.

Peakiiuu, CBbP3aHU ¢ MIPUIOKEHUETO
Peakiuu, cBbp3aHH ¢ MPHIOKESHUETO, YECTO BH3HUKBAT TPH MAIUCHTH, JIEKyBaHH ¢ Rybrevant 3a
MOAKOKHO TIpHUJIOKeHHe (BXK. ToUka 4.8).

[Ipenn nauannata uadysus (Cenmuua 1, en 1) TpsaOBa aa ce mpuiaokat aHTHXUCTAMHUHHY,
AHTUNHMPETHUIN U TITFOKOKOPTHUKOMIM 33 HAMAJIsIBAaHE HA PUCKA OT PEaKkIUH, CBbP3aHU C
npunoxxeHuero. [Ipu mocneaBamuTe 103U TPSAOBA /1a ce MPHUJIAraT aHTUXUCTAMUHU M aHTUITHPETHIIH.

[NanuenTure TpsOBa Aa ce JeKyBaT MPHU NOAXOISIIIN MEAULIMHCKH YCIIOBHUS 32 JICUEHHE Ha PEaKIUUTE,
CBBP3aHH ¢ IpWIokKeHneTo. MmKeKkuuTe TpsoBa 1a ce MPeKbCHAT MPY IbPBUS MPU3HAK HA PEAKIINH,
CBBP3aHH C IPWIOKEHUETO, HE3aBUCUMO OT TEXKECTTa, a aKO NMPOIBIDKAT, CIIE] HHKEKIUATa TpsiOBa qa
ce MPUIIOXKAT JIEKapCTBEHH MPOLYKTH, KAKTO € KIMHUYHO MToKa3zaHo. Cies 0T3ByyaBaHe Ha
CUMITOMHUTE HHXEKIUATa TpsiOBa Aa ce moaHOoBH. [Ipu peakunu, CBbpP3aHu C MPHIIOKEHUETO,

CTerieH 4 Wii MMOBTOPHH PEaKIIMU CTETeH 3 JieueHueTo ¢ Rybrevant TpsioBa OKOHYATEIHO Ja ce
npeycTaHoOBH (BXK. TOUKa 4.2).

WnTepcrunmanta 6exoapoOHa 6omect

WuTtepcruimanya oenoapoodHa donect (MBB) niun MBb-nono0Hu HexelaHu peakiiuy (Harp.
MTHEBMOHUT) C€ ChOOIIABAT MPU MAIUCHTH, JICKYBaHHU C aMHUBaHTaMa0, BKIIFOUUTEITHO JICTATHH
crouTHS (BXK. Touka 4.8). IlaruenTute TpsOBa ga ce HaOMIOAaBaT 32 CAMIITOMH, ITOKA3aTEITHHN 32
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WBB/miHeBMOHUT (HAITp. JUCIIHES, KAIILJIKIla, TOBUILICHA TeMIeparypa). [Ipu pa3BuTHE Ha CUMIITOMH
JedeHneTo ¢ Rybrevant TpsiOBa aa ce nmpekbcHe 10KaTo ObAaT uiciaensanu. [Ipu ceMuenue 3a UIBb
win Ubb-nono0Hu Hexxenanu peakiuu TpsOBa fa ce U3BBPIIH OIICHKA M ITPH HYKJa TpsAOBa 1a ce
3aIoYHe MOIXO/AINO JeueHue. Rybrevant TpsiOBa a ce nmpeyCcTaHOBU OKOHYATEITHO TIPU MAIMEHTH C
notBbpaeHn Bb mim Nbb-momoOH HexxenaHu peakiun (BXX. Todka 4.2).

Benosuu tpomboembosmynu (BTE) cp0uTHs py chbObTCTBAINA YIIOTPEOA C Ta3epTUHUO

BTE cs0uTns, BKIIIOYBaNy J600Ka BeHo3Ha Tpombo3a ([IBT) u 6enompodna embomus (BE), ce
ChOOLIABAT MPH MAIHEHTH, TIOTy4aBalld aMUBaHTaMa0 B KOMOMHALUS € T1a3epTUHHUO (BXK. Touka 4.8).
Jletannu crOUTHUS ca HAOMIOAABaHU MPH AMUBAaHTaMald 3a HHTPABEHO3HO MPUIIOKEHHE.

B cpoTBeTCTBUE C KINIMHUYHUTE PHKOBOACTBA MMALMEHTUTE TPSOBA Aa NOIy4aBaT NpoHIaKTHYHA 1032
nepopalieH aHThKoarynant ¢ qupektHo aeictBue (DOAC) unm nuckomonekyneH xenapud (LMWH).
He ce npenoppuBa ynorpebara Ha aHTaroHUCTH Ha BUTaMUH K.

[Tpmsnamure 1 cumnromute Ha BTE ce0uTnst Tpsdsa na ce Habmomasar. [laruentuTe che chONTHA Ha
BTE Tps6Ba na ce ieKyBaT ¢ aHTHKOAryJaHTHO JICYEHHE, KAKTO € KIIMHUYHO MoKa3aHo. [Ipu cronTHst
Ha BTE, cBbp3anu ¢ KMMHUYHA HECTaOMITHOCT, JICYCHUETO TPsIOBa J1a ce MPEyCTaHOBH, AOKATO
NAalMEHTHT HE ce CTa0mIn3upa KNMHUYHO. Clie TOBa JICUEHUETO ¢ ABATa JICKAPCTBEHU MPOIYKTa
MOe J1a ObJie Bb30OHOBEHO ChC ChIIATa 103a.

B ciyyaii Ha pennnB, BBIIPEKH MOAXOIAIIOTO aHTHKOAryJIaHTHO JiedeHue, Rybrevant tpsoBa na ce
npeycraHoBu. JIeueHneTo MoXke 1a IPOBIIKY C J1a3epTHHUO B chlaTa /103a (BXK. Touka 4.2).

Peakiiuy Ha KOKaTa ¥ HOKTUTE

OO0puB (BKITIOYHATETHO aKHEH(POPMEH JepMaTHT), ChpOeXK, cyXa KoXKa U KOXKHA 5I3Ba Ce HaOIItoqaBaT
NpY TALMEHTH, JIEKYBaHH ¢ aMuBaHTaMab (Bk. Touka 4.8). [lanuenture TpsOBa 1a ce HHCTPYKTHPAT
Jla OTpaHUYaT M3JIaraHeTo Ha CIBHIIE 10 BpeMe Ha U B MIPOABIDKCHUE Ha 2 Mecella Cie]] TepaItus ¢
Rybrevant. IIpenopbuBa ce HOCEHETO Ha 3aLIUTHO OOJIEKIIO M YyIOTpeda Ha IHUPOKOCIEKTHPHO
UVA/UVB ciIbHIIE3alUTHO CPEACTBO. 3a CYXUTE YYaCThIU Ha KOKATa Ce MPEropbuBa OMEKOTSIBAIILL
KkpeMm 0e3 ankoxoun. TpsabBa na ce uma npeaBH, NPOQUIAKTHYEH MMOJIX0/ 32 TIPEI0TBpaTsIBaHE Ha
oOpuBa. ToBa BkiIr0UBa NPO(YUIAKTUYHA TEPAIUS C IEpOpaeH aHTUOMOTHK (HarpuMep JOKCHUIMKIINH
i MuHonkIMH 100 mg 1Ba mbTH JHEBHO) ctapTupaiiku B JleH 1 3a mepBuTe 12 ceamunu ot
JICUCHHUETO, a CJIE/ MIPUKITIOUBaHe Ha IepopaIHaTa aHTHOMOTHYHA Tepanus, JIOKATHO MPHIIOKEHNE Ha
AHTHOMOTHYEH JIOCHOH BBPXY CKalna (HarmpuMep KIuHAaMUALuH 1%) npe3 cnenBamuTe 9 Mecena ot
neuyenneto. TpsOBa 1a ce UMa npeABH, Ye € HEOOXOAUMO J1a CE U3I0I3Ba HEKOMEIOHOTCHEH
OBJIQXXHUTEJ 32 JIUIETO U LIAJIOTO TAJO (C U3KIIOUEHHE Ha CKalla) ¥ pa3TBOP Ha XJIOPXEKCUANH 32
W3MHUBaHE Ha PhLETE U KpakaTa, Kato ce 3anoune B Jlen 1 u ce npoabibku npe3 mbpBute 12 Mecena ot
JICYCHHUETO.

[IpenopbuBa ce MAMEHTHT Ja € OCUTYPEH C PEIETITH 3a JIOKATHU W/WIJIA TIePOPATHA aHTUOUOTUIH U
JIOKAJIHU KOPTUKOCTEPOUHM, TaKa Y€ a TM UMa Ha Pa3NoJIoKEHNE B MOMEHTA Ha NPHUJIOKEHUE Ha
I'bPBOHAYAIHATA [1033, 32 J1a C€ CBeJe 0 MUHUMYM BCAKO 3a0aBsHE HAa pEaKTHBHOTO JICUCHHE, aKO ce
MOSIBM OOpPUB BBIPEKH MPOPMIAKTUIHOTO JeueHHe. AKO Ce MOSIBAT KOXHH PEaKIiy, TpsIOBa aa ce
npuiIarar JIOKaJIHU KOPTUKOCTEPOUIH U JIOKAJTHHU W/WITH TIepopaiHu anTuOnotuny. [Ipu crouTus
CTETIeH 3 WJIM CTETEH 2, KOUTO Ce TIOHACAT TEXKO, TpsIOBa /1a ce Mpuiiarar ChIio U CHCTEMHHU
aHTHOMOTHIIN U TIepopasiHu creporn. [larmenTrTe ¢ TeXXbK OOPUB C AaTUITUYEH BUJI WIH
pasnpoCTpaHEeHUE WK MPH JIMIICA Ha MOA00pEHUE B paMKUTE Ha 2 CEMMUIIM TPsIOBa J1a ce Haco4yaT
He3abaBHO KbM Jepmaroiior. Jlozata Ha Rybrevant TpsaOBa na ce Hamanu, MPUIOKEHUETO J1a ce
MPEKbCHE WX JIa C€ IPEyCTaHOBH OKOHYATEITHO B 3aBUCHMOCT OT TEXeCTTa (BXK. Touka 4.2).

Crob1maBa ce 3a TokcnyHa enuaepmanta Hekponusa (TEN). Jleuenunero ¢ To3u JeKapcTBEH NPOIYKT
TpsiOBa J1a ce MPEYCTaHOBH, aKO ce MOTBbPAM TOKCHYHA ennaepManHa Hekponuza (TEN).

Hapyiienus Ha ounre
Hapymmenns Ha ounTe, BKIFOYHTEITHO KEPATUT, ca HAOIIOJaBaHU TIPY NAIMCHTH, JICKYBaHH C
amuBaHTaMab (Bx. Touka 4.8). [lanmenTrTe ¢ BomaBaHe Ha OYHUTE CUMIITOMH TPSOBa He3a0aBHO /1a
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ce HacovaTr KbM O(TaJIMOJIOT, KaTo T¢ TPAOBA Jla MPEYCTAHOBAT yIIOTpeOaTa Ha KOHTAKTHH JICIIH J0
OIICHKA Ha CUMIITOMHTE. 3a IPOMsIHA Ha J03aTa MPY HapYyLICHUS Ha OYUTE CTEICH 3 WU 4 BHKTE
Touka 4.2.

ChapprkaHne Ha HaTPHHA
To3u nexapcTBeH MPOAYKT ChIbpKa 1Mo Maiako oT 1 mmol HaTpuii (23 mg) Ha 7034, T.€. MOXe J1a ce
KaXke, 4e MPaKTUICCKH HEe ChIbpiKa HATpull (BK. TOUKa 6.6).

CoapprkaHue Ha nonucopbat

Tosa nexapctBo cbabpika 0,6 mg monucopbat 80 BEB BcekH ml, KOUTO ca eKBUBaJICHTHH Ha 6 mg 3a
10 ml ¢pnaxon unm 8,4 mg 3a 14 ml gnakon. [TonucopbaTure MoraT Ja MPUUYUHAT aJeprUIHU
peaxuuu.

4.5 BsamMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHH MPOAYKTH M APYTrH (JOPpMH Ha B3aNMoJeiicTBHe

He ca npoBexxanu npoyuBaHus 3a JiekapcTBeHure B3aumonaeiicteus. Kato IgG1 MmoHoknoHaNHO
AHTUTSUIO € MaJIKO BEPOSITHO ObOpEeYHAaTa EKCKPELUs K META0O0IU3MBT, MEAUUPAH OT YEPHOAPOOHHUTE
€H3UMHU /12 ObaT OCHOBHM IIBTHUINA HA SIMMHHUPAHE HA MHTAaKTHUS aMuBaHTaMab. [lopagu ToBa He
Ce 0YaKBa BapUallUUTE B JIEKAPCTBO-META00IM3UPALLIUTE €H3UMH 1A IIOBIUSAT €IMMUHUPAHETO Ha
amuBanTama0. [lopanu Bucokust agpuauTeT KbM yHHKaNeH enuton Ha EGFR u MET He ce ouakBa
aMMBaHTaMal Jia BIUsE Ha JIEKapCTBO-METa00IN3UPAIIUTE EH3UMU.

Bakcunn

Jluncear KIMHUYHYU TaHHY 32 €(PUKACHOCTTa U 0€30MaCHOCTTA HAa BAKCUHAIIMUTE MPU IMAIIUCHTH,
mpreMariy aMrBanTama0. M30sreaiiTe MpuIIOKeHNETO Ha JKUBU WIIN )KUBH-aTEHIOUPAHU BAKCUHH TIPU
MAIMEeHTH, IPUEMAIlld aMABaHTaMa0.

4.6 dDepTUAUTET, O)PEMEHHOCT U KbpMeHe
Kenw c ieTeposieH NoTeHIUA/KOHTPALISHIIHS

JKenute ¢ geTepojicH MOTEHIIMAN TPsiOBa Ja U3MOoI3BaT e()eKTUBHA KOHTPAIICTIIIHS 110 BPEME Ha U B
MPOIBIDKEHNE Ha 3 Mecella clie/l CITUpaHe Ha JISYEHHUETO C aMUBaHTama0.

BpemenHoct
JlumcBar naHHM TIpH XOpa 3a OIIEHKA Ha PHUCKa OT yrnoTpedaTa Ha aMrBaHTaMab 1o BpeMe Ha

OpemenHoct. He ca npoBexnanu pernpoAyKTUBHH NPOYUBaHU IPH )KMBOTHU 3a [IOJy4aBaHEe Ha
WHQOpPMAIUS OTHOCHO PHCKa, CBBP3aH C JeKapcTBOTO. [IpHiIoKeHHneTo Ha BellecTBa, HHXUOUpAIn
EGFR u MET, npu OpemMeHHU KMBOTHM BOJIM 10 TIOBUIIIEHA YECTOTa Ha HapyIlIeHHe Ha
eMOprodeTaiHo pa3BUTHE, eMOPHOHATHA CMBPTHOCT U abopT. [lopaan ToBa, Bb3 OCHOBA Ha
MeXaHHU3Ma My Ha JIeWCTBUE M HaXOAKUTE IIPH MOJEIH MPH KUBOTHH, aMMBaHTaMab OM MOT'b1 Ja
NPUYHHYU PeTarTHO yBpEKJIaHe, KOraTo ce Impujara Ha OpeMeHHa keHa. AMuBaHTaMal He TpsiOBa Jia ce
npuiiara o BpeMe Ha OpeMEeHHOCT, OCBEH aKO He Ce CUMTa, Y€ T0JI3aTa OT JICUEHHETO Ha KeHaTa
HaJXBBPJIS HOTCHIUMATHUTE PUCKOBE 32 IUIoAa. AKO NalMeHTKa 3a0peMeHee, J0KaTo MOIy4aBa TO3U
JIEKapCTBEH MPOJYKT, T TPsOBA Ja ObJie MHPOPMHUpPaHA 3a MOTEHIMATHUS PUCK 3a TUI0/1a (BXK.

TouKa 5.3).

Kwpmene
He e u3BecTHO majau aMmuBanTamal ce eKCKpeTupa B KbpMara. M3BecTHO €, ye yoBemiku IgG ce

EKCKpeTHpaT B KbpMaTa Ipe3 MbPBUTE HAKOIKO IHU CJe/ PpaXJAaHETO, KaTO CKOPO cliel] TOBa
KOHIICHTpaIMuTe HaMaisBar. He MoXke J1a ce M3KITI0UN PUCK 32 KbPMAveTo 0 BpeMe Ha TO3U KPaThbK
MIEPHO]T HEMTOCPECTBEHO CIIe ] paXXIaHETO, BBIIPEKH Ue BeposaTHO IgG ce pasrpaxkiaaT B CTOMAITHO-
YpEeBHHUA TPAKT U He ce abcopOupat. TpsOBa 1a ce B3eMe pelieHre Jali Jia Ce MPEyCTaHOBH
KBbPMEHETO WJIH JIa CE MPEYCTAHOBU/HE CE MIPHUIIOKU TeparusaTa C aMiuBaHTaMab, KaTo ce B3eMaT
MIPEABHU] ITOJI3aTa OT KbPMEHETO 3a IETETO M IT0JI3aTa OT TepaImsITa 3a JKeHara.

37



DepTunurer
Jlurcear qaHHM OTHOCHO epeKTa Ha aMHUBaHTaMald BbpXY (GepTuinuteTa mpu xopa. Edexture Bopxy

MBKKHS U KCHCKUS (DEPTIIIUTET HE ca OIICHSIBAHU MIPU NIPOYYBAHUS MPH KUBOTHHU.

4.7 EdexTu BbpXy crniocodHOCTTa 32 mioupaHe U padoTa ¢ MAIIUHA

Rybrevant moxe 1a mopmnusie B yMepeHa CTerneH crocoOHOCTTa 3a modupane 1 padoTa ¢ MalliHU.
Mous, BukTe ToUKa 4.8 (Harmp. 3aMastHOCT, yMOpPa, 3pUTEITHO HapyIIeHue ). AKO MalueHTHTE TOIy4YaT
CHUMIITOMH, CBBP3aHH C JICYCHUETO, BKITIOYUTEITHO HEXKENIAaHHU PEaKIUU, CBbP3aHH ChC 3PCHUETO, KOUTO
MOBJIMSIBAT CIIOCOOHOCTTA MM JIa C€ KOHIICHTPUPAT | Jia pearupar, npernopbuBa ce T¢ Aa He MOoPUpaT U
Jia He paboTAT C MaIIMHK JI0 OT3By4YaBaHe Ha e(eKTa.

4.8 Hexenanu JeKapcTBEeHH peaKIHU

Pesrome Ha mpodumia Ha Oe30macHOCT

Rybrevant kamo monomepanus

B nabopa ot nanuu 3a Rybrevant 3a naTpaBeH03HO npriioxeHne karo MoHoTepanus (N=380) Haii-
YECTUTE HEXKEJIAHU PEaKLUN OT BCHUKHU CTereHH ca o0puB (76%), peakunu, CBbp3aHH ¢ HHDYy3usITa
(67%), TokcuuHOCT Ha HOKTUTE (47%), xunoanoymunemus (31%), orok (26%), ymopa (26%),
cromatut (24%), ragene (23%) u 3anek (23%). Cepro3HuTe Hexelnanu peakuuu Brirousat bb
(1,3%), IRR (1,1%) u o6pus (1,1%). Tpu npoueHTa OT HALMEHTUTE MIPEYCTAHOBSABAT IPHIIOKECHUETO
Ha Rybrevant nopanu Hexxenanu peakiuu. Haii-uectuTe HesxenaHu peakiyuu, BOJCIIHN 10
npeycraHoBsiBaHe Ha JeueHueto, ca IRR (1,1%), UBb (0,5%) u Tokcuunoct Ha HokTuTe (0,5%).

CruchK Ha HeXENaHUTe PEaKINy B TAOJIUYCH BUL
B Tabnuna 4 ca 000011eHN HeXeTaHUTE JICKAPCTBEHU PEaKIMK, KOUTO Bb3HUKBAT MPH MAIIHEHTHTE,
nonyvaBanu Rybrevant karo MoHOTEpamnusi.

JanHuTe oTpassiBat ekcrnosuluara Ha Rybrevant 3a naTpaBeHo3HO npriokeHue npu 380 maueHTy ¢
JIOKaJTHO aBaHCHPAaJl I METacTaTHYCH HepeOHOKIIEThYCH PaK Ha OennTe ApoOOBe clie/l HeycreX Ha
XUMHOTeparus Ha 0a3aTta Ha tuiatuHa. [lanmenTure nonyvyasar amuBanTamad 1 050 mg (pu
narenTy < 80 kg) i 1 400 mg (pu narienty > 80 kg). Mennanara Ha eKCIIO3UIHS Ha
amuBaHTamab e 4,1 mecena (nuanasos: 0,0 1o 39,7 mecena).

Hexenanute peakiuu, HabIIOaBaHY IO BpeMe Ha KIMHHYHUTE MTPOYYBaHUs, ca U30POSHH MO-II0ITy

0 KaTeropus mo yectora. Kareropuure mo 4ecToTa ca onpeesieHn KakTo CIeABa: MHOTO YECTH

(> 1/10); gectu (> 1/100 mo < 1/10); meuectu (>1/1 000 mo <1/100), peaxu (>1/10 000 mo <1/1 000),

MmHoro penku (<1/10 000), c Hem3BecTHA YecTOTa (OT HATMYHUTE TaHHU HE MOXKE J1a ObJie HallpaBeHa
OIICHKA).

B PAaMKHUTC HAa BCAKO I'PYIUPAHEC 10 YECTOTA HCIKCIIAHUTE PCAKIIUU Ca NPCACTAaBCHU I10 p€lia Ha
HaMaJsaBalla CEPUO3HOCT.

Tabimna 4:  HekesiaHM peaknyu NpH NalyeHTH, noay4yasamu Rybrevant kato
moHoTepanusi (N=380)

CucremMo-opraneH Kjiac Benuku Crenen 3-4
Kareropns no o
Hexenana peakius CTeneHn (%)
4ecToTa o
(Y)
Hapymennsi Ha MeTa00JIM3Ma U XPaHEHETO
XunoanbymuHemust* (BX. Touka 5.1) MHoro uectu 31 21
HamaseH aneTur 16 0,5
XUIoKaIIueMust 10 0,3f
XunokaJiuemust Uectun 9 2
XunoMarHe3uemust 8 0
Hapyuienunsi Ha HepBHaTa cUcTeMa
3aMasHOCT* | Muoro wectn | 13 | 0,3"
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Hapymennsi Ha ounTe
3puUTeTHO HAPYIICHUE* Yectn 3 0
Pactex Ha MuruTe* 1 0
Jpyru HapymeHus Ha ouuTe* 6 0
Kepatut Heuectn 0,5 0
VBeur 0,3 0
PecniupaTopHu, IpbIHM M MeIUACTHHAJIHH HApPYIICHHsI
WuTepcrunmanna 6exoapodHa 6omect* Yectn | 3 | 0,5
CToMalHO-YpeBHH HAPYIIEHUS
Hwnapus MHoro uectu 11 27
Crtomarur* 24 0,5
TaneHe 23 0,5
3amnek 23 0
[Tospbiuane 12 0,5
Kopemna Gonka* Yectu 9 0,87
Xemopouau 3,7 0
XenaToOMJIHMAPHU HAPYIIEHUS
[ToBuinieHa alaHMH aMUHOTpaHCchepasa MHoro uectu 15 2
[oBumieHa acnaprat aMMHOTpaHcdepasa 13 1
[oBumiena ankanHa gocdarasa B KpbBTa 12 0,5
Hapyumenusi Ha KoaTa ¥ MOJAKOKHATA ThbKaH
O6puB* MHoro yecTu 76 37
TOKCHYHOCT 338 HOKTHUTE* 47 27
Cyxa xoxa* 19 0
Copbex 18 0
Koxna s3Ba Heuectn 0,8 0
TokcruyHa enuaepMaiHa HEKpPOau3a 0,3 0,3
Hapymiennsi Ha MYCKYJTHO-CKeJI€THATA CHCTEMA U ChEIMHUTEIHATA ThKaH
Muanrus | Muoro wectn | 11 | 0,3"
OO0mm HapymieHus M e)eKTH HA MAICTOTO Ha NPHUJIOKEHHE
Orox* MHoro yectu 26 0,8
VMopa* 26 0,8"
[Tupekcust 11 0
HapansiBanusi, oTpaBsiHMsl ¥ YCJI0KHEHNS, Bb3HHKHAJIM B Pe3YJITAT HA HHTEPBEHIUH
Peaknms, cBpp3aHa ¢ nHGY3UsATA | MHoro uectu | 67 | 2

I'pymupanu TepMUHA
Camo cp0uTHs cTeneH 3

Rybrevant ¢ kombunayus ¢ razepmunud

Karo msmo npodunst Ha 6e3onmacHOCT Ha Rybrevant 3a mokoX)HO IPHUIIOKEHHE ChOTBETCTBA Ha
ycTaHoBeHUs npodui Ha Ge3omacHOCT Ha Rybrevant 3a mHTpaBeHO3HO PUIIOKEHHE, KATO MTPH
MOJIKOXKHOTO MPHJIOKEHHUE e HAOJIF01aBa M0-MaJjlka 4eCTOTa Ha PEaKI|K, CBbP3aHU C MPUIOKEHUETO,
u Ha BTE B cpaBHeHUE C MHTPABEHO3HOTO MPUIIOKEHUE.

B nabopa ot maram 3a Rybrevant (3a ”HTpaBEHO3HO WJIN TOIKOXKHO MPHIIOKEHNE) B KOMOMHAIINS C
nazeptuHuO (N=752) Hali-uecTUTE HEXETaHU PEaKIIUU OT BCsIKakBa cTerneH (>20% marueHTn) ca
00puB (87%), TOKCHIHOCT 32 HOKTHUTE (67%), Xxunoanoymunemus (48%), xenatorokcuaHoct (43%),
cromatut (43%), otok (42%), ymopa (35%), mapecresus (29%), 3anek (26%), nuapus (26%), cyxora
Ha KoxaTta (25%), HamaneH anetut (24%), ranene (24%) u cepoex (23%).

Knuan4HO 3HaYMMU pa3iIuKH MEXIY JIeKapcTBEHUTE POPMHU 32 HHTPABEHO3HO U MOJIKOKHO
NPUIOKEHHUE, KOTaTo ce TpHiiaraT B KOMOWHAIINS C J1a3epTHHUO, ce HAOII01aBaT Py peaKIyi,
CBBP3aHU ¢ IpWIOKeHneTo (63% Tpy MHTPABEHO3HO NPHIIOKEHHE cpaMo 14% mpu MoAKOXKHO
npunoxenue) 1 BTE (37% npu naTpaBeH03HO npuiioxenue cupamo 11% mnpu moakoxxHo
MIPHIIOKECHUE).
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Cepuno3HH HeXXeTIaH! PeakIiy ce cboomanat npu 14% ot manueHTHTE, KOUTO Mory4aBat Rybrevant
3a TIOJIKOYKHO TIPUJIOKEHHE B KOMOHMHAIHS ¢ JazepTHHUO, BKIrountenHo BB (4,2%), BTE (2,7%),
XenaroTokcuyHocT (2,1%) u ymopa (1,5%). Cenem npoliieHTa OT MalUEHTUTE MPESYyCTAHOBSABAT
nedenuneTo ¢ Rybrevant 3a moAKoXHO MPUIIOKEHUE [TOPAIN HeXeNaH! peakuun. [Ipu nanuenTure,
nexyBaHu ¢ Rybrevant 3a moakoHO IpHUIIOKEHNE B KOMOWHAIINS C Ta3epPTUHUO, Hall-uecTHTe
HEe)XeJIaH! PEaKIuy OT BCSIKaKBa cTeneH (> 1% marwenTy), JOBEIH 10 IPeyCTaHOBSBaHE Ha
nedeHueTo ¢ Rybrevant 3a monkoxuo npunoxenue, ca UBb (3,6%) u 06pus (1,5%).

CHHCBK Ha HEXXEIIAHNUTE PEAKIIMN B TAOJIMUEH BUI

Hexenanure peakuuu Ha Rybrevant (3a HHTpaBEHO3HO WIH ITOJIKOKHO IIPUIOKEHHUE), KOraTo ce
[IpUIaraT B KOMOMHALM C JIa3epTUHNO, ca 00001enn B Tabimma 5.

JannuTte 3a 6€30MacHOCT MO-A0Ny OTpa3sBaT ekcro3uiuaTa Ha Rybrevant (3a ”HTpaBeHO3HO WITH
MTOKO’KHO TIPHIIOKEHIE) B KOMOMHAITHS C JIA3epTHHUO TpH 752 MAIMEHTH C JIOKATHO aBaHCHPAIT WITH
Meractatnued HJIPB/I, Bkmrountenno 421 nauuentu B MARIPOSA, 125 nanuenTtu B koxopTtu 1 u 6
Ha PALOMA-2 u 206 nanueHnTy B paMoTO 3a MOAKOXHO npuioxenne Ha PALOMA-3. [Tauuentute
nonydaBaT Rybrevant (3a HHTpaBEeHO3HO HITH TIOAKOXKHO MPHIIOKEHHUE) A0 TPOTpecHs Ha
3a00JIIBaHETO WJIM HEMIPUEMIIMBA TOKCUYHOCT. MenaHaTa Ha MPOIBIDKUTEITHOCTTA Ha JICUEHUETO C
aMuBaHTaMal KaTo 110 ¥ ITPH MHTPABEHO3HATa, U IPH MOJK0KHATa popma e 9,9 Mecena (quamnazoH:
0,1 mo 31,4 mecena). MenuanaTta Ha IPOJABIKUTETTHOCTTA Ha JICYEHUETO C TIOAKOXHATa opMma e

5,7 mecena (quamazon: 0,1 mo 13,2 Mecena), JokaTo MeAMaHATa Ha TPOABIDKATEIIHOCTTA HA
JICYCHUETO C MHTpPaBeHO3HaTa Gopma e 18,5 mecena (nuanazon: 0,2 1o 31,4 mecena).

Hexenanute peakuuy, HaOnoJaBaH! 10 BpeMe Ha KIIMHUYHHUTE POYYBaHUSA, Ca U30POEHH MO-I0TY
10 KaTeropuu 1o yectoTa. Kareropunte 1o dectora ca OnpeAeeHr KaKTo clieBa: MHOTO YECTH
(>1/10), vectu (=1/100 mo <1/10), meuectu (>1/1000 mo <1/100), peaxu (=1/10 000 mo <1/1 000),
mHoro peaku (<1/10 000), c Hen3BecTHa YyecToTa (0T HATMYHUTE JJaHHU HE MOXe Jia ObJle HanpaBeHa
OIICHKA).

Tabauua 5:  Heskenanu peaknuu Ha Rybrevant (3a HHTpaBeHO3HO WM NMOAKOKHO
NMPHJI0KEHHE), KOraTo ce Npujiara B KoMOuHanus ¢ jazeprtunud (N=752)

Cucremo-oprasneH Kiac Kareropus Besika Crenen 3-4
Hexxenana peakius mo yectora | cremneH (%) (%)
Hapymienunsi Ha MeTa00J1M3MAa U XPaHEHETO
XunoandymuHemus ™ MHoro yectn 48 4,5
Hamamen anetut 24 0,8
XUMoKaIIHeMUs 19 1,2
XUIokaaueMus 13 2,7
XumoMarHe3ueMus Yectu 6 0
Hapyumienusi Ha HepBHATa cUCTEMA
[Tapecte3un®*,a MHoro yectn 29 1,3
3amasiHocT* 12 0
Hapymienusi Ha ouuTe
Hpyru ounu Hapymenus™ MHoro yectu 19 0,5
3putenHo yBpexaane™ Uectn 3,6 0
Kepatur 1,7 0,3
Pacrex Ha muriaure* 1,7 0

CbaoBu HapylLIeHHs

Benozna TpomboemOomust

AmuBanTamMad HHTPaBEHO3HO™,0 MHoro yectu 37 11
AwmuBaHTamMa0 MOAKOKHO™* B MHoro gyectu 11 0,9
PecninpaTopHu, IpbIHM M MeTHACTHHAJIHH HAPYIIEHHSI
WuTepcrunmanya 0e1o0apodHa oonect™ | Yectn | 3,6 | 1,7
CToMalHoO-YpeBHH HAPYIIEHH
CromaTut* | MHoro gyectu | 43 | 2,0

40



3anek 26 0

Huapns 26 1,7

I'anene 24 0,8

[loBppIIane 15 0,5

Kopemna Gonka* 10 0,1

XeMopouau Yectu 8 0,1
XenaToonauapHu HapylueHus

XenaToToKkcuaHocT* | MHoro gectu | 43 | 7
HapymieHnsi Ha K0KaTa M MOAKOKHATA ThKaH

O6pus* MHoro uectu 87 23

ToxcuuHocT 3a HOKTHTE™® 67 8

Cyxa koxa* 25 0,7

Copbex 23 0,3

Koxxna s3Ba Yectu 39 0,5

CuHIpoM Ha MaaMapHO-TUTAHTapHA 3,9 0,1

CPUTPOTU3ECTE3US

Yprukapus 1,6 0
Hapymiennsi Ha MyCKYJTHO-CKeJI€ETHATA CHCTEMA U CheIMHUTETHATA ThKaH

Muanrus MHoro yecTu 15 0,5

MycKynHH cia3Mu 13 0,4
OO0nu HapymeHust M e()eKTH HA MSICTOTO HA MPUWJIOKEHUE

Orox* MHoro JecTu 42 2,7

Ymopa* 35 3,5

[Tupekcust 11 0

Peaknmu Ha MSICTOTO Ha HHXKEKTHpaHe™®,B,T Yectn 8 0
HapaunsiBanusi, oTpaBsiHMSI U YCJI0KHEHN s, Bb3HUKHAJIM B Pe3YJITAT HAa HHTEPBEHIHH

Peaxkiun, cBbp3anu ¢ HHGY3HUATA/C IPHIOKEHUETO

AwmuBaHTaMa0 HHTPaBEHO3HOO, 11 MHoro yectu 63 6
AmMuBaHTamMa0 MOJAKOKHOB,E MHoro gectu 14 0,3

I'pynupanu TepMUHA
[Mpunoxumo camo 3a na3epTHHNUO.

o & %

YecToTa, OCHOBaHa caMO Ha MPOYYBAHE C HHTPABEHO3HO MpriiokeHne Ha amuBaHTamMad (MARIPOSA [N=421)).
YecroTa, OCHOBaHA caMO Ha MPOYYBaHE C MOJKOXKHO NpuiioxkeHne Ha amuBanTaMab (PALOMA -2 koxoptu 1 u 6
[N=125] u pamo ¢ moakoxHo npmwioxkeHrne B PALOMA-3 [N=206]).

PeaknunTe Ha MACTOTO Ha HHXKEKTHPAHE Ca JIOKATHY MPU3HALM ¥ CUMIITOMH, CBBP3aHH C TIOIKOXKHUS HAYMH Ha
MIPUIIOXKEHHE.

Peaknunte, cBbp3aHu ¢ HHQY3USATA, Ca CHCTEMHH NIPU3HALY U CUMIITOMH, CBBP3aHH C MHTpaBeHO3HaTa HHQYy3Ms Ha
amuBaHTaMao.

PeakmunTe, CBBpP3aHNU € IPHIIOKEHUETO, CA CHCTEMHH IPH3HAIN M CUMIITOMH, CBBP3aHH C TOJKOKHOTO NIPUIIOKEHHE
Ha aMHMBaHTaMao.

Omnucanue Ha I/I36DaHI/I HCEXCIIaHU pCaKIInn

Peaxyuu, c6bp3aHU ¢ NPULOAHCCHUCTNO

Kato 1smmo peakmnum, CBEp3aHU ¢ IPIIIOKEHUETO, BB3HUKBAT pu 14% OT mariueHTure, JIeKyBaH! C
Rybrevant 3a moakoxHO npuiiokeHue B komOuHanus ¢ azepruaud. B PALOMA-3 peakiun,
CBBP3aHU C IPUIIOKEHUETO, ce choOmaBaT npu 13% oT nanueHTHTe, JeKyBaHu ¢ Rybrevant 3a
MOJKOKHO NPUJIOKEHHE B KOMOMHAIHSA C JTa3epTUHUO, B CpaBHEHHUE ¢ 66% MpH JIEYSHUETO C
Rybrevant 3a HHTpaBeHO3HO MPHIIOKEHUE B KOMOMHAIMS ¢ J1azepTuHUO. Hali-uectnTe mpu3HAIM 1
CHUMIITOMH Ha PEaKLUH, CBbP3aHH C MPHIOKEHHUETO, BKIIIOYBAT AUCIHES, 3aU€pBIBaHE, MOBHUIICHA
TeMIieparypa, BTprucaHe, rajieHe u AuckoMdopt B repauTe. MeauaHaTa Ha BpeMETO /10 MosiBaTa Ha
IBPBUTE PEAKIINH, CBbP3aHH C MPHUIIOKEHNETO, € 2,1 vaca (quamaszon: 0,0 mo 176,5 gaca). [loBeueTo
peakmun, CBbp3aHu ¢ puitoxkenneTo (98%), ca ¢ Texect cremned 1 umm 2.

Peaxyuu na msacmomo na unscexmupamne
Karo msmo PEAKIIMN Ha MACTOTO Ha MHXXCKTUPAHC Bb3HUKBAT IIPU 8% ot ManUECHTUTE, JICKYBaHU C
Rybrevant 3a MMOAKOKHO MMPUJIOKCHHUC B KOM6I/IHaLII/IH C J'Ia3epTI/IHI/I6. Bcenukn pcaknru Ha MACTOTO Ha
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WH)KEKTHpaHe ca ¢ TexecT cTeneH | ninu 2. Hali-uecTUsT CHMIITOM Ha peakiiuTe Ha MICTOTO Ha
WH)XEKTHpaHE € epUTeM.

HUnumepcmuyuanna berodpobua b6orecm

Huartepcturmmanaa 6enoapodra 6onect (MBb) wim NBB-niomobnn Hexenanu peakinu ce ChoOIaBaT
mpu ynoTpedaTa Ha aMHUBaHTaMal, KakTo U Ha Apyru naxudburopu Ha EGFR. BB ce crobmaBa npu
3,6% ot manueHTuTe, JeKkyBanu Rybrevant (3a MHTpaBEHO3HO WIIH MOJIKOKHO PUIOKCHUE) B
KOMOWMHAIMS ¢ Ta3epTuHNO, BKitounTenHo 2 (0,3%) ciaydas ¢ neranen uzxof. [lanmenTn ¢ anamaesa
3a 1bb, BKiIrounTENHO JIeKapcTBO-uHAyHupaHa Mbb nnu paguaninoHeH MHEBMOHHUT, Ca U3KIIFOUBAHU
or PALOMA-2 u PALOMA-3.

Benoznu mpomboemboruunu (BTE) cvbumus npu convmemeawia ynompeba ¢ aazepmunud

Cwoutns na BTE, BkmountenHo aba00ka BeHo3Ha Tpombo3a (JIBT) u 6enonpobna embomnus (BE), ce
cpobmasar npu 11% ot manuenTtute, moyyasamy Rybrevant 3a moAK0XXHO MPHIOKEHUE B
komOuHanus ¢ nmazeptuand B PALOMA-2 u PALOMA-3. [loBedero ciy4an ca crereH 1 wim 2, Kato
croutus crene 3 HactemBaT npu 3 (0,9%) nammentu. OcBen ToBa 269 (81%) ot Te3u 331 manueHTH,
nonyvaBany Rybrevant 3a moaxkokHO IpUIIOKEHHE, TPHEMaT MPOPUIAKTHYHO aHTUKOATYJIaHTH KaTo
NepopaJieH aHTUKOATyJaHT C JUPEKTHO AEHCTBUE MIIM HUCKOMOJIEKYJICH XEapuH pe3 IbPBUTE
YETUPU MECELIA OT JICUEHUETO B paMKuTe Ha npoyuBaHeTo. B PALOMA-3 yecToTara Ha peakuuuTe C
BTE e 9% npu nanuenture, 1eKyBanu ¢ Rybrevant 3a moko:KHO IpUIIOKEHHE B KOMOMHAIHS C
na3epTHHUO, B cpaBHeHue ¢ 13% mpu nedenueto ¢ Rybrevant 3a nHTpaBeHO3HO PUIIOKEHHE B
KOMOMHANus C J1a3epTHHUO, KaTO YecToTaTa Ha MPOQMIAKTUYHO W3I0I3BaHE HA aHTUKOATyJIaHTH €
CXOJHa B JiBeTe pameHa Ha jieueHue (80% B paMOTO ¢ MOAKOKHO MpHIIokeHue crpsimo 81% B pamoTo
C MHTPaBEHO3HO NpuiokeHue). [Ipu manueHTuTe, KOUTO HE ca MOJIYyYMIH MPOGUIaKTHIHO
aHTHKoOaryjaHTtu, oomara yecrora Ha BTE e 17% npu nanuenture, nexkysanu ¢ Rybrevant 3a
MOJKOKHO IPUIIOKEHHE B KOMOMHAIMS ¢ J1a3epTUHUO, kKaTo Bcuuku BTE peakiuu ce cpo0miaBat kaTo
crernieH 1-2, a ceproznu BTE peakuuu ce cpobmmasat npu 4,8% OT Te3U MAIMEHTH B CPAaBHEHHUE C
obmra yectoTa ot 23% npu NanyueHTuTe, JJeKyBaHu ¢ Rybrevant 3a HHTpaBeHO3HO NMPHUIIOKECHUE B
KoMOuHauus ¢ nazepTuHud, kato BTE peakuuu crenen 3 ce crobmasar npu 10%, a cepuosau BTE
peaKiuu ce ChoOIaBaT npu 8% OT Te3U MaIlMEeHTH.

Peaxyuu na xoxcama u noxmume

OO0puB (BKIIOUUTEITHO aKHEN(OPMEH IEPMATHT), CbPOEXK U CyXa KOKa Bb3HUKBAT MPH NALMEHTHTE,
nekyBaHU ¢ Rybrevant (3a HHTpaBEHO3HO MJIHM MOJKOYXKHO MPHIIOKEHNE) B KOMOWHAIIUS C JTa3epTHHUO.
OO6puB BB3HUKBA IpH §7% OT MaMeHTuTe, a 00pyB, BOJCL 10 IpeycTaHOBsIBaHEe Ha Rybrevant,
BB3HMUKBA 11pu 0,7% ot nauuentute. [loBedero ciydau ca crened | unu 2, Kato peakuuu ¢ 00puB
cTerneH 3 Uiy creneH 4 Bb3HUKBAT ChOTBETHO 1pH 23% u 0,1% ot naruenture.

Hapvwenus na ouume

OuHU HapylIeHUsI, BKIIOUTETHO KepaTht (1,7%), Bb3HUKBAT NPH MallUCHTUTE, JIeKyBaHU ¢ Rybrevant
(32 MTHTPaBEHO3HO WJIM OJKOKHO MpHIIokeHue). Jpyru cho0IiaBaHy HeXXeTaH! PEakIlui BKIIOUBAT
pacTex Ha MUTIIUTE, 3pUTENTHO YBPEKAAHE U IPYT'H OUHU HApYyIIECHUS.

CrernyanHu oIy IAIHNA

Cmapuecka 8vb3pacm

Wma orpaHnveHn KIMHAYHA JaHHU 32 aMHBaHTamMal MpH NalueHTH Ha Bh3pacT 75 WK moBeue
rojuHU (BX. Touka 5.1). KaTo 1510 He ce HaOIo1aBaT pa3ivky B 0€301MacHOCTTa MEX/Ty MAIlHeHTHTE
Ha BB3paCT > 65 TOAMHU U MallUeHTUTE < 65 TOJIUHU.

CpoOuiaBane Ha NOAO3UPAHH HEXKEIAHN PEAKIIMHI

Cro0maBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEAKIIUU CIIe/] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISIBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO IOJI33/PUCK 32
JICKapCTBEHUS NPOAYyKT. OT MEIUIMHCKUTE CIICIIHAIIMCTH CE€ U3MCKBA Ja ChOOIIaBaT BCAKa
MOI03MPaHa HeXKEIaHa Peakiys Ype3 HaIMOHAIHATa CHCTEMa 3a ChOOIIaBaHE B:

W3meaHUTETHA areHIus 10 JIeKapcTBaTa

yi1. ,,Jdamsta ['pyeB” Ne 8
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4.9 Ilpeno3upane

Jlunicea nnopmarus 3a npego3upaHe Ha Rybrevant 3a moKo»)HO MPHUIOKEHUE U HSIMA U3BECTCH
crierduueH aHTUAO0T. B cimydait Ha mpeno3upane nedenneTo ¢ Rybrevant TpsoBa ga ce crmpe,
MAIUEHTHT TPSAOBA J1a ce HaOJI0JaBa 3a MPU3HAIM WM CUMIITOMU Ha HEeXellaHU ChOUTHS U He3a0aBHO
Jla CE 3aIOYHAT IMOIXO I 00U MOIhPKAIIA MEPKH 10 HAMAJISIBAHE WIH OT3By4YaBaHE Ha
KITMHAYHATA TOKCUIHOCT.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoauHAMUYHHU CBOWCTBA

dapmakoTepaneBTHYHa Ipyna: MOHOKIOHAIHYA aHTUTENA U aHTUTSII0-1eKapcTBeHH KoHtoratu, ATC
xox: LOIFXI18

Rybrevant 3a moAKOXHO NPUIIOKEHUE CHABPKA PEKOMOMHAHTHA YOBEIIKA XUAITyPOHUAA3a
(rHuPH20). rtHuPH20 neiicTBa okaiHO U MpexomHO, KaTo pa3rpaxna xuarypoHnana (HA) (ectectBen
TJIMKOAMUWHOTIJIMKaH, KOMTO ce HaMupa B IAJI0TO THHO) B U3BBHKJICTHYHUA MATPUKC HA MOAKOKHATA
THKaH, KaTO pa3lLenBa Bpb3KaTa MEeX Ly JBara Bua 3axapu (N-aueTHITII0KO3aMUH U TIIIOKYPOHOBA
KHCEIINHA), KOUTO ChCTaBsiBaT HA.

MexaHu3bpM Ha IeWCTBUE

AwmuBanTama0 e uzisiio yosemko [gG1-6azupano EGFR-MET OucnennguyHO aHTUTSIIO C HUCKO
ChIIbp)KaHUe Ha (PyKo3a, C aKTUBHOCT 32 HACOUBaHE HA HMMYHHUTE KJICTKH J1a TApreTHpPaT TYMOPH C
aktuBupaiy myraiu Ha EGFR, karo nenennu B ex3oH 19, ex3on 21 L8S8R cyOcTutymu u
MHCEPLIMOHHU MyTaluu B ek30H 20. AMuBaHTaMal ce CBbp3Ba C eKCTpaLeNyJapHUTe TOMEHHHN Ha
EGFR u MET.

AwmuBanTama0 npexbeBa curanusupamute GpyHkuun Ha EGFR 1 MET upes Grokupane Ha
CBBP3BAHETO HA JIMTaH/AA U Ype3 yBeanuaBaHe Ha pasrpaxaaHero Ha EGFR nu MET, kato no To3u
Ha4YMH IPEJOTBpaTsIBa HaApacTBaHETO HA TyMopa u nporpecusta. Hannunero Ha EGFR 1 MET na
MOBBPXHOCTTA HA TYMOPHHTE KJIETKH CHIIO /1aBa Bh3MOKHOCT 33 TApreTUPAHEeTO Ha Te3U KIETKH 3a
paspymaBaHe OT IMyHHUTE €()EKTOPHU KIETKH, KaTO HAIlp. ECTECTBEHUTE KIECTKU-yOuiy 1
Makpodarute, CbOTBETHO Upe3 MEXaHM3MHUTE Ha aHTUTSIIO-3aBUCHMA KJIEThbYHA IUTOTOKCHYHOCT
(ADCC) u TporouuTo3a.

(DaDMaKOZ[I/IHaMI/I"IHI/I ed)eKTI/I

Crnen mbpBara 11su1a 103a Rybrevant 3a moakoKHO MPUIOKEHHE CPEIHUTE CEPYMHH KOHIIEHTPAIIUU Ha
EGFR u MET namansBaT 3Ha4YUTENIHO U OCTaBaT TakKa Mpe3 LEeIus NeprUo/l Ha JICUCHHUE 32 BCUUKHU
HA3CIIEABAHU JO3H.

Anbymun
Rybrevant 3a moik0xHO MPUIIOKEHUE HAMAJISIBA CEpyMHATa KOHIICHTPAIUs Ha ajl0yMuHa,

dapmakomHamudeH edekt Ha uaxudupanero Ha MET, 00MKHOBEHO Tipe3 mbpBHUTE § CeMHIIN (BXK.
Touka 4.8); cieq ToBa, KOHLEHTpauusATa Ha ajJOyMuHa ce cTabMIM3Hpa Mpe3 ocTaHajaTa 4acT OT
JIeYSHUETO C aMUBaHTamao.

Kiununden onut ¢ Rybrevant 3a mo/iko)xHO MPUITIOKEHUE

Edukacnoctra Ha Rybrevant 3a moKoKHO MPHIIOKEHHUE IIPH MAIUEHTH C JIOKATHO aBaHCHUPAIT UIIN
MertacratndeH NSCLC ¢ EGFR myTtanuu ce ocHOBaBa Ha IMOCTUTaHETO Ha He mo-mManka K
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SKCTIO3HITUS B CpaBHEHHE C MHTPaBECHO3HUS aMuBaHTaMad B mpoyuBaHeTo PALOMA-3 (Bk.

touka 5.2). [IpoyuBaneTo moka3Ba He MO-MajKa e(pUKACHOCT Ha MOIKOKHHS CIIPSIMO HHTPABEHO3HHUS
aMuBaHTaMal, MpwiaraH B KOMOMHAIUS C JITA3EPTUHUO, TIPH MAIUCHTH C JIOKATHO aBaHCUPAJ WU
metacratnieH HIIKB]l ¢ EGFR myraruu, yrero 3a0oiisiBaHe € MpOrpecupao o BpeMe Ha WK CIIeT
JIeYeHHE C O3UMEPTUHUO W XUMHUOTEpaNus Ha OCHOBAaTa Ha TUIATHHA.

KIuHMYEH OIUT ¢ varevant 3a HHTPABCHO3HO MPUIOXKCHHEC

Henexysan npeou mosea HIPEJ ¢ oeneuuu 6 exszon 19 na EGFR wnu cybcmumyyuoHHU Mymauuu
L858R 6 exzon 21 (MARIPOSA)

NSC3003 (MARIPOSA) e panmoMu3ApaHo, OTKPUTO, aKTHBHO-KOHTPOIUPAHO, MHOTOIICHTPOBO
npoyuBaHe ¢a3za 3, oleHsIBaIIo eQUKaCHOCTTa U Oe30macHoCTTa Ha Rybrevant 3a HHTpaBeHO3HO
MIPUJIOKEHUE B KOMOMHAIIMS C JITA3EPTUHUO B CPAaBHEHHUE C MOHOTEPAIHS C O3UMEPTHHUO MPU TbpPBa
JIMHUS Ha JICYEHUE Ha NAlUEeHTH ¢ JOKAJIHO aBaHcupas win meracratnded HJIPB/I ¢ myTanuu B
EGFR, HenogaBai ce Ha KypaTuBHO JieueHrne. Heobxomumo e mpoOuTe Ha MaIieHTUTe /1a IMaT eIHa
ot neete yect EGFR mytanuu (nenenus B ek30H 19 wnm cyoctutyimonna myraius L858R B
€K30H 21), ycTraHOBEHHM 4pe3 JIoKaiHo u3cnensade. [Ipodure ot TymopHa ThkaH (94%) n/unu nina3ma
(6%) Ha BCHYKHM MAIIMEHTH Ca W3CJIeIBaHH JIOKATHO, 32 JIa Ce OTPEIeNN CTaTyChT Ha MyTallus Ha
EGFR - nenenus B ex30H 19 u/minu cyoctutynmonna myrtaius L8S8R B ex3oH 21, xaro ipu 65% ot
MalMeHTUTE € U3I0JI3BaHa ouMepasHa BepmwxkHa peakuust (PCR), a nmpu 35% - cexBeHupane ot
cienaio mokoireane (NGS).

Oo6mmo 1074 naruentu ca pangomusupanu (2:2:1) 3a nmosydaBane Ha Rybrevant 3a HHTpaBeHO3HO
NPUIOKEHUE B KOMOMHALUS € JIA3epTUHUO, MOHOTEpAIus C 03UMEPTUHUO MIIM MOHOTEpAIHS C
Ta3epTUHUO 10 TIPOTrpecus Ha 3a00IBAHETO MM HEPHEMITHBA TOKCHYHOCT. Rybrevant 3a
WHTPABEHO3HO MPUIIOKEHHE € MTPUiIaraH MHTPaBeHo3HO B fo3a 1050 mg (nmpu nanmeHTH ¢ Terio < 80
kg) nnu 1400 mg (npu naumeHTH ¢ Tero > 80 kg) BeAHBK CEIMUYHO B IPOJBIKEHHE Ha 4 ceIMUITH,
a cJiell TOBa Ha BCEKH 2 CEAMUIIM, KaTo ce 3al04He OT ceamuua S. JlazepTuHuO € npuiarad nepopaiHo
B 71032 240 mg BeaHBK AHEBHO. O3uMepTHHHUO € mpuiiarad B 103a 80 mg nmepopajiHo BEAHBK JHEBHO.
Panjomusupanero e ctparuduipano o tumna mytaims Ha EGFR (nenenus B ex30H 19 miu
cyoctutyrmonHa myrarus L858R B ex30H 21), o paca (0T a3MaTCKH WIH HE OT a3UATCKH MPOU3XOT)
Y 110 aHaMHEe3a 32 MO3bYHHU MeTacTasu (Ia Wid He).

Uzxomuaute nemorpadcku JaHHY U XapaKTEPUCTHKHUTE Ha 32a00JIIBaHETO ca OamaHCUpaHH B paMeHaTa
Ha JledeHne. MequaHara Ha Bb3pacTTa € 63 ronuHu (quamas3oH: 25-88 roquan), kato 45% ot
MalMeHTUTE ca Ha BB3pacT > 65 roaunu, 62% ca xenu, 59% ca oT azuarcku npousxo, a 38% ca ot
Osutara paca. M3xonuusat gpyHkuuoHaneH cratyc o Eastern Cooperative Oncology Group (ECOG) e 0
(34%) umu 1 (66%); 69% HuKora He ca mymmiay; 41% uMaT npeaxoTHU MO3BYHH MeTacTazu u 90%
umar pak B IV craguii npu nbpBoHayaiHaTa guarHosa. l{o ce oTHacs 1o ctaTyca Ha MyTallMUTE B
EGFR, 60% ca c meneruu B ex30H 19, a 40 % - cve cydctutynmonan myTaruu L8S8R B ex3on 21.

Rybrevant 3a nHTpaBeHO3HO NPUIIOKESHHE B KOMOWHAIMS C J1a3epTUHUO MOKa3Ba CTATUCTUYECKU
3HAYMMO TTOI00peHne Ha mpexupsiemoctta 0e3 mporpecus (PFS) copen onenkara na BICR.

OxonyarenHusaT aHanu3 Ha OS moka3Ba craTHCTHUECKH 3HaUNMO nogoopenue Ha OS 3a Rybrevant B
KOMOWMHAIMS C Ta3epTUHUO B cpaBHEHHE ¢ 03uMepTHHUO (BXx. Tabmuma 10 u @urypa 2).

Tabamna 6:  Pesyararu 3a epukacHoct B MARIPOSA

Rybrevant 3a nHTpaBeHo3HO
NpUJIoKeHHe + Ja3epTUHHO O3umepTHHUOD
(N=429) (N=429)
IIpexussaemoct 6e3 mporpecus (PFS)*
Bpoii crOutus 192 (45%) 252 (59%)
Menuana, meceru (95% CI) 23,7 (19,1; 27.7) 16,6 (14,8; 18,5)

Koedwumuent Ha pucka (95% CI);

o erofifoor 0,70 (0,58; 0,85); p=0,0002

44



Oo6ma npexussiemoct (0OS)

Bpoii ceouTHst 173 (40%) 217 (51%)
Menamana, mecenu (95% CI) NE (42,9; NE) 36,7 (33,4; NE)
KOC(bEIHI/IeHT Ha pucka (95% CI); 0.75 (0.61: 0,92): p=0,0048
p-cToitHOCT
Yecrora Ha 00ekTHBEH 0TroBop (ORR)™0
ORR % (95% CI) | 80% (76%, 84%) | 77% (72%, 81%)
Ipoab/kuTeaHocT Ha otrosopa (DOR)*°
Menuana, mecer (95% CI) | 25,8 (20,3; 33,9) | 18,1 (14,8;20,1)

BICR = 3acnenen He3aBucuM neHTpaieH nperien; Cl = nosepurenes uatepsai; NE = He Moke Ja ce OIeHH.
Pesynrarute 3a PFS ca ¢ nata Ha 3akmouBane Ha ganHuTe 11 aBryct 2023 r. ¢ Meanana Ha npociensBane 22,0 mecena.
Pesynratute 3a ORR 1 DOR ca ¢ nata Ha 3akmouBane Ha gaHHUTe 13 Mait 2024 r. ¢ MeauaHa Ha pociensBaHe

31,3 mecena. Pesynratute 3a OS ca ¢ 1aTa Ha 3aKiIrouBaHe Ha JaHHHUTE 4 nekeMBpu 2024 r. ¢ MeauaHa Ha IPOCIIE/IIBaHE
37,8 mecena.

4 BICR cnopex RECIST v1.1.

5 Bps ocnosa Ha MOTBBP/ICHU PECIIOHJIEPH.

®@urypa 1: Kpusa na PFS no Kaplan-Meier npu HeslekyBanu npeau ToBa namuentu ¢ HAPB/I
crnopen ouenka Ha BICR
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®@urypa 2: Kpusa na OS no Kaplan-Meier npu HejiekyBanu npeau ToBa nanuentu ¢ HIAPB/]
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Brrpeuepennnute ORR u DOR, onenenu upe3 BICR ca npeaBapuTenHo yToOUYHEHH KpailHU TOUKH B
MARIPOSA. B noarpynara naiueHTy ¢ BbTpeUepenHu JIe3ur Ha U3X0JHO HUBO KOMOUHAIIUSATA Ha
Rybrevant 3a HHTpaBEHO3HO MPUIIOKEHHUE U JIA3EPTUHUO MMOKa3Ba CXOJHA C KOHTPOJAaTa BbTpedepenta
ORR. Csrinacho mportokosa Ha BcuukH naiueHTH B MARIPOSA ca HanpaBeHu cepuitHU U3CeaBaHUS
¢ SIMP Ha M03bKa 3a OLIEHKa Ha BbTPEUEPENHUS OTTOBOP U MPOIbILKUTENHOCTTA. PesynraTure ca

000061enn B Tabnuma 7.

Ta0auna 7:

BouTpeuepenna ORR u DOR cnopen onenka Ha BICR npu yyacTHunm ¢

BbTpPeYepPeNHN Je3HMH Ha M3X0AHo HHBO - MARIPOSA

Rybrevant 3a uHTpaBeHO3HO
NpUJIoKeHNne + Ja3epTHHNO O3umepTHHUOD
(N=180) (N=186)
OueHka Ha OTTOBOpPA NPH BbTpeyepeneH TYMOpP
Brrpeuepennna ORR 78% 77%
(CR+PR), % (95% CI) (71%, 84%) (71%, 83%)
[Tenen otroBop 64% 59%
Bourpeuepenna DOR
Bpoii pecionnepn 140 144
Menunana, meceru (95% 35,0 (20,4; NE) 25,1 (22,1; 31,2)
CD

CI = moBepHUTENICH UHTEPBAIT,
NE = He Moe 1a ce oLleHH

Pesynrarute 3a BpTpeuepenrnure ORR 1 DOR ca ¢ nara Ha 3akmouBane Ha fanHuTe 4 nekemBpu 2024 r. ¢ MeraHa Ha

npociensBane 37,8 mecena.

Jlexyean npedu mosa HeopebHoKkIembyer pak Ha beaume opobose (HIIPBJ]) ¢ uncepyuonnu mymayuu

6 exzon 20 (CHRYSALILS)

CHRYSALIS e MHOTOIIEHTPOBO, OTKPHUTO IIPOYYBAHE C MHOKECTBO KOXOPTH, IIPOBEICHO 3a OICHKA
Ha Oe3omacHoOCTTa U epUKacHOCTTa Ha Rybrevant 3a nHTpaBeHO3HO MPUIOKEHUE TIPH TTAIIUECHTH C
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JiokaiiHo aBaHcupai uwin meractatnueH H/APB/I. EdukacHoctra € orieHeHa npu 114 mamueHra ¢
JoKajHO aBaHcupan win MetactatiuaeH H/IPB/] ¢ macepumonnn mytanuu B ek30H 20 Ha EGFR,
yreTo 3a00sBaHe € IPOrpecHpalo Mo BpeMe Ha WU Ciie] XUMHOTepanus Ha 6azaTa Ha MJiaTuHa, U
KOUTO UMaT Me/IaHa Ha npociensBane 12,5 mecena. [Ipodu ot TymopHa ThkaH (93%) u/vnu mia3ma
(10%) 3a BcHYKM NAIMEHTH ca TECTBAHM JIOKAJTHO 3a OTIpe/iesITHe Ha CTaTyca [0 OTHOIICHHE Ha
myTtanus ¢ uaceprws B Ex3on 20 va EGFR, xaTo ce u3mon3Ba ceKBeHUpaHe OT CIIEABAIIO TOKOJICHUE
(next generation sequencing, NGS) npu 46% oT nauuMeHTUTe WK TONMMeEpa3Ha BEpHKHA PeaKLus
(polymerase chain reaction, PCR) ipu 41% ot nanmenrtute, a ipu 4% OT MareHTUTE METOANTE 32
TECTBaHE He ca nocoyeHU. [TaliMeHTy ¢ HeneKyBaHM MO3bYHH METAcTa3! Wiu aHamHesa 3a ILD,
HY/Iaellly ce OT JIeYEHHE ChC CTEPOUAHN C YIBIDKEHO JEHCTBUE WIN APYTH UMYHOCYITPECUBHH
CpeZcTBa Mpe3 MOCIeAHUTE 2 TOANHY, HE ca BKIIOYEHH B MpoyuBaHeTo. Rybrevant 3a nHTpaBeHO3HO
MIPUJIOKEHHUE € IpHUiIaral MHTpaBeHo3Ho B 032 1 050 mg npu narmentu < 80 kg nmm 1 400 mg mpu
nanueHTH > 80 kg BeIHbXK CeAMUYHO B MPOABIDKCHUE HA 4 CEIMUIIM, CJIe]l TOBa HA BCEKH 2 CEAMUIIH,
Kato ce 3amoyBa B Ceamuua 5, 10 3aryda Ha KJIMHUYHA [10J132 WK HEMTPUEMITUBA TOKCUYHOCT.
IIspBuuHaTa KpaifHa TOYKa 32 €(UKACHOCT € OLIEHeHaTa OT U3CJeoBaTelNsl 00IIa YeCTOTa Ha OTTOBOP
(overall response rate, ORR), onpenenena karo moTBbpzAeH mbieH otroBop (CR) mnm gactuden
otroBop (PR) Bb3 ocroBa Ha RECIST v1.1. OcBeH ToBa mbpBUYHATA KpaiiHa TOUKA € OIICHEHA Ype3
3acneneH He3aBucuM IeHTpaneH nperinen (blinded independent central review, BICR). Bropuaanre
KpaiiH! TOYKH 32 e(h)UKaCHOCT BKIIFOYBAT MTPOABIDKUTETHOCT Ha oTroBopa (duration of response,
DOR).

Menunanara Ha Be3pacTTa € 62 rogunu (auamazoH: 36—84), karo 41% ot manueHTHTE ca > 65 TOUHY;
61% ca xxenu, 52% ca azuatim U 37% ca oT eBpornenaHaTa paca. Mennanara Ha Oposi Ha IPEAXOHH
Tepanuu e 2 (quana3on: 1 go 7 repanuu). Ha uzxoano HuBo 29% uMat (GyHKIMOHAIEH CTATyC 110
ECOG 0, a 70% umar ¢pynkuuonanes craryc no ECOG 1; 57% nukora He ca mymmny; 100% nmar
pak craauii IV, a 25% nmar npeaxogHo JieueHre 3a MeTacTa3u B Mo3bKa. Hcepuuu B ek30H 20 ca
HaOJII0JaBaHy B § pa3IMYHU OCTaThIIM; Haii-uecTuTe octaThliu ca A767 (22%), S768 (16%), D770
(12%) n N771 (11%).

Pesynrarute 3a epukacHoct ca 0600meHn B Tabmuna §.

Tabsmna 8:  Pegyararu 3a epuxkacHoct B CHRYSALIS

Ouenka Ha
H3cje0BaTens
(N=114)

O6ua yecrora Ha oTroBop™ ° (95% CI) 37% (28%, 46%)

[IbneH otroBop 0%

YacTryeH oTroBop 37%
IIpoaBLJZKHTETHOCT HA 0TTOBOPA

Memunana® (95% CI), mecermu 12,5 (6,5; 16,1)

ITammenTn ¢ DOR > 6 mecena 64%

CI = JloBepuTeneH uHTepBal
IMoTBBpIAEH OTTOBOD

Pesynrature 3a ORR 1 DOR cnopen orieHkaTa Ha n3cienoBaress CbOTBETCTBAT HA Te€3U, ChOOICHU TP OLIEHKaTa Ha
BICR. ORR cnopen onienkata Ha BICR e 43% (34%, 53%), xato gecrtorata Ha CR e 3%, a Ha PR - 40%, mennanata
Ha DOR cnopen onerkara Ha BICR e 10,8 mecena (95% CI: 6,9; 15,0), a manmentute ¢ DOR > 6 Mecena criopen
onenkara Ha BICR ca 55%.

B13 ocHoBa Ha u3uncnenus no Kaplan-Meier

HpI/I MMPOY4YBAHUTEC IMIOATUIIOBE MYyTallkuUu CC Ha6n}0z[aBa AHTUTYMOPHO ,Z[eﬁCTBPIC.

HmyHorenHoct
Crnen nedenue ¢ Rybrevant 3a moakoXHO MPHIIOKEHUE HEYECTO C€ OTKPUBAT aHTUIICKAPCTBEHU

anTutena (anti-drug antibodies, ADA). He ca ycranoBenu gannu 3a BiusgHue Ha ADA Bbpxy
(dapmakokrHeTHKATa, ehUKacHOCTTa WK Oe3omacHoctTa. Cpen 389-Te yuaCTHHIM, MOy IHIH
Rybrevant 3a HoaK0XXHO NMPHIIOKEHUE KATO MOHOTEPAITUS HITH KaTO YacT OT KOMOWHHMpaHa Teparus,
37 yuactauiu (10%) ca MOIOKUTEITHY 32 BH3HUKHAIH B X012 Ha JiedeHneTo anTurena kbM rHuPH20.
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Mmynorennoctta kbM rHUPH20, HaGroqaBana npu T3 YIaCTHHIIH, HE TIOBIIHASIBA
(apMaKOKMHETHKATA HA aMHBaHTaMal0.

Crapuecka Bb3pacT

Karo ms15mo He ca HaGmr01aBaHU pa3TUKY B €PEeKTUBHOCTTA MEXK/Y IMAIUEHTUTE Ha BB3PacT
> 65 roguHu ¥ NaueHTUTe < 65 TOIUHM.

Ilennarpuynn momyJianus

EBponeiickaTa areHIus 1o gekapcTBara 0cBOO0Xk1aBa OT 3aIbJDKEHUETO 32 IPEIOCTaBsSIHE Ha
pe3ynTaTuTe OT MpoyduBaHuATa ¢ Rybrevant BbB BCHUKH HOATPYITH Ha NeIHATPUYHATA TIOITyJIaus MIPpU
HAPB/I (Bx. Touka 4.2 3a nHpOpMaLUs OTHOCHO yHOTpeOa B eANaTPUsITA).

5.2 ®apMakoKMHETHYHH CBOWCTBA

AOGcopOrus

Cren mOAKOXKHO MPUIIOKEHHE cpeaHOreoMeTpruuHaTa croiiHocT (%CV) Ha OMOHAaIMYHOCTTA Ha
amuBaHTamab e 66,6% (14,9%) ¢ MenuaHa Ha BPEMETO 3a JJOCTUTaHE Ha MaKCHMaTHAa KOHI[CHTPAIHsI
3 nHM BB3 OCHOBA HA MHAMBHAYyaNHUTE onleHky Ha OK mapamerpu Ha amuBaHTamMad mpu
YYaCTHHIUTE, MOTyYaBallH IIOJKOKHO NPHIOKEHHE, B romynannonaus K anamms.

[Tpu cxemara ¢ MOJKOXKHO MPHIIOKEHNE Ha BCEKH JIBE CEAMUIIM, CPEAHOTCOMETPUYHATA CTOHHOCT
(%CV) Ha MakcMaHaTa CTOMHOCT Ha Hal-HUCKAaTa KOHIIEHTPAIHs Ha aMHBaHTaMab cien
yeTBbpTaTa ceiMuuHa 1o3a € 335 pg/ml (32,7%). Cpennata ctotHOCT HA AUC cenvmua CE yBETHUABA
3,5 ombTH OT mhpBata go03a a0 e 1 B Lukbn 2. MakcumanHaTa CTOMHOCT Ha Hall-HUCKaTa
KOHIICHTpAIMs Ha aMUBaHTamMal cJie]l TIOJAKOKHO MPHIOKEHUE KaTO MOHOTEPAIHs U B KOMOMHAIIHS C
na3epTHHUO OOMKHOBEHO ce HaOJroIaBa B Kpas Ha ceamuuHata jo3a (Luksn 2, llen 1).
KonnenTpanusra Ha aMmuBaHTaMal B CTAIMOHAPHO CHCTOSHUE CE TOCTHUTa MPHOIUZUTEITHO KbM
Cenmuna 13. Cpennoreomerpuunata ctoiftHoOCT (%0CV) Ha Hali-HUCKaTa KOHIIEHTpalys Ha
amMHBaHTamad B cTauroHapHO cherosiaue B Lukwi 4, [en 1 e 206 pg/ml (39,1%).

B Tabnuna 9 ca n3dpoeHu Ha0JI0IaBaHUTE CpeiHOreoMeTpruHu croiiHocTH (%CV) Ha
MaKCHUMAaJHUTE CTOWHOCTH Ha Hal-HUCKHU KoHUeHTpauu B (ks 2, leH 1, Cirougn) 1 TUIOLITA TTOJ
KpuBata mazmMena KoHueHTpauusi-spemMe (AUC e 1-15) oT Lluksa1 2 crien npenopbYuTeIHUTE 103U
aMHBaHTaMaO, MPUIaraHy MOJAKOKHO U MHTpaBeHo3HO npu nanueHTu ¢ HAPB/I. Te3un ®K kpaitau
TOYKH ca B OCHOBaTa Ha JIEMOHCTPUPAHETO Ha HE MMO-Mallka e()MKaCHOCT, KOETO € B IOJIKpena Ha
NPEMHUHABAHETO OT MHTPABEHO3HO KbM IIOJIKOKHO MPUIIOKEHHE.

Tabauna 9: Pe3lome Ha (papMaAKOKHHETHYHUTE NMOKA3ATEJIU HA aMUBAHTaMAa0, KaTo e
H3N013BaH cepyM, npu nanuentu ¢ HAPB/I (mpoyusane PALOMA-3)

Iloxa3aTes Rybrevant 3a noakoxno Rybrevant 3a unTpaBeHo3HO
NpUJIoKeHne npuiao:xenne 1050 mg
1600 mg (1400 mg npu TeJIECHO TerJa0
(2240 mg npu TeeCHO TerJio = 80 kg)
> 80 kg)
Cpennoreomerpuina cToiiHocT (%o CV)
Huxsn 2 Jlen 1
335 (32,79 293 (31,79
Ctrough (ug/ml) ( > /0) ( > A’)
Huicsn 2 AUCoay - 135861 (30,7%) 131704 (24,0%)
15) (ng/ml)

Pasnpenenenue

BB3 ocHOBa Ha M3unciaeHuATa Ha nHAUBHAyarHuTe DK 1mokazarenu Ha aMrBaHTaMal B
nonynanuonHus OK ananus npu yyacTHULM, TOTy4YaBally MOJKOXKHO MPUIOKEHUE,
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cpennoreomerpuyHara ctorHOCT (%CV) Ha 00wt 06eM Ha pasIpeiereHre Ha aMuBaHTaMao,
TIPHUIIOKEH TIOAKOXKHO, € 5,69 1(23,8%).

EnumMunupane

B13 ocHOBa Ha m3unciennara Ha nHauBHAyanauTe OK mokazareny Ha amrBaHTamMal B
nomynanuonaus OK aHamu3 npy yYaCTHHIU, TOTYYaBaIy MTOAKOKHO MPHUIIOKEHHE, U3YHCIICHATA
cpennoreomerpuyHa ctoHOCT (%0CV) Ha nuHeiHns CL 1 cBbp3aHUAT TEPMHUHAJICH MOTYKHUBOT, Ca
crotBeTHO 0,264 1/men (26,0%) u 18,8 nau (34,3%).

CrenuanHy NOmyJIalui

Cmapuecka 8v3pacm
He ca HaOnroiaBaHy KIIMHUYHO 3HAYMMU PA3JIMKHA BbB ()apMaKOKHMHETUKATA HA aMHUBaHTaMal Bb3
OCHOBa Ha BB3pactTa (21-88 rogmam).

bvopeuno yepescoane

He e mabOnromaBaH KIMHAYHO 3HAYNM e(DEeKT BHPXY (PapMaKOKMHETHKATa Ha aMUBaHTaMal Tpu
naruenTy ¢ neka (60 < kpearnanHOB KIupbHC [CrCl] < 90 ml/min), ymepena (29 < CrCl < 60 ml/min)
i Texka (15 < CrCl < 29 ml/min) crenen Ha 6b0peuHO yBpekaane. JlaHHUTE MU MALMEHTH C
TeKKa cTereH Ha ObOpeYHo yBpexkaaHe ca orpannieHu (n=1), Ho HsIMa JaHHH, KOUTO Ja TIOKa3Bar, ye
TIPH TE3W MAIMEeHTH € HeoOXoqruMa KOpeKIus Ha go3ata. EdekTsT Ha TepMuHanHa 6b0peuHa
HenocraTbyHoCT (CrCl < 15 ml/min) BbpXy papmMakoknHETHKATa HA aMUBaHTaMal € HEU3BECTEH.

YeproopobHo vepesrcoane

Manko BepOosITHO € IPOMEHH B YepHOAPOOHaTa (PyHKIHUS ]a OKaXKAT HAKAKBB €PEKT BHPXY
SJIMMUHHUPAHETO Ha aMUBaHTaMal, Thi KaTo MosieKynuTe Ha 6a3ara Ha [gG1 kaTo amuBaHTaMab He ce
MeTabonu3upaT upe3 YepHOAPOOHH IBTHILA.

He e naGmoiaBan KIMHAYHO 3HAYMM €(EKT BbpXY (apMaKOKMHETHKATa HA aMUBaHTaMal Bb3 OCHOBA
Ha Jieka [(o0mur ounupyoun < ULN u AST > ULN) unmu (ULN < o011 ommupy6us < 1,5 x ULN)] wiu
ymepena (1,5<ULN < o6y 6mnmupyoun < 3XxULN u Besika croriHocT Ha AST) creneH Ha 4epHOAPOOHO
yBpexaaHe. JJaHHUTe py NauueHTH C yMEepeHa CTENeH Ha YepHOAPOOHO YBPEXkKAaHe ca OrpaHUYCHU
(n=1), HO HAMa JaHHHU, KOWTO JIa [IOKA3BAaT, Y€ MIPH TE3U MAIUCHTH € HEOOXOAMMa KOPEKIIHs Ha
no3ara. EQexTsT Ha Texka creneH (0011 ounupyoun > 3 metu ULN) Ha yepHOAPOOHO yBpexaaHe
BBPXY (papMaKOKHHETHKaTa Ha aMUBaHTaMal € HEM3BECTEH.

Heduamputmu nonyiaauus
®K na amuBanTamad Ipu NCAUATPUIHU MALUCHTH HE € U3CJICIBAHA.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

HexnuHn4HMTE JaHHU HE MOKa3BaT 0COOEH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHAJHUTE
MIPOYYBaHUs 32 TOKCHYHOCT ITPU MHOTOKPATHO IIpUJIaraHe.

KaHUCDOFeHHOCT 1 MYTaréHHOCT

He ca npoBexx1aHu nIpOy4BaHMsI IPY KUBOTHU 34 YCTAHOBSIBAHE HA KAHILIEPOT€HHUS MTOTEHIAI Ha
amuBaHTama0. PyTHHHHUTE MpOyyYBaHHS 32 TEHOTOKCHUYHOCT M KAHLEPOT€HHOCT OOMKHOBEHO HE ca
MIPUIIOKUMU TIPU OMOJIOTUYHUTE JIEKAPCTBEHH MPOAYKTH, Thil KATO TOJIEMHTE MOJIEKYJIH Ha
NPOTEWHHUTE HEe Morat Jia TMQYHIUpaT B KIETKUTE U He Morart Jia B3aumoeiictat ¢ JIHK wm ¢
XPOMO30MEH MaTepHall.

PenponykTuBHA TOKCHYHOCT

He ca npoBexxaanu mpoydYBaHUs MPH )KUBOTHH 32 OIICHKA HA €()EKTUTE BEPXY PEHPOAYKIUATA H
¢detanHOTO pazsBuTHE. B3 OCHOBa HAa MeXaHW3Ma My Ha JielicTBHe 00ade aMHUBaHTaMad MOXe Jia
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NPUYHHYU (eTaHO YBPEXKIaHE HITH aHOMAIMU Ha pa3BuTreTo. Criope] choOIeH s B ITeparypaTa
HaMaJICHUETO, SIMMUHUPAHETO HIIH IPEKbCBAHETO Ha eMOproderanHara win Maiiunnata EGFR
CUTHAJIM3AIUs MOXKE JIa MONPEYH Ha UMILIAHTAIUATA, J1a TIpeAu3BruKa eMOpuoderanna 3aryba mo
BpEME Ha Pa3JIMYHH T€CTAIMOHHU CTaauu (Upe3 e)eKTH BbPXY Pa3BUTHETO HA IUIAIICHTATA), J1a
MIPUYUHA aHOMAJINU Ha Pa3BUTHETO B MHOKECTBO OPTaHM WJIM PaHHA CMBPT Ha MPEKUBENHUTE PETYCH.
Amnanormuno, HokayTsT Ha MET wnu HeroBus jurang xemaronuteH pactexker ¢akrop (HGF) e
eMOpHoJIeTalIeH TIOPAIU TeXKHU Ne(DEeKTH B Pa3BUTHETO Ha TUIAIIEHTATa, KaTo (peTycuTe uMar aedextu
Ha MYCKYJIHOTO pPa3BUTHE B MHOXECTBO opraHu. M3BecTHO e, ye yoBemkute [gG1 mpemunaBar mpe3
rraneHTaTa. [lopaam ToBa, aMmuBaHTaMab MMa MOTEHITHAN Ja Ce TIpeAaBa OT MaikaTa Ha pa3BHUBAIIH
ce IO,

6. DAPMAIIEBTUYHU JAHHHU
6.1 Chucbk Ha HOMOIIHHUTE BeLIeCTBA

PexomOunanTHa yoBemka xuanyponunasa (rHuPH20)
EDTA punatpueBa con quxuapar

Jlegena ouerHa KkucenuHa

L-metuonun

[Momucopoar 80 (E433)

Harpues anerat Tpuxuapar

3axaposa

Bopa 3a unxexnuu

6.2 HecbBMECTHMOCTH

To3u s1ekapcTBEH IPOAYKT He TpsiOBa /1a ce CMecBa C JPYTH JIEKapCTBEHU MPOJYKTH, C U3KJIIOUEHUE Ha
MIOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHOCT

HeorBopen duiakon
18 mecerna

IIpUroTBeHa CIPUHIIOBKA

XumuyHa U pu3nyHa CTaOMITHOCT B MIEpHO/Ia Ha M3MOJI3BaHE € J0Ka3aHa B MPOIbIDKeHUE Ha 24 yaca
mipu 2°C g0 8°C, nocnensano ot 24 yaca npu 15°C mo 30°C. Ot MUKpPOOHOJIOTMYHA TJIeIHA TOYKA
MPOAYKTHT TPSIOBa J1a ce U3MO0JI3Ba He3a0aBHO, OCBEH aKO METOIbT Ha MPUTOTBSIHE HA J103aTa HEe
W3KIIOYBA PUCKa OT MUKPOOHO 3aMbpcsiBaHe. AKO HE ce M3I0J13Ba He3abaBHO, IEPUOIBT Ha
W3T0JI3BaHE U YCIIOBHATA HA ChXpaHEHHUE MpeIu yIoTpeda ca OTTOBOPHOCT Ha MOTPEOUTEISL.

6.4 CrnenuanaHM ycI0BHS HA CbXpaHeHHe

Ha ce cpxpansiBa B xuamHuK (2°C no 8°C).

Ha He ce 3ampasspa.

CeoxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, 3a J]a C€ MPEe/a3u OT CBETINHA.

3a ycioBusTa Ha ChbXpaHEHHE CIIe/l MPUTOTBsIHE Ha CHPUHIIOBKATa BUKTE TOUKa 6.3.

6.5 Bwuau chabp:kaHue HA ONMIAKOBKATA

10 ml pa3TBOp BBB (PJIaKOH OT CTHKIIO THN | C eTacToMepHa 3amyIiaika U alyMHHAEBa 00KaTKa C
OTUYyIBAIIO ce Kamaue, chabpkam 1600 mg amuBanTamab. OmakoBka ¢ 1 (makoH.

14 ml pa3TBOp BBB (JIaKOH OT CTHKJIO TUN | C eTacToMepHa 3amyIiajika U alyMHHAEBa 00KaTKa C
OTUYIBAIIO ce Kamade, chabprkamt 2240 mg amuBanTamab. OmakoBka ¢ 1 (makoH.
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6.6 CrhenuajJHU MpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa
Rybrevant 3a moaK0XHO MPHUIIOKEHUE € CaMO 3a €HOKpaTHA yrmoTpeda U € TOTOB 3a yrnorpeoa.

NmxeknmoHHUAT pasTBoOp Tp5[6Ba Ja C€ MPUI'OTBH, KaTO C€ U3IIOJI3Ba aCCIITUYHA TEXHUKA, KaKTO
cJeaBa:

IIpurorssue

. Omnpenenere HeoOXxoaUMaTa /103a U moaxosamus ¢iaakoH Rybrevant 3a moaKoXHO IPHUIIOKEHE
Bb3 OCHOBA Ha M3XOJIHOTO TETJIO HA MaIMeHTa (BXK. Touka 4.2).

o [MTammenTure ¢ Terno < 80 kg momyqasat 1 600 mg, a marmentute ¢ Terao > 80 kg — 2240 mg
BeJHBK cenMuuHo oT Ceamuua 1 1o 4, cien K0eTo Ha BCEKU 2 CEAMMUIIN, KaTO CE 3all0YHE B
Cenmura 5.

. WzBanere mogxomsmust prmaxkod Rybrevant 3a moakoxHO NmpuitoskeHue oT xiaaamwianka (2°C 1o
8°0).

o IIpoBepere gamu pa3TBOpBHT Rybrevant 3a moakoxHO IpuitokeHne € 0e31BeTeH 10 0JIeT0KBIT.
He u3non3zgaiite npu HAIMYKE HA HENPO3PaYHK YaCTHULIY, IPOMsIHA HA LIBETA WU APYTH Yy>KIU
YaCTHIIH.

. Temmnepupaiite Rybrevant 3a mokoxHO IpuIokeHUE Ha craiiHa Temiieparypa (15°C go 30°C)

B IPOABIDKEHNE Ha Hali-manko 15 muaytn. He 3atomsiite Rybrevant 3a momkosxHO
IIPWIOKEHUE 110 HUKAKBB Apyr HauuH. He paskiiamaiite.

o H3rernere HeoOXonumus 3a MHKeKTHpaHe o0eM Rybrevant 3a moaKoXKHO MPUIOKEHUE OT
¢1akoHa B CIPUHLIOBKA € TIOAXOSII pa3Mep, KaTo U3oi3BaTe TpaHcdepHa uria. [lo-mankure
CHPUHIIOBKY M3HCKBAT MO-MAJIKO CHJIa [0 BpEMe Ha NOATrOTOBKAaTa U MPHUIIOKECHHUETO.

o Rybrevant 3a HoAKOXHO NPUIIOKEHUE € CBBMECTHM C WH)KEKLIMOHHH UTJIH OT HEpbKAaeMa
CTOMaHa, MOJUIIPONNIICHOBU 1 HOJ'[I/IKap6OHaTHI/I CIIPUHIOBKU M KOMIUICKTH 3a IMOJAKOXHA
WHQY3Us OT MOJIMETHIICH, MOy PeTaH U OJIMBUHUIXJIOpUI. AKo € Heo0X0auMo, 32
POMMBaHE Ha MH(Y3MOHHMS KOMILIEKT MOXeE J]a C€ M3I10J13Ba M Pa3TBOP Ha HATPHEB XJIOPHL
9 mg/ml (0,9%).

o 3ameHeTe TpaHc(hepHaTa UIja ¢ MOAXOASIINTE IIOMOIIHN CPEICTBA 33 TPAHCIIOPTUPAHE MU
npunoxenue. [IpenopruBa ce U3MOI3BAHETO HA UIJIa WIM KOMIUIEKT 32 HH(QY3HUS C pa3Mep OT
21G no 23G, 3a ga ce OCHTYpH JIECHO TPUIIOKEHNUE.

CpbxpaHeHHe Ha IPUTOTBEHATa CIIPUHIIOBKA

[IpuroTBenaTta cprHIOBKa TPsiOBa a ce MPUIOXKHU He3a0aBHO. AKO HE3a0aBHOTO IIPUIIOKEHHUE HE €
BB3MO)KHO, ChXpaHsABaiiTe MPUrOTBEHATa CIIPUHIIOBKA B XJIAJAWIHUK NpH Temreparypa ot 2°C go 8°C
3a mepuoj 1o 24 Jaca, cliej] KoeTo mpH craifna temmeparypa ot 15°C go 30°C 3a nmepuon 1o 24 daca.
IIpurorBenara cipuHIIOBKa TpsiOBa Ja ce M3XBBPJIM, aKO CE€ ChbXPaHsABa MoBeue OT 24 yaca B
XJIQAWJIHYUK WIK TIOBeue OT 24 yaca Ha cTaiiHa TeMiepaTypa. AKO ce ChbXpaHsBa B XJIaIWIHUK,
pa3TBOPBT TPsAOBa Jja TOCTUTHE CTaifHa TeMIepaTypa Mpean IpUIoKeHHeE.

UsxBbpasiHe
To3u nexapcTBEeH NPOAYKT € caMo 3a eJHOKpaTHa ynoTpebda. Hensmon3BaHusT J1eKapCTBEH MPOIYKT

WK OTIIAABbYHUTE MaTCpHUalik OT HETO Tp$[6Ba Ja C€ U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE
HN3HNCKBAaHU.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Bbenrus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1594/002

EU/1/21/1594/003

9. JATA HA ITbPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Hata Ha mepBo paspemanane: 09 nexkemspu 2021 r.

[ata Ha nocnenHo nmoxHoBsiBaHe: 11 centemBpu 2023 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

08/2025

[Hompo6Ha nH(DOpMaIUs 3a TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JieKapcTBaTa https://www.ema.europa.eu.
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HPUJIOKEHUE I1
MMPON3BOJUTEJI HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO
N IMPOU3BOAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA
MHHAPTUHA
YCJOBUSA NJIN OT'PAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBNCKBAHUA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. NPOU3BOIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEILIECTBO U
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTU/IN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy, Co. Cork
Hpnannus

HwMe 1 afipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

b. YCJI0OBHUA WK OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOYKT c€ OTITyCKa [0 OrPaHUYEHO JeKapcko npeanucanue (Bx. [punoxenne I:
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npaHu aokiaanau 3a oesonacuocr (ITA/IB)

W3uckBanusra 3a nogaBane Ha IIAJIB 3a TO3u JeKapCcTBEH MPOAYKT ca OCOYEHH B ujieH 9 Ha P
ernameHT (EC) No 507/2006. B cboTBETCTBHE C TSX, IPUTEKATEIAT HA PA3PELICHUETO 3a yHoTpeda
(ITPY) tpsibBa na monasa [TAJIb Ha Bceku 6 Mecena.

W3uckBanusdra 3a nonasane Ha [TAJIb 3a To3u nexkapcTBeH NPOIYKT ca MOCOYCHH B CIIUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyJIM3aIlH, TTyOJMKYBaHH Ha €BPOTCHCKUS
yeOnopTai 3a JeKapcTBa.

[Mputexatensat Ha pa3penieHrero 3a ynorpeda (ITPY) tpsodsa na noxane nopsus [TIA/IB 3a To3n
HPOJYKT B CPOK OT 6 Mecela ClIe/l pa3pelaBaHeTo 3a yrnorpeoa.

.  YCJI0OBUs NI OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

. Ilnan 3a ynpasaenue Ha pucka (ITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tps6Ba na u3BbpIIBa U3UCKBAHNUTE JEHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,
npezcraBed B Moayi 1.8.2 Ha pa3penieHuero 3a ynorpeba, KakTo U BbB BCUUKH CIIE/IBAIIH 0JI00PEHH
akTyanu3anuu Ha ITYP.

Axryammsupas [IYP TpsiOBa na ce mogaBa:

o 1o uckane Ha EBpomnelickaTa areHIus 1o JIeKapcTBaTa;

o BHUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBlIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
HOJTyYaBaHEe HAa HOBA MH(POPMAINS, KOSITO MOXKE J1a TOBE/IE 10 3HAYMMU ITPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/ JOCTUTaHEe Ha BayKEH eTal (BbB BPb3Ka ¢ IPOCiIe/sIBaHe
Ha JIeKapCTBEHaTa OE€30MacHOCT WM CBEXJaHEe Ha PHCKA 1O MHHUMYM).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Rybrevant 350 mg koHIeHTpaT 32 HH(Y3NOHEH Pa3TBOP
aMuBaHTaMad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun dnakon 7 ml ceappxa 350 mg amuBanTamab (50 mg/ml).

|3. CHOUCHK HA HOMOUIHUTE BEIIECTBA

ITomomawm BemiecTBa: eTuneHAnaMuHTeTpaonerHa kucenuHa (EDTA), nuaatpuesa con nuxumapar, L-
XUCTUIWH, L-XUCTHIUHOB XUIPOXJIOpU I MOHOXUIpaT, L-MeTnoHuH, monucopbar 80, 3axapo3a u Bojia
32 UHXKCKIIMH.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Konrnenrtpar 3a nH(Y31OHEH pa3TBOP
1 pmakon

| 5. HAYMH HA IPUWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

3a UHTPaBEHO3HO NPUIIOKEHHE CIIEN Pa3peKaaHe.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBHUS HA CbXPAHEHUE

a ce cpxpaHsBa B XJIaIMITHUK.
Jla He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OTTIAKOBKA, 32 J]a Ce TpeAa3t OT CBETINHA.

10.

CIIEIIMAJIHU ITPEAITAZHU MEPKHU IIPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME U AJPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1594/001

13.

HAPTUJAEH HOMEP

[MapTuna:

| 14.

HAYHMH HA OTITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipuero e ocHOBaHME 2 He ce BKIOUM HH(popMmanus Ha bpaiinosa a3Oyka.

| 17.

YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAJICH HACHTU(DHUKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHUSA INTPOAYKT U ITBbT(MLIA) HA BBBEXKJIAHE

Rybrevant 350 mg cTepuieH KOHIIEHTpaT
aMHBaHTamMad
V.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

S. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

7 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Rybrevant 1 600 mg WHXEKITMOHEH pPa3TBOP
aMHBaHTamMal

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun ¢aaxon 10 ml ceabspixka 1 600 mg amuBanTamab (160 mg/ml).

|3. CHOUCHK HA HOMOUIHUTE BEIIECTBA

ITomomnam BemecTBa: peKOMOMHAHTHA YoBelKa xuanypornaasa (tHuPH20), EDTA nuratpueBa con
JUXUparT, JieJieHa OlleTHa KucennHa, L-meTnonnH, nonucopbar 80, HaTpueB alietaT TpUXHUIPAT,
3axapo3a U BOJa 32 MHKEKIUH.

3a nombIHUTENTHA MHOPMAIIHS BIDKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp
1 600 mg/10 ml
1 ¢pnakon

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

CaMo 3a MOAKOKHO MPUIIOKEHHE.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IHOTJIEJA U TIOCET'A HA JTELTA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

I[a HE CC pa3Kiialia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.
CobxpansiBaiiTe B OpUrHHaIHATA OMIAKOBKA, 3a J1a Ce MPEea3u OT CBETIIMHA.

10. CIHENUAJIHU ITPEAIIASHU MEPKU IIPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1594/002

13. MAPTHUJIEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHMeE 2 HE ce BKIOUM HH(popManus Ha Bpaiinosa a3Oyka.

‘ 17. YHUKAJIEH UIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

DJIIAKOH

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Rybrevant 1 600 mg HHXEKITMOHEH pPa3TBOP
aMHBaHTamMad

[NonkokHO TPUITO’KEHHE

s.C.

2. HAYUH HA ITPUJIIOKEHUE

CaMo 3a IMOJIKOKHO IPHUIIOKEHUE.

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

S. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 600 mg/10 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Rybrevant 2 240 mg WHXEKITMOHEH Pa3TBOP
aMHBaHTamMal

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun ¢aaxon 14 ml ceabpixa 2 240 mg amuBanTamab (160 mg/ml).

|3. CHOUCHK HA HOMOUIHUTE BEIIECTBA

ITomomnam BemecTBa: peKOMOMHAHTHA YoBelKa xuanypornaasa (tHuPH20), EDTA nuratpueBa con
JUXUparT, JieJieHa OlleTHa KucennHa, L-meTnonnH, nonucopbar 80, HaTpueB alietaT TpUXHUIPAT,
3axapo3a U BOJa 32 MHKEKIUH.

3a nombIHUTENTHA MHOPMAIIHS BIDKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKIIMOHEH pa3TBoOp
2 240 mg/14 ml
1 ¢pnakon

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

CaMo 3a MOAKOKHO MPUIIOKEHHE.
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

I[a HE CC pa3Kiialia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.
CobxpaHsBaiiTe B OpUrHHaIHATA OMIAKOBKA, 3a J1a Ce MPE/Ia3u OT CBETJIMHA.

10. CIHENUAJIHU ITPEAIIASHU MEPKU IIPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1594/003

13. MAPTHUJIEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHMeE a2 He ce BKIOUM HH(popManus Ha Bpaiinosa a3Oyka.

‘ 17. YHUKAJIEH UIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT MAJIKUTE EJMVHNYHHN
I'bPBUYHHU OITAKOBKH

DJIIAKOH

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

Rybrevant 2 240 mg WHXEKIIMOHEH pPa3TBOP
aMHBaHTamMad

[NonkokHO TPUITO’KEHHE

s.C.

2. HAYUH HA ITPUJIIOKEHUE

CaMo 3a IMOJIKOKHO IIPUIIOKEHUE.

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

S. CBABbP/KAHUE KATO MACA, OBEM WJIN EJUHUIIN

2 240 mg/14 ml

6. JIPYTO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Rybrevant 350 mg koHueHTpaT 3a HHPY3MOHEH Pa3TBOP
amuBaHTamad (amivantamab)

vTosu JICKApCTBEH MPOIYKT MOJISKH Ha JOMBIHUTEHO HabmoaeHre. ToBa I1e mo3BoJiu 6bp30TO
yCTaHOBSIBaHE HA HOBA HH(POPMAIIUs OTHOCHO Oe30macHoCcTTa. MoeTe Jia iajieTe CBOs PUHOC KaTo
CHOOIIUTE BCSIKA HEXENAaHa PEaKIIHsl, KOSTO CTe MOIYYWIN. 32 HaYWHA Ha ChoOIaBaHe Ha HeXeIaH!
peaKIMu BIKTE Kpas Ha TouKa 4.

IIpoyeTeTe BHUMATEIHO USJIATA JJUCTOBKA, Ipeau 1a Bu ce npuiioxku ToBa J1eKapcTBO, Thil
KaTo TH ChAbp:Ka BaxHa 32 Bac nunpopmanus.

o 3amazeTe Ta3u JUCTOBKA. MoOJKe J1a ce HAIOXKH Ja S IPOUYETEeTe OTHORO.

o AKO UMaTe HIKAKBHU JOIBIHUTEIHN BBIIPOCH, TIONTUTANTe Bamus iekap nin MeTUIIMHCKA
cecrtpa.

L Axo IMMOJIYYUTEC HAKAKBU HCXKCIJIAaHU PCAKIIUU, YBEAOMETC Bamms JICKap Wi MECIAULIMHCKA

cectpa. ToBa BKIIIOYBA W BCHYKH Bh3MOXKHH HEKETaHU PEaKIiMy, HEOTTMCAHU B Ta3W JIMCTOBKA.
Buxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmsBa Rybrevant u 3a kakBo ce U3IIOI3Ba
Kakgo Tpsi0Ba na 3Haere, npeau Aa Bu ce npunoxku Rybrevant
Kak ce mpunara Rybrevant

BB3MOXHU HEeXETaHU peaKuu

Kak ce cpxpansiBa Rybrevant

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

SNk wd =

1. Kaxkso npeacrasiassa Rybrevant u 3a kakBo ce n3noJj3sa

Kakso npeacraBiasiBa Rybrevant

Rybrevant e mporuBopakoBo jekapcTBo.To Chabpika aKTUBHOTO BELIECTBO aMHBaHTaMal, KOETO
MIPEJICTARIISIBA aHTUTSIIO (BU OSNTHK), MPEIHA3HAYCHO J1a Pa3I03HABA U aTaKyBa CeHU(DUIHH
MUILEHU B OpraHU3Ma.

3a kakBo ce u3noJ3Ba Rybrevant

Rybrevant ce n3non3Ba npu Bp3pacTHH ¢ BU pak Ha OenuTe ApoOOBe, HapeUeH ,,HeAPEOHOKIIEThYCH
pak Ha O6enute gpodose’. Toil ce n3Mmon3Ba, KOraTo pakbT Ce € Pa3sNpOCTPAaHMI B IPYTH YAaCTH Ha
oprann3ma Bu 1 e mpeTbpIisisl U3BECTHU MPOMEHH B TeH, HapedeH ,,EGFR®.

Rybrevant moxe na Bu 6bae npeanucan:

o KaTo IIBPBOTO JIEKAPCTBO, KOETO Toy4aBare 3a Barero 3abosBane, B KOMOUHAITHS C
Ja3epTHHHUO.

o B KOMOMHALIMS ¢ XUMHUOTEpAIHs Cliel HEyCIeX Ha MPeIXoAHa Teparusl, BKI0YBaIla
tupo3uaknHazeH naxuourop (TKW) na EGFR.

o KaTo II'bPBOTO JIEKAPCTBO, KOETO MoJyyaBare 3a Barero 3a0onsaBane, B KOMOMHALMS €
XUMHOTEPAITNS WIN

. KOraTo XMMHUOTEpaIusATa Bede He JeiicTBa cpery BammeTo 3adosiBane.

Kak neiictBa Rybrevant

AKTUBHOTO BellecTBO B Rybrevant amrBanTama0 ce mpuiienBa B iBa OeIThKa, HAMHPAIIY CE BBPXY
PaKoOBUTE KIIETKH:

. petieniTop Ha enuaepManaus pacrexer gakrop (EGFR) n

. ¢dakrop Ha Me3eHxUMHO-enuTeaeH nmpexon (MET).

ToBa nexkapcTBO AHCTBa Ype3 NPUKpPEIsTHE KbM Te3u Oentbiy. ToBa MoXxe Ja 3a0aBH WK J1a CTIpe
pacTexxa Ha paka Ha Genute Apo6oBe. To Moxe Jja IOMOTHE ChILO 3a HAMaIsIBaHE pa3Mepa Ha TyMopa.
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Rybrevant moxe Ja ce npuiara B KOMOWHAIMS C JPYTH IPOTHBOPAKOBH JIeKapcTBa. BayKHO € chIo
TakKa Jja MpoYeTeTe M JUCTOBKUTE 3a T€3H JIeKapcTBa. AKO MMaTe HAKAKBU BBIIPOCH OTHOCHO TE3U
JieKapcTBara, ce 00bpHeTe KbM Bammst jgekap.

2. Kakso Tps6Ba 1a 3Haete, npeau Aa Bu ce npuiosxku Rybrevant

He uznoazeaiite Rybrevant

o aKo CTe ajlepru4Hu KbM aMHUBaHTaMal WM KbM HSKOSI OT OCTaHAJIMTE ChCTaBKH Ha TOBA
JIEKapCTBO (M30pOCHM B TOUKA 6).

He u3non3Baiite ToBa ekapcTBO, aKO HEIIO OT TOPHUTE ce oTHAacs A0 Bac. Ako He cTe CUrypHH,

roBopeTe ¢ Bamms nekap win MeIMIMHCKa CECTpa, Mpeau aa Bu ce mpuiaoxku ToBa JEKapCcTBoO.

IMpeaynpeskaeHnss u NpeaNnasHu MePKU

I'oBopete ¢ Barius jiekap nim MeTUIIMHCKA cecTpa, mpeau aa Bu ce mpunoxku Rybrevant, ako:

o CTE CTpajaju OT Bh3MajcHUe Ha Oenute ApoOoBe (3a00JsBaHe, HAPSUCHO ,,MHTEPCTUIIMATHA
OemonpoOHa OonecT" UK ,,THEBMOHHAT ).

Ka:kere Begnara na Bamms jiekap wiim MeTHIIMHCKA CeCTPa, KO MOJIYYHTE HIAKOS OT CJIeJHUTE
HesKeJIaHM PeaKlUHu, 10KATO prueMaTe TOBa JeKapCcTBO (BUAKTe TOUKA 4 3a MoBeye
uHdopmanms):

o HsikakBa HexkenaHa peakuus, JOKAaTo JEKapcTBOTO ce Mpuiiara BbB BeHaTa Bu.

o BHezamnHo 3aTpyIHEHO OUIaHe, KalUIMIA WK HOBUILIEHA TEMIIEPATypa, KOETO MOXKeE Ja
MOKa3Ba Bh3MalieHue Ha Oenute ApoboBe. ChCTOSHUETO MOXKE Aa Obe )KUBOTO3acTpallaBaiio,
Mopajy KOSTO MEJIUIIMHCKUTE CIICIIUAIMCTH Ile By HaOMr01aBaT 3a €BEHTYAIHU CUMIITOMH.

. Korato ce u3nonssa ¢ Apyro JiekapcTBO, HAPEUCHO JIA3EPTHHNO, MOXKE Ja CE TOSIBSIT
JKUBOTO3aCTpAIaBaIlY HEXeJaHU peakuuu (opaau o0pa3yBaHe Ha KPbBHU ChCHUPELH BbB
BeHuTe). Bamwusr nexap me Bu npennuine J0MbIHUTETHO JEKapCTBO, KOETO JAa MOMOTHE 32
NpeZoTBpaTsABaHe Ha 00pa3yBaHETO Ha KPBBHU ChCUPEIH M0 BpeMe Ha JICUEHUETO, KaKTOo U 11
Bu HaOnroaBa 3a €eBEHTyalTHU CUMIITOMU.

. Koxxnu npobnemu. 3a HamalsiBaHe Ha pUCKa OT KOXKHH MTPOoOJIeMH, He ce U3JaraiiTe Ha CIIBHIIE,
HOCETE 3aIlIUTHO O0JIEKII0, IPUIaraiTe CIbHIE3alUTHO CPEACTBO U U3IOI3BANTE PEIOBHO
OBIIXKHUTEIH 32 KOXKaTa U HOKTHTE, JIOKAaTO NpueMare Tosa jiekapctso. Llle Tpsiosa na
NPOABIDKUTE J1a IPaBUTE TOBA B IPOIBJDKEHUE HA 2 Mecela Cle]] CIUpaHe Ha JICYCHHUETO.
Bammusr nexkap moxe na Bu npenoppya ga 3anovHeTe Ja mpuemare JiekapcTpo(a) 3a
NpeZoTBpaTsIBaHe Ha KOXKHU MpobieMu, Moxke 1a Bu nekyBa ¢ nekapcTso(a) win aa Bu
W3MPATH [IPH CIIEIUAUCT N0 KOKHH 00JeCTH (IepMaToIIor), aKo MOJyYUTe KOKHH PEaKIIUH 10
BpEeMe Ha JICYCHUETO.

o Ounu npobsemu. AKO UMate MPoOJIEeMH ChC 3PEHUETO WM OOJIKA B OUHUTE, CBBPIKETE CE
BejIHara ¢ Bamms nekap uim MeIMIMHCKA cecTpa. AKO M3I0JI3BaTe KOHTAKTHU JICTH U
IMOJIYYUTE HOBU OYHU CUMIITOMHU, CIIPETE U3IOJI3BAHETO UM U KaXXCTE BEIHAra Ha Bamms JICKap.

Jlena u roHOIIHN
He naBaiite ToBa JIekapCcTBO Ha JIeIIa WM FOHOMHN 1o 18-romuimHa Bh3pacT. ToBa € Taka, 3aI10TO HE €
H3BCECTHO JaJIA JICKAPCTBOTO € 6G3OHaCHO )51 e(i)eKTI/IBHO B Ta3u Bb3paCTOBA rpyiia.

Apyru aexkapcrBa u Rybrevant
TpsOBa na kaxxere Ha Bammus jiekap uiy MEIUITMHCKA CECTPa, aKO IIpHEeMare, HaCKOpO CTe IpHeMaln
WJIM € Bb3MOXKHO J1a IpUeMaTe APYTHU JeKapcTBa.

KonTpauenuus

. AKo MOXeTe J1a 3a0peMeHeeTe, TPsAOBa Jia U3I0/13BaTe ePeKTUBHA KOHTPALICIIIUS 110 BpeMe Ha
nedeHueTo ¢ Rybrevant u B mpoawsmkeHne Ha 3 Mecella ciiell CIUPaHeTo My.
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bpemennoct

o [Ipenu na Bu ce npunoxu ToBa JeKapcTBO, TPSAOBA Ja KakeTe Ha Barus nexap nin
MEJIMIIMHCKA CECTpa, ako cTe OpeMeHHa, cMsTaTe, Y€ MOXKe Jia CTe OpeMeHHAa WIIN TIAaHUPaTe
OpeMeHHOCT.

. BB3M0kHO € TOoBa JIEKapCTBO J1a HaBpeIu Ha HEPOIECHOTO Oede. AKo 3abpeMeHeeTe, T0KaTo ce

JISKyBaTe C TOBA JICKAPCTBO, KAXKETE BeHara Ha Bamus ekap wiu MeIuImHCKa cectpa. Bue u
Bamwsr siekap 1ie penmre Jaiy 1moJjizata oT JEUSHUETO ¢ JIGKAPCTBOTO € TO-ToJsiMa OT PUCKA 32
Bamrero nepoaeno 6ebe.

Knpmene

He e m3BectHO manm Rybrevant mpemnnaBa B kbpMaTta. [lockBeTBaiiTe ce ¢ Bamms nekap, npean ga
Bu ce npumnoxu ToBa nekapcTBo. Bue u Bammat nekap 1ie pemuTe 1any nojasara oT KbpPMEHETO € I0o-
rojsiMa oT pucka 3a Bamrero 6e0e.

Ilopupane u padoTa ¢ MAIIMHU
AKO ce 4yBCTBaTe YMOPEHH, 3aMasiHA WK ako ounTe Bu ca pa3apa3HeHu uiu ciefl mpujiaraHe Ha
Rybrevant 3pennero Bu e 3acernaro, He modupaiite u He paboTeTe ¢ MAIIUHU.

Rybrevant cbabpika HaTpui

ToBa nexapcTBO chABPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 1032, T.€. MOXKeE Ja ce Kaxe, 4e
MIpaKTHYECKH He chabpika Hatpuil. [Ipenu obave na Bu ce mpunoxu Rybrevant, Toit moxe na ce
CMECH C pa3TBOP, KOWTO ChAbpxkKa HaTpuid. ['oBopere ¢ Bamus nekap, ako cte Ha uera ¢
KOHTPOJIMpaH MPUEM Ha COJL.

Rybrevant cbabpika moucopoar

Toga nekapcTBo chabpka 0,6 mg monucopoar 80 BbB BCeku ml, KOETO € EKBHBaJICHTHO Ha 4,2 mg BbB
¢maxon ot 7 ml. [lonucopbatuTe Morar Aa MpeIu3BUKAT AIEPTHYHH peakiuu. TpsaOBa 1a KaxkeTe Ha
Bamus siekap, ako umMare U3BECTHH aJeprHm.

3. Kak ce npuiara Rybrevant

KakBo kojM4ecTBO ce nmpujara

BammsT nekap me u3dnciy nmpasuiiHaTa 3a Bac qo3a Rybrevant. Jlo3aTa Ha TOBa ekapcTBO 11e
3aBHUCH OT TeJIEeCHOTO Bu Terio B HavanoTo Ha Tepamusara Bu. llle 6pnete nexyBanu ¢ Rybrevant
BEJIHHK Ha BCEKU 2 WU 3 CEIMHUITA B 3aBIUCUMOCT OT JICYCHHETO, KOeTO Bammsar jgexap € onpenenut
3a Bac.

[Ipenoppunrennara no3a Rybrevant Ha Bcexu 2 ceqmuIu e:
. 1 050 mg, ako Texxute mox 80 kg.
. 1 400 mg, ako Texxute noseye win paBHo Ha 80 kg.

[Ipenopbunrennara no3a Rybrevant Ha Bcexu 3 ceamunu e:
. 1 400 mg 3a mepBuTe 4 1031 M 1 750 mg 3a ciuenBamuTe A03H, ako Texute nox 80 kg
. 1 750 mg 3a mbpBuTe 4 10311 M 2 100 mg 3a ciaenBamuTe 1034, ako Texute 80 kg nnm noseue.

Kak ce npuJjara JeKapcrBoTo
Topa JICKApCTBO LIS CC IIpujara OT JICKap WJIn MECAULIMHCKA CECTpa. To ce npuiara Kato KarkoBO

BJIMBAHC BbB BCHA (I/IHTpaBeH03Ha I/IH(l)y3I/ISI) B IPOABJIZKCHUC HAa HAKOJIKO Jaca.

Rybrevant ce nmpuiara, KakTo ciieasa:

° BEJIHHXK CEIIMUYHO 32 ITBPBUTE 4 CEIMHUITH

. clie]l TOBA BEIHBK Ha BCEKU 2 CEIMUIIM, KaTo ce 3amoune B CeaqMuila S5, Uian BeAHBK Ha BCEKU
3 cenMuy, Kato ce 3anouHe B CenqMuua 7, TOKaTO MpOabbKaBaTe Jla MoJydyaBaTe 1mojia3a oT
JICYCHHUETO.

HpCB IbpBaTa CCaAMUILIA Bammusr JICKAp HIC MPUWJIOKHU n03aTa Rybrevant, pas3aciicHa B IBa JHU.
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JlexapcTBa, npujaraHu no Bpeme Ha jedenune ¢ Rybrevant
[Tpenu Besika nH(y3mMst Rybrevant me Bu ce npunaraT jgekapcTBa, KOUTO OHMKaBaT BPOSITHOCTTA OT
peakuuu, cBbp3anu ¢ uHQy3usaTa. Te Moxke Aa BKIIOYBAT:

o JIeKapcTBa 3a ajiepruyHa peakuus (AHTUXUCTAMHUHU )
o JIeKapcTBa 3a Bb3MaJieHrne (KOPTUKOCTEPOUIH)
o JieKapcTBa 3a TOBUILIEHA TeMIiepaTypa (KaTo Halp. HapamneTamon).

Moxe ga ce nmpuiaraT CbII0 AOIIBJIHUTEIIHN JIEKAPCTBA CIIOPE IOABaTa Ha HAKOW CUMIITOMH, KOUTO
MOIXKE [1a TOJIYyUUTE.

Axo Bu ce npuio:ku moseye oT Heodxonumarta q03a Rybrevant

ToBa nexapcTBo 1Ie ce mpuiara ot Bamus nexap nin MeauIMHCKa cecTpa. Ako Bu ce npunnoxu
TBBPE TOIAMO KOJIMYECTBO (TpeIo3upane), KOeTo € MaJIKo BEPOsITHO, BamusT nekap e nposepu 3a
HaJIM4Me Ha HeXKEJIaHU PEaKLIUH.

AKO cTe NPOIyCHAJIN Yaca CH 3a NpuiIokeHne Ha Rybrevant
MHoro e Ba)XHO Ja clla3BaTe BCUUKH YTOBOPEHH 4acoBe. AKO IPOIYyCHETE 4ac, HACPOUYETE CH APYT
BB3MOKHO Hail-CKOpoO.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHU € YHOTpeOaTa Ha TOBa JICKApCTBO, IONUTANTEe
Bamust nexap uiau MeIUIMHCKA CecTpa.

4. Bb3MOXKHHN HelKeJIaHU peaKkluun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEKCIAaHU PE€aKIIUH, BHIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

CepuHO3HH HeKeJTaHU peaKkuu
Kaxere BemHara Ha Bamus jiexkap uiin MEJUIIMHCKA CECTPa, aKO 3a0€JIeKHUTE CIICHUTE CEPUO3HU
HE)KEJIaH! PEeaKIH:

MHoro yectu (Moxe na 3acerHat Haja 1 Ha 10 gymm):

o [Mpu3Hamm Ha peakus KbM WHY3HsATA — HATIP. CTYJICHH TPBIKH, HEIOCTUT Ha BB3/IyX, TajIeHe,
3ayepBsBaHe Ha JIUIETO, AUCKOMMOPT B I'bPAUTE U MOBPBILAHE, JOKATO CE IpUIIara
nekapcTBOTO. ToBa MOXeE Ja ce CIy4H, OCOOCHO IpH IbpBara jio3a. Bammsr nexap moxe 1a Bu
Jlajie IpyTH JIeKapcTBa Wi MOXKeE Ja ce HalOoXXH MH(Yy3usTa 1a ce 3a0aBy WIIH Jia Ce CTIpe.

o Koraro ce gaBa 3aeHO ¢ Jpyro JIEKapcTBO, HAPEUEHO ,,Ta3epPTUHMO, MOXKeE Ja ce oOpa3yBa
TpoMO BBB BEHUTE, 0COOEHO B OenuTe ApoOoBe WiK Kpakarta. [IpusHanuTe MoXe 1a BKIIOYBAT
octpa O00JIKa B TbpANTE, 3a0yX, yUECTEHO AuIIaHe, O0JIKa B Kpaka U MMOLyBaHE HA PbLETE HIIH
Kpakara.

o Kosxxnu npoGiiemu — Hanp. 0OpHB (BKJIIOUUTETHO aKHE), MHPEKTHPaHa KOXKa OKOJIO HOKTHUTE,
cyxa Koa, chpOex, 6omnka u 3aueppsBaHe. Kaxxere Ha Bamms jexap, ako npodiemuTe ¢
KO>KaTa WM HOKTUTE Ce BIIOMIAT.

Yectu (Moke na 3acersat no 1 Ha 10 gymm):

. IIpoGnemu ¢ ounTe - KaTo HAIMP. CyX0Ta B OUUTE, MOAYTH KIeNadn, CbpOex B OUNTE, MPOOIeMHU
CBC 3PEHUETO, PACTEK HA MUTJINTE.
o [Ipu3Haiy Ha Bb3najeHue Ha Oenure JpoOoBe - HAIp. BHE3AITHO 3aTPy/IHEHO JUIlIaHe, KallUIULa

WM TTOBUINIEHA TeMIiepatypa. ToBa Ou MOIJIO J1a IOBe/Ie JI0 TPaHO YBPEkKIaHe
(uHTepcTHLIMATHA OenoapoOHa Oojiect). Bammmsr nekap Moxe 1a peru fa ciipe Rybrevant, ako
MOJTyYNTE Ta3H HEXKellaHa PeaKIusl.

Heuectu (Moxe na 3acerrar o0 1 Ha 100 mymm):
o BB3MAJICHUE HA POTOBHIIATA (TPEHATA YACT Ha OKOTO)
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o BB3MAJICHUE BHTPE B OKOTO, KOETO MOXKE JIa 3aCETHE 3PSHUETO
o JKUBOTO3acTpaliaBail OOpuB ¢ MEXypH U OeJIeHe Ha KOXKaTa BbPXY rojisiMa YacT OT TSJIOTO
(TOKCHYHA eTHIepMaTHa HEKPOJIHN3a).

CrennuTte HeXellaHU PeakLUH ce ChoOIaBaT B KIIMHUYHUTE Mpoy4BaHus Ha Rybrevant B komOuHanus
C JTa3epTUHHO:

JApyru He:xxeJ1aHM peakuuu
Kaxxere Ha Bammwst nekap, ako 3a0€1e:KUTe HAKOS OT CIICTHUTE HEKEIIaHU PCaKIUU:

MmHoro 4yectu (Moxe na 3acerHat Hag 1 Ha 10 mymm):
MpoOIeMHU C HOKTHUTE

HUCKO HHMBO HAa MPOTEHHA ATIOYMHH B KPHBTA

Mo{yBaHe, MPUYNHEHO OT HATPYIIBaHE Ha TEYHOCT B TSIIOTO
paHH B ycTara

MOBHIIIEHA CTOHHOCT Ha YepHOPOOHHUTE €H3UMH B KPBBTA
YBpEKIaHe Ha HEPBHU, KOETO MOXKE Ja MPUYMHU MpaByJKaHe, H3TPhIIBaHe, O0JIKa WU 3aryda Ha
yceT 3a 0oJka

ycelllaHe 3a CHJIHa yMopa

3areK

Juapus

HaMaJeH aneTUT

HHUCKO HMBO Ha KaJIlIUil B KPbBTa

rajieHe

MYCKYJIHH CIIa3MHU

HUCKO HUBO Ha KaJuil B KPbBTa

3aMasiHOCT

MYCKYJTHHU OOJIKH

MOBPBINAHE

BHCOKa TeMIleparypa

0omka B cToMaxa

Yectu (Moxe ga 3acerHar g0 1 Ha 10 xymm):

o XEMOPOUIN

o 3a4yepBsBaHe, 110/lyBaHe, OelICHe Ha KOKaTa WM OOJIE3HEHOCT, TJIaBHO Ha JUTAHUTE HIIH
cThIajnaTa (CHHAPOM Ha MaJIMapHO-IIAaHTaApHA €PUTPOIU3ECTE3HS)

o HHCKO HMBO Ha MarHe3uui B KpbBTa

o ChpOsi 00pHB

o s3Ba (paHa) Ha KoXKaTa.

CJ'IC,Z[HI/ITC HCXKCJIaHU pCaKIUU CC C’BO6I]_[aBaT B KNIMHUYHUTC MMPOYYBAHUA HaA Rybrevant, nmpujiarad
CaMOCTOATCIIHO:

JIpyru HeKelaH! peakiuu
Kaxere Ha Bammus exap, ako 3a0e1eKHUTe HIKOS OT CISIHUTE HEXKEJaHH PEaKIIUH:

Mmuoro yectu (Moxe na 3acerHat Haj 1 Ha 10 qymm):

HUCKa CTOWHOCT Ha OeNThKa, HAPEIeH ,,aTlOYMUH", B KPBBTA

OTOK, PUIMHEH OT HATPyIBaHE HA TEYHOCT B OPraHU3Ma

yCelaHe 3a CHjIHa yMmopa

paHu B ycTara

3aIeK WU JUapHs

HaMaJIeH arleTuT

MOBHIIIEHA CTOMHOCT Ha YePHOAPOOHHS €H3MM allaHuH aMUHOTpaHcdepasa B KPbBTa, BH3MOKEH
MIPU3HAK Ha MPOOJIEMU C YepHUS APOO
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MOBHUIIICHA CTOWHOCT HA SH3MMa acrapTaT aMHHOTpaHc(hepasa B KpbBTa, Bh3MOXKCH MPU3HAK HA
Mpo0JIeMU ¢ YepHUS APOO

3aMastHOCT

MOBHIIIEHA CTOMHOCT Ha eH3uMa aiikainHa (ocdarasa B KpbBTa

MYCKYJTHU OOJIKH

BHCOKA TeMIlepaTypa

HHUCKa CTOWHOCT Ha KA B KPHBTA.

Yectu (Moxe aa 3acerHar jo0 1 Ha 10 gymm):

cToMaIHa 0oJKa

HUCKO HHMBO Ha KaJHil B KpbBTa
HUCKO HMBO Ha MarHe3wi B KpbBTa
XEMOPOHU/IH.

Heuectu (Moxe na 3acersar 1o 1 va 100 gymm):

s3Ba (paHa) Ha KOXKaTa.

CrennuTte HeXelaHW PEeaKUK ce ChOOIaBaT B KIIMHUYHUTE POy4BaHus Ha Rybrevant, npuiaran B
KOMOHMHAIINS ¢ XUMHOTEPAITHS:

Jpyru HexeaHU peakuuu
Tps6Ba ma kaxeTe Ha Bamms jgexap, ako 3a0ene)uTe HAKOS OT CICTHUTE HEXKETIaHH PEaKITHH:

MHuoro 4yectu (Moxe na 3acerHat Haja 1 Ha 10 mymmm):

HUCBHK Opoii Ha BHJ OeTM KPBBHU KJIETKH (HEYTPOIICHHS)

HUCBHK Opoit TpoMOOINTH (KJIETKH, KOUTO TIOMarat Ha KpbhBTa J]a Ce ChCHPBA)

TpOMO BHB BEHHUTE

yCellaHe 3a CUIIHa yMopa

rajeHe

paHu B ycTaTta

3ameK

OTOK, TIPHYMHEH OT HATPYIIBaHE HA TEYHOCT B OpPraHU3Ma

HaMaJieH aneTUT

HHCKO HUBO HA NPOTENHA aJIOyMUH B KPHBTA

NOBUIIIEHA CTOWHOCT Ha YePHOAPOOHUS €H3MM aJlaHuH aMUHOTpaHc(epas3a B KPbBTA, Bb3MOXKEH
NpU3HAK Ha MPo0JIeMHu ¢ YepHHUs APO0

MOBHUIIIEHA CTOMHOCT Ha €H3MMa acrapraT aMHHOTpaHc(depasa B KpbBTa, Bb3MOXKEH MPHU3HAK Ha
po0OIIeMH ¢ YepHUS ApoO

HOBpPBILAHE

HHUCKO HMBO Ha KaJIWH B KPbBTA

JHapus

BUCOKa TeMIIepaTypa

HHUCKO HMBO Ha MarHe3ui B KpbBTa

HHUCKO HMBO Ha KaJILUI B KPbBTa

Yectu (Moxe ma 3acersat no 1 Ha 10 gymm):

MTOBHUITIEHA CTOWHOCT Ha eH3MMa ajkaiHa ¢ocdaraza B KpbBTa
cToMalHa 0oJika

3aMastHOCT

XEMOPOUIH

MYCKYJTHH OOJIKH

s13Ba (paHa) Ha KOXKara.
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Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO IOJIyYHTe HAKAKBU HEXKEJIaHHU JIKAPCTBCHH PEAKIIMH, YBeIoMeTe Barius aekap Wik MEAMIMHCKA
cectpa. ToBa BKJIFOUBAa BCUYKU BH3MOXKHHU HEOTIMCAHU B Ta3M JIUCTOBKA HEXKEIaHU peakiuu. MoxeTe
CBIIO JIa ChOOLIUTE HEXKEIaHU PEaKIUK TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 3a ChOOIaBaHE B!
W3nbaHuTe IHa areHIns 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Temn.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo cro01miaBare HeXXeIaHU PEAKIINH, MOXKETE J1a IAZeTe CBOSI IPHHOC 3a MOJIyYaBaHEe Ha IMOBEYEC
nH(pOpPMAIUS OTHOCHO O€30MMacCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak ce cexpansaBa Rybrevant

Rybrevant 1me ce cbxpaHsiBa B O0IHUIATA WM KIMHUKATA.

CobxpaHsiBaiiTe TOBa JIEKAPCTBO HAa MSCTO, HEAOCTBITHO 3a JIELa.

He n3non3BaiiTe TOBa JIEKapCTBO CJIEA CPOKA HA TOTHOCT, OTOENSI3aH BPXY KapTOHEHATa OMaKOBKa U
eTukeTa Ha (iakoHa cien ,,l'ogen no:“/“EXP“. CpokbT Ha TOAHOCT OTTOBAps Ha MOCIICIHUS JICH OT
MOCOYCHHS MECELL.

XumuyHa U Gu3nyHa CTaOMITHOCT B MEpUO/ia Ha M3MOJ3BaHe € JoKazaHa B Mpoabibkenue Ha 10 gaca
npu 15°C no 25°C Ha craiiHa cBetnuHa. OT MUKpOOHOIOTHYHA TTIeHA TOYKa MPOAYKTHT TPsiOBa 1a ce
M3I0J13Ba HE3a0aBHO, OCBEH aKO METOIBT Ha pa3pexJaHe HE M3KII0UBA PUCKA OT MUKPOOHO
3aMbpcsiBaHe. AKO HE ce U3I0JI3Ba He3a0aBHO, MEPUOIBT Ha U3IOJI3BAHE U YCIOBUATA HA ChXPaHEHUE
npeu yrnorpeda ca OTTOBOPHOCT Ha MOTpeOUTENs.

Ha ce cexpanssa B xmaguwiauK (2°C go 8°C). [a He ce 3ampazsisa.

CoxpansBaiiTe B OpUTHHAJIHATa OMIAKOBKA, 3a Jia Ce Mpena3y OT CBETINHA.

He usxBbpisiiiTe gekapcTBara B KaHaJIM3allMATa WIM B KOHTEMHEpPA 3a JOMAIIHU OTaablu. Bamusar
MEIMIUHCKY CIIEHUANTUCT 111 U3XBBPIIM JIEKapCcTBaTa, KOUTO BEUe He Ce M3I0JI3BaT. Te3u MEepKH I
CIIOMOTHAT 3a OIa3BaHe Ha OKOJIHATA Cpela.

6. Chbabp:kaHue HA OIAKOBKATA M JOIIBJIHUTEIHA HHpOpManus

Kakgo cbabpaxa Rybrevant

o AKTUBHOTO BEIIECTBO ¢ amuBaHTama0. EnxnH ml KoHIEHTpaT 32 nHPY3HOHEH Pa3TBOP ChIbpKa
50 mg amuBanTamad. Enun daakon 7 ml koHnenTpat ceabpxka 350 mg amuBaHTamad.
. Jpyrute cbeTaBKy ca eTmiieHauaMuHTeTpaoreTHa kucenuHa (EDTA), nuaatpuesa coin

auxuapar, L-xuctuaus, L-XucTuIMHOB XUAPOXIOpHUI MOHOXUApAT, L-MeTnoHuH,
nonucop6Oar 80, 3axapo3a 1 BoJia 32 HHKEKIIUU (BUKTE TOUKa 2).

Kak n3rue:xxga Rybrevant u kakBo cbIbpka OIaKOBKaTa
Rybrevant e koHneHTpaT 3a MH(MY3MOHEH PAa3TBOP U € Oe3IBeTHA 10 OJIe10kKbITa TeuHOCT. ToBa
JIEKapCTBO CE€ I0CTaBs B KAPTOHEHA OIIAKOBKA, ChAbpiKamia | cThKIIeH ¢uiakoH 7 ml KOHIEHTpAT.

IpuTexaTes HA paspelIeHHETO 3a yHoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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IIpousBoauTe
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPIKETC CC C JIOKAJTHUSA

NpeICTaBUTEN Ha MPUTEKATEIIS Ha Pa3pelieHreTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

bbarapus

»PKOHCBH & JI)xoHCBHH brarapus” EOO/L
Temn.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E\rada

Janssen-Cilag ®oppoakevtiky Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Lietuva

UAB “JOHNSON & JOHNSON”
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 6494 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600



Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvépoc Xatinmavayng Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Romaénia
Johnson & Johnson Roméania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha MoCJIe HO Mpepasriiexaane Ha gucroBkara 08/2025.

JApyru u3rounuuu Ha nHpopmauus
IMoapoOHa uHpOpMaIKs 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHIus
o jekapcrpara: https://www.ema.europa.eu.

75


https://www.ema.europa.eu/

ITocouenara mo-10ay I/IH(i)OpMaIIHSI € MpeaAHasHaYeHa CaMo0 3a MCIMIIUHCKHA CIICIIUAJTUCTH:

JlexapcTBEHUAT POIYKT HE TPSIOBA Ja C€ CMECBa C IPYTH JIEKAPCTBEHU MPOIYKTH OCBEH CIIOMEHATHTE
MO-0TY.

IIpuroTBere pa3TBOpa 3a HHTPaBEHO3HA MH(Y3H, KaTO U3IIOJI3BATE ACENTHIHA TEXHUKA, KAKTO
ciesBa:

IIpurorssue

o Onpenenere HeoOXoaUMaTa 103a 1 Opost HeoOxoauMu QuiakoHu Rybrevant criopen H3X0JHOTO
Terno Ha manueHnTta. Beexu ¢makon Rybrevant ceabprxa 350 mg amuBanTamad.

o [Ipu nmpunoxxenne Ha Bcekn 2 ceamunm naruentute ¢ terao < 80 kg momywasar 1 050 mg, a

nanueHTute ¢ Terno > 80 kg — 1 400 mg BeqHBXK ceAMUYHO 3a 00110 4 1031, Clie/ KOETO Ha
BCEKH 2 CeIMHMIIN, KaTo ce 3amoyne B Ceamuiia 5.

. [Tpu mpusoxeHue Ha Bceku 3 ceaMuIy narpentuTe ¢ terio < 80 kg momyuasar 1 400 mg
BEJHBK CEIMUTHO 3a 00110 4 103u, ciex koeTo o 1 750 mg Ha Bceku 3 ceAMHUIIU, KaTo ce
3anoune B Ceamuna 7, a nanuenture ¢ Tero > 80 kg — 1 750 mg BeAHBXK CEAMHYHO 32 001110
4 no3wu, cnex koeto no 2 100 mg Ha Bcexku 3 ceamuiy, kato ce 3amoude B Ceamuna 7.

o [MpoBepete nanu Rybrevant paztBop e 6e3uBeteH A0 61en0xbaT. He nanon3eaiite npu Hanu4ue
Ha MPOMsIHA Ha [IBETA WM BUIMMH YaCTHUILIH.
o N3ternere u cien ToBa H3XBBpIETe 00eM 0T 5% pa3TBOp HA INIIOKO3a WM HATPHEB XJIOPH

9 mg/ml (0,9%) umxekuuoHeH pa3Teop oT 250 ml nH(Y3MOHEH cak, KOWTO € PaBeH Ha
HeoOxonumus o6eM Ha Rybrevant pazTBop, KoiiTo TpsiOBa n1a ce 106aBu (M3xBBpIeTe mo 7 ml
pa3TBOpuUTEN OT MH(Y3MOHHUS CcaK 3a BcekH (prakoH). MHpy3noHHNTE cakoBe TpsiOBa 1a ca
HanpaBeHu oT nonuBuHIIKIOpUA (PVC), momumnponunen (PP), momuerunen (PE) nmmn
nonuonepun (PP+PE).

o Uzrernere 7 ml Rybrevant ot Bcexu HeoOxoauM (piakoH, cie ToBa ' Jo0aBeTe B
nH(}y3noHHU cak. Beeku ¢uakoH chabpika 0,5 ml u3nmuibk, 3a 1a ce rapaHTHpa 10CTaThueH
o0eM 3a u3rernsHe. Kpaitnust o0eM B mHQy3noHHUS cak TpsaOBa Aa 0b1e 250 ml. UzxBbpnere
HEM3I0JI3BaHATa YacT, OCTaHalla BbB ()JIaKOHA.

o BaumatenHo oObpHeTE caka, 3a Ja ce CMecH pa3TBopbT. He paskiarmaiire.

o [Ipenu nmpuiokeHne mpoBepeTe BU3yalHO 32 HAJTMYME Ha YaCTUIM M MPOMsiHA Ha Beta. He
U3M0J3BaiiTe, aKo ce HaOMoJaBaT MPOMSIHA Ha [BETa VI BUJVMHU YaCTHIIH.

Hpunosxenne

o [Ipunoxere paspeaeHus pa3TBOp Ype3 MHTPABEHO3HA HH(Y3HSL, KaTO M3M0I3BaTe HH(PY3HOHHA
cucTeMa, CHabJIeHa ¢ peryjaTop Ha IOTOKa U C BIPaJieH, CTePUIICH, allUPOTeHEeH (QUITHP OT
nonuerepcyidon (PES) ¢ Hucko cBbp3Bane ¢ nporennu (pazmep Ha nopute 0,22 muiu
0,2 mukpometpa). CucremMuTe 3a NpUIOKEHUE TPAOBa a ObJaT HANIPaBeHHU OT MOy pETaH
(PU), nonubyranuen (PBD), PVC, PP unu PE.

. Wndysunonnara cucrema ¢ GpuiITbp TpAGBa aa ce 3apeau ¢ 5% pa3TBop Ha rroko3a wim 0,9%
pa3TBOpP Ha HATPUEB XJIOPHUJI TIPS HAYAIOTO Ha Besika MHQy3us Ha Rybrevant.

. He BnuBaiite Rybrevant upes eqHa u chllla MHTPABEHO3HA CHCTEMAa STHOBPEMEHHO C APYTH
CpeJICTBa.

o Paspenenusr pa3rBop TpsiOBa J1a ce NpUIIOKH B paMkuTe Ha 10 yaca (BKIIOYUTEIHO BPEMETO 3a
uHQy3us) Ha craitna Temrepatypa (15°C o 25°C) u Ha craiiHa CBEeTJIHHA.

o [lopanu gectotara Ha IRRs npu mbpBaTa 103a amMmuBaHTaMad TpAOBa Ja ce BIUBA MPe3

nepudepHa BeHa B cenmuia 1 u cemmuna 2. Mady3us ape3 meHTpaeH JOCTHII MOXKE J1a Ce
MpuIiara npe3 clieBaluTe CeIMULIU, Korato pucksbT OoT IRRs € mo-HuchHK.

H3xBBpasiHe
To3u nexapcTBeH NPOAYKT € caMo 32 eTHOKpaTHa ynoTpeOa ¥ HeU3IOI3BAHUAT JICKAPCTBEH MPOYKT,

KOITO HE ce OPUIIOKHU B PAMKUTC Ha 10 gaca, TpH6Ba Ja €€ U3XBHPJIU B CbOTBCTCTBUC C MCCTHHUTC
HN3HUCKBAaHU.
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Rybrevant 1600 mg nH:KeKIMOHEH Pa3TBOP
Rybrevant 2240 mg uH:KeKIMOHEH Pa3TBOP

aMuBaHTaMab (amivantamab)

vTosn JIEKapCTBEH MPOAYKT MOJIEKH Ha JOMIBJIHATEIHO HaOmoaeHne. ToBa 1ie mo3Boiu 0bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIIUTE BCSAKA HEXKETAHA PEaKIIHs, KOSITO CTE MOJYYMIN. 3a HAUMHA Ha ChOOIIaBaHe HAa HEXEIIaH!
peakIuy BIDKTE Kpas Ha TOUKa 4.

IIpoyeTeTe BHMMATEIHO USLJIATA JMCTOBKA, Ipeau A1a Bu ce npuiioxku ToBa JieKapcTBO, Thil
KaTo T4 ChAbpKa BaxHa 3a Bac undgopmauus.

. 3amasere Ta3u JIMCTOBKA. MOXKe J]a ce HAJIOXKH J1a 5 IPOYETETe OTHOBO.

o AKo nMarte HIKaKBH JOI'BJIHUTCIIHUA BBIIPOCH, nonuTanTe Bammus JICKap W MCAULMHCKA
cectpa.

o AKXO TOITyunTe HAKAKBU HE)KEJIAHN PEakliy, yBeroMeTe Bamms nexap nim MeauiuHcKa

CeCTpa. TOBa BKJIFOYBA U BCUYKHU BB3MOXHHU HCXKCIIAaHU peaKHI/II/I, HCOIIMCAaHU B Ta3U JIMCTOBKA.
Buxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

KakBo npencraensBa Rybrevant u 3a kakBo ce U3M0I3Ba
Kakso TpsibBa na 3naere, npenu aa Bu ce mpunoxu Rybrevant
Kak ce nmpunara Rybrevant

BBb3M0KHM HEXEIaHU pEeaKLUU

Kaxk ce cpxpansiBa Rybrevant

ChbabppkaHue Ha ONIaKOBKATa M JOIBIIHUTEIHA HH(POPMALIUS

A

1. Kakso npencrasiasiBa Rybrevant u 3a kakBo ce u31moJizBa

Kaxkso npeacrasiassa Rybrevant

Rybrevant e npoTrBopakoBo ekapcTBo.To Chabpika aKTUBHOTO BEIIECTBO aMUBAaHTaMab, KOETO
NPEACTaBIIsIBAa aHTUTSUIO (BUI OENTHK), NPEAHA3HAUEHO /1a Pa3[I03HaBa M aTaKyBa CIIEHUPHUIHH
MHUIICHU B OpraHu3ma.

3a kakBo ce u3noa3sa Rybrevant

Rybrevant ce u3nosn3ea npu Bb3pacTHH ¢ BUJ paK Ha OeyuTe Ipo0OBe, HApEUEH ,,HeAPECOHOKIICThYCH
pak Ha 6enute qpobdose’. Toii ce U3MoN3Ba, KOraTo PakbT ce € Pa3NpPOCTPAHII B JPYTH YacTH Ha
oprau3ma Bu 1 e npeTbprsi1 U3BECTHU IPOMEHU B I'eH, HapeueH ,,EGFR®.

Rybrevant moxe na Bu Ob1e npeanucan:

o KaTo IIBPBOTO JIEKAPCTBO, KOETO Toy4aBare 3a Barero 3abosBane, B KOMOHHAITHS C
Ja3epTHHHUO.
. KOraTo XMMHUOTEpaIusATa Bede He JeHcTBa cperry Bamero 3adosBane.

Kak neiictBa Rybrevant

AKTUBHOTO BeIecTBO B Rybrevant amuBanTamal ce npuienBa B 1Ba O€IThKa, HAMHPAIIH C€ BEPXY
PaKoOBUTE KIIETKH:

o peuenTop Ha enuaepMannus pacrexer gaxkrop (EGFR) n

o ¢axTop Ha Me3eHXUMHO-enuTesneH npexon (MET).

ToBa JekapcTBO JeHCTBA Ype3 MPUKPEISTHE KbM Te3u OenThir. ToBa MOXe Jia 3a0aBH WITH JIa CIIpe
pacTexa Ha paka Ha Oenure qpodoBe. To MoXe Ja ITOMOTHE ChINO 3a HaMaJlsIBaHe pa3Mepa Ha TyMOpa.
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Rybrevant moxe Ja ce npuiara B KOMOWHAIMS C JPYTH IPOTHBOPAKOBH JIeKapcTBa. BayKHO € chIo
TakKa Jja MpoYeTeTe M JUCTOBKUTE 3a T€3H JIEKapcTBa. AKO MMaTe HAKAKBU BBIIPOCH OTHOCHO TE€3U
JieKapcTBara, ce 00bpHeTe KbM Bammst jgekap.

2. Kakso Tps6Ba 1a 3Haete, npeau Aa Bu ce npuiosxku Rybrevant

He uznoazeaiite Rybrevant

o aKo CTe ajlepru4Hu KbM aMHUBaHTaMal WM KbM HSKOSI OT OCTaHAJIMTE ChCTaBKH Ha TOBA
JIEKapCTBO (M30pOCHM B TOUKA 6).

He u3non3Baiite ToBa ekapcTBO, aKO HEIIO OT TOPHUTE ce oTHAacs A0 Bac. Ako He cTe CUrypHH,

roBopeTte ¢ Bamms nekap wim MeIMIIMHCKA CecTpa, Mpeau 1a Bu ce mpunoxu ToBa JeKapCTBoO.

IMpeaynpeskaeHnss u NpeaNnasHu MePKU

I'oBopete ¢ Barius jiekap nin MeTUIIMHCKA cecTpa, mpeau aa Bu ce mpunoxku Rybrevant, ako:

o CTE CTpajajlu OT Bh3MajcHUe Ha Oenute ApoOoBe (3a00sBaHe, HAPEUCHO ,,MHTEPCTUIINATHA
OemonpoOHa OonecT" UiH ,,THEBMOHHUT ).

Ka:zkere Beqnara na Bamms jiekap wim MeIUIIMHCKA CECTPA, AKO MOJYYHTE HIAKOS OT CJIeJHUTE
HesKeJIaHM PeaKlUHu, J0KATO NpHeMaTe TOBa JeKapcTBO (BHKTe TOUKA 4 3a MoBeye
uHopmanms):

o HsikakBa HexkesnaHa peakuusi, JOKaTO JIEKAPCTBOTO C€ MHKEKTHPA.

o BuezamnHo 3aTpyIHEHO OUIaHe, KalluIMa WK HOBUILEHA TEMIIEPATypa, KOETO MOXe Ja
MOKa3Ba Bh3MalieHue Ha Oenute 1poboBe. ChCTOSHUETO MOXKE Aa Ob/e )KUBOTO3acTpallaBalio,
Mopajy KOSTO MEJIUIIMHCKUTE CIICIIUAIMCTH Ile By HaOMr01aBaT 3a €BEHTYAIHU CUMIITOMH.

. Korato ce u3nonssa ¢ Apyro JiekapcTBO, HAPEUCHO JIA3EPTHHNO, MOXKE Ja CE TOSIBSIT
JKUBOTO3aCTpAIaBaIlY HEXeJaHU peakuuu (opaau o0pa3yBaHe Ha KPbBHU ChCHUPELH BbB
BeHuTe). Bamwusr nexap me Bu npennuine J0MbIHUTETHO JEKapCTBO, KOETO JAa MOMOTHE 32
NpeZoTBpaTsABaHe Ha 00pa3yBaHETO Ha KPBBHU ChCUPEIH M0 BpeMe Ha JICUEHUETO, KaKTOo U 11
Bu HaOnroaBa 3a €eBEHTyalTHU CUMIITOMU.

. Koxxnu npobnemu. 3a HamalnsiBaHe Ha pUCcKa OT KOXKHU MPoOJIeMH, He ce U3jaraiite Ha CIBHIIE,
HOCETE 3aIlIUTHO 00JIEKII0, IPUIaraiTe CIbHUIE3AIUTHO CPEACTBO U U3IO0I3BANTE PEIOBHO
OBIIXKHUTEIH 32 KO’KaTa U HOKTHTE, JOKAaTO puemare ToBa jiekapctBo. e Tpsosa na
NPOABIDKUTE J1a IPAaBUTE TOBA B MPOIBJDKEHUE HA 2 Mecela cile]] CIMpaHe Ha JICYEHUETO.
Bammusr nexkap moxe na Bu npenoppya ga 3anovHeTe Ja mpuemare JiekapcTpo(a) 3a
npeZoTBpaTsIBaHe Ha KOXKHU MpobieMu, Moxke 1a Bu nekysa ¢ nekapctBo(a) win 1a Bu
W3MPATH [IPH CIIEIUAUCT N0 KOKHH 00JeCTH (IepMaToIIor), aKo MOJyYUTe KOKHHU PEaKIIUH 110
BpEeMe Ha JICYCHUETO.

o Ounu npobsiemu. AKo UMare NpodJIEMH CbC 3PEHUETO UK OOJIKa B OYUTE, CBBPXKETE Ce
BejiHara ¢ Bammst ekap uiam MeIUIMHCKA cecTpa. AKO U3I0NI3BaTe KOHTAKTHH JIEIH U
IMMOJIYYUTE HOBU OYHU CUMIITOMHU, CIIPETE U3IOJI3BAHETO UM 1N KaXXCTC BEIHAIra Ha Bammsa JICKap.

Jlena u roHOIIHN
He naBaiite ToBa JIekapcTBO Ha JeTa WM FOHOMY TToa 18-romuimHa Bh3pacT. ToBa € Taka, 3aI10To HE €
H3BCECTHO JaJIA JICKAPCTBOTO € 6630HaCHO u e(l)eKTI/IBHO B Ta3u Bb3PACTOBA IrpyIia.

Apyru aexkapcrBa u Rybrevant
TpsOBa na kaxxere Ha Bammus jiekap uim MEIUITMHCKA CECTPa, aKO IIPHEeMarTe, HaCKOPO CTe IpHeMalTn
WJIM € Bb3MOXKHO J1a IpUeMaTe APYTHU JeKapcTBa.

KonTpauenuus

. AKo MOXeTe J1a 3a0peMeHeeTe, TpsAOBa Jia U3M0/13BaTe ePeKTUBHA KOHTPALICIIIHS 10 BpeMe Ha
nedeHueTo ¢ Rybrevant u B mponbsmkeHe Ha 3 Mecella ciie]l CIIUPaHeTo My.
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bpemennoct

o [Ipenu na Bu ce npunoxu ToBa JeKapcTBO, TPSAOBA Ja KakeTe Ha Barmus nexap nim
MEJIMIIMHCKA CECTpa, ako cTe OpeMeHHa, cMsTaTe, Y€ MOXKe J1a CTe OpeMeHHA WIIH TIAaHUPaTe
OpeMeHHOCT.

. BB3M0kHO € TOoBa JIEKapCTBO 1a HaBpeau Ha HEPOIEHOTO Oede. AKo 3abpeMeHeeTe, TOKaTo ce

JISKyBaTe C TOBA JICKAPCTBO, KaXXeTe BeJHara Ha Bamus iekap uin MeuIlMHCKa cecTpa. Bue u
Bamwsr siekap 1iie penmre Jaiy mojizata oT JISYSHHUETO € JIGKAPCTBOTO € TO-ToJIsiMa OT PUCKA 32
Bamrero nepoaeHo 6ebe.

Knpmene

He e m3BectHO manm Rybrevant mpemnnaBa B kbpMata. [lockBeTBaiiTe ce ¢ Bamms nekap, mpeau ga
Bu ce npumnoxu ToBa nekapcTBo. Bue u Bammsat nekap e pemuTe 1any nojzara oT KbPMEHETO € T10-
rojsiMa oT pucka 3a Bamrero 6e0e.

Ilopupane u padoTa ¢ MAIIMHU
AKoO ce 4yBCcTBaTe yMOPEHH, 3aMasiHU MM ako ounTe Bu ca pa3ipa3HeHu Wid ciies npuiarane Ha
Rybrevant 3pennero Bu e 3acernaro, He modupaiite u He paboTeTe ¢ MAITUHM.

Rybrevant cbabpska HaTpui
ToBa nexapcTBO chABPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 1032, T.€. MOXKeE Ja ce Kaxe, 4e
NPAaKTUYECKU HE ChAbPKa HATPUil.

Rybrevant cbabpska nmoucopoar

Tosa nexapctBo chabpka 0,6 mg mommcopoat 80 BHB BCeKH ml, KOETO € eKBUBaJICHTHO Ha 6 mg BHB
¢naxon ot 10 ml unu 8,4 mg BbB iakon ot 14 ml. [lomucopbatuTe Morar aa nmpeau3BUKaT
aNlepruvHy peakuuu. TpsOBa fa kaxere Ha Bamus nexap, ako UMaTe U3BECTHH aJICPTHH.

3. Kak ce npuiara Rybrevant

KakBo ko/jinuecTBO ce mpujara
Bammsit nexap e u3uuciu npaBuiiHata 3a Bac no3a Rybrevant. Jfo3ara Ha ToBa nexapcTBo 111e
3aBHCH OT TeJleCHOTO Bu Terno B Hayanoro Ha Tepanusita Bu.

IIpenopbunrtennaTa g03a Rybrevant e:
. 1 600 mg, ako Texxute mox 80 kg.
. 2240 mg, ako TexxuTe moBede win paBHo Ha 80 kg.

Kak ce npuniiara jiekapcTBoTo

Rybrevant mie ce npunara ot Jiekap WiM MEIUIMHCKA CECTpa KaTo MHXXEKLUS 1M0J1 KoKaTta (TI0IKOXKHA
WH)KEKIHS) B IPOABDKEHUE Ha OKOJIO 5 MUHYTH. T ce mocTaBs B 00yiacTTa Ha KOpema, He Ha IpyTH
MecTa 10 TSJIOTO U HE Ha MECTa, KbJETO KOXKaTa € 3auepBeHa, HaTbpTeHa, 00JIe3HEHa, BTBbpJIeHA WK
MMa TaTyUPOBKH WK Oere3H.

AKko mouyBcTBaTe 0OJIKa MO BpeMe Ha MHKEKTHPAHETO, JICKapST MM MEJIUITMHCKATA CECTpa MOXKe Jia
NPEeKbCHAT MHXXEKTHPAHETO U Ja BM MOCTaBAT ocTaHanaTa yacT OT MHXKEKLIUATA B Apyra o01acT Ha
Kopema.

Rybrevant ce npuara, kakTo ciieiBa:

. BEJIHHXK CEIIMUYHO 32 MTBPBUTE 4 CEIMHUITH

. CJIe/T TOBA BETHBK Ha BCEKH 2 CEIMUITH, KaTO CE 3all0YHE B CEIMHUIIA 5, TOKATO TPOAbIIKABATE
Jla TI0JIy4aBaTe 1Moj3a OT JICUCHUETO.

JlekapcTBa, NnpuiIaraHu Mo BpeMe Ha JieueHue ¢ Rybrevant 3a moakoskHo npujio;keHune

IIpenu Besika nmkekims Rybrevant e Bu ce mpunarar jgekapcTBa, KOUTO IMOHMKABAT BPOSTHOCTTA OT
peaxium, CBbp3aHu ¢ IPUIIOKEHUETO. Te MOoKe Jja BKITIOYBAT:

. JICKapCTBa 32 aJleprUyYHa PeakIus (aHTUXUCTAMIHH)
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L JICKapCTBA 3a Bb3MAJICHUC (KOpTI/IKOCTepOI/II[I/I)
L JICKApCTBA 3a MOBUILIICHA TEMIICpAaTypa (KaTO Harip. napaueTaMon).

Moxke ga ce nmpuiaraT CbII0 JOIIBJIHUTCIIHU JICKAPCTBA CIIOPE I10sABAaTa HAa HAKOUW CUMIITOMH, KOUTO
MOXKE [1a TOJIYUUTE.

Axo Bu ce npuio:ku noseye ot Heo0xonumara g03a Rybrevant

ToBa nekapcTBO I11e ce npuiara ot Baius nekap uiyv MeIuIMHCKa cecTpa. Ako Bu ce npuioxu
TBBPJIE TOJIAMO KOJMYECTBO (IIPEI03UpPaHE), KOETO € MaJIKO BEpOATHO, BammsT jgexap 1ie nmpoBepu 3a
HaJIM4Yie Ha HeXKEJaHW PEeaKIIHU.

AKO cTe MPONMYyCHAJIM Yaca CH 3a NpHuJIokeHne Ha Rybrevant
MHoro e Ba)HO /1a crla3BaTe BCUUKH YyTOBOPEHM YacoBe. AKO MPOIMYCHETE Yac, HACPO4ETe CH APYT
BB3MOXHO Hal-CKOpO.

AKO UMaTe HSKaKBHU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTATe
Bamms nekap wim MeIUIMHCKA CECTpa.

4. Bb3MOKHY HelKeJIaHU peaKkiuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEKECIaHU pCaKIIUU, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

CepuHO3HH HexKeJTaHU peaKIuu
Kaxete BeqHara Ha Bamus siexap uiayu MEUIIMHCKA CECTPa, aKO 3a0€IeKUTe CISIHUTE CePUO3HH
HE)KEJIaH! PEeaKIIH:

MHoro yectu (Moxe na 3acerHat Haja 1 Ha 10 mymm):

o [Tpu3Haim Ha peakius KbM WHKEKIUSATA — HAlp. CTYJCHU TPBIIKH, HEAOCTUT Ha BB3/YX,
rajieHe, 3a4epBsiBaHe Ha JIMLETO, AMCKOM(OPT B I'bpANUTE U TIOBUILIEHA Temreparypa. Tosa
MOJKe J]a ce CIIy4H, 0COOCHO IIpH IIbpBara 103a. BamusaT nexap Mmoxe aa Bu nane npyru
JIeKapCTBa WM MOXKE JIa Ce HAJIOKH WHXKEKIUATA a Ce CIpe.

o Koxxan mpobnemu — Harp. 0OpuB (BKIFOUUTENHO aKHe), HHPEKTHpaHa KOXa OKOJIO HOKTHUTE,
cyxa Koxa, cbpOeK, 0oJKa 1 3auepssiBane. TpsOBa Jla kakere Ha Bammms nekap, ako
npoOJeMuTe ¢ KoXata MM HOKTUTE CE€ BJIOLIAT.

o Korato ce gaBa 3aeiHO ¢ IpyTo JIEKapcTBO, HAPEUEHO ,,JIA3epPTUHHUO‘, MOXKe Ja ce oOpa3yBa
TpoMO BBB BEHUTE, 0COOCHO B OenuTe IpoOoBe HiH Kpakarta. [Ipu3HanuTe MoXe Ja BKIIOUBAT
ocTpa 00JIKa B ThpANTE, 33yX, yUeCTEHO JUIIaHe, O0JIKa B KpaKa U MMOlyBaHe Ha PBIETE HIIH
Kpakxara.

. [IpoGnemu ¢ ounTe — Hamp. Cyx0Ta B OYUTE, TIOAYTH KJIETIadl U ChbpOEK B OUUTE.

Yectu (Moxe ma 3acersat no 1 Ha 10 gymm):

o [Ipu3Haiy Ha BB3MajeHue Ha Oenute qpoOoBe - HATP. BHE3AITHO 3aTPY/THEHO JUIIIAHEe, KAIIHIA
WY TIOBUILIEHa TemrepaTtypa. ToBa OM MOTIIO a TOBEAE A0 TPaiHO yBpeXJaHe
(uHTepcTHIMANHA OenonpoOHa Oonect). Bammsar nexkap Moxe Aa pemmn Aa cnpe Rybrevant, ako
TIOJIYYHTE Ta3W HEXeJlaHa PEeaKIusl.

o [Ipobnemu ¢ ounTe - KaTo HANpP. MPOOJIEMH ChC 3PEHUETO U PACTEK HA MUTIIUTE.

o Br3nanenue Ha poroBunara (MpegHara 4acT Ha OKOTO).

CJ'IC,Z[HI/ITC HCXKCJIaHU PCaKIUU CC C’BO6H_IaBaT B KNIMHUYHUTC MMPOYYBAHUA Ha Rybrevant, Korarto €
npuwjaralH CaMOCTOATCIIHO KaTO I/IH(l)YBI/Iﬂ BLB BCHaA:

JIpyru HekelaHU peakIuu
Kaxere Ha Bamms nekap, ako 3a0eJe:KUTe HAKOS OT CIEIHUTE HEKEJIaHH PEaKLInH:
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MHoro yecTu (Moxe na 3acerHat Hax 1 Ha 10 mymm):

HUCKO HMBO Ha MPOTEHHA aI0yMUH B KPHBTA

MoJyBaHe, MPUYMHEHO OT HATPYyNBaHE HA TEYHOCT B OPraHU3Ma
yCellaHe 3a CUIHA yMopa

paHu B ycTara

rajieHe

MOBpBIIaHEe

3areK WU JUapust

HaMmaJleH aleTUuT

MOBHUIIIEHA CTOMHOCT Ha YEPHOIPOOHNUS CH3UM aJlaHMH aMUHOTpaHcdepasa U acrapraT
aMHUHOTpaHc]epasza B KPbBTa

3aMastHOCT

MTOBUITICHO HUBO Ha €H3MMa aikaiaHa gocdaraza B KpbBTa
MYCKYJTHU OOJIKH

BHCOKA TeMIIepaTypa

HUCKA CTOMHOCT Ha KaJlUui B KPbBTA

Yectu (Moxxe na 3acersat 1o 1 Ha 10 gymm):

o cToMaIHa 0oJka

. HHUCKO HUBO Ha KaJIMil B KPbBTA

. HHCKO HHMBO Ha MarHe3uil B KPhBTa
. XEMOPOU/IN.

Heuectu (Moxe na 3acernar jo 1 #a 100 gymm):
. s3Ba (paHa) Ha KOXKaTa.

CJ'IC,I[HI/ITG HCXCJIaHU pCaKIuu CC C’LO6H_IaBaT B KNIMHUYHUTC IMIPOYYUBAHUA Ha Rybrevant (annaraH
HJIN KaTo HHq)YBHH BBB B€HA, WJIM KaTO MHXKCKIUA IO KO)KaTa) B KOM6I/IHaLII/I$I C J'IaSepTI/IHI/I6Z

JApyru He:xeJ1aHM peakuuu
Kaxere Ha Bamus nekap, ako 3a0enexure HAKOS OT CICTHUTE HEXKEJIaHU PeaKI1H:

MHoro 4yectu (Moxe na 3acerHat Haja 1 Ha 10 mymm):

HHCKa CTOWHOCT Ha OeNThKa, HApPEUeH ,,aT0yMUH", B KPHBTA
paHH B ycTarta

YEPHOAPOOHA TOKCHYHOCT

OTOK, IPUYMHEH OT HATPYyTNBaHE Ha TEYHOCT B OpraHu3Ma
yCelllaHe 3a CHJIHa yMopa

HEOoOMYalHO ycellaHe 1Mo KoXkaTa (KaTo HalpuMep U3TPBIIBAHE WM MpPaByUYKaHE)
3arex

Tuapus

HaMaJIeH amleTuT

rajieHe

HUCKO HHMBO HA KaJIIMH B KPHBTA

MOBPBIIIaHE

MYCKYJTHHU OOJIKH

HUCKO HHMBO HA KaJIMi B KPHBTA

MYCKYJTHU CIIa3MH

3aMastHOCT

BHCOKA TeMIIeparypa

0oiKa B cTomMaxa.

Yectu (Moke ma 3acersat mo 1 Ha 10 gymm):
o XEMOPOUIN
o JIpa3HEeHEe WK 00JIKA Ha MSCTOTO HAa WH)KCKTHPAHE
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L HHMCKO HUBO Ha MarHe3uu B KpbBTa

o 3a4yepBsiBaHe, 1OlyBaHe, OelicHe Ha KOKaTa WM OOJIE3HEHOCT, TJIaBHO Ha JTAHUTE HIIH
cThIanara (CHHAPOM Ha MaJMapHO-TIaHTapHA EPUTPOAN3ECTE3HSI)

o cbpOsiLI 00pHB (KOTIPHBHA TPECKa)

o a3Ba (paHa) Ha KOXKaTa.

Cho0aBaHe HA He)KeJIAHU Peakuu

AKO MONTyYnTe HIKAKBU HEKETAHHU JICKAPCTBCHU PEaKINU, YBEAOMeTe Barus nekap Wi MeAUIIHHCKA
cectpa. ToBa BK/IFOYBAa BCUYKH BH3MOYKHH HEOIMCAHU B Ta3M JUCTOBKA HEXeIaHH peakiuu. MokeTe
CBIIO JIa ChOOIIUTE HEXKETAaHU PEaKIIUK TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 3a ChOOIaBaHE B!
W3mbiHATENHA areHIus 10 JIeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcanT: www.bda.bg

Kato cho0IiaBaTe HexKeIaHU peakiiuy, MOXKETE Ja AaJIeTe CBOs IIPUHOC 3a MOJyJYaBaHe Ha MOBEYe
nH(GOpPMAIUS OTHOCHO 0€30MacCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak ce cbxpansiba Rybrevant
Rybrevant 1me ce cbxpaHsiBa B O0JIHUIATA WM KIMHUKATA.
CpxpansBaiiTe TOBa JIEKAPCTBO HAa MACTO, HEJOCTBITHO 3a JE1Ia.

He u3non3BaiiTe ToBa JIEKapcTBO Clie]] CPOKa Ha TOJHOCT, OTOENA3aH BhPXY KAPTOHEHATA ONAaKOBKA U
eTukeTa Ha (iakoHa cien ,,l 'ogen no:“/“EXP*“. CpokbT Ha TOJAHOCT OTTOBAps Ha MOCICAHMS JCH OT
ITOCOYEHUS MECEIL.

Ha ce cpxpansiBa B xnammmHuk (2°C o 8°C). Jla He ce 3ampa3siBa.
CobxpaHsiBaliTe B OpUrMHAIHATA OMIAKOBKA, 3a J1a Ce MPEeANa3yu OT CBETIIMHA.

XumuyHa U u3nYHa CTAOUITHOCT B MIEPHO/ia HA M3II0JI3BaHE HA TIPUTOTBEHATA CIIPHHIIOBKA €
JIoKazaHa B mpoabpkerue Ha 24 vaca npu 2°C no 8°C, mocneasano ot 24 waca mpu 15°C no 30°C. Ot
MUKPOOHOJIOTMYHA TJIe/THA TOYKa MPOAYKTHT TPSAOBA J]a ce U3IO0JI3Ba He3a0aBHO, OCBEH aKO METOIBT
Ha MPUTOTBSHE HAa JI03aTa HE U3KIIF0YBA PUCKa OT MUKPOOHO 3aMbpcsiBaHe. AKO HE ce U3I0JI3Ba
He3a0aBHO, TIEPHOIBT HA M3IMOJI3BaHE U YCIOBUATA HA ChbXPaHEHHE MPeu YIOoTpeda ca OTTOBOPHOCT
Ha TIOTPeOUTESI.

He uzxBbpasiite nekapcTBaTa B KaHAJIU3AlMATA WM B KOHTEIHEPA 3a JJOMAllIHU OTHaAbIy. BamusT
MEIUIIMHCKY CIENUATIUCT 1€ U3XBbPJIU JIEKAPCTBATA, KOUTO BEUE HE C€ M3MOJI3BAT. Te3u MEPKH 11e
CIIOMOTHAT 3a OIla3BaHE Ha OKOJIHATA Cpea.

6. Chabp:kaHue HA OIAKOBKATA M JOINBJIHUTETHA HHpOpManus

Kakgo cbabpaxa Rybrevant

. AKTHUBHOTO BeIIeCTBO ¢ amuBaHTamad. Exnn ml pasztBop chabpxka 160 mg amuBantamab. Enqun
¢nakon ¢ 10 ml nmkexkunoneH pa3rBop cbabppka 1600 mg amuBantamad. Enun ¢makos ¢ 14 ml
WH)XEKLIHUOHEH Pa3TBOp Chabpika 2240 mg amuBanTamal.

. Jpyrute cbcTaBKy ca peKOMOMHAaHTHA YoBelka xuanyponunasa (tHuPH20), EDTA
MMHATPHUEBA COJI IUXUIPAT, JICICHA OIIeTHA KUcelnHa, L-MeTrnoHuH, monucopbat 80, HaTpreB
aleTaT TPUXHUAPAT, 3aXapo3a U BOJa 3a HHKeKIMU (BIKTE ,,Rybrevant chbabpika HATpUi™ 1
»Rybrevant ceabppxa momucopbat s Touka 2).
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Kax m3rie:xxna Rybrevant u kakBo cbIbpika OIaKoOBKaTa
Rybrevant nmxeknnoHeH pa3TBop € 6e31BeTHA 710 01e10KbITa TeYHOCT. ToBa JISKapCTBO Ce OCTaBs
B KapTOHEHA OIAaKOBKa, chabpxama 1 crekiieH ¢aakon ¢ 10 ml paztBop unu 1 cTbkieH (IakoH ¢

14 ml pa3tBop.

IpuTexaTes HA pa3pelleHHETO 32 yNoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauTe
Janssen Biologics B.V.
Einsteinweg 101
2333 CB Leiden

Hunepnannus

3a gompaHKUTENHA HHGOPMALIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPEACTAaBUTEN HA MIPUTEXKATEIS Ha Pa3pelieHUETo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 6494 11
janssen@jacbe.jnj.com

Bbarapus

»KOHCBHH & JIxoHchH brarapus” EOO/]
Temn.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EALGdo

Janssen-Cilag ®appokevtikiy Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen(@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300



Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 5500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bopvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Roméania
Johnson & Johnson Roménia SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha mocJIeqHO Mpepasrjiexaane Ha aucToBkara 08/2025.

Jlpyru u3TOYHUIM HA MH(pOpMAaLHs

ITonpoOHna nHpOpMans 3a TOBa JIEKapCTBO € peJI0CTaBeHa Ha yeOcaiita Ha EBporietickara areHIust
10 JIeKapceTBara: https://www.ema.europa.eu.
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IHocouenara no-goay nundopmanus e NpeJHAZHAYEHA CAMO 32 MEAUIUHCKH CIEeHNATUCTH:
Rybrevant 3a mogkokHO IPHITOXKEHKE TPSOBA J1a Ce MpHilara 0T MEAWIIMHCKY CIETIHAIHCT.

3a ;1a ce mpeoTBPaTAT JCKAPCTBEHU IPEIIKH, € BAXKHO Ja CE TPOBEPSBAT CTUKETHTE Ha (prrakoHUTE, 3a
Jla ce TapaHTHUpa, Ue Ha MalreHTa Ce TaBa MOIXoIara JekapcTeHa popma (hopma 3a
WHTPaBEHO3HO WJIH MOJIKOXXHO MPUIIOKEHUE) | JI03a CIIOpe]l Mpeanucannero. Rybrevant 3a moKoxHO
MPUJIOKEHUE TPSAOBA Jla ce Ipuiara caMmo 4pe3 MOAKOKHA HHKEKIUS, KaTO CE U3II0JI3Ba OIpe/IeiicHaTa
no3a. Rybrevant 3a moJiKo)HO MPHUIIOKEHNE HE € TPEeIHA3HAYCH 32 HHTPABEHO3HO MPUIIOKEHUE.

Tosu JICKApCTBCH MPOAYKT HE Tpﬂ6Ba Ja ¢ CMCECBa C APYTH JICKAPCTBCHU NPOAYKTHU OCBCH

CIIOMCHATUTE IO-A0J1Y.
HpI/IFOTBCTe pa3TBOpa 3a NOAKOXHA MHKXCKIUA, KATO U3II0JI3BATC aCCITUYHA TEXHHUKA, KAKTO CIICABA:

[IpuroTBsne

o Onpenenere HeoOXoaUMATa 1032 M OAXOIAIINS uiakoH Rybrevant 3a moIko:KHO PUIIOKEHHE
Bb3 OCHOBA HA U3XOAHOTO TETJIO HA MALUCHTA.

. [Marmenture ¢ termo < 80 kg moygasar 1 600 mg, a manmmenTuTte ¢ Terio > 80 kg — 2 240 mg
BeIHBX cenMuaHo oT Ceamunia 1 1o 4, clies1 KoeTo Ha BCEKH 2 CEIMHUIIM, KaTO Ce 3all0YHE B
Cenmuna 5.

o N3Banere moaxoasmus (aakoH Rybrevant 3a moakoXHO MpHIIOkKeHUe OT XinaawiHuka (2°C no
8°C).

o [TpoBepeTe nanu pa3TBOPHT € Oe3LBETEH A0 ONeA0KBIT. He u3mon3BaiiTe npu HATMYUE Ha
HEMPO3pavyHH YacTULH, IPOMSHA Ha IIBETA MJIM JPYTH UyXKIW YaCTULIH.

o Temmnepupaiite Rybrevant 3a monkoxHO priiokeHne Ha crtaifHa temmieparypa (15°C mgo 30°C)

B IIpOJIbJDKEHUE Ha Hali-Manko 15 munyTu. He 3aTorumsiite Rybrevant 3a moakoxHo
MPUIOKEHUE 0 HUKAKBB ApYyTr HauuH. He pasknamaiite.

o N3rernere HeoOXonumusl 3a MHKeKTHpaHe o0eM Rybrevant 3a moaKoKHO NPUIIOKEHUE OT
(1akoHa B CIIPUHIIOBKA € TIOAXOISII pa3Mep, KaTto u3noi3BaTe TpaHcdepHa uria. Ilo-mankure
CIPUHIIOBKH M3MCKBAT TIO-MaJIKO CHJIa [0 BpeMe Ha MOATrOTOBKAaTa U MPHIIOKECHUETO.

o Rybrevant 3a HoAKOXHO NPUIIOKEHUE € CBBMECTHM C WH)KEKLIMOHHH UTJIH OT HEphiKaaeMa
CTOMaHa, MOJUIIPONNIICHOBU 1 HOJ'II/IKap6OHaTHI/I CIIPUHIIOBKHU M KOMIUICKTH 3a IMOJKOXXHA
MH(Y3US OT MOJIMETUIIEH, TOJUYPETaH 1 MOJIMBUHUIXJIOpU. AKO € He00X0AUMO, 3a
IPOMHBaHe Ha MH(Y3MOHHMS KOMILIEKT MOXeE J]a C€ M3I10JI3Ba M Pa3TBOP Ha HATPHEB XJIOPHL
9 mg/ml (0,9%).

o 3ameHeTe TpaHC(epHaTa UIJIa ¢ TOAXOAAIINTE IIOMOIIHY CPEJICTBA 32 TPAHCIOPTHPAHE WIH
npuinoxenue. IlpenopruBa ce N3MOA3BaHETO HA MIJIA MJIM KOMILIEKT 32 HH]Y3uUs ¢ pasmMep oT
21G no 23G, 3a ga ce OCUTYpH JIECHO NPUIIOKEHNE.

ChbxpaHeHHE HA IPUTOTBEHATA CIIPUHIIOBKA

[IpuroTBenara cpuHIIOBKa TPsAOBA J1a ce MPHUIOKU He3a0aBHO. AKO He3a0aBHOTO NIPUIIOKEHHE HE €
BB3MOKHO, ChXPaHSBalTe MPUTOTBEHATA CIIPUHITOBKA B XJIATWITHUK TIpH TemrepaTypa ot 2°C mo 8°C
3a mepuoy 1o 24 daca, ciieql KoeTo mpu craitHa temieparypa ot 15°C no 30°C 3a nmepuon mo 24 daca.
[IpuroTBenara cpuHIIOBKa TPSAOBA Jla ce U3XBBPIIH, aKO CE€ ChXPaHsBa MOBeUe OT 24 Jaca B
XJIaJIUTHUK WIH TTOBeYe OT 24 Jaca Ha CTaifHa TemrepaTrypa. AKO ce ChbXpaHsBa B XJIAJMIHUK,
pa3TBOPBT TPSAOBA Ja TOCTUTHE CTaifHa TeMIepaTypa Mpeau IPUIoKeHHE.

IIpocnenumoct
3a 1a ce moI00pH MPOCIEAUMOCTTA HA OUOJIOTHYHUTE JIEKAPCTBEHHU MPOYKTH, UMETO U TTAPTHIHHSAT

HOMEp Ha MPIJIOKEHUS MPOTYKT TPSOBA SICHO JIa CE 3arMCBarT.

H3xBBpasiHe
To3u exkapcTBeH MPOAYKT € CaMo 3a €IHOKpaTHa yrmoTpeda. Hensmon3BaHusIT JeKapCTBEH MPOIYKT

HJIN OTIIAABYHUTC MAaTCpHUaAJIn OT HCTO TpSI6Ba Ja CC U3XBBPJIAT B CbOTBCTCTBUC C MCCTHHUTC
HU3UCKBAaHM.
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HPUJIOKEHUE IV

HAYYHU 3AK/IIOYEHUA 1 OCHOBAHMUA 3A ITPOMSIHA HA YCJIOBUSITA
HA PASPEHIEHUSITA 3A YIHOTPEBA
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Hayunu 3akntoueHus

[pensun onenbunus noknan Ha PRAC otHocHo I[TAJIB 3a amMmuBaHTaMa0, HAyYHUTE 3aKJIFOUCHUS Ha
PRAC ca, kakTo ciensa:

C ornen Ha HAIMYHHUTE JAHHH 32 KOXKHU S3BU OT KJIMHIUYHN M3MIUTBAHUA, TUTEPATYpaTa, CIIOHTAHHNUTE
CHOOLICHNUS U IPEABH/I MPaBIONOA00HU MexaHN3bM Ha feiictBue, PRAC cuuTta, ue mpuuuHHO-
CIIC/ICTBEHATA BPB3Ka MEX/y aMUBaHTaMald M KOJKHHUTE S3BU € Hal-MAJIKOTO € BE3MOXHO /12
ceecTByBa. PRAC 3akmodaBa, 4e mpoayKToBaTa HHGOpMANus 3a IPOAYKTH, ChIbP)KAIIN
amMHBaHTamal, TpAOBa Ja ObJie ChOTBETHO H3MEHEHA.

Crnen karo pasriiena npenopbkara Ha PRAC, CMHP ce cpriacsBa ¢ o0mure HaydHH 3aKIIOUEHUS U
OCHOBaHU:ATa 3a npenopbkara Ha PRAC.

OcHoBaHus 32 MPOMSIHATA HA YCJIOBHATA HA pa3pellieHneTo(siTa) 3a ynorpedoa
B®b3 ocHOBa Ha Hay4yHHMTE 3aKiroueHus 32 amuBaHnTamMad CHMP cuura, ye chbOTHOIEHUETO MOJ3a/PUCK
3a IeKapcTBeHUA(UTE) MPOMYKT(H), ChABPIKAII(F) aMUBAaHTaMad € HETPOMEHEHO C MPEI0KESHHATE

IIPOMEHH B IIPOAYKTOBATa MHPOPMALIHSL.

CHMP npenopbuBa MpoMsiHa Ha YCIOBHATA Ha pa3pelieHueTo(s1Ta) 3a ynorpeoa.
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