IMPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JISKapCTBEH MPOAYKT TOJUICKU HA JOMIBIHUTEIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TOo
YCTaHOBSIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUKa 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Rybrevant 350 mg koHIIEHTpaT 3a HHPY3MOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enun ml oT koHIIeHTpaTa 3a MH(Y3UOHEH Pa3TBOp ChAbpka 50 mg amuBanTamad (amivantamab).
Enun ¢naxon 7 ml ceappka 350 mg amuBantama.

AmuBaHTamMa0 € M3ISII0 YOBEHIKO OucnennuiHo aHTUTSUIO Ha 6a3zaTa Ha umyHornoOynuH G1 (IgG1),
HACOYEHO Cpelly penenTopuTe 3a enuaepmannus pacrexxeH pakrop (EGF) u peuenropure 3a
Me3eHXHMHO-eTUTeNeH npexo] (mesenchymal- epidermal transition, MET), nponsBeneHo B KlieTbuHa
JUHUS OT 003aiHUK (AiYHUK Ha kuTaiicku xamctep [CHO]) npu nsnon3sane Ha pexkomOuHanTHa JJHK
TEXHOJIOTHS.

[ToMOIITHO BEIIECTBO ¢ U3BECTHO JICHCTBHUE
Enun ml paztBop ceabspika 0,6 mg mommcopdar 80.

3a IIBJIHUA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
Konmentpart 3a nH(Yy3HOHEH pa3TBOP

PastBopbT € Oe3uBereH a0 Oen0xbit ¢ pH 5,7 u ocMmonanurer npudiusurenno 310 mOsm/kg.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Rybrevant e nmoka3zas:

. B KOMOMHALM € JIa3epTUHHO 3a IbPBa JIMHUA Ha JICUCHUE Ha Bb3PACTHU HNAllUEHTH C aBAaHCHPAJ
HepeOHOKIeThYeH pak Ha Oenute npodose (HAPB/]) ¢ aeneruu B ex3on 19 Ha EGFR wiun
cyoctutymonnu myrtarun L858R B ex3oH 21.

o B KOMOMHAIIUS ¢ KapOOIUTATHH U MIEMETPEKCel 32 JieueHHEe Ha Bh3PACTHH MAIMEHTH C aBaHCHPAI
HAPB/] ¢ nemeruu B ex30H 19 Ha EGFR nnu cy6crutyimonan myramun L858R B ex3oH 21
cJie]l HeycIeX Ha Mpeaxo/iHa Tepanusl, BKIoYBala THpo3uHkuHa3eH naxuourop (TKN) na

EGFR.
° B KOMOMHAIUS ¢ KapOOIUIaTHH U IEMETPEKCE]] 3a JICUCHHE OT ITbPBa JIMHUSI HA Bh3PacTHH
nauueHTu ¢ aBancupan HIIPB/I ¢ aktuBupamu nacepunoHHu mytauuu B ek30H 20 Ha EGFR.
. KaTO MOHOTEpanus 3a JeUYCHUE Ha Bb3pacTHU nanueHTu ¢ aBancupan HJIPB/I ¢ akruBupau

nHcepimoHHU MyTauuu B ek30H 20 Ha EGFR cnen Heycnex Ha Tepanus Ha 6a3ara Ha IUIaTHHA.
4.2 Jlo3UpoBKAa M HAYMH HA MPUJIOKEHHE

Jleuenuero ¢ Rybrevant Tpsi0Ba f1a ce 3anoune 1 HabIro01aBa OT JIEKap ¢ OIMT B ynoTpedara Ha
IIPOTUBOPAKOBH JIEKAPCTBEHH MIPOAYKTH.



Rybrevant Tpsi6Ba 1a ce npuiara OT MEJIUIUHCKH CIIEITUATUCT TIPH TTOAXOISIIN MEJIUITUHCKH YCIOBUS
3a OBJIaJIIBaHE Ha peakiuu, CBbp3anu ¢ uHpy3usara (infusion-related reactions, IRRs), B ciryuaii ue
HACTBIIAT TAKUBA.

IIpenu 3amouBane Ha Tepanus ¢ Rybrevant TpsoBa na ce ycranosu myTaronnaus cratyc Ha EGFR B
npoOu OT TyMOpHa ThKaH WIH IJIa3Ma, KaTo Ce W3I0JI3Ba BaJIUUPaH METO Ha u3cieBaHe. AKO He
0bJe OTKpUTa MyTalys B IJIa3MeHa npoda, TpsOBa Aa ce u3cieaBa TyMOpHa ThKaH, aKo € HAJIMYHA B
JIOCTaThUHO KOJIMYECTBO M KAYECTBO, THhil KATO MPH M3MOJI3BAHETO HA IUIa3MEH TECT € Bb3MOXKHO J1a Ce
MoJTydaT (aJlInBO OTPHUIATENHN Pe3yATaTh. M3cieaBaHeTo MOXKe /1a ce M3BBPIIH 110 BCAKO BpeMe
CJIe]] MOCTaBsiHE Ha MbpBOHAYAJIHATA JUAarHo3a Npeay 3arouBaHe Ha TepanusiTa. He e HeoOxoanmo aa
ce MOBTapsl U3CJIEBAHETO Clie/l yCTaHOBsIBaHEe Ha MyTaloHHus cratyc Ha EGFR (Bxk. Touka 5.1).

gOLWI[)OBKa

TpsiOBa na ce mpuiaraT npeMeuKaIuy 3a HaMmansBaHe Ha pucka ot IRRs npu neuenue ¢ Rybrevant
(Bx. mo-gomy ,,IIpomsHa Ha mo3ara® u ,, ] [pemopbUNTEIHE CHITHTCTBAIH JIEKAPCTBEHU MTPOTYKTH ).

Ha ecexu 3 ceomuyu
IIpenopruntenante 103U Rybrevant, korato ce u3mois3Ba B KOMOHHAITNS C KapOOIUTATHH U

nemeTpekce, ca naaeHu B Tabmuiia 1 (Bxk. mo-mony ,,Ckopoct Ha uH(Yy3uaTa“ u Tabmauma 5).

Tabsmna 1:  Ilpenopbuutenna go3a Rybrevant Ha Bcexkn 3 cenmunm

TesecHo Teryo Jo3a Cxema Ha mpuJIoOKeHHe bpoii
Ha U3XO0HO Rybrevant paaxkonu
HHUBO"
Iox 80 kg 1400 mg | Bemawbx ceaqmuuno (0610 4 no3u) ot Ceamunm 1 1o 4 4
e Cenmuna | — undysus c pasaenena no3a Ha [en 1
u Jlen 2
o Cemmumm 2 10 4 — uadysus Ha Jlen 1
1 750 mg | Ha Bcekm 3 cenmunm, Kato ce 3amoune B Ceqmura 7 5
Han wnu paBHO 1 750 mg | Bepawbx ceaqmuuno (06110 4 no3u) ot Ceamunm 1 1o 4 5
Ha 80 kg o Cenmuiia 1 — uHdy3us ¢ pazuesicHa 103a Ha Jen 1
u Jlen 2
o Cemmuim 2 1o 4 — nuadysus Ha Jlen 1
2 100 mg | Ha Bcekn 3 cepmunu, kato ce 3amoune B Ceammura 7 6

4 Heca HEOOXOAMMHU KOPEKIUU Ha 103aTa 3a MoCJI€ABAIN IIPOMEHU HA TEJIECHOTO TETJIO.

Koraro ce n3non3Ba B KoMOHHaIMS ¢ KapOOIUIaTHH U eMeTpekcen, Rybrevant TpsiOBa na ce mpuiara
cIe] KapOoIIaTUH M IEMETPEKCE/T B CIIeTHATA TIOCIIC0BATETHOCT: IeMeTpeKce 1, KapOOoIUTaTHH U
cien ToBa Rybrevant. Biokte Touka 5.1 1 kpaTkata XapakTepUCTHKA Ha KapOOTUIATHH U TIEMETPEKCE]T
3a yKa3aHUs 33 MPHIIOKCHHE.

Ha ecexu 2 ceomuyu
IpenopbunTEIHUTE JO3M 32 MOHOTepanus ¢ Rybrevant uiu B KoMOMHAIWS C Ta3epTHHUO ca JacHH B
Tabmuia 2 (Bxk. mo-moiy ,,Ckopoct Ha uHQYy3uaTa* u Tabmuma 6).

Tabimna 2:  Ilpenopbuutenna 1o3a Rybrevant Ha Bcekn 2 cenmMunm
TesiecHo Terso Ho3a Cxema Ha IpHJIOKEeHH e Bpoii
Ha U3XO0HO Rybrevant aaxonu
HHUBO® 350 mg/7 ml
Rybrevant

Iox 80 kg Benubx cenmuyno (00110 4 103u) ot Cenmuru 1

1o 4

1050mg | e Cemmuma | — uHdY3uUs ¢ pa3aeneHa 103a Ha 3
Hen 1 u Jlen 2
o Cenmuiu 2 10 4 — undy3us Ha Jlen 1




Ha Bceku 2 ceamuIiy, KaTo ce 3alovHe B
Cenmmuma 5
Benapx ceqmuano (06110 4 mo3u) ot Cenmunn 1

Han unu paBHO

Ha 80 kg 1o 4
o Cenmuna 1 — uHdpy3us ¢ pa3encHa q03a Ha
1 400 mg Hen 1 u Jlen 2 4

e Cepmvuium 2 1o 4 — undysus ua Jlen 1
Ha Bceku 2 cenmuiy, KaTo ce 3all04HE B
Cenmuna 5

He ca HeO6XOIII/IMI/I KOPEKIUU Ha J103aTa 3a IMocJeABaliy MpOMEHHU Ha TEJICCHOTO TEIJIO.

a

Koraro ce mpuiiara B KoMOMHAIMS ¢ Ja3epTUHUO B €IMH U CBIIH JIcH, IIpernopbyBa ce Rybrevant na ce
MpujIara mo KOeTo U Jia € BpeMe clie/ Ja3epTuHu0. BrmkTe Touka 4.2 OT KpaTkaTa XapakTepUCTHKA Ha
MPOAYKTa Ha JIA3ePTUHUO 32 HH(OPMAIUS OTHOCHO MPETOPHYUTEITHOTO MPUIIaraHe Ha JIa3epPTUHUO.

HDO()'bJZOfCMmEJZHOCm Ha Jje4yeruemo
HpenoquBa CC MaUCHTUTC Oa CC JICKYBAT C Rybrevant A0 Mmporpecusd Ha 3a00JIIBaHETO UIU
HEIIpUEMJIMBa TOKCUYHOCT.

Ilponycrama 0o3a
AKO ce TIpOITyCHE IIaHHpaHa /1034, TS TpAOBa Ja ce MPIIOKH B3MOYKHO Hal-CKOpO M cXemara Ha
NPUIIOJKEHUE TPIOBA [la C€ KOPHUTHPa ChOTBETHO, 3a JIa C€ TOAIbp/Ka HHTEPBAIBT Ha JIEUEHHE,

Ipomsana na dozama

IIpunokeHrero TpsAOBa Aa ce MPEKHCHE IPH HEeXEIAHW PEaKIMK CTeTeH 3 Wik 4 10 OT3ByJaBaHe Ha
HEeXeJTaHaTa peaknus 10 < cTeleH | Win 10 3X0HOTO HUBO. AKO IIPEKHCBAHETO € 7 THU WIIH T10-
MAaJIKO, TIOJTHOBETE JICYCHUETO C HACTOSIIATA J103a. AKO PEKBCBAHETO € TO-TPOIBDKUTEIHO OT 7 JTHH,
ce TIpeTiopbyBa MOJHOBSIBAHE Ha JICUSHHUETO ¢ HaMaJIeHa /1033, KaKTo € IpecTaBeHo B Tabmura 3.
BwkTe chIo 1 KOHKPETHUTE TIPOMEHH Ha J103aTa 3a ONpeaelicHH HeXKellaH! peakiuu no Tabmuma 3.

AKO ce u31013Ba B KOMOWHAIIHS C JIa3epTUHHO, BIDKTE TOYKa 4.2 OT KpaTKaTa XapakTepUCTHKA Ha
NPOJIyKTa Ha a3epTHHUO 3a MH(OpMAIsI OTHOCHO U3MEHEHHETO Ha J103aTa.

Tabimna 3:  IlpenopbuynTeTHM M3MEHEHHUSsI HA 103aTA NIPH He)KeJIAH! peaKnuu
Jo3a, npu KosTO €
Bb3HHKHAJIA Jlo3a ciex 1-Bo Ho3a caen 2-po Jlo3a cien 3-To
HesKeJIaHATa NpeKbCBaHe MOPAAN | NPeKbCBaHe MOPaIH NMpeKbCBaHe MOPaan
peaknus® HeKeJIaHA peaKkims HEKeJIAHA PeaKkius HeKeJIaHA peaKkims
1 050 mg 700 mg 350 mg
1400 mg 1 050 mg 700 mg [Ipeycranosere
1750 mg 1400 mg 1 050 mg Rybrevant
2 100 mg 1750 mg 1 400 mg

Peaxyuu, cevpsanu c ungysuama
Wndysusara tpsOBa na ce npekpatu npu mbpBu npuzHany Ha IRRs. JlomeiaauTtenHo TpsdBa aa ce
NPUIOKAT MOATBPIKAIIN JIEKAPCTBEHH NPOAYKTH (HAIP. TOMBJIHUTEIHO TITIOKOKOPTHKOU/IH,
AHTUXUCTAMHUH, aHTUITAPETUITN ¥ AHTUEMETHIIN) CIIOpe]] KITMHUIHHUTE TTOKa3aHus (BXK. Touka 4.4).

. Crenen 1-3 (nexu-texxkn): Crier 0T3By4aBaHe HA CHMIITOMHTE MOIHOBeTe HHQY3uATa ¢ 50% oT
NpeAMIIHATa CKOPOCT. AKO HAMA JIPYT'H CUMIITOMH, CKOPOCTTa MOYXeE J]a C€ YBEJINYM Ha
NpenopbyYUTEeNHaTa CKOpocT Ha nHQY3us (Bk. Tabmumm 5 u 6). [1pu cnenBamara no3a TpsadBa
Jla ce MPHJI0KAT ChITBTCTBRAIIY JIEKAPCTBEHU MPOIYKTH (BKIIIOUUTENHO JekcameTa3oH (20 mg)
WJIN €KBUBAJICHT) (BK. Tabnuma 4).

. [ToBTOpHA MTOsIBA HA PEAKITUH CTETICH 3 WK cTerneH 4 (kuBoTo3acTpariasaiiy): OKOHYATEITHO
npeycraHoBeTe jiedeHueTo ¢ Rybrevant.




Benosnu mpomboemboruunu (BTE) cvbumus npu convmemeawa ynompeoa ¢ iazepmunud

3a npenorBparsasade Ha BTE cw0uTHs npu manueHTy, moaydaBamny Rybrevant B komOuHAus ¢
Na3epTUHUO, TPsIOBa Ja Cce M3MOI3BAT MPOPIIAKTUYHO AaHTUKOATYJIAaHTH B HAYAJIOTO Ha JIeUeHUeTo. B
CHOTBETCTBHUE C KIIMHUYHUTE PHKOBOCTBA MAI[MCHTUTE TPSAOBA J1a MOIy4YaBaT NpoUIakKTHIHA /1032
MepopasieH aHTUKoaryaanT ¢ nupekTHo aeictere (DOAC) uimn HuckoMoiekyieH xemapud (LMWH).
He ce mpenoppuBa ymoTpebaTa Ha aHTarOHUCTH Ha BUTaMuH K.

[pu cebutns ¢ BTE, cBbp3any ¢ KIMHUYHA HECTAOMITHOCT (HAITP. IUXATENIHA HEAOCTATHYHOCT WIIH
chpaedHa AUCHYHKITNS ), PUIIOKEHNETO U Ha JIBETE JIEKapCTBa TPsIOBa J1a ce OTIIOKH, TOKATO
NAalMEHTHT ce CTaduIu3upa KIMHUYHO. Cliesl TOBa MPUEMbBT Ha JBaTa JIEKapCTBEHH MPOLYKTa MOXKE Ja
ce Bb300HOBH B ChIllaTa [103a. B ciydail Ha peuuanB, BBIPEKH HOAXOSIIOTO AaHTUKOATyIaHTHO
JedeHue, peycTaHoBeTe mprueMa Ha Rybrevant. JleueHneTo Moxe 1a MPOABIIKH C JTa3epTHHUO B
ChIIATA [1034.

Peaxyuu na xoxcama u noxmume

[IpenopbuBa ce NPOoGUITAKTUYHO JICYSHNE C IEPOPATHH U JIOKATHA aHTUOMOTHIIH, 32 J1a CE HaMaJH
PHUCKBT M TSIKECTTA HA PEAKIMUTE HA KOXKATa M HOKTUTE MPU MAlMEHTH, mofy4yasaniy Rybrevant.
[IpemopbuBa ce ChIIO TaKka U3IOJI3BAHETO HA HEKOMEJIOHOTEHEH OBJIAKHSBAII KPeM 3a Koxkara (3a
MMpEAIIOYUTAHC Ha 6a3aTa Ha c€paMu v WU JPYTrU CbCTaBU, KOUTO OCUTYpABAT NPOABJIKUTECIIHA
XHUJIpaTalys Ha KOXKaTa U He ChIbPIKAT M3CYIABAINO CPE/CTBO) Ha JIMIETO U ISUIOTO TSIO (C
U3KJTIOYCHHUE Ha CKAJIla) M pa3TBOP Ha XJIOPXCKCHUJIUH 32 U3MHUBAHE HA PBIETE U Kpakarta. [laiueHTure
Tp516Ba Ja C€ MHCTPYKTHUPAT Ja OrpaHU4YaT U3JIaraHe€To Ha CIBHIC IO BPpEME HAa U B IIPOABJDKCHUC Ha

2 Meceria ciien TepanuaTa ¢ Rybrevant. 3a nombiHATETHA HHPOPMAITUS OTHOCHO MPOQHIAKTHKATA HA
PEaKIMUTE OT CTPaHa Ha KOXKATa U HOKTHTE BIDKTE TOUKa 4.4. AKO MAI[HCHTHT MOTYYH PEakIys Ha
KOJKaTa WJIM HOKTUTE CTereH 1-2, TpsiOBa Jla ce 3alovHaT MOAIbPKAIIN TPHUKH CIIOpeT KIMHUYHUTE
MOKa3aHus. AKO JIUICBA TOA00pEeHNUe cie/] 2 CeIMHILII, TPOBa Ja ce OOMUCIIM HaMallsIBaHe Ha J103aTa
pu nepcuctupait oopus crereH 2 (Bx. Tadnwma 3). Ako MaMeHTHT HOIYYH PEaKIlisl Ha KoXKaTa WIn
HOKTHUTE CTeIeH 3, TpsiOBa Jia ce 3al0YHAT MO IbPIKAIIU TPHKH CIIOPE]] KITUHHYHHUTE MOKa3aHHs U J1a
ce oOmuCIu pekbeBaHe Ha Rybrevant 1o mogoOpenue Ha Hexkenanata peakius. Ciies
BB3CTAHOBSIBAHE HA PEAKIUITA Ha KOXKATA WM HOKTUTE JI0 < CTEIeH 2 NMPUIIoXKeHneTo Ha Rybrevant
TpsiOBa Jia ce TIOJHOBH C HaMalleHa 7103a. AKO MAlUeHTHT MOIYYH PEaKki[K Ha KOXKaTa CTereH 4,
OKOHYATEJIHO MPEYCTAHOBETE JieueHUueTo ¢ Rybrevant (Bx. Touka 4.4).

Humepcmuyuanna 6enoopobua 6orecm

Jleuenneto ¢ Rybrevant TpsiOBa BpeMEHHO J1a ce Crpe MpHU CbMHEHHE 32 MHTepCTHIHaTHa OenogpoOHa
6onect (Ubb) nnu bb-nogobuu Hexenanu peakuuu (THEBMOHUT). AKO c€ IOTBBPAH, Y€ MAHUESHTHT
nmva Ubb ninn Ubb-mogo6un Hexxenanu peakiu, (Harp. MTHEBMOHNT), OKOHYATEIIHO MTPEyCTaHOBETE
nedeHueTo ¢ Rybrevant (Bx. Touka 4.4).

IIpenopvuumennu conbmcemeawu 1eKapcmeenyu npooyKmu

Jlsa onu npedu nvpeama ungysus:

Ipe3 nBaTa AHU Npean HavanHata HHPY3Us Ha Rybrevant, marenTuTe TpsiOBa 1a moryyasar 8 mg
JIeKcaMeTa30H MepOPaHo, 1Ba IHTH THEBHO.

Hen na unghysuama:

B nens nHa HayanHata nHdy3us (Ceamuna 1, [len 1), narpentute TpsAOBa J1a MoTy4aBar 8 mg
JIEKCaMETa30H MEPOPATHO, €/TUH Yac Mpeau HHPY3UITA, B IOBIHEHHE KbM UHTPABEHO3HHS
JIEKCaMETa30H, 3a JIa C€ HaMaJu JOITbJIHUTEIHO pUCKBT OT IRR.

[Ipenn nndysusara (Ceamuna 1, nu 1 u 2) TpsaOBa Aa ce MpuUIoKaT aHTUXUCTAMUHU, aHTUIIHPETULIH
Y TIIIOKOKOPTHKOWIM 3a HaMansaBaHe Ha pucka oT IRRs (Bx. Tabnuua 4). [Ipu nocneapaniure no3u
TpsiOBa Ja ce mpujaraT aHTUXMUCTAMUHHU U aHTHUIMHUPETHLU. [IpueMbT Ha TITIOKOKOPTHKOUIU CHIIO0
TpsiOBa J1a ce Bb30OHOBH CJIe]] MPOABIDKUTETHO MPEKbCBAHE Ha J103aTa. AHTHEMETHIN TPIOBa Jia ce
npuiIarat Ipy HyXaa.



Tabnuma 4: CxeMa Ha NPUJIOKEHNE HA TPeMeTUKAIUsI

IIpenopbunTenex
HHTEPBAJ OT Bpeme
bt HA npeau NpUI0KEHHe
Ilpemenukanus Ho3a NMPUJI0KEHHE Ha Rybrevant
AnTHXHCTAMHH" Hudenxuapamud (25 no 50 mg) HHTpaBeHO3HO 15 no 30 MuHYTH
WJIU €KBUBAJICHT [IepopanHo 30 no 60 MuUHYTH
" [Napaneramon/aneTamuHoeH MHTpaBeHO3HO 15 1o 30 MuHYTH
AHTHIMPETHI (650 o 1 000 mg) [epopanxo 30 o 60 MmuHyTH
I'mokokoprukoua* | Jlekcamerason (8 mg) ITepopamHo 60 MUHYTH
IokokopTUKONI? Jlexcauerason (20 mg) um HHTpaBEeHO3HO 60 o 120 MmunyTH
CKBUBAJICHT
I'1rokoxkopTHKOUT Jlexcamerason (10 mg) nmm WHTpaBeHo3HO 45 no 60 MmunyTH
CKBUBAJICHT

HeoOxomyM npu BCHYKHU J1030.
Heo6xomum npu Havannata no3a (Ceamuna 1, [{nu 1) wim npu cieaBamaTa no pex go3a B ciaydait Ha IRR.
Heo6xomum npu Bropara no3a (Cenmuna 1, Jlen 2); He3abDKUTEIHO IPH HOCIISBAIINTE TO3H.

CrelnyaiHy MOy Ialin

IHeouampuunu nonynayus
Hsma croTBeTHA yrioTpeba Ha aMuBaHTaMad MPpH MeAHATPUYHATA MOMYyJIANys 3a JIeueHHe Ha
HepeOHOKIIEThUCH pak Ha OenmuTe npobdoBe.

Cmapuecka 8v3pacm
He ca neobxoaumu KOpeKIny Ha fo3aTa (BK. Touka 4.8, Touka 5.1 1 Touka 5.2).

bvbpeuno yspeocoane

He ca mpoBexxmany opuITMaHA IPOYIBAHUS HA aMHBaHTaMal IPH MAIMeHTH ¢ ObOPEYHO YBpeKAaHE.
B53 ocHOBa Ha monynaruonan papmakokuHeTHaHH (PK) aHanm3m He € HeOOX0AMMAa KOPEKIIHS Ha
Jto3aTa MpHY MAIUeHTH C JIeKa WIK yMepeHa cTeneH Ha Oh0pevHo yBpexaaHe. Heooxoammo e
MIOBHUIIIEHO BHUMAaHUE MPH NAIMEHTH C TEXKa CTelleH Ha OBOPEeYHO yBpexkIaHe, Thid KaTo
aMrBaHTaMab He € TMPOYyYBaH IIPH Ta3H MOITyJAIHs HaleHTH (BXK. Touka 5.2). AKo ce 3amodHe
JICUYCHUE, MAMESHTUTE TPOBa J1a ce HAOJI01aBaT 3a HEXKEIaH! PEaKIUy C MMPOMSIHA Ha JTIO3UTE CIIOPE]T
MPETOPHKHUTE TIO-TOPE.

Yeprodpobuo yepesicoane

He ca npoBexxaanu opuIMamIHy MPOyYBaHUsS HAa aMUBaHTaMal MPH MAIEHTH C YSPHOAPOOHO
yBpexaane. Bp3 ocHoBa Ha nomymanuonad @K ananm3u He € Heo0XoauMa KOPEKITHs Ha J103aTa IpHu
TIAI[MEHTH C JIeKa CTETIeH Ha YepHOAPOOHO yBpexaane. Heobxomumo e oBHIIIeHO BHIMAHNE TIPU
MAIUeHTH C YMEPEHA WX TeKKa CTEICH Ha YepHOAPOOHO YBpEkKAaHe, Thii KaATO aMUBaHTaMal He ©
MPOYYBaH MPH Ta3M MMOMyJaus MaUeHTH (BXK. Touka 5.2). AKO ce 3aroyHe JICUCHUE, MaIUCHTHTE
TpsiOBa Ja ce HAOIIOAABAT 32 HEKEeJIaH!U PeakIuy ¢ MPOMsHA Ha J03aTa CIIOpe. MPEHOPHKUTE MO-TOpe.

Hauun Ha npunoxenue

Rybrevant ¢ 3a uHTpaBeHO3HO npHriIokeHue. Toil ce mpuiara KaTo HHTpaBeHO3Ha HHQY3US ClIeH
paspexaHe cbe cTepriieH 5% pa3TBop Ha TIIoK03a Wwin HatpueB xiopua 9 mg/ml (0,9%)
WHXEKITMOHEH pa3TBop. Rybrevant TpsOBa na ce mpumnara ¢ BrpajieH QUIThHP.

3a yka3aHus 3a pa3pekIaHe Ha JICKapCTBEHUS IPOAYKT MPEAH MPUI0KEHNE BIKTE TOUKa 6.6.

Cxopocm na ungysusma

Cnen paszpexnane nHY3usATa TpsiOBa ja ce Mpuilara HHTPaBEHO3HO ChC CKOPOCT, ITPEACTaBEeHa B
Tabmuua 5 winu 6 mo-gony. [lopagu yecrorata Ha IRRs mpu mepBara no3a, amuBanTamad TpsiOBa z1a ce
BiMBa npe3 nepudepna BeHa B Ceamuna 1 u Cenmuna 2. Mady3us upes neHTpalIeH JOCTHI MOXE J1a
ce TIprIara mpe3 CIeABaIINTe CeaIMUIIN, KOoraTo pucKbeT OT IRRS € mo-HuchHK (Bk. Touka 6.6).




[IpenopbuBa ce mbpBaTa /032 Aa c€ MPUTOTBU BH3MOXXHO Ha-CKOPO Tpen MPIIOKEHUETO, 32 J1a Ce
YBEJIMYH MaKCHUMAaJIHO BEPOSATHOCTTA OT 3aBbpIlIBaHe HA HH(Y3usTa B cirydaid Ha IRRs.

Tabimna 5:  Ckopoct Ha HH(QY3HATA IpH npuiokenne Ha Rybrevant na Bcexkn 3 cenmunm
Tenecno Terso nmoxa 80 kg
Ceamuna Jo3a Hauvanna IMocnexBama
(Ha cak ot 250 ml) CKOpOCT Ha CKOpOCT Ha
nH}y3usATA nudysunra’
Ceamuua 1 (uady3us ¢
pa3jieseHa 103a)
Cenmuna 1 Jlen 1 350 mg 50 ml/hr 75 ml/hr
Cepgmuna 1 Jlen 2 1 050 mg 33 ml/hr 50 ml/hr
Cenmuna 2 1 400 mg 65 ml/hr
Cenmuna 3 1 400 mg 85 ml/hr
Cenmuna 4 1 400 mg 125 ml/hr
CaeaBainu ceMuum’ 1750 mg 125 ml/hr
TesiecHo Tersio Hag niau paBHo Ha 80 kg
Ceamuna Jo3a Hauvanna IMocnexBama
(uHa cak ot 250 ml) CKOpPOCT Ha CKOpPOCT Ha
HHPY3HUATA HHQY3HUATAT
Cenmuna 1 (madysus c
pa3jieseHa 103a)
Cenmuna 1 Jen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuna 1 Jlen 2 1 400 mg 25 ml/hr 50 ml/hr
Ceamuua 2 1750 mg 65 ml/hr
Cenmuna 3 1 750 mg 85 ml/hr
Cenmuna 4 1 750 mg 125 ml/hr
CJeaBamy ceAMuIH’ 2 100 mg 125 ml/hr

*  Karo ce 3anoune B Ceamuna 7, 1o3ata Ha NalEHTUTE CE MPUara Ha BCeKH 3 CEAMHULIM.

¥

CKOPOCT Ha HHQY3UITA.

HpI/I JiMIica Ha pe€aKIiuu, CBbp3aHu C HHq)y3H$ITa, cnen 2 gaca YBEIIMYCTE HaYaIHaTa CKOPOCT 0 ImocjieaBaniara

Tabinua 6: Cxopoct Ha HH(QY3usATA pH npuao:kenne Ha Rybrevant Ha Bceku 2 cenmMunm
Tenecno Teryo nmoxa 80 kg
Ceamuna Jo3a Hauvanna IMocnexBama
(Ha cak ot 250 ml) CKOpOCT Ha CKOpOCT Ha
uHdy3usTa uuys3usiTat
Ceamuua 1 (uady3us ¢
pa3aeJieHa 103a)
Cepgmuna 1 Jlen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuria 1 Jlen 2 700 mg 50 ml/hr 75 ml/hr
Cenmuna 2 1 050 mg 85 ml/hr
CJeaBamy ceAMHIH” 1 050 mg 125 ml/hr
TesiecHo Tersio Hag niau paBHo Ha 80 kg
Ceamuna Jo3a Hauvanna ITocaenBama
(uHa cak ot 250 ml) CKOpPOCT Ha CKOpPOCT Ha
uHdy3usra uu@ys3usiTat
Cenmuna 1 (madysus c
pasaeJieHa 103a)
Cenmuna 1 Jen 1 350 mg 50 ml/hr 75 ml/hr
Cenmuiia 1 Jlen 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
CueaBamy ceAMuIu’ 1 400 mg 125 ml/hr

*  Cnen Cenmunia 5 1o3aTa Ha MAIUECHTUTE CE MIPUJIara Ha BCCKHU 2 CEAMUIIH.

i

IMpu nunca va IRRs ciexn 2 yaca yBenudere HavaaHaTa CKOPOCT JI0 HOCIeBAIIaTa CKOPOCT Ha HHY3usTa




4.3 IIpoTuBOMOKA3aAHUA

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO(UTE) BEIIECTBO(A) WIIH KbM HAKOE OT IOMOIIIHUTE BEIIECTRA,
n30poeHH B Touka 6.1.

4.4 ChnenuanaHu npeaynpesxaeHus! U NpeANa3sHl MEePKH IPH ynoTpeda

IIpocnenumoct
3a fa ce moIo0pu MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUAT

HOMCP Ha MPUIIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlMcCBar.

Peakiyu, cBbp3anu ¢ nHGY3UATA
Peaknuun, cBbp3anu ¢ nHQY3UATA, YECTO BH3HUKBAT MPH MAIIUCHTH, JICKYBaHH C aMHBaHTaMal (BXK.
Touka 4.8).

[Ipenu navyannara uadysus (Ceqmuia 1) TpsOBa 1a ce MPUIIOKAT aHTUXUCTAMUHU, aHTUITUPETUITH U
TJTIOKOKOPTUKOMIY 32 HamaiisiBaHe Ha pucka oT IRRs. IIpu mocneaammre m103u TpssOBa 1a ce
MpUjIaraT aHTUXUCTaMUHU U aHTUIHpeTHHHd. Jlo3aTa 3a HavanmHaTa nH(QY3us TpAOBa J1a ce mpuiiara
pa3zneneHa Ha nBe yactu B Cenqmuua 1, en 1 u 2.

ITanmentute TpsiOBa Na ce JIEKyBaT MPHU MOAXO AN MEAUIIMHCKN yCIIOBUS 32 Jeuenne Ha IRRs.
WHudy3uuTe TpsOBa 1a ce MpeKbCHAT Npu MbpBUs npu3Hak Ha IRRs He3aBHCHMO OT TexkecTTa, a ciel
nH(y3usATa TPSIOBA Ja ce MPUIIOKAT JIEKApPCTBEHHU MPOIYKTH, KAKTO € KIIMHUYHO 1moka3aHo. Cief
OT3ByYaBaHE Ha CUMITOMUTE HH(Y3UATa TPsOBA Ja ce moaHoBU ¢ 50% OT npeauiHaTa ckopoct. [1pu
noeropau IRRs crenen 3 wiu cremnen 4 eyeHuero ¢ Rybrevant TpsOBa okoHUATEIHO Ja ce
NpeyCcTaHOBH (BXK. TOUKa 4.2).

UnTepcrunmanta 6exoapoOHa 6omect

WuaTepcrunmanua 6enoapodna 6onect (MBB) unn UbB-ogo0Hu HexxenaHu peakiuu (Hatmp.
MTHEBMOHUT) €€ ChOOIABAT MPH MAIUCHTH, JICKYBaHH C aMHBAHTaMa0, BKIIFOUUTEITHO JICTATHH
crouTHs (BX. Touka 4.8). [larmenTute TpsOBa ga ce HaOIOAaBaT 32 CHUMIITOMH, ITOKA3aTEeITHU 32
WBB/iHeBMOHUT (HAIp. AUCIIHES, KAIIJIKIIA, TOBUILICHA TeMiepatypa). [Ipu pa3BUTHE HA CHMIITOMH
nedeHueTo ¢ Rybrevant TpsiOBa na ce mpexbscHe mokaTto Obaat uscnensanu. [lpu cemuenue 3a Ubb
wm bb-nono6un Hexxenanu peakuu TpsOBa Aa ce M3BBPIIN OIIEHKA U MIPH HyKa TpsiOBa 1a ce
3aMovyHe MOJIXO0JIAIIO0 JieueHne. Rybrevant TpssOBa a ce mpeycTaHOBH OKOHYATEITHO TPH MAIEHTH C
notbpaeHu Mbb unun Ubb-nogobuu Hexenanu peakuuu (Bx. Touka 4.2).

Benosuu Tpomboembonnuny (BTE) chOuTHS TpH CHITBTCTRAINA YIOTpeOa C JIa3epTHHUO

BTE cb6utns, BkIrouBamu abia0oka BeHozHa Tpombo3a (IABT) u 6enoapobna embomnus (BE),
BKJIIOUHTEITHO CHOUTHS C JI€TaJIEH U3X0/], C€ ChOOIaBaT MpY MalMEeHTH, moly4yasamy Rybrevant B
KOMOMHALHA C J1a3epTHHUO (BXK. Touka 4.8). B chOTBETCTBHE ¢ KIMHHYHUTE PHKOBOICTBA MAI[UCHTUTE
Tpsi0Ba J1a 1ojryyaBat npoQuiIakTUIHa 1032 IEPOPAIEH AaHTUKOATrYJIaHT C AUPEKTHO ACHCTBHE
(DOAC) unu nuckomonexynen xenapu (LMWH). He ce npenopbuBa ynotpebara Ha aHTarOHUCTH
Ha BuTaMuH K.

IIpusnanure u cumnromute Ha BTE chOutus tpsioBa na ce HaOmonaat. [laruenTure cbe ChONTHS Ha
BTE Tpsi6Ba na ce nexkyBaT ¢ aHTHKOATYJIaHTHO JISYEHUE, KAKTO € KIIMHUYHO TIoKa3aHo. [Ipu ceoutus
Ha BTE, cBbp3anu ¢ KIMHUYHA HECTAOMITHOCT, JICYCHUETO TPsIiOBa J1a ce IPEYCTAaHOBH, TOKATO
MAIUEeHTHT He ce cTadmm3npa KIMHUYHO. Clie]] ToBa JISYSHHUETO C IBaTa JIEKapCTBEHH MTPOYKTa
MoOXe Jja 0bJie BB30OHOBEHO ChC ChIIATA 103a.

B cnyuaii Ha peluuB, BBIIPEKH MOAXO/IAIIIOTO aHTHKOAryJIaHTHO JieueHue, Rybrevant TpsOBa na ce
npeycTanoBU. JIeueHneTo MoXKe J1a MPOIBJDKY C JIA3epTUHUO B ChINaTa jo03a (BX. Touka 4.2).

Peakiyu Ha Ko)KaTa ¥ HOKTHTE
OO0puB (BKIIOYUTEITHO aKHEH(POPMEH JCPMATHT), ChPOEK, CyXa KOXKa U KOYKHA sI3Ba c€ HaOJr0qaBaT
MIpH MAIUCHTH, JICKYBaHU ¢ aMUBaHTaMal (BK. Touka 4.8). [TanmenTrTe TpsOBa 1a C€ MHCTPYKTUPAT




Jla OTpaHMYAT W3JIaraHeTo Ha CI'BHIIEC 10 BpEME Ha M B IPOABIDKEHHE Ha 2 Mecela ClIe Teparust ¢
Rybrevant. [IpenoppsuBa ce HOCEHETO Ha 3aIUTHO OOJIEKIIO M yOoTpeda Ha IMUPOKOCIIEKTHPHO
UVA/UVB crpHIe3ammTHO cpeactso. llpenopruBa ce mpodunakTHUSH MOAXO0 3a IPEeJ0TBpaTABaHE
Ha oOpuBa. ToBa BKIIIOUYBa NpOQHUIAKTHYHA TEpAIHs TP 3all04YBaHE Ha JICUEHUETO C MepopaieH
AHTHOMOTHK (HAIpUMEP JOKCHLIMKINH MM MUHOIMKIMH 100 mg aBa IbTH JHEBHO) CTapTHPANKU B
Hen 1 3a mepBuTe 12 ceMuIM OT JICYEHHUETO, a CJIE NPUKIIOYBAHE Ha epopaHaTa aHTHOMOTHYHA
Tepanusl, JOKAIHO MPUIOKEHHE HAa aHTHOMOTHYEH JIOCHOH BHPXY CKaulNa (HanpuMep KINHIaMHULUH
1%) mpe3 cneaBamuTe 9 Mecena ot ederneTo. [IpenopruBa ce 1a ce U3Moa3Ba HEKOMEJOHOTEHEH
OBIIQKHSBAII KPeM (3a MpeArnodnTane Ha 6a3ara Ha cepaMuIi WIN IPYTH ChCTaBH, KOUTO OCUTYPSIBAT
NPOIBIDKUTENHA XUAPATALMA Ha KOXKaTa U He ChIbPiKaT U3CYIIABAILO CPEACTBO) 32 JIULETO U ISIIOTO
TSUI0 (C M3KJIIOYEHME Ha CKaJllia) ¥ pa3TBOP Ha XJIOPXEKCUAMH 32 U3MUBAHE Ha PhLETE U KpakaTa, KaTo
ce 3aroune B JleH 1 ¥ ce MpOABIIKY Mpe3 LSUIOTO JICUeHHE.

[IpenopbuBa ce MAaUHTHT J1a € OCUTYPEH C PEIENTH 3a JOKATHH W/WIH IePOPATHI aHTUOMOTHUIIH U
JIOKaJTHU KOPTUKOCTEPOU I, TaKa Y€ Jia TH UMa Ha pa3oJI0KeHUE B MOMEHTA Ha MPUJIOKEHNE Ha
IbPBOHAYAIHATA JI033, 32 JIa Ce CBEJIe IO MUHUMYM BCSIKO 3a0aBsiHE Ha PEaKTHBHOTO JIeUeHHE, aKo ce
MOSIBM OOPUB BBIIPEKH MPOPUIAKTUIHOTO JeUeHUE. AKO Ce MOSIBAT KOXHH PEaKIiu, TpsIOBa aa ce
MpUJIaraT NoIbPKaIIy IPUXKH, JTOKAJTHH KOPTUKOCTEPOHUIN U JIOKATHU W/UITK TISPOPATHU
anTuOnoTuny. [Ipu cbOUTHS CTETICH 3 WM CTEIeH 2, KOUTO Ce TIOHACIT TEXKO, TPsOBa J1a ce mpuiiarat
CBIIIO ¥ CUCTEMHH aHTHOMOTHUITN U TIEPOPAITHH cTepouan. [lanmeHTuTe ¢ TeXXbK OOpPHB C aTUITHYEH
BUJI WJTU Pa3NPOCTPaHEHUE UITH TIPH JIUTICA Ha TIOJJOOpEeHHE B pAMKUTE Ha 2 CEMUIIN TPIOBa /1a ce
HacodvaT He3a0aBHO KbM jepMaTonor. Jlo3ara Ha Rybrevant TpsibBa a ce HaManu, MPUIIOKESHUETO 12
ce TIPEeKbCHE WJIH 1A CE MTPEYCTAHOBU OKOHYATETHO B 3aBUCHUMOCT OT TEXKECTTa (BX. TouKa 4.2).

CrobmaBa ce 3a TokcnyHa enuaepmanta Hekponusa (TEN). Jleuennero ¢ To3u JeKapcTBEH MPOIYKT
TpsOBa Jla ce MPEeyCTaHOBH, ako ce moTBbpau TEN.

Hapyienns Ha ognTe

Hapymrennst Ha ounTe, BKIIIOYUTETHO KEPATUT, ca HAOIIOJaBaH! IIPH MTAlUCHTH, JICKYBaHH C
amuBaHTamal (Bk. Touka 4.8). [TanmeHTHTE C BIIOIIaBaHE HA OYHUTE CUMIITOMH TpsiOBa He3a0aBHO Jia
Ce Haco4aT KbM O(TaJIMOJIOT, KaTo T¢ TPSAOBA Jla IPEYCTAHOBAT yIOTpeOdaTa Ha KOHTAKTHH JICHIH JI0
OIICHKA Ha CUMIITOMHTE. 3a MMPOMSIHA Ha J103aTa IIPH HAPYIICHUS HAa OYUTE CTENCH 3 W 4 BUXKTE
Touka 4.2.

CoabpikaHne Ha HATPHHA

To3u nekapcTBEH NPOAYKT Chabpka 1Mo Majako oT 1 mmol HaTpuii (23 mg) Ha 1033, T.e. MOXKE J1a ce
KaXke, 4e PaKTHYECKH HE ChAbpkKa HATPHid. TO3HU IeKapCTBEH NPOIYKT MOXKE Jia Ce pa3pexka ¢
HatpueB xjopun 9 mg/ml (0,9%) uadysuonen pasrsop. Toa TpsaOBa na ce B3eMe NpeABU IPH
MAIMeHTH Ha JWeTa C KOHTPOJIMPAH MMPUEM Ha HaTpHi (BXK. TOUKa 6.6).

ChabpikaHue Ha Moimcopoar
Toga nekapcTBo chabpka 0,6 mg momucopdar 80 BbB Bcekn ml, KOUTO ca eKBUBAJIICHTHHU Ha 4,2 mg 3a
7 ml ¢makon. [TomrcopOaTuTe MOTaT 1a MPUIMHST aJIEPTUIHU PEaKITHH.

4.5 B3aumojeiicTBHe ¢ APYIrd JeKAPCTBEHU MPOAYKTH U APYru (popMH HA B3anMoelicTBUE

He ca mpoBexxnanu npoyuBanus 3a JiekapctBeHute B3aumoaeiictaus. Kato [gG1 moHoknoHanHO
AHTHUTSIIO € MAJIKO BEPOSTHO OBbOpEeUYHATa EKCKPEIHs U METa00IN3MbT, MEUUPAH OT YSPHOAPOOHUTE
€H3MMHHU J1a ObJIaT OCHOBHHU ITHTHIIA HA €IMMHUHUPAHE HA MHTaKTHUS amMmuBaHTaMa0. [Topaau ToBa He
Ce OYaKBa BapHAIMUTE B JIEKAPCTBO-META0OIM3UPAIINTE CH3UMH JIa TIOBIHSIAT SIMMUHAPAHETO Ha
amuBaHTama0. [lopanu Bucokust apuaureT kbM yHHKaNeH enuron Ha EGFR u MET He ce ouakBa
aMuBaHTaMa0 J1a BMsC Ha JICKAPCTBO-METa0O0IN3UPAIIUTE CH3UMH.

Bakcunan

Jlurcear KIMHUYHYU TaHHY 32 €PUKACHOCTTA U 0€30MaCHOCTTA HA BAKCUHAIIMHUTE TP MAIUCHTH,
nmpreMaly aMuBanTama0. V30sreaiiTe NpUIIOKEHUETO Ha KUBU HIIH KMBH-aTCHIOMPAHU BAKCUHU ITPH
MAIMCHTH, IPUEMAIlld aMHBaHTaMa0.



4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

JKenu ¢ gerepojieH NOTEHIMAN/ KOHTPALIEHIIHAS
JKenwute ¢ geTepoACH MOTEHITHAN TPSOBA /1a M3MOI3BAT e(DEKTUBHA KOHTPAIICTIIIHS 110 BpeMe Ha U B
MIPOIBIDKEHHE Ha 3 Mecela ciiell CIiipaHe Ha JICYCHUETO C aMHBaHTamMao.

BpemenHoct
JluticBat gaHHM MpU XOopa 3a OIEHKA Ha pHUCKa OT yIoTpedaTa Ha aMrUBaHTaMab 1mo BpemMe Ha

OpemenHoct. He ca mpoBexnanu penpoAyKTUBHH NPOYYBaHUs [IPH )KUBOTHU 32 [TOJyYaBaHe Ha
MH(OpPMAaIUs OTHOCHO PHCKa, CBBP3aH C JIEKapcTBOTO. [IpuioxeHneTo Ha BemecTBa, HHXUOUpaiu
EGFR u MET, npu 6peMeHHN )KUBOTHHU BOJIH IO TIOBHIIICHA Y€CTOTA HA HAPYIICHNE Ha
eMOprodeTaiHo pa3BUTHE, eMOPHOHAIHA CMBPTHOCT U abopT. [lopaau ToBa, Bb3 OCHOBA Ha
MeXaHH3Ma My Ha JeHCTBUE U HAXOAKHUTE IPH MOJEIIU MPH XKUBOTHH, aMUBaHTaMalb O MOT'bI Aa
NPUYHHY (PeTaHOo yBpEKIaHe, KOoraTo ce mpujara Ha OpeMeHHa jxeHa. AMuBaHTaMab He TpsOBa 11a ce
Tpujiara mo BpemMe Ha OpEMEHHOCT, OCBEH aKo HE Ce CUMTa, Y€ M0JI3aTa OT JICYEHHETO Ha )KeHaTa
HaJXBBPJIS NOTCHIUATHUTE PUCKOBE 32 IJI0Ja. AKO NalMeHTKa 3a0peMeHee, JOKaTo MOoIy4aBa TO3U
JISKapPCTBEH NPOAYKT, T TpsOBa aa Objie HHPOPMHUpaHa 3a MOTCHIUAIHNS PUCK 3a I101a (BXK.

ToYkKa 5.3).

Kopmene
He e uzBecTHO manm ammuBanTamMab ce eKkcKkpeTnpa B kKbpMmata. M3BecTHo e, ue yoBemnku IgG ce

EKCKpPETHpAT B KbpMaTa Mpe3 MbPBUTE HAKOIKO JHH CIIE PAXKIaHETO, KATO CKOPO CIIE/ TOBa
KOHIICHTpAIMHUTE HamMalsaBaT. He Moxe J1a ce M3KIIF0UM PUCK 32 KbPMAUeTO M0 BPEME Ha TO3H KPaTbK
MIePUO/] HETIOCPEICTBEHO CIIE/I PaXKIaHETO, BHIIPEKH Ye BeposTHO [gG ce pasrpaxiaTt B CTOMAIITHO-
YpeBHUS TPAKT U HE ce abcopOupar. TpsoOBa 1ma ce B3eMe pelIeHne JaIn J1a Ce IPeyCTaHOBH
KBbPMEHETO WJIH J]a CE MIPEYCTAHOBU/HE CE MIPHUIIOKH TEepaluiTa C aMHBaHTaMal, KaTo ce B3eMaT
MPEIBU/I 1T0JI3aTa OT KbPMEHETO 3a JISTETO M I0J13aTa OT TepanusTa 3a )KeHara.

DepTUInuTeT
Jlurceat JaHHM OTHOCHO epeKTa Ha aMHUBaHTaMald BbpXY QepTuiuTeTa mpu xopa. Edextute Bepxy

MBXKKHS ¥ KEHCKHS (QEPTIINTET HE ca OLEHABAHU ITPU NPOYIBAHHS P KUBOTHH.
4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padora ¢ MAIINHA

Rybrevant Moske 1a oBiMsAe B yMEpEHa CTEIEH CIIOCOOHOCTTA 3a mo(HupaHe 1 paboTa ¢ MaIIUHH.
Morus, BukTe TOUKa 4.8 (Harmp. 3aMastHOCT, yMOpPa, 3pUTEITHO HapyIlIeHue ). AKO MalueHTHTE TOay4YaT
CUMIITOMH, CBbP3aHU C JICUCHUETO, BKIIFOUNTEITHO HEXEIIaHU PEaKIlii, CBbP3aHH ChC 3PEHUETO, KOUTO
MOBJIMABAT CIIOCOOHOCTTA MM Jla C€ KOHIICHTPHUpAT M Jia pearupar, npernopbusBa ce Te jJa He modupar u
Jla He paboTsT ¢ MAIllMHY JI0 OT3ByYaBaHe Ha e(eKTa.

4.8 HexesaHu JeKapCTBEHHN PeaKIUH

Pesrome Ha mpodmina Ha 6e30MacHOCT

B nabopa ot manam 3a amrBaHTamMabd kaTto MoHoTepamnus (N=380) Hail-deCTUTE HEeKETaH! PEaAKIIH OT
BCUYKH cTerieHn ca oopuB (76%), peakiuu, cBbp3anu ¢ HHPy3usaTa (67%), TOKCHYHOCT HA HOKTHTE
(47%), xunoanoymunemus (31%), ook (26%), ymopa (26%), cromarur (24%), ranene (23%) u 3amnek
(23%). Cepuosnute Hexenanu peakuuu Bxitousat Ubb (1,3%), IRRs (1,1%) u o6pus (1,1%). Tpu
NPOIICHTA OT MAIIMEHTHTE MIPEYCTAHOBSBAT MPHIOKEHUETO Ha Rybrevant mopaau HexxenaHu peakiny.
Haii-uecTute HexxenaHu peakiiuy, BOACIIH JI0 IPEYCTaHOBsBaHE Ha JieueHueto, ca IRRs (1,1%), Ubb
(0,5%) u Tokcuunoct Ha HOKTHTE (0,5%).

CruchbK Ha HEXKEJIAHUTE pPCaKn B TabanueH BHUT
B Ta6Jmua 7 ca 0606H_ICHI/I HCKCIIAHUTC JICKAPCTBCHU PCAKIIUU, KOUTO Bb3HUKBAT MPU MALTUCHTUTE,
nojry4yaBaiiu aMHBaHTaMal KaTo MOHOTCpamnus.
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JlaHHuTE OTpa3sBaT EKCMO3UITMATA Ha aMuBaHTaMad mpy 380 MaIeHTH ¢ JOKAITHO aBaHCHPaT WIH
METacTaTU4eH HeJJPEeOHOKIICTHUCH PaK Ha OeluTe ApoOOBe Clie/l HeyclieX Ha XUMHUOTeparus Ha 06azaTta
Ha miaruHa. [lanpenTure nomyyasat amuBantamad 1 050 mg (mpu nauuentu < 80 kg) wim 1 400 mg
(npu marmenTtu > 80 kg). MeaunanaTta Ha ekcrio3uIus Ha amuBanTaMa0 e 4,1 mecena (quanazon: 0,0 mo
39,7 mecera).

Hexenanute peakiuy, HabIIOJaBaHM MO0 BpEMe Ha KIIMHUYHHUTE MTPOYYBaHUS, Ca U30POCHH MO-J0ITY

10 KaTeropus 1o dyectora. Kareropuure mo 4ecTora ca OnpeesIiCHH KaKTO ClIeABa: MHOTO YeCTH

(= 1/10); wectu (> 1/100 mo < 1/10); mewectr (>1/1 000 mo <1/100), peaxu (>1/10 000 xo <1/1 000),
mHoTo peaku (<1/10 000), ¢ Hen3BecTHA YecToTa (0T HATMYHHUTE JTAHHU HE MOJXKE J1a ObJie HalpaBeHa
OIICHKA).

B PAMKUTC Ha BCAKO I'pYIHPAHC 10 YCCTOTA HECKCIIAHUTC PCAKIIUHU Ca MPCACTABCHU I10 pClia Ha
HaMaJisiBallia CEpUO3HOCT.

Tadoauna 7: Hexenanu PC€AKIIMHA NPU MAINUCHTH, ITOJTYydaBaAIIA aMHBaHTaMa0 KaTo

MOHOTepanust

CucremMo-opraneH Kjiac Benukn Crenen 3-4

Hexenana peakuust Kareropust no CTeNeHn (%)

4ecToTa
(Y0)

Hapymennsi Ha MeTa00JIN3Ma U XPaHEHETO

XunoanOyMmuHemus* (Bxk. Touka 5.1) MHoro yectn 31 21

HaMmaseH anetur 16 0,57

XUTIOKAIIIUEMUS 10 0,37

Xunokajauemust Uectn 9 2

XunoMarHe3uemust 8 0
HapyuieHusi Ha HepBHATa cUCTeMa

3aMasHOCT* | Muoro vectn | 13 | 0,3"
Hapyuenusi Ha ounTe

3pUTENHO HapyLIEHHE* Yectn 3 0

Pactex Ha mMurnure* 1 0

Jpyru HapyIIeHus Ha OUHATE* 6 0

Kepatur Heuectun 0,5 0

VBeur 0,3 0
PecnninpaTopHu, Ipb/IHM M MeIHACTHHAJIHN HAPYUIEHUS

Wntepctunmanna 6e1oapodHa bosecT* Yectu | 3 | 0,5
CToMalHo-4peBHH HAPYLIEHUs

Juapust MHoro uecTu 11 2f

CTomaTtut* 24 0,5

Tanene 23 0,57

3amnek 23 0

IToBpbIaHe 12 0,5"

Kopemna 6onka* Yectr 9 0,8"

Xemopouau 3,7 0
XenaToOnJIHAPHA HAPYLICHHUS

[oBuinieHa ajlaHMH aMUHOTpaHCchepasza MHoro yectu 15

[ToBuineHa acmapTat aMuHOTpaHchepasa 13 1

[ToBuiena ankanHa gocdarasa B KpbBTa 12 0,5
Hapymienunsi Ha KoKaTa M MOJAKOKHATA ThbKaH

OGpus* MHoro yectn 76 3t

TOKCHUYHOCT 38 HOKTHTE* 47 21

Cyxa xoxa* 19 0

Copbex 18 0

Koxxna s3Ba Heuectn 0,8 0

TokcuuHa enuaepMaiHa HEKpOIu3a 0,3 0,3
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Hapymennsi Ha MYCKYJTHO-CK€JIETHATA CHCTEMA U CheIMHUTEIHATA ThKaH
Muanrus | Muoro wectn | 11 | 0,3f
OO0 HapyueHus ¥ eeKTH HA MACTOTO HA MPUIOKEHHE
Orox* MHoro uectu 26 0,87
VMopa* 26 0,8"
[upexcus 11 0
HapansiBanusi, oTpaBsiHusl U YCJI0KHEHN s, Bb3HUKHAJIU B Pe3YJITAT HA HHTePBEHIINH
Peakrus, cBbp3aHa ¢ HHQy3usITA | MHoT0 9ecTH | 67 | 2

I'pynupanu tepmunn
Camo cp0utus cremneH 3

Pesrome Ha nipoduna Ha Ge3omacHOCT

B mabopa ot maHHM 32 aMuBaHTaMad B KoMOWHAIWS ¢ KapOoruratuH 1 nemerpekcen (N=301) naii-
YECTHUTE HEXKEITAHU PEaKIIMU OT BCUYKH CTEreHH ca o0puB (83%), HeyTporeHus (57%), TOKCHYHOCT 3a
Hokture (53%), peakuuu, cebp3anu ¢ napysuara (IRR) (51%), ymopa (43%), cromatut (39%),
razgene (43%), tpombormronenus (40%), 3amnek (40%), orok (40%), namanen anetut (33%),
xunoanoymunemust (32%), moBuilieHa alaHUH aMHHOTpaHcdepasa (26%), HOBUILIEHa acTiapTaT
amuHoTpaHchepasa (23%), mosprmane (22%) u xunokanuemus (20%). Cepruo3HUTE HEKEITAHN
peaknuu BKitouBat oopus (2,7%), BeHo3Ha TpoMboembonus (2,3%), TpombonmTonenus (2,3) u UBb
(2,02,6%). Ocem mporieHTa OT MAITMEHTUTE ca MPEKpaTIIIH ITpueMa Ha Rybrevant mopanu Hexenanu
peakuuu. Haii-uectuTe HexenaHu peakiiuy, BOACIIH JI0 IPeKpaTsBaHe Ha JeueHueto, ca IRR (2,7%),
o0pusB (2,3%), Ubb (2,3%) u Tokcuanoct 3a HokTHte (1,0%).

B Ta6J'II/ILIa 8 ca 0606H.[8,Ba HCKCIAHUTC JICKAPCTBCHU PCAKIIUU, HACTHIINUIIN IIPU NALITUCHTH,
noJrydJaBaliiu aMHuBaHTaMaO B KOM6I/IHaI_II/I$I C XUMHUOTCpaImus.

JlaHHWTE OTpa3sBaT EKCIO3UIIMATA HA aMUBaHTaMa0 B KOMOWHAINS ¢ KapOOIUTATHH U TTEMETPEKCe]
ripu 301 manueHTH ¢ JOKaTHO HapeaHal WM MeTacTaTHUeH HeJpeOHOKIIEThUEH paK Ha OennTe
npobose. [Tanmentute ca momyyasanu amuBantamab 1 400 mg (3a maruentu < 80 kg) wmm 1 750 mg
(3a marmenTu > 80 kg) cemMUUHO B Mpoab/DKeHHE Ha 4 cenqmui. OT ceaMuiia 7 HATaThK, MAIMEHTUTE
ca noxy4aBanu amuBanTaMad 1 750 mg (3a manmentn < 80 kg) niu 2 100 mg (3a marmentu > 80 kg)
Ha Bceku 3 cenmuiy. CpeiHaTa eKCIO3UIIMS Ha aMMBaHTaMa0 B KOMOMHAIIMS C KapOOILJIaTHH U
nemetrpekcen ¢ 7,7 mecena (auamazos: 0,0 mo 28,1 mecena).

HesxenanuTe peakuuu, HaONMIOJaBaHK IO BpeMe Ha KIMHUYHH TIPOYYBAHUS, ca M30POCHH TO-JI0Ty IO
KaTeropus 1o yecrtorara. Kareropuure mo 4ecToTta ce onpeAessaT KakTo CleABa: MHOTO YeCTH

(= 1/10); wectu (= 1/100 mo < 1/10); mewectr (= 1/1 000 mo < 1/100); peaxu (= 1/10 000 no

< 1/1 000); muoTO penku (< 1/10 000); u c Hen3BecTHA YeCTOTa (YecToTaTa He MOXKe Jia Ob/Ie OlleHeHa
OT HAJIMYHUTE JIAHHU).

B®B BCsikO rpynupaHe 1o 4ecToTa HeXXEJIaHUTe PEaKkUH ca IPEACTABeHN B HU3XOMASI pesl 110
OTHOIIIEHHE Ha CEPHO3HOCTTA.

Tabimna 8:  HeskesaHu peaknuu NpH NanfeHTH, 0JIYyYaBAIM AMUBaHTaMal B
KOMOMHANMSA ¢ KAapOOILUIATHH W NeMeTPoKce/

CucreMo-opraHeH Kjiac Kareropus no Benuku Crenen 34
Hexenana peakmwst 4ecToTa crenenu (%) (%)
Hapymiennsi Ha KpbBTa M JIUM@HATA CHCTEMA
Heytponenus MHOLO H9eCTH 57 39
TpomMOOIUTONICHHUS 40 12
Hapyuienuss Ha MeTa00JIM3Ma U XPaHEHETO
Hamainen ametur MHoro 4yecTu 33 1,3
XunoanOyMuHeMus 32 3,7
XHUIOKaJIHEMHUS 20 6,6
XumoMarde3ueMust 13 1,3
XHUMOKAIIIUEMHAS 12 1,0
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Hapymienusi Ha HepBHATa cUCTEMA

3amasHoCcT" | Yecrn | 10 | 0,3
Cb/10BH HAapyIIEHHUS

Benosna Tpom6oeMb0Hs | Muoro wectn | 14 | 3,0
Hapymennsi Ha ounTe

JIpyr¥ HapylIeHus Ha O4UTe” Yectn 7.3 0

3pUTENTHO HAPYIICHHE 3,0 0

Pacrtexx Ha MHUITINTE Heuectn 0,3 0

Kepatut 0,3 0

VBeur 0,3 0
PecniupaTopHu, IPbAHM M MEIHACTHHAJHH HAPYIIECHHUSI

WuTepcTrnmania 6e1oapobHa 6omect” | Yectn | 2,3 | 1,7
CToMalHo-4peBHH HAPYLIEeHUs

TI'anene MHoro gyectn 43 1,0

3anek 40 0,3

Cromarut’ 39 3,0

[ToBpbIIane 22 2,0

Juapus 19 2,3

Kopemna Gonka” Yectn 11 0,3

Xemopouau 9,3 0,7
XenaTo0MIMApHU HAPYIIEHHUSI

[oBuilleHa aJlaHMH aMUHOTpaHCchepasza MHoro gecTu 26 4,3

[loBuieHa acrmaprat aMuHOTpaHchepasa 23 0,7

[oBumiena ankanHa gocdarasa B kppBTa | Yectn 10 0,3
HapyueHusi Ha Ko’KaTa M MOJKO’KHATA ThKaH

OGpus” MHoro uecTu 83 14

TOKCHYHOCT 32 HOKTHUTE 53 43

Cyxa koxa’ 16 0

Copbex 10 0

KosxxHa s13Ba Yectu 3,7 0,7
HapyuieHusi Ha MYCKYJIHO-CKeJI€THATA CHCTEMA U CheIMHUTETHATA ThKaH

Muanrus | UecTtn | 5,0 | 0,7
OO0mm HapymieHus M e)eKTH HA MSAICTOTO Ha NPHUJIOKeHNe

Vmopa® MHoro yectn 43 4,7

Otox” 40 1,3

[Tupexcust 14 0
HapansiBanusi, OTpaBsiHMS U YCJI0:KHEHHs, Bb3HHKHAJIM B Pe3YJITAT HA MHTEPBEH UM

Peaxknusi, cBbp3aHa ¢ nHQY3HsITA | Muoro wectn | 51 | 3,0

*  I'pynupaHu TepMHHI

O06o6uieHre Ha poduina Ha 6e30MacHOCT

B nannawute 3a amrBanTamMab B komOuHanus ¢ nazepTuHuO (N=421) Hail-uecTUTEe HEKETIaHU PEeaKITIH
BBHB BCUYKH cTerieHH ca o0puB (89%), TokcuvHOCT 32 HOKTHTE (71%), peakiyu, CBbp3aHU C
uHdysusata (63%), xunoanoymunemus (48%), xenarorokcuanoct (47%), otok (47%), croMaTHT
(43%), BeHozeHn TpomboeMboin3bBM (37%), mapecresus (nazeptunud) (34%), ymopa (32%), nuapus
(29%), 3amek (29%), cyxa koxa (26%), cbpoex (24%), HamazeH aneTut (24%), XUMOKaIUEMHUS
(21%), rapene (21%) u apyru ounu HapymeHus (21%). Hali-uectuTte cepro3HH HEKENAHU PEaKIUU
BKITIOYBAT BeHO3eH TpoMboeMboim3bM (11%), maeBmonust (4,0%), oopus (3,1%), Ubb/mueBMoHuT
(2,9%), xenatorokcuanocrt (2,4%), COVID 19 (2,4%) u PCU u nneBpanen u3nus (2,1%). JIBanecer n
TPU IPOLIEHTA OT MALIMEHTUTE Ca MPEyCTaHOBUJIM JiedeHneTo ¢ Rybrevant mopaau HexxenaHu peakuuy.
Haii-yectute HexxelnaHu peakiyy, JOBENH JIO IPEYCTaHOBSABaHE Ha JieueHUeTo ¢ Rybrevant, ca oOpus
(5,5%), peakuuu, cBbp3anu ¢ uHpy3uata (4,5%), Tokcuunoct 3a HoktHTe (3,6%), BB (2,9%) u BTE
(2,9%).

B tabnuia 9 ca 000011eHN HeXKEIaHUTE JICKAPCTBEHU PEaKIMU, Bb3HUKHAJIN TP IMalluEHTH,
MoJTy4JaBaIiy aMUBaHTamMal B KOMOWHAIHS ¢ Ja3epTUHHO.
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JlaHHKUTEe OTpa3sABaT CKCIO3MIIMATA HA aMUBaHTaMa0 B KOMOMHAIHUS ¢ J1a3epTUHUO npu 421 malueHTH
¢ JIokatHO aBaHcupal win MetactatudaeH HJIPB/I. [TanmenTute ca mony4aBainu aMmuBaHTamab

1050 mg (3a maruenT ¢ terno < 80 kg) nim 1400 mg (3a nanmenTH ¢ terao > 80 kg) Beanbx
CeIMMYHO B IPOABIDKEHNE Ha 4 CEMHUIIN, a CIIe/l TOBa Ha BCEKH 2 ceMHUIlM. Meranara Ha
EKCIO3UITUATA Ha TIPOYYBAHOTO JICUCHHE B IpyIraTa ¢ KOMOMHAIUS HA aMUBaHTaMal U Ta3epTHHUO €

18,5 mecera (auamazon: 0,2 1o 31,4 meceria).

Hexenanute peakun, HabII0gaBaHy [0 BpeMe Ha KIMHUYHUTE MTPOYYBaHUs, ca U30POEHH MO-0TTy
10 KaTeropuu 1o yectora. Kareropuure mo gecrora ca onpeneneHy KakTo cleiBa: MHOIO YECTH
(>1/10), wectu (>1/100 no <1/10), meuectu (>1/1000 go <1/100), penxu (>1/10 000 o <1/1 000),
mHoro penaka (<1/10 000), c Hen3BecTHA YyecToTa (OT HATMYHUTE JJaHHU HE MOKe Jia ObJie HarpaBeHa

OIICHKA).

[Ipu BCsiKO rpynupaHe B 3aBUCUMOCT OT YE€CTOTATa HEXKEIAHUTE PEaKIIMU ca U30POEHH B HU3XOISII

pE€a 110 OTHOIICHHUE HAa TAXHAaTa CCPUO3HOCT.

Tabmmua 9:  HekesJaHM peaknMi HA aMMBaHTaMa0 NMPH NaNMEHTH, MOJYYaBaLIH
aMUBaHTaMa0 B KOMOMHALUSA C Ja3ePTHHUOD
CucremMo-opraneH Kjiac Kareropust Besika Crenen 3-4
Hexenana peakuust no yectora | creneH (%) (%)
Hapyumiennss Ha MeTa00JIM3Ma U XPaHEHETO
XumnoandoymMmuHeMus ™ MHoro gecTu 48 5
Hamainen ametur 24 1,0
XUIMOKaIIUEMHU 21 2,1
XUIOKaJIueMUst 14 3,1
XumoMarde3ueMust Yectu 5,0 0
Hapyuienusi Ha HepBHaTa cUcTeMa
[Mapecte3un™} MHoro yectn 34 1,7
3amastHOCT* 13 0
CbaoBu HapymieHust
Benosna Tpomboembomnus* | MHoro yectn | 37 11
Hapyumienusi Ha oyuTe
Jpyru ounu HapymeHus™® MHoro yectH 21 0,5
3putenHo yBpexaaHe™* Yectn 4,5 0
Kepartur 2,6 0,5
Pacrtexx Ha muriaure* 1,9 0
PecniupaTopuu, rpbAHN U MeAUACTHHAJIHN HAPYIIEHUS
Wntepcrunmanna 6emoapodHa Yectn 3,1 1,2
OonecT/mHEeBMOHUT*
CToMalHO-YpeBHU HAPYIIEHUS
Cromatut* MHoro yectu 43 2.4
Hunapus 29 2,1
3anek 29 0
I'amene 21 1,2
[ToBpbITane 12 0,5
Kopemna 6oka*™ 11 0
Xemopouau Yectu 10 0,2
XenaToOnJIHAPHA HAPYLICHHUS
XenaToTOKCHYHOCT T | MHoro yectn | 47 9
HapyuieHusi Ha K0KaTa U MOAKOKHATA ThKaH
O6pus™ MHoro yectu 89 27
TokcuuHOCT 32 HOKTHTE™ 71 11
Cyxa koxa* 26 1,0
Copbex 24 0,5
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CuHApoM Ha naJMapHO-IUIaHTapHa Yectn 6 0,2

EpUTPOIU3ECTE3US

KosxxHa s13Ba 5 0,7

Yprukapus 1,2 0
Hapymiennsi Ha MYCKYJIHO-CKeJIETHATA CHCTEMA U CheIMHUTEIHATA ThKaH

MycKyJIHM cia3Mu MHoro yectu 17 0,5

Muanrus 13 0,7
OO0mu HapymeHus ¥ e)eKTH HA MAICTOTO Ha NPUJIOJKEHHE

Orok* Mmnoro gyectu 47 2.9

Ymopa* 32 3.8

[Tupexcust 12 0
HapansiBaHusi, OTpaBsIHMS U YCJI0KHEHNs], Bb3HUKHAJIN B Pe3y/ITaT Ha HHTePBeHLIMH

Peakuusi, cBbp3aHa ¢ nHQYy3MsITA | Muoro uyectu | 63 | 6

*  T'pynupadHu TSpPMUHA
¥ Ouenena xaro HJIP camo 3a na3epTHHUO.

T Haii-uecture chGurus BrmouBar noumena ALT (36%), moBumena AST (29%) u nosuiena ankaitHa gocgarasa B
kpbBTa (12%).

Onmucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIInu

Peaxyuu, cevpzanu c ungysusma

[Ipu manueHTH, TEKYBaH C MOHOTEPAIUS C aMUBaHTaMal, peaKIny, CBbp3aHu C UH(Y3HUAITA,
BB3HUKBAT Ipu 67% ot nmamentute. [leBetneceT u ocem mporeHTa ot IRRs ca cremen 1-2.
JeseTnecet u neeet mpoiieHTa oT IRRS Bb3HUKBAT pu mbpBaTa HHQY3UA C MEIHaHa HA BPEMETO 10
rosiBa 60 MUHYTH, KaTO MMOBEYETO HACTHIIBAT B pAMKUTE HA 2 Yaca OT Ha4asloTo Ha nHGy3usaTa. Haii-
YECTHUTE MPU3HALM ¥ CHMIITOMH BKIIOYBAT CTY/IEHU TPBIIKH, JUCITHEA, TaJeHe, 3a4epBIBaHEe Ha
KOXaTta, TUCKOMGOPT B I'bPIUTE U MOBPbIIaHe (BXK. Touka 4.4).

[Ipu manmenTH, TIeKyBaH! C aMMBaHTaMa0b B KOMOWHAIUS ¢ KapOOTUTATHH U IIEMETPEKCE]], PEaKIUH,
CBBbp3aHu ¢ HHPY3usTa, B3HUKBAT pu 50% ot manuenture. Hax 94% ot IRRs ca crenen 1-2. I1o-
rojisima 4acT oT IRRs Bb3HUKBAT npu ibpBaTa MHQY3Us C MeIMaHa Ha BPEMETO 10 mosiBa 60 MUHYTH
(mmamazon 0-7 yaca), KaTo MOBEYETO HACTHIIBAT B PAMKHTE Ha 2 Yaca OT HAYaJIOTO Ha MH(Y3HUAITA.
ITonsikora IRR Moxe 1a BE3HUKHE TPH ITOBTOPHO 3all0YBAHE Ha aMUBaHTaMal Ciie]T MPOIBIKUTEITHO
MPEeKbCBAaHE Ha MPIJIOKEHUETO 3a TTOBEYE OT 6 CEMUITH.

[Ipu nauveHTH, 1eKyBaHU ¢ aMHBaHTaMad B KOMOMHALIUS C JTa3ePTUHUO, pEeaKkMy, CBbP3aHu C
uHQYy3usaTa, B3HUKBAT Npu 63% ot nanuentute. JleBernecer u yetnpu npoueHTa ot IRRs ca

crenieH 1-2. [lo-ronmsmata yact ot IRRs HacThIBaT 10 BpeMe Ha MbpBaTa HHPY3HS C MEIUAaHA HA
BpPEMETO JI0 MosiBaTa 1 yac, KaTo MOBEYETO OT TSIX Bb3HUKBAT B PAMKHTE Ha 2 yaca OT HA4aloTo Ha
uHQy3usaTa. Haii-uecTure npu3HALU U CUMIITOMH BKJIIOYBAT CTYACHU TPBITKH, JUCITHES, TaJCHE,
3auepBsiBaHe, AUCKOM(OPT B IPBhAHUS KOLI U MOBpbIaHe (BX. Touka 4.4)

[lonsikora IRRs Moxe #a ce mOSBAT NPH MOBTOPHO NPHJIAraHe Ha aMUBAaHTaMal Cliel] IPOABIKUTEIHO
IPEKbCBAHE Ha MPUIIOKEHUETO 3a II0BeYe OT 6 CeAMUIIU.

B oTtkputo, MHOTOIIEHTpOBO poy4uBane (aza 2 npu naruentu ¢ HJIPB/I, Ha manuenTuTe e npunaran
8 mg nexcameTa3zoH NEPOPAIHO, Ba IIBTU AHEBHO U B ABATa JHU IIPEeOH IbpBaTa HHQPY3UsI HA
Rybrevant, u 8§ mg nepopanno, 60 MuHyTH nipei HHPY3HUATA B JeHS Ha IbpBaTa HHQPY3us (001110

5 103u), B IOIBJIHEHHE KbM UHTPABEHO3CH JeKcaMeTa30H. [l00aBsHeTo Ha mepopalieH JeKCaMeTa30H €
noseno 1o HamansiBane Ha IRR no 22,5% 6e3 IRR crenen >3 B neHs Ha HavanHata HHQY3US (BXK.
Touka 4.2).

Hnmepcmuuuanua 6enoopobua borecm

HuTtepcturmanaa 6enoapodHa 6omect uinu Mbb-mogo0Hu HeXellaHn peakiiny ce ChboOIIaBaT mpu
ymoTpebaTa Ha aMmrBaHTamMab, KakTo Ha Apyru naxuouTopu Ha EGFR. MaTepcTnnnanza 6emoapodHa
0oJecT Wi MHEBMOHUT Ce ChoOIIaBar mpu 2,6% OT MalueHTUTE, JICKYBaHH aMHUBaHTaMald KaTto
MOHOTepanus, npH 2,3% OT marueHTuTe, JICKyBaHH C aMHBaHTaMab B KOMOWHAIUS C KapOOILIaTHH U
nemeTpekcen u ipu 3,1% OT manueHTuTe, JeKyBaH! C aMHBaHTaMab B KOMOMHAIIUS C JTa3epTUHUO,
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BrutouuTenHo 1 (0,2%) ciydaii ¢ neranen uzxop. [lanmentn ¢ anamuesa 3a Ubb,
nekapcTBo-uHAynupana Ubb, paauanmoHeH MHEBMOHUT, KOWTO Hajara JieueHHUe ChC CTEPOUIU, WU
JaHHU 3a KIMHUYHO akThBHA VBB ca m3kimoyBany OT KIMHUYHOTO Npoy4BaHe (BK. Touka 4.4).

Benosnu mpomboemboruunu (BTE) cvoumusa npu cohvmemeaauia ynompeda c iasepmuHud

Korarto Rybrevant ce usmonssa B koMOuHaIus ¢ jrazeptuHu0, cpoutns Ha BTE, BkmrouBantu 1ea00ka
BeHo3Ha TpoMOo3a ([IBT) u 6enoapodna embonus (BE), ce crobmasar mpu 37% ot 421 manueHTw,
nojiydaBaiiy Rybrevant 8 komOuHarms ¢ nazepturu®. [ToBeuero ciyyau ca creneH 1 wimm 2, Kato
cbrOuTHA cTeneH 3-4 Bp3HuKBaT mpu 11%, a cMbpt nipu 0,5% OT marMeHTHTe, MOIyvYaBaniyn
Na3epTHHUO B KOMOMHALMS ¢ aMUBaHTaMal. 3a HH(opMalys OTHOCHO NPO(QHUIAKTHIHOTO
MIPUJIOKEHUE HA aHTUKOATYJIAHTH U JieueHneTo Ha choutusata ¢ BTE Buxre Touku 4.2 u 4.4.

[Tpu nanmenTure, nomyvasamu Rybrevant B koMOWHaIuMs ¢ Ta3epTHHUO, MeTMaHATA HA BPEMETO JI0
mbpBara nosisa Ha ceouTHe ¢ BTE e 84 muu. Ceoutusra ¢ BTE noBexaar 1o npeycraHoBsiBaHe Ha
neuenneto ¢ Rybrevant npu 2,9% ot nmanuenrure.

Peaxyuu na kootcama u nokmume

OO0puB (BKIIOUUTETHO aKHEU(OPMEH IEPMATHT), ChPOEK U CyXa KOXkKa Bb3HHUKBAT MpH 76% OT
MAIEeHTUTE, IEKyBaHHU ¢ aMHBaHTaMab Kato MoHoTepanus. [loBeueTo ciydau ca crened 1 wiu 2,
KaTo chOUTHA ¢ 00pUB cTerneH 3 Bb3HUKBAT NpH 3% oT nanuentute. OOpuB, BoIENI 10
MpeyCTaHOBsBaHE Ha aMuBaHTama0, Bp3HUKBA Tpu 0,3% oT manuenTutTe. OOpUB OOMKHOBEHO CE
pa3BHBa B PaMKUTE Ha TEPBUTE 4 CEIMUIIM OT TEpAINUsATa C MEUaHa Ha BPEMETO 10 NosiBa 14 aHu.
[Ipu nanyeHTy, TeKyBaHU ¢ aMHBaHTaMa0, Bb3HUKBA TOKCHYHOCT Ha HOKTUTE. [loBeuTo chOUTHS ca
crerneH | unum 2, KaTo TOKCUYHOCT Ha HOKTUTE cTerneH 3 HacThiBa mpH 1,8% oT nanueHTuTe.

OO0puB (BKIIOYUTEITHO aKHEHM(POPMEH JepPMATHUT) Bh3HUKBA IIpu 83% OT NAIMEHTUTE, JICKYBaHU C
amMuBaHTamMal B KOMOWHAIMs ¢ KapOoIuiaTuH u nemeTrpekce. [TopeueTo ot ciydyaure ca creneH 1 uin
2, kato o0puB cteneH 3 ce HaOmoxasa rpu 14% ot manuentute. OOpUB, JOBET JI0 MTPEYCTAHOBSBAaHE
Ha JICYCHUETO C aMUBaHTaMal, Bb3HHUKBA TpH 2,3% oT narmerTure. OOMKHOBEHO OOPUBHT CE MOSIBSIBA
mpe3 IbPBUTE 4 CEAMUITA OT TepanusaTa, KaTo MeAruaHaTa Ha BpEMETO 10 mosiBaTa My € 14 aHH.
TokcHYHOCT 32 HOKTHUTE HACTHIIBA MPH MMANUEHTH, JIEKYBaHU C aMHBaHTaMab B KOMOHMHAITHUS C
KapOoruiatuH U meMetpekcen. [loBeyero crOuTHA ca creneH 1 Wi 2, KaTo TOKCUYHOCT 32 HOKTHTE
crernieH 3 Bb3HUKBA 1pH 4,3% OT manueHTute (BX. Touka 4.4).

OOpuB (BKITIOUHATETHO aKHEH(POPMEH JEPMATHT) Ce MOABsBa IpH 89% OT MaIlMeHTUTe, JIeKyBaHU C
amMuBaHTamMa0 B KoMOWHamus ¢ jJa3epTrHuO. [loBeveTo ciryyan ca creneH 1 wmu 2, kato nipu 27% ot
MaIUEHTUTE Bh3HUKBAT ChOUTHS cTenieH 3. OOpuB, BOJCI JI0 IPEKPATABAaHE HA JICUSHUETO C
aMuBaHTaMal, Bb3HHUKBA IpH 5,5% oT manmeHTnTe. OOMKHOBEHO OOPHBHT CE MOSBSIBA NPE3 IIHPBUTE
4 cemMUIM OT TEpAINHKATA, KATO MeIaHaTa Ha BpeMeTo 10 mosieata My € 14 mau. TokcudHOCT 32
HOKTHUTE Bb3HUKBA IPH MALUCHTH, JICKYBaHU C aMUBaHTaMa0 B KOMOUHAIUs ¢ Ja3petuHud. [TopeueTo
crOUTHS ca cTeneH | uin 2, KaTo TOKCHYHOCT 32 HOKTUTE cTemneH 3 ce Habmoaasa mpu 11% ot
MManueHTuTe (BX. Touka 4.4).

[IpoBeneHo e npoyuBane (aza 2 Mpu MalueHTH, JIeKyBaHu ¢ Rybrevant B koMOuHaIus ¢ 1a3epTUHHO,
3a J1a ce OIIeHU ynoTpedara Ha Mpo(UIaKTHIHA Tepanvsi ¢ IepopajieH aHTHONOTHK, JTOKaJIeH
aHTHOMOTHK 3a CKaJllla, OBJIAXKHSIBAII KPEM 3a JIUIETO U MSJIOTO TSJIO (C M3KITFOUCHUE HA CKala) U
AHTHCENTHUK 32 PhlieTe U Kpakarta (BX. TOUKH 4.2 u 4.4). YCTaHOBEHO € HaMaJleHUe Ha YyecToTaTa Ha
JepMaTOJIOTUYHH HEXXEJIaH! ChOUTHS CTeTeH > 2 rpe3 IbpBUTE 12 ceaqMULIM OT JIEUCHUETO B
CpaBHEHHE ChC CTAHJIAPTHOTO IEPMATOJIOTUYHO JICUSHNE, N3MO0I3BaHO B KIIMHUYHATA MPAKTUKA
(38,6% cnpsamo 76,5%, p<0,0001). OcBen ToBa ¢ HaOIIOaBaHO HAMAJICHUE HA HEXKEIIAHUTE ChOUTHUS
CTeTIeH >2, 3acATally CKalma, mpe3 mppBute 12 ceamuny ot iedeHunero (8,6% cupsmo 29,4%), kakto
Y TIO-HHUCKA YeCTOTa Ha HaMansBaHe Ha no3ata (7,1% crupsmo 19,1%), npexbeBanus (15,7% crpsimo
33,8%) u npeycTtaHoBsiBane Ha iedeHueTo (1,4% cnpsmo 4,4%) nopaau 1epMaToIOTHUHI HEXKETaH!
CHOUTHSL.
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Hapyvwenus na ouume

Hapymenwns Ha ounre, BkItountenHo kepatut (0,5%), Bb3HUKBAT npu 9% OT MaIMEeHTUTE, JIEKyBaHH C
aMuBaHTaMab kKaTo MOHOTepanus. [Ipyru choOIaBaHU HEeXEJIaH! PEeaKIUU BKIFOYBAT PACTEXK Ha
MUTJIUTE, 3pUTEITHO HAPYIICHUE U IPYTH HAPYIICHUS Ha ounTe. Bcuuku chOuTus ca crenex 1-2.

Hapymenwns Ha ounre, BkitountenaHo kepatut (0,3%), Bp3aukBaT npu 11% OT manueHTHTe, JIEKyBaHU
C aMHBaHTaMa0 B KOMOMHAIMS C KapOOIJIATHH U IeMeTpeKcel. J[pyrure choOIeHN HeXeIaHU
pEaKILUX BKIIOYBAT PACTEXK HA MUIIIMTE, 3PUTEIHO YBPEXKIAHE, YBEUT U IPYTA OYHU HAPYILICHUS.
Bcewuku crbutns ca crene 1-2 (Bxk. Touka 4.4).

O4HH HapYIICHUS, BKIFOYTEITHO KepaTuT (2,6%), BB3HUKBAT IIPH MAIUEHTHUTE, JICKYBaHU C
aMuBaHTamMal B KOMOWHAIMS ¢ J1a3epTUHHO. J[pyru choOIaBaHl HEKEIaHH PEaKIMK BKIIFOUBAT
pacTex Ha MUTIIUTE, 3pUTEITHO YBPEKAaHE U IPYTH OYHU HapyieHus. [loBeyero chouTus ca
creneH 1-2 (Bx. Touka 4.4).

CrernyansHy oIy IaIHA

Cmapuecka sv3pacm

Mma orpaHnyeHN KJIMHUYHA JaHHU 32 aMHBaHTaMa0 TpH MAIMEeHTH Ha BB3pacT 75 WIIH TTOBEYE
roquHM (Bx. Touka 5.1). Karo msno He ce HaOmoqaBaT pa3iiuki B 0€30I1aCHOCTTa MEXK/Ty MAI[UCHTUTE
Ha BB3PACT > 65 TOAUHY U MalUEHTUTE < 65 TOJIUHMU.

HUmyHorennoct
KakTto npu Bcuuku TepaneBTUYHU MPOTEUHHU, CHIIECTBYBA MOTEHIMAT 38 UMYHOT'€HHOCT. B KITMHUYHI

MPOYyYBaHUs NP MALMEHTH C JIOKAIHO aBaHcupan win metactatnued H/IPB/I, nexyBanu ¢
amuBaHTamao, 4 ot 1862 (0,2 %) y4acTHuKa, TeKyBaHH ¢ Rybrevant u moaxoasmu 3a oneHkKa 3a
HaJIM4ME Ha aHTWIEKapcTBEHH aHTUTeNna (anti-drug antibodies, ADA), ca monoxxuTenHu 3a
BBH3HUKHAIH [TPH JICUCHUETO aHTH-aMHBaHTaMa0 aHTuTena. JIMMCBaT TaHHU 3a MPOMCHU BHB
(hapMakoKHHETHKATa, epUKaCHOCTTa WK poduia Ha 0€301aCHOCT MOPaay aHTH-aMHBaHTaMao
aHTHTENA.

Cro0IaBane Ha MMOJI03MPAHU HEXKEIIAHH PEaKIUK

CpoOmraBaHeTo Ha TOI03UPAHH HEXKEIIAaHN PEaKINH CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
NPOAYKT € BaykHO. ToBa Mo3BOIIABA A2 POIBIDKH HAOMIOICHUETO Ha ChOTHOILIEHUETO TOI3a/PUCK 3a
JIEKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIICIIAINCTH C€ M3MCKBA J1a ChOOIIABaT BCAKA
HOI03MpaHa HeKEeJIaHa PeakIys ype3 Hal[OHAIHA CUCTEMa 3a ChOoOIIaBaHe B

WzmbiHuTEIHA areHnuys 1o JieKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

MakcumMaHaTta MOHOCHMA J103a He € olpe/ielieHa B KIIMHUYHO MPOYYBaHe, B KOSTO MAIlMEHTHUTE ca
nosydaBaiu 10 2 100 mg, npuioKeHH MHTPaBeHO3HO. Hsama u3BecTeH crierudpuieH aHTUI0T IPU
Ipeno3upane Ha amuBaHTama0. B cirydaii Ha npeno3upane eueHnero ¢ Rybrevant TpsioBa na ce crpe,
MAIMEeHTHT TPSAOBA J1a ce HabJI0JaBa 3a MPU3HAIM WM CUMIITOMHU Ha HEXeJIaHW ChOUTHS U He3a0aBHO
Jla Ce 3aI0YHAT MOAXOISAIIM OOIIH MOIbPIKAIIA MEPKH 10 HaMaJIsIBaHe WIIM OT3By4YaBaHe Ha
KIIMHUYHATA TOKCUIHOCT.
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5. ®APMAKOJIOTUYHA CBOMCTBA
5.1 ®dapmakoguHAMWYHH CBOMCTBA

®dapmakoTepareBTHIHA Tpyna: MOHOKIOHAIHA aHTUTENNA U aHTUTSII0-TIeKapcTBeHH KoHIoraTH, ATC
xkox: LO1FX18

MexaHu3bM Ha AcicTBUE

AmuBanTama0 e usipuio yoreinko IgG1-6asupano EGFR-MET 6ucnennuyHo aHTUTSIIO ¢ HUCKO
ChIbp)KaHue Ha PyKo3a, C aKTUBHOCT 38 HACOUBAaHE HA HIMYHHHUTE KIJIETKH Ja TApreTUpaT TyMOPH C
aktuBupamy myTtanun Ha EGFR, kato nenenmu B ex3oH 19, L858R cybctutynnu B ex30H 21 u
MHCEPLIMOHHU MyTaluu B ek30H 20. AMuBaHTamal ce CBbp3Ba C eKCTpalellyJapHUTe TOMEHHHU Ha
EGFR u MET.

AwmuBanTama0 npexbeBa curnanusupamute GpyHknuu Ha EGFR u MET upe3 Giiokupane Ha
CBBP3BAHETO Ha JIUTaH/a U Upe3 yBelandaBane Ha pasrpaxnaneto Ha EGFR nu MET, kato no To3u
Ha4MH IPEJOTBpaTsIBa HApacTBaHETO Ha TyMopa U nporpecusta. Hannunero Ha EGFR u MET Ha
MOBBPXHOCTTA HA TYMOPHHTE KJIETKH CHIIO 1aBa Bb3MOKHOCT 33 TAPTreTHUPAHETO Ha TE3U KIETKH 3a
paspyliaBaHe OT IMyHHUTE e()EKTOPHHU KJIETKH, KATO HAIp. ECTECTBEHUTE KIECTKU-yOUIIIN 1
MakpodaruTe, CbOTBETHO Upe3 MEXaHM3MHUTE Ha aHTUTSIIO-3aBUCHMA KIIEThbYHA HUTOTOKCHYIHOCT
(ADCC) u TporomuTo3a.

dapmakogHAMUYHN €(DEKTH

Anbymun
AMuBaHTamMa0 HamaJIsIBa CEpyMHATa KOHIICHTpalKs Ha ai0yMuHa, hapMakouHaMuucH eeKT Ha

nnxubupaneto Ha MET, 00MKHOBEHO pe3 mbpBHUTE § ceaMuLH (BX. Touka 4.8); cies ToBa,
KOHILIEHTpALMATA Ha alOyMHUHA ce CTa0MIM3Upa Mpe3 ocTaHallaTa YacT OT JCYSHHUETO C aMUBaHTamao.

Knnanuna edukacHoCcT M 0€300aCHOCT

Henexysan npeou mosa H/[PB/] ¢ deneyuu 8 exzon 19 na EGFR wiu cybcmumyyuornny Mmymayuu
L858R 6 exzon 21 (MARIPOSA)

NSC3003 (MARIPOSA) e panzoMH3HpaHO, OTKPUTO, AKTUBHO-KOHTPOJIUPAHO, MHOTOLICHTPOBO
npoyuBaHe ¢asza 3, oLeHsaBaIIo ePpUKacCHOCTTa U Oe3omacHocTTa Ha Rybrevant B koMOuHaIus ¢
Ja3epTUHUO B CPaBHEHHE C MOHOTEPANHA C O3UMEPTHHUO PH TbpBA JIMHUS Ha JIeUeHIE Ha TAllMeHTH
c jokanHo aBa”cupain win metactatnaeH HJIPB/I ¢ myrannu B EGFR, HenmongaBain ce Ha KypaTUBHO
nedenue. Heobxomumo e mpoOuTe Ha maleHTuTe 1a uMart eiaHa ot apere yectd EGFR myTarun
(menerus B ek30H 19 mwnu cyocturynmronHa myTanus L858R B ek30n 21), yCTaHOBEHH Upe3 JIOKATHO
uscnensane. [Ipodute ot TymMopHa ThKaH (94%) w/wm miasma (6%) Ha BCHYKY TAIUEeHTH ca
W3CJIeIBaHU JIOKATHO, 32 JIa C€ ONpeaeu cTaTychT Ha MyTanus Ha EGFR - nenenus B ex3on 19 w/unu
cyoctutyimonna myraius L858R B ex30H 21, kato mpu 65% OT MaleHTUTE € U3IO0JI3BaHa
noymmMepasHa BeprkHa peakiust (PCR), a mpu 35% - cekBenupane ot cienpamio mokoiaeHue (NGS).

0610 1074 naruenTtu ca pangomusupanu (2:2:1) 3a momydaBane Ha Rybrevant B komMOuHaIus ¢
Ja3epTHHUO, MOHOTEPAIIHSI C O3UMEPTHHUO MM MOHOTEPAIHS € JIA3EPTUHHUO JI0 IPOTpecHsl Ha
3a00JsIBAHETO WJIM HEMPUEMITMBA TOKCHYHOCT. Rybrevant e mpuiaran uHTpaBeHo3HO B 103a 1050 mg
(npu manuenTH ¢ Terno < 80 kg) nnu 1400 mg (npu nauueHTy ¢ Terio > 80 kg) BenHBK ceIMUYHO B
NPOJBIDKCHUE HA 4 CEIMUIIM, a CIIE/I TOBA Ha BCEKH 2 CEJMUIIH, KaTO CE 3all0YHe OT CeMHUIIA 5.
JlazepTnHUO € mpunarad nepopaiHo B 1o3a 240 mg BenHBXK AHEBHO. O3MMepTHHHO € Mpuiarat B
no3a 80 mg nepopajiHO BeIHBX JTHEBHO. PanmoMu3upaneTo e cTpaTUGHULIUPaHO 10 TUIIA MyTaLUs Ha
EGFR (menenus B ex30H 19 uinu cyocturynmnonHa mytanus L8S8R B ex3o0H 21), no paca (0T a3uaTcku
WM HE OT a3UaTCKU MPOU3XO/) U [0 aHAMHE3a 32 MO3bYHH METacTa3H (J1a HiTH He).

I/ISXO,I[HI/ITC ,HeMOFpa(l)CKI/I JaHHU U XapaKTCPUCTHUKUTC HA 3a00JIIBAHETO Cca 6aJ'IaHCI/IpaHI/I B paMCHaTa

Ha jieyeHue. Meauanara Ha Be3pacTTa € 63 rogunu (quama3oH: 25-88 roaunmn), kato 45% ot
MalKEHTUTE ca Ha Bb3pacT > 65 roaunu, 62% ca xenu, 59% ca oT a3uaTcku npousxon, a 38% ca ot
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Osutata paca. M3xonuusat GpyHkuuoHaineH cratyc mo Eastern Cooperative Oncology Group (ECOG) e 0
(34%) umm 1 (66%); 69% Hukora He ca mymwny; 41% uMat npeaxonHu Mo3bYHE MeTacTasu u 90%
umart pax B [V craamii mpu mbpBoHauanHata auarsosa. [1lo ce oTHacs 1o craTyca Ha MyTalluUTeE B
EGFR, 60% ca ¢ neneruu B ek30H 19, a 40 % - cbe cydctutynmonnn mytanuu L858R B ex30H 21.

Rybrevant B komOuHamus ¢ 1a3epTHHUO MOKa3Ba CTATUCTUYCCKH 3HAYMMO MOT0OpeHHe Ha
npexusseMmoctTa 6e3 mporpecus (PFS) ciopen ouenkara na BICR.

OxonHuareTHUAT aHau3 Ha OS Mmoka3Ba CTaTUCTUYECKH 3HAYMMO To100peHue Ha OS 3a Rybrevant B
KOMOMHAaNus ¢ 1a3epTHHUO B cpaBHEHHUE ¢ 03UMepTHHMO (Bxk. Tabmuua 10 u @urypa 2).

Taboauna 10:  Pe3yaratu 3a epukacHoct B MARIPOSA

Lazcluze + amuBanTama0 O3umepTHHUOD
(N=429) (N=429)
Hpexussemoct 6e3 mporpecus (PFS)?
Bpoii crouTus 192 (45%) 252 (59%)
Menanana, mecenu (95% CI) 23,7 (19,1; 27.7) 16,6 (14,8; 18,5)

Koegwumuent na pucka (95% CI);

- erofifioor 0,70 (0,58; 0,85); p=0,0002

Oo6ma npexussiemoct (OS)

Bpoii crouTHst 173 (40%) 217 (51%)
Menanana, mecenu (95% CI) NE (42,9; NE) 36,7 (33,4; 41,0)
Koe(bI:IuHeHT Ha pucka (95% CI); 0,75 (0.61: 0,92): p=0,0048
p-CTOiHOCT
Yecrora Ha 00eKTHBEH 0TroBop (ORR)™0
ORR % (95% CI) | 80% (76%, 84%) | 77% (72%, 81%)
IpoabiakuTeaHOCT HA 0TroBopa (DOR)™
Menuana, mecer (95% CI) | 25,8 (20,3; 33.9) | 18,1 (14,8;20,1)

BICR = 3acnenen He3zaBucuM LeHTpaleH npernen; Cl = nosepurener untepsan; NE = He Moxke Ja ce OLICHU.
Pesynrarute 3a PFS ca ¢ nata Ha 3axmouBane Ha ganHute 11 aBrycr 2023 r. ¢ Meauasa Ha npociaeisaBane 22,0 mecena.
Pesynrarute 3a ORR 1 DOR ca ¢ nata Ha 3akmrouBane Ha ganHute 13 mait 2024 r. ¢ MeauaHa Ha pociensiBaHe

31,3 mecena. Pesynrarute 3a OS ca ¢ 1ata Ha 3akiIrouBaHe Ha JaHHUTE 4 nekeMBpu 2024 r. ¢ MeauaHa Ha IPOCIIEAIBaHe
37,8 mecerna.

#  BICR crnopen RECIST v1.1.

6 B®3 ocHOBa Ha MOTBBPJACHU PECIIOHACPH.
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®@urypa 1: Kpusa na PFS no Kaplan-Meier npu HejiekyBanu npeau ToBa nauuentu ¢ HIPB/I
cnopen onenka Ha BICR
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®@urypa 2: Kpusa na OS no Kaplan-Meier npu HejiekyBanu npeau ToBa nauuentu ¢ HJAPB/I
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Brrpeueperranre ORR 1 DOR, onienenn upe3 BICR ca npenBapuTeTHO yTOYHEHN KPaitHU TOYKH B
MARIPOSA. B noarpymnaTa naudeHTy ¢ BbTpEUeperHul Je3UH Ha U3XO0JHO HUBO KOMOWHANMATa Ha
Rybrevant u nazepTnan6 mokassa cxoaHa ¢ KoHTponata BpTpeuepenHa ORR. CpriiacHo npoTokona Ha
Bcnukw manueHTd B MARIPOSA ca nanpasenu cepuiinu u3ciaeaBanus ¢ SIMP Ha Mo3bKa 3a o1ieHKa
Ha BBTPEUEPEIHUS OTTOBOP U IMPOABIDKUTEIIHOCTTA. Pe3yaratute ca 0000meHu B Tadauma 11.

Taboauna 11: BnTpeuepenna ORR u DOR cnopen onernka Ha BICR npu yyacTHHIH ¢
BbTpeuYepenHu Je3un Ha n3xoaHo HuBo - MARIPOSA

Rybrevant + n1azepTunud O3umepTHHUHO
(N=180) (N=186)

OueHka Ha 0TTOBOpPA NPU BhTpeYyepeneH TyMop

Brrpeuepenrna ORR 78% 77%

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

[IpneH oTroBop 64% 59%
Bbrpeuepenna DOR

Bpoii pecionnepu 140 144

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

CI = noBepuTeneH UHTEPBAT;

NE = He Moke 1ja ce OLleH!

Pesynrarute 3a BprpedepenHure ORR u DOR ca ¢ naTa Ha 3akmouBaHe Ha JaHHuTe 4 nekemspu 2024 r. ¢ MenuaHa Ha
npociensBane 37,8 mecena.

Jlexysan npedu mosa H/[PH/] ¢ deneyuu 6 ex3on 19 na EGFR unu cyocmumyyuonuu mymayuu LE58R
6 exzon 21 (MARIPOSA-2)

MARIPOSA-2 e pangoMusupano (2:2:1) OTKpUTO, MHOTOLICHTPOBO Mpoy4BaHe (paza 3 Mpu MalueHTH
¢ nokaiHo Hanpeauan uwiu MetactatideH HIIKBK ¢ nemernuu B ex30H 19 va EGFR mmn
cyoctutyrmonnu mytaruu L8S8R B ex30H 21 (TecTBaHETO 32 MyTaIllUUU € MOXKEINO J1a ObJIe
M3BBPILEHO 110 BPEME Ha WIH CJIe] AUarHOCTUIIMPAHETO HA JOKAJTHO HAPEAHATIOTO UITH
MeTracTaTH4HO 3a0oisaBane. He e 610 HeoOXoauMo /1a ce moBTaps U3CICABAHETO NP BKIIIOUBAHE B
NPOYYBaHETO IIOM KaTo MyTaunoHHus cratyc Ha EGFR e ycranoBeH npenu ToBa) cies Heycrex Ha
NpeaxoHa Tepanus, BKII0YBAIla TPETO MoKoieHue Tupo3uHkuHased naxuourop (TK1) na EGFR. B
MIPOYYBAHETO Ca paHIOMU3UPAHU 00110 657 MAIMeHTH, OT KOMTO 263 ca MmojyyaBaid KapOOIUIaTHH 1
nemetpekcen (CP), a 131 ca momyuaBanu Rybrevant B komOnHaIms ¢ KapOOIUIaTHH U TIEMETPEKCE]
(Rybrevant CP). OcBen ToBa 263 nauueHTH ca paHAOMH3UpaHU Aa nojdy4aBaT Rybrevant B
KOMOWHAIUS C JTa3epTHHUO, KapOOTUIATHH U IIEMETPEKCe]] B OTJEITHO paMO Ha MPOYYBAHETO.
Rybrevant e npunaran naTpaBeHo3Ho npu no3a 1 400 mg (nmpu nanuenTty ¢ terio < 80 kg) wm

1 750 mg (mpu nauuentu ¢ Terio > 80 kg) BenHbK CeAMUYIHO B IPOABIDKCHNE HA 4 CEIMUIIN, a CIICH
TOBa Ha Bceku 3 ceamuuu npu go3a 1 750 mg (mpu nauuentu ¢ terno < 80 kg) mnu 2 100 mg (mpu
nanueHTH ¢ Terno > 80 kg), kato ce 3anoune ot Cenmuna 7 0 nporpecus Ha 3a00JIBaHETO HITH
HenpHeMJINBa TOKCHYHOCT. KapOomnaTuH e nmpuiarad HHTPaBeHO3HO € IUIOL] MO/ KpUBaTa
KoHIeHTpaIusI-Bpeme 5 mg/ml Ha muryTa (AUC 5) BegHbX Ha BCEKH 3 CEMUIIN B IPOIBIKEHUE HA
10 12 cenmunu. [TemeTpekces € Ipuarad MHTPaBEHO3HO IpH 103a 500 mg/m? BeIHbK HAa BCEKH

3 ceaMUIM J0 Iporpecus Ha 3200 sIBaHETO MM HEPUEMIINBA TOKCUYHOCT.

[TanuenTure ca crparuduIMpany COpE JIMHUATA Ha TEPAIUs C O3UMEPTHHUO (IThbpBa WM BTOpA
JUHUSA ), TIPEIIICCTBAIIM MO3BYHI METACTA3H (l1a WM He) M a3uaTcKa paca (l1a Win He).

[Ipu 394 nauuentu, panaoMusupanu B pamoto Ha Rybrevant CP unu pamoro Ha CP, Mmenuanara Ha
BB3pactTa ¢ 62 (nmuamazon: 31-85) rogunu, kato 38% OT MAITMEHTUTE ca Ha BB3PACT > 65 TOaMHN,
60% ca ot )xeHcku 1o, 48% ca OT a3uaTCKu Mpou3xol, a 46% ca ot eBponenaHaTa paca. M3xoqHusT
(dynkuonanen craryc no Eastern Cooperative Oncology Group (ECOG) e 0 (40%) niu 1 (60%),
66% Hukora He ca mymniIn, 45% UMaT aHaMHE3a 32 MO3bYHHU MeTacTasu, a 92% umar pax B

IV cTapnii mpu mbpBOHAYAIHOTO JUATHOCTULIMPAHE.

Rybrevant B komOuHaIuMs ¢ KapOOIUTATHH U TIEMETPEKCe]] IOKa3Ba CTATUCTUYECKH 3HAYUMO
noo0peHue Ha npekuBsieMocTTa 0e3 nporpecus (PFS) B cpaBHeHME ¢ KapOOIUIaTHH U TIEMETPEKCEI, C
HR 0,48 (95% CI: 0,36; 0,64; p<0,0001), I1o Bpeme Ha BTOpHU MeXAMHEH aHau3 Ha OS mpu Meuana
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Ha mpocieasBane npuonusutenaso 18,6 mecena 3a Rybrevant CP u npubnausutento 17,8 Mecera 3a
CP, OS HR ¢ 0,73 (95% CI: 0,54; 0,99; p=0,0386). ToBa He € CTATUCTHYECKHU 3HAYNMO (TECTBAHO IMPH
NpeBapUTEIHO ONpeieeHo HUBO Ha 3HaunMmocT 0,0142).

Pesynrarute 3a edukacHocT ca 00001ieHn B Tabuma 12.

Tabimna 12:  Pesyararu 3a epukacHoct B MARIPOSA-2

Rybrevant+
KapoomiaTun+ KapoomIaTuH+
neMeTpeKcen neMeTpeKcen
(N=131) (N=263)
IIpexxuBsiemoct 6e3 mporpecus (PFS)*
Bpoii crbutus (%) 74 (57) 171 (65)
Menanana, mecenu (95% CI) 6,3 (5,6; 8,4) 4,2 (4,0; 4,4)
HR (95% CI); p-cToitHOCT 0,48 (0,36; 0,64); p<0,0001
Ooma npexussiemoct (0OS)
Bpoii crbutns (%) 65 (50) 143 (54)
Menmnana, meceru (95% CI) 17,7 (16,0; 22,4) 15,3 (13,7; 16,8)
HR (95% CI); p-croiinoct® 0,73 (0,54; 0,99); p=0,0386
YecToTa Ha 00EKTHUBEH OTIOBOP?
ORR, % (95% CI) 64% (55%; 72%) | 36% (30%; 42%)
CLonfomeHHe Ha maHcosete (95% CI); 3,10 (2,00; 4,80); p<0,0001
p-CTOMHOCT
poabakuTenanoct Ha orropopa (DOR)?
Menauana (95% CI), mecenn 6,90 (5,52; NE) 5,55 (4,17; 9,56)
ITarmentn ¢ DOR > 6 Mecena 31,9% 20,0%

CI = noBepureneH UHTEpBAI

NE = He Moxe J1a ce olieHu

Pesynrarute 3a PFS, DOR 1 ORR ca ot nata Ha 3akmouBane Ha nanaute 10 ronm 2023 r., KoraTo € U3BbpIICHO TeCTBaHE
Ha XUIOTe3aTa ¥ OKOHUYATEJIeH aHaJIu3 Ha Te3U KpaiHu Touku. Pesynrarute 3a OS ca oT Aara Ha 3aK/I0YBaHE HA JTaHHUTE
26 anpun 2024 r. oT BTOpUSA MEeXIUHEH aHanu3 Ha OS.

% Ouenena or BICR

p-CTOMHOCTTA ce CpaBHsBA C IBYCTpaHHO HUBO Ha 3HaunMmocT 0,0142. CnenoBatenHo pesyiarature 3a OS He ca
3HAYUMU OT BTOPHUS MEX/UHCH aHAIIH3.

®@urypa 3: Kpusu Ha Kaplan-Meier na PFS npn nexkyBanu npenu tosa nanuentu ¢ HAPB/]
cnopen ouenkara Ha BICR
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ITonzara o orHoienue Ha PFS ot Rybrevant CP B cpaBHenue ¢ CP ¢ch0TBETCTBA BHB BCHUKHU
MIPEIBAPUTEITHO OIPEICICHN aHATM3UPAHH MTOATPYIIH, BKIIOYUTEIHO MO ETHHYECKA TTPUHAIICKHOCT,
BB3pacT, M0JI, aHaAMHE3a 3a TITIOHOITyIIIeHe 1 cTaryc Ha MeTactasure B [|IHC npu BkimtouBaHe B
POYYBAHETO.

®urypa 4: Kpusu Ha Kaplan-Meier na OS npu nekyBanu npeau tosa nanuentn ¢ HAPB/{

Mponopuus NpexueaemMmocT
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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

Lannu 3a epuxacnocm npu gvmpeuepentu memacmasu
[TarmenTure ¢ 6€3CHMITOMHU WU JIEKYBaHU MPEAN TOBA U CTAOMIIHM BBTPEUEPETHA METACTa3! ca
Oouny moaxonsnu 3a pannomusupane B MARIPOSA 2.

Jleuenneto ¢ Rybrevant CP e cBbp3ano ¢ uucneno ysennuenue Ha ORR BwTpeuepernno (23,3% 3a
Rybrevant CP coipsimo 16,7% 3a CP, cboTHOmIIeHHEe Ha maHcoBete 1,52; 95% CI (0,51; 4,50) u DOR
BbTpeuepenHo (13,3 mecena; 95% CI (1,4] NE) B pamoto Ha Rybrevant CP cnpsimo 2,2 mecena;

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

Henexysan npedu moea Heopebuoxkiemvuer pak Ha beaume opoboese (H/PBJ]) ¢ uncepuuonnu
mymayuu 8 ek3on 20 (PAPILLON)

PAPILLON e pannoMu3upaHo, OTKPUTO, MHOT'OLICHTPOBO IpoyuBaHe (a3za 3, cpaBHSBAILIO JICYCHUETO
¢ Rybrevant B komOuHanus ¢ kKapOOIUIATHH U TIEMETPEKCE ChC CAMOCTOATEIIHO PUIIOKEHA
XUMHUoTepanus (kapOoIUIaTUH U IEMETPEKCe 1) IPY NalUEHTH C HeJIEKyBaH IPEAU TOBa, JOKAIHO
aBancupan wiu MetactatudaeH H/IPB/I ¢ aktuBupamyu nHCcepninonHu MyTanuu B ek30H 20 Ha EGFR.
JlokanHo ca u3cnenBaHu Mpodu OT TyMopHa ThKaH (92,2%) w/unu ma3ma (7,8%) oT BCHuKu

308 manumeHTa, 3a Aa ce OIpeIeNt CTaTyChT Ha MHCepIMOHHaTa MyTanus B ek30H 20 Ha EGFR, kato
pu 55,5% OT MalMeHTHTE € U3M0JI3BaHO CEKBEHUpPaHe OT cieasaiio nokonenue (NGS) u/uiu
nojuMepasHa BeprxkHa peakuus (PCR) mpu 44,5% ot naunentute. M3BbpIICHO € M HEHTPATHO
M3CIeIBaHE C MOMOILTA Ha ThKaHeH TecT AmoyDx® LC10, tapreren trect Thermo Fisher Oncomine
Dx n mnasmen Tect Guardant 360® CDx.

[TanueHTHTE C MO3BPYHH METACTA3H IO BpEME Ha CKPUHHHTA ca OWITU MOAXOIAIIH 32 YIaCTHE CAMO
cliel KaTo ca Oy Ne(UHUTHUBHO JICKYBaHH, KIMHUYHO CTAOMIHU, ACHMIITOMATHYHH U Ca CIPEIH
JIEYCHUETO C KOPTUKOCTEPOU TN 32 HAW-MAJIKO 2 CEMUIIH NMPEAN PaHIOMU3AIUATA.
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Rybrevant ce npunara natpaBeHo3Ho mpu 1o03a 1 400 mg (npu namuerTn ¢ tero < 80 kg) wiun

1 750 mg (rpu mareHTH ¢ Terio > 80 kg) BeIHBK CEAMUYHO B IPOABDKEHUE HA 4 CEAMMIIN, CIIC
KOETO Ha BcekH 3 cenMuly npu no3a 1 750 mg (npu nauuentu c terso < 80 kg) nnu 2 100 mg (npu
nanueHTH ¢ Terso > 80 kg), xato ce 3anousa B CeaMuna 7, 10 nmporpecus Ha 3a00JIBaHETO HITH
HenpreMIIrBa TOKCHIHOCT. KapOomiaTiH ce mpuiara HHTPaBeHO3HO MPH IO IO/ KpHUBaTa
KoHIeHTpalusI-BpeMe 5 mg/ml Ha munyTa (AUC 5) BeaHBbK Ha BCEKU 3 CEAMMIIU, B MPOIBIDKEHHUE Ha
1o 12 cenmunu. IlemMerpekcen ce npuiara HHTpaBEHO3HO mpu a03a 500 rng/rn2 BeIHBK Ha BCEKHU

3 ceaMUIM O TIPOTpECHsl Ha 3a00JIBAHETO MM HETIPUEMITNBA TOKCHYHOCT. PaHnoMuzanusiTa e
ctpatuduimpana cnopen pyukuroHanuus cratyc mo ECOG (0 wiu 1) ¥ npeaxoaHi MO3bYHU
MeTacTasu (1a wim He). Ha nanuenTure, paHIOMU3UpPaHu B PAaMOTO ¢ KapOOIUIATHH U IIEMETPEKCE],
IpU KOUTO € MIOTBBPACHA IPOrpecHst Ha 3a00JsIBaHETO, € pa3pelieHo 1a MPEMUHAT KbM MOHOTEpaInus
¢ Rybrevant.

O6mo 308 manuentu ca pannomusupanu (1:1) na mpuemar Rybrevant B komOuHams ¢ kapOoomIaTHH
u nemetpekcen (N=153) unu kapbomnatud u nemerpekcesn (N=155). Meauanara Ha Bb3pacTTa €

62 ronuuu (muamaszon: 27 mo 92 rogunam), kato 39% OT yIacTHHIIMTE ca HAa BB3pacT > 65 roaunan; 58%
ca xeHu; 61% ca oT MoHromonHaTa, a 36% — oT eBponenaHaTa paca. U3XxomHusT pyHKIHOHATIEH
craryc no M3rouynara koonepatiHa onkonoruuHa rpymna (Eastern Cooperative Oncology Group,
ECOG) e 0 (35%) umu 1 (64%); 58% nukora He ca Ownn mymaun; 23% uMaT aHaMHe3a 32 MO3bYHHU
Metacras, a 84% umart pak B IV cTaauii mpu mppBoHAYAIHATA UATHO3A.

[IspBuuHaTa Kpaiina Touka 3a PAPILLON e npexuBsiemoctta 6e3 nporpecus (progression-free
survival, PFS), kakTo e oneHeno upe3 BICR. Menuana Ha npocieasBane e 14,9 mecena (auamna3oH:
0,3 mo 27,0).

PesynraruTe oT onieHKaTa 3a eukacHocT ca 0000meny B Tabmuna 13.

Tabumnna 13:  Pe3yararu ot oneHkara 3a epuxkacHoct B PAPILLON

Rybrevant + KapoOomiaTuH+
KapooniaTuH+ neMeTpeKces
nemerpekcen (N=153) (N=155)
Hpexussemoct 6e3 mporpecus (PFS)*
Bpoii crOuTus 84 (55%) 132 (85%)
Mennana, mecertu (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
IIpouenT Ha 0GeKTUBEH 0TrOBOP™ "
ORR, % (95% CI) 73% (65%, 80%) | 47% (39%, 56%)
CLOTxiomeHHe Ha maHcosete (95% CI); 3,0 (1,8; 4,8): p<0,0001
p-CcTOWHOCT
[Ibnen otroBop 3,9% 0,7%
YacTrudeH oTroBop 69% 47%
Oo6ma npexussiemoct (0OS)¢
Bpoii crbutns 40 52
Menanana Ha OS, mecer (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 = noBepuTeneH HHTEPBAT
NE = He no/uiexu Ha OLIEHKa
a

b

3acneneH He3aBucuM LeHTpaneH nperaes cnopeg RECIST v1.1

B3 ocHoBa Ha n3uncnenue no Kaplan-Meier.

¢ Bb3 ocHOBa Ha pe3yJTaTure 3a akTyanusupanara OS ¢ Meauana Ha npocineassane 20,9 mecena. AnanussT Ha OS He €

KOPHTHpPaH 3a HOTEHIMATHO CMYIIaBamy eekTr oT KpbcTocBaneTo (78 [50,3%] mamuenT ot paMoTo ¢ KapOoIiaThH
+ memMeTpeKces, KOUTO BIOCIEICTBHE ca IPEMHUHAIN Ha MOHOTepanus ¢ Rybrevant).
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®@urypa 5: Kpupu na Kaplan-Meier 3a PFS npu HejlekyBanu npeau ToBa nauuentu ¢ HIAPB/I,
ouenenu upe3 BICR

MNponopuws NnpexuesemocT Bez nporpecus

No. B puck
R-CP 153
CP 155

ITonzara o otHoienue Ha PFS mpu nedenue ¢ Rybrevant B komOuHarust ¢ KapOOIIaTHH U

105
74

74

41

12 15
Meceumn

50 33

14 4

18

15

21

MEMETPEKCEe/] B CPABHEHHE C KApOOTUIATHH M MEMETPEKCE CH ChOTBETCTRA MPH BCHUKU
MPEBAPUTEITHO ONPEICTICHH MOATPYHU CIIOPE HATHYMETO Ha MO3BYHH METACTa3! MPH BKIIOYBAHE B
MPOyIBaHETO (a WK HE), BB3pacT (< 65 wimm > 65), ol (MBXK WU JKEeHa), paca (MOHTOJIOHIHA WITH

esporenana), terno (< 80 kg umu > 80 kg), dynruonanen craryc mo ECOG (0 wiu 1) 1 aHamHe3a 3a

TIOTIOHOMYIICHE (J1a WX He).

®@urypa 6: Kpusu na Kaplan-Meier 3a OS npu HejiekyBaHu npeau Topa nanueatu ¢ HAPB/I
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Jlexysan npedu mosa HedpebHoKIembUen pak Ha beaume opobose (HAPBJ) ¢ uncepyuonnu mymayuu
6 exson 20 (CHRYSALIS)

CHRYSALIS e MHOTOIIEHTPOBO, OTKPUTO MPOYYIBaHE C MHOXKECTBO KOXOPTH, TPOBEJEHO 3a OLIEHKA
Ha 0e30MacHOCTTa U epUKacHOCTTa Ha Rybrevant mpu manyeHTH ¢ JJOKaJIHO aBaHCUPaN WK
metacratuueH HIPB/I. EpukacHocTTa € onieHeHa npu 114 manueHTa ¢ J0KaaIHO aBaHCHPA WK
meracratudeH HJIPB/I ¢ naceprmonnn myTaruu B ek30H 20 Ha EGFR, uneTo 3a0omsiBane e
Iporpecupaio 1Mo BpeMe Ha WK ClIel XUMUOTepanus Ha 0a3aTa Ha IUTaTHHA, M KOUTO UMAT MeAuaHa
Ha npociieasBane 12,5 mecena. [Ipobu ot TymopHa ThKaH (93%) w/umu mia3ma (10%) 3a Bcuuku
MAIMEHTH ca TECTBaHM JIOKAJHO 32 ONpeJIeNIsIHE Ha CTaTyca 10 OTHOIIICHHE Ha MyTAaIlUs C MHCEPIHS B
Ex3on 20 Ha EGFR, kaTo ce u3non3Ba ceKkBeHUpaHe OT CJICBAIIO IMOKOJIeHHE (next generation
sequencing, NGS) npu 46% OT malMeHTUTe WK oJIMMepa3Ha BepwkHa peakuus (polymerase chain
reaction, PCR) nipu 41% ot nanuenture, a npu 4% OT NAIIMEHTHTE METOIUTE 32 TECTBAaHE HE Ca
nocoueHu. [lanneHTr ¢ HeleKyBaHN MO3BYHHU METacTa3u WK aHaMmHe3a 3a ILD, Hyxaaeuu ce oT
JICYCHHUE ChC CTEPOHUIH C YABIDKEHO ACHCTBHE MU JPYTM HIMYyHOCYIPECHBHHU CPENICTBA MPE3
MOCJIeTHATE 2 TOJUHHU, HE ca BKIIOYCHH B MTPOYYBaHETO. Rybrevant e mpuiaran HHTpaBEHO3HO B /1032
1 050 mg npu naruenTy < 80 kg mnu 1 400 mg npu marpent > 80 kg BeIHBK CEIMUYHO B
MPOABIDKEHNE Ha 4 CeIMUIIM, CJIe]l TOBa Ha BCEKH 2 CEIMUIIM, KaTo ce 3ano4sa B Cenmuna 5, 1o
3ary0a Ha KJIMHMYHA M0J132 WIH HelPHeMIINBa TOKCUYHOCT. [IbpBHUYHaTA KpaiiHa Touka 3a
e(UKaCHOCT € OIIeHeHaTa OT U3cjeoBarels ooma yecrora Ha otroBop (overall response rate, ORR),
ofpeJiesieHa KaTo NOTBbpAEH mbieH oTroBop (CR) nim wactuuen orrosop (PR) Bb3 ocHOBa Ha
RECIST v1.1. OcBeH ToBa mppBHYHATA KpaliHa TOYKA € OLIEHEHA Ype3 3acCICNICH HE3aBUCHM
uentpaien nperien (blinded independent central review, BICR). Bropuunute kpaiiHu Touku 3a
e(pMKaCHOCT BKJIFOUBAT MIPOABIDKUTEIHOCT Ha oTroBopa (duration of response, DOR).

MenuanaTa Ha Bb3pacTTa € 62 roaunu (nuamna3on: 36—84), kato 41% ot manueHTuTe ca > 65 roauHy;
61% ca sxenn, 52% ca asuariu U 37% ca oT eBponenHaTa paca. Meananara Ha Opost Ha IPEIXOTHH
Tepanuu e 2 (quanasoH: 1 go 7 repanuu). Ha nzxoxno HuBo 29% uMaT QyHKIIMOHAJIEH CTAaTyC 110
Eastern Cooperative Oncology Group (ECOG) 0, a 70% umar ¢pynkunonanes craryc no ECOG 1;
57% nuxora He ca myrwim;, 100% umar pak craauii [V, a 25% uMat npenxoiHo IeueHue 3a
MeTacTa3| B Mo3bKa. MHcepmu B ex30H 20 ca HaOIrogaBaH! B 8 pa3iMdHU OCTATHIN; HA-9ECTUTE
octaTblu ca A767 (22%), ST68 (16%), D770 (12%) u N771 (11%).

Pesynrarute 3a edukacHocT ca 00001ieHn B Tabnuma 14.

Taboauna 14: Pe3yaratu 3a epuxacHoct B CHRYSALIS

Ounenka Ha
H3CJeI0BaTeNs
(N=114)

O6ma yecrora Ha orrosop™ ° (95% CI) 37% (28%, 46%)

[Ipen oTroBOp 0%

YacTrudeH oTroBop 37%
[IpoabKNUTETHOCT HA OTTOBOPA

Meamana® (95% CI), mecenn 12,5 (6,5; 16,1)

[Tarmmentu ¢ DOR > 6 mecena 64%

CI = JloBepuTeineH UHTEpBal
a

6

[loTBBpAEH OTTOBOP

Pesynrarute 3a ORR 1 DOR cniopen onieHkara Ha H3cleIOBaTelNs ChOTBETCTBAT HAa TE3H, ChOOIICHH ITPH OLICHKATa Ha
BICR. ORR cnopen onienkata Ha BICR e 43% (34%, 53%), xato uecrorata Ha CR e 3%, a Ha PR - 40%, menuanata
Ha DOR cnopen onenkara Ha BICR e 10,8 mecena (95% CI: 6,9; 15,0), a naunentute ¢ DOR > 6 mecena cnopen
orenkara Ha BICR ca 55%.

B3 ocHoBa Ha n3uncnenus no Kaplan-Meier
IIpu mpoydBaHUTE MOATUIIOBE MyTaITUH Ce HaOJII01aBa aHTUTYMOPHO JICHCTBHE.

CTapquKa BB3pacT

Karo 1151710 He ca HaOJI0JaBaHU PA3IUKU B €PEKTUBHOCTTa MEXK /1Y IMALIUEHTUTE Ha Bb3PacT
> 65 roguHU U NaUEeHTUTE < 65 TOIUHU.
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TlenuaTpuyHy momyJaamnus

EBporietickara areHIust 1o JeKapcTBaTta 0CBOOOXK1aBa OT 3abJDKCHHUETO 32 MPEIOCTABSIHE Ha
pe3yiTaTUTe OT MpoyuBaHusATa ¢ Rybrevant BbB BCUUKM OATPYIH HA MEUATPUYHATA TOMYJIANNS TPU
HeAPeOHOKIICThYCH paK Ha OenuTe 1poboBe (Bk. Touka 4.2 3a nHGOpPMAIKs OTHOCHO yrnoTpeba B
neInaTpusITa).

5.2 ®apmakoKMHETHYHHU CBOWCTBA

BB3 ocHOBa Ha naHHUTE 32 MOHOTeparus ¢ Rybrevant ruronira moj KpuBara KOHIIEHTPALUS-BpEMe
(AUC, ¢envuma) Ha aMHBaHTaMa0 ce yBEIUYaBa MPOIOPITMOHAIIHO Ha 103aTa B Auana3oH ot 350 mo
1 750 mg.

BB3 ocHOBa Ha cuMyanuuTe OT Moy IanuoHHus hapMakokuHeTHdeH MoaeT AUC ceqmuma €
MPUOIN3UTEITHO 2,8 MFTH MO-BUCOKA CIIE IeTaTa J03a Mpu 2-ceIMUYHATa CXeMa Ha TIPII0KCHHE U
2,6 TBTH TIO-BUCOKA CJIEN YeTBHPTATA /1032 IPU 3-CEIMUYHATA CXEMa Ha MPIIIOKEHUE.
Konnenrpanunre Ha amuBaHnTaMab B CTAI[IOHAPHO CHCTOSHUE CE JOCTUTAT A0 cenmuia 13 kakTo mpu
3-cegMmuyuHaTa, TaKa M MPH 2-CEIMUYHATA CXeMa Ha IPUIIOKEHHE, & CHCTEBHOTO KyMYJIMpaHe €

1,9 obTH.

Paznpenenenue

BB3 ocHOBa Ha u3uncieHuaTa Ha nHAUBUAYyaTHuTe K mokasareny Ha amMuBaHTamMal mpu
nonynanuonnuss @K ananuz, cpeaausat reomerpuueH oo 0oem (CV%) Ha pasnpenenenue e 5,12 1
(27,8%) cnex mpuiokeHHe Ha pENnopbhUnTENHATA 1032 Rybrevant.

Enumunupane
B®3 ocHoBa Ha n3uncnenusaTa Ha unAuBHAyatHuTe DK mokazarenu Ha amuBaHTamMal pu
nomynanuonHust @K ananus, cpeaausat reomerpuueH (CV%) muneen knupbHCE (CL) 1 TepMUHATHUST

MIOJTYKHBOT, CBbP3aHH C IMHEHHUS KIUPBHC, ca choTBeTHO 0,266 (30,4%) I/nen u 13,7 (31,9%) nuu.

CHCLII/IEIJ'IHI/I nonyjaanuu

Cmapuecka ev3pacm
He ca HaOnronaBaHu KIIMHUYHO 3HAYMMU PA3JIMKH BHB ()apMaKOKHHETUKATA HA aMHUBaHTaMal Bb3
OCHOBA Ha Bh3pacTTa (21-88 roaunn).

bvbpeuno yspeocoane

He e nabiroiaBad KITMHUYHO 3HAYMM e(EeKT BbpXY (papMaKOKHHETHKATA HA aMUBaHTaMal mpu
narueHTu ¢ Jieka (60 < kpearuauHoB KnupbHC [CrCl] < 90 ml/min), ymepena (29 < CrCl < 60 ml/min)
i Texkka (15 < CrCl < 29 ml/min) crenen Ha 6b0pedHO yBpexkaaHe. JJaHHUTE MTpH NAIMEHTH C
TEXKa CTETeH Ha OBOPEYHO yBpeXkIaHe ca orpaHndeHu (n=1), HO HsIMa JaHHH, KOUTO Ja TOKA3BaT, Ye
[IPH T€3U MAIlMEHTH ¢ He00X0uMa KOPEKI[s Ha f103ata. EQekTsT Ha TepMuHanHa ObOpedHa
HegocraTbuHoCcT (CrCl < 15 ml/min) BbpXy apMakOKHHETHKATa HA aMHBaHTaMald € HEM3BECTEH.

Yeprodpobuo yepescoane

Maiko BEpOSITHO € TIPOMEHH B YepHOAPOOHATA (DYHKIMS 14 OKa)XKaT HIKAKBB €PEKT BHPXY
SIMMUHUPAHETO Ha aMUBaHTaMal, Thil KaTo MoJIeKyauTe Ha O0azara Ha IgG1 kaTo amuBaHTaMal He ce
MeTa0OIM3UPAT Ype3 YSPHOAPOOHU THTHUIIA.

He e nabnroaBan KIMHUYHO 3HaYMM e(eKT BPXY (papMaKOKMHETHKATa HA aMUBaHTaMal Bb3 OCHOBA
Ha sieka [(o0m 6mmupyoun < ULN u AST > ULN) nimu (ULN < o611 Ounupy6un < 1,5 x ULN)] wnn
ymepena (1,5<ULN < o6uy 6mnmupyoun < 3XULN u Besika ctoiiHocT Ha AST) cTeneH Ha 4epHOIPOOHO
yBpexkIaHe. JJaHHUTE MpH NAIMEHTH C YMEpPEeHa CTETIeH Ha YepHOJPOOHO YBpEKIaHe ca OrpaHMYCHH
(n=1), HO HsAMa TaHHHU, KOUTO J1a TIOKA3BaT, Y€ PU TE3U NALMEHTH € Heo0X0IuMa KOPEKIHs Ha
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no3ata. EQekThT Ha Texka crerneH (001 onnupyouHs > 3 mbtr ULN) Ha uepHOAPOOHO yBpEXkKaaHe
BBPXY (papMaKOKHHETHKATa HA aMUBaHTaMal ¢ HEU3BECTEH.

Heouampuunu nonynayus
dapmakoknHeTHKaTa Ha Rybrevant mpu neguaTpuyHy MaMEHTH HE € H3CIIe[BaHa.

5.3 IIpeakJMHUYHU JaHHMU 32 0€30MACHOCT

HexknuauaauTe 1aHHU HE TIOKa3BaT ocobeH PHUCK 3a XOpa Ha bazaTa Ha KOHBCHIIMOHAJIHUTC
MpOoy4YBaHUA 3@ TOKCUIHOCT IIPU MHOT'OKPATHO IpHUJIaraHe.

KaHTIeDOFeHHOCT 1 MYTAarcHHOCT

He ca mpoBexxanu mpoy4BaHusl PY KUBOTHH 32 YCTAHOBSIBAHE HA KAHIICPOT€HHUS MOTSHIMA Ha
amMuBaHTamal. PyTuHHHUTE IpOyYBaHUS 32 TEHOTOKCUYHOCT U KAHIIEPOTEHHOCT OOMKHOBEHO HE ca
MIPUIIOKUMU TIPU OMOJIOTUYHUTE JIEKAPCTBEHH MPOAYKTH, Thil KATO TOJIEMHUTE MOJIEKYJIH Ha
MIPOTEUHMUTE HE MOTaT Ja AM(PyHAUpAT B KIIETKUTE M HE Morar Aa B3aumoeicrsar ¢ JJHK wu ¢
XPOMO30MEH MaTepual.

PenponykTrBHA TOKCHYHOCT

He ca npoBexaanu npoyyBaHus NPH JKUBOTHH 32 OLIEHKA HA €(peKTUTE BbPXY pEHIpOIYKIHUATA U
¢etamHOTO pazBuTHe. B3 OCHOBa HAa MEXaHNW3Ma My Ha JIeHCTBHE 00aye aMHUBaHTaMad MOXe J1a
NpUYNHN (PeTaTHO yBpEeKAaHe WM aHOMAINHU Ha pa3BuTHeTO. Criopes choOLIeHNS B IUTEpaTypaTa
HaMaJICHUEeTO, TMMUHUPAHETO WM MPEKbCBAHETO HA eMOpuodeTanHara uin Maitunaata EGFR
CHUTHAJIM3AIMSI MOXe Jia MOMPEeYr Ha UMIUIAHTALUATA, 1a IpeIu3BruKa eMOprodeTanHa 3aryda mo
BpEMe Ha Pa3IMuHU eCTallMOHHU CTaAuU (Upe3 ePeKTH BbPXY Pa3BUTHETO Ha IUIALIEHTAaTa), Ja
MIPUYUHA aHOMAJIUU Ha Pa3BUTHETO B MHOKECTBO OPraHM WJIM PaHHA CMBPT Ha MPEKUBEIHUTE (HETYCH.
AmnanoruuHo, HokayTsT Ha MET unu HeroBus nurany xenarouuTeH pactexer ¢aktop (HGF) e
eMOpHoJIeTalIeH opaIy TeXKH Ae(DEeKTH B Pa3BUTHETO Ha IUIALICHTaTa, KaTo (peTycute umar aedexTu
Ha MYCKYJIHOTO pa3BUTHE B MHOXECTBO Oopranu. M3BecTHO e, ye yosemkute IgG1 npemuHaBat npe3
wianenrtaTa. [lopagu ToBa, aMuBanTamald MMa MOTEHLIMAN J1a CE IpeaBa OT MaifkaTa Ha pa3BUBALLU
ce oA,

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BELIECTBA

ErunengnamunTteTpaonerna kucenuna (EDTA) quraTtpreBa conr Auxuapat
L-xuctnauna

L-XUCTHIMHOB XUIPOXJIOPU MOHOXHUAPAT

L-metnonnn

[Tomucopbar 80 (E433)

3axaposa

Bona 3a nHkeKknmm

6.2 HecbBMECTHMOCTH

To3u JlekapcTBEH MPOAYKT He TPsiOBa Jia ce CMecBa C IPYTH JICKApPCTBEHU MPOYKTH, C M3KITIOUCHHE Ha
IIOCOYEHUTE B TOUKA 6.6.

6.3 Cpoxk Ha rogHoOCT

HeotBopeH diakoH
3 roguHu
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Cren pa3pexaane

XumudHa ¥ (U3WYHA CTAOMITHOCT B TIEPHUOa Ha M3TIO3BaHE € JJOKa3aHa B MpoabbkeHne Ha 10 gaca
npu 15°C no 25°C Ha craiina cBeTianHa. OT MUKPOOHOJIOTHYHA TJIEHA TOUYKA MPOLYKTHT TPsIOBa Ja ce
M3M0J13Ba He3a0aBHO, OCBEH aKO METOIBT Ha pa3pekJaHe He N3KIII0UBA PUCKA OT MUKPOOHO
3aMbpcsiBaHe. AKO HE ce M3M0I3Ba He3a0aBHO, MEPHOABT Ha M3MOI3BAHE U YCIOBHUITA HA ChXpaHEHHE
mpean yrnorpeda ca OTTOBOPHOCT Ha TOTPEOUTEIIA.

6.4 CroenuajJHU yCJI0OBHUSI HA ChbXPaHEHHUE

Ja ce cpxpansiBa B xuaqmiHuK (2°C no 8°C).

[a He ce 3ampassipa.

ChbxpaHsBaiiTe B OpUTrHHAIHATA OTMIAKOBKA, 3a Jia C€ MPe/a3y OT CBETIINHA.

3a yclioBUsATa Ha CbXpaHEHHUE CIIeN Pa3pexaaHe Ha JeKapCTBEHUS MPOIYKT BIXKTE TOUKa 6.3.

6.5 Buawu chabp:KaHue HA ONIAKOBKATA

7 ml KOHIIEHTPAT BbB ()JIAKOH OT CTHKJIO THII 1 C eJlTacCTOMEpHA 3amyllajika U alyMHHAEBa 00KaTKa ¢
OTUYIBAIIO Ce Kamnade, chabppxail 350 mg amuBantamad. OnakoBka ot 1 (akoH.

6.6 CrnenuajaHu NpeanasHu MepKHU NPH U3XBbPJIsiHEe H padoTa

HpI/IFOTBeTe pa3TBOpa 3a UHTPABCHO3HA I/IH(I)y3I/I$I, KaTo M3II0JI3BATC ACCIITHYHA TCXHHUKA, KaKTO
cJIcaBa:

IIpurorssne

. Ompenenere HeoOXomuMara 103a u Opost Heooxoaumu (irakorn Rybrevant criopen n3xoaHOTO
Terjio Ha nanueHTa (Bx. Touka 4.2). Beeku ¢nakon cpappka 350 mg amuBantamad.
. [Ipu npunoxenne Ha Bceku 2 ceamunu nmanuenture c terao < 80 kg momyyasar 1 050 mg, a

nanueHTute ¢ Tero > 80 kg — 1 400 mg BeqHBXK ceIMUYHO 32 00110 4 J103H, CIIe]l KOETO Ha
BCEKU 2 CceIMMIIU, KaTo ce 3amouyHe B Ceamuria 5.

. [Ipu npuioskeHre Ha Bceku 3 ceamuim narueHtute ¢ terio < 80 kg momyuapar 1 400 mg
BEJIHBK CEIIMUYHO 3a 00110 4 103U, cien koeTo 1o 1 750 mg Ha Bceku 3 ceMUIIu, KaTo ce
3anou”e B Ceamuna 7, a mauenture ¢ terno > 80 kg — 1 750 mg BeaHbK ceIMUYHO 3a 00110
4 noswm, cinex koeto no 2 100 mg Ha Bceku 3 ceamuIy, kato ce 3amodyde B Ceamuria 7.

. [Iposepete namu Rybrevant pasreop e 6e31BereH q0 61en0KbaT. He nsnon3saiite npu Hanuyue
Ha MPOMSIHA Ha [IBETA WIH BUAVMH YaCTHLH.
o W3rernere u cnes ToBa U3XBbpieTe 00eM 0T 5% pa3TBOp Ha IJIFOKO3a WIN HATPUEB XJIOPUJ

9 mg/ml (0,9%) umxexkunoneH pa3teop ot 250 ml uHdy3uoHEH cak, KOETO € PaBHO Ha
HeoOxomumus o0eM Ha Rybrevant paztBop, koiiTo TpsiOBa na ce g06aBu (M3xBbpiere o 7 ml
pasTBopHTeN 0T MH(PY3UOHHUS Cak 3a BcekH ¢uiakoH). MHDY3HMOHHNTE cakoBe TPOBa Ja ca
HanpaBeHu ot nonuBuHIWIXIOpUA (PVC), momumnponunen (PP), nonmuerunen (PE) nnm
nonuonedun (PP+PE).

) Uzrernere 7 ml Rybrevant ot Bcexn HeoOXoauM (i1akoH, cliel] TOBa Ty 100aBeTe B
uHQy3noHHUS cak. Beeku akoH chabpxka 0,5 ml M3nUIIBK, 32 Aa ce rapaHTUpa I0CTAThYCH
o0eM 3a m3ternsaHe. Kpaitauar obem B nHpy3noHHUS cak TpsiOBa xa 0b1me 250 ml. M3xBbpriere
HEH3I0JI3BaHaTa YacT, OCTaHaJIa BbB (hJIaKOHA.

. BranmMarenHo 00bpHETE caka, 3a 1a ce cMecH pa3TBOphT. He paskmamaiire.

J [penn npuinokeHne MpoBepeTe BU3yaTHO 32 HAIMYME Ha YaCTHIHM U MPOMsHA Ha 1Beta. He
U3M0JI3BaiiTe, ako ce HaOMoJaBaT NpOMSIHA Ha [[BETa WM BUIUMHU YaCTHIIH.

IIpunoxenue

o [Ipunoxere pazpencHus pa3TBOP Ype3 HHTPaBeHO3HA MH(]Y3Hs, KaTo N3Moia3BaTe HH(y3uOHHA
cucrema, CHabJIeHa ¢ PeryJiaTop Ha IMOTOKa | C BrPajicH, CTEPUIICH, alTUPOTeHEH QHITHP OT
nonuetepcyidon (PES) ¢ Hucko cBbp3BaHe ¢ npoTenHu (pasMep Ha nopure 0,22 uiu
0,2 mukpomeTpa). CucTeMuTe 3a MprioKeH!e TpsAOBa Aa ObaT HAPaBEHH OT MOJIMypETaH
(PU), monmubyranuen (PBD), PVC, PP nnu PE.
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o Wndysunonnara cucrema ¢ Gpuinthp TpsiOBa aa ce 3apeau ¢ 5% pa3tBop Ha riroko3a wiu ¢ 0,9%
pa3TBOpP Ha HATPHEB XJIOPH MTPEAN HAYAIOTO Ha Besika nHQYy3ust Ha Rybrevant.

o He BnuBaiite Rybrevant upes enHa u chlila MHTpaBEeHO3HA CUCTEMa EAHOBPEMEHHO C APYTH
CpelcTBa.

. Pazpenenmsit pa3TBOp TpsAOBa Aa ce MPIIOKHU B paMKuTe Ha 10 Jaca (BKIIFOUNTEITHO BPEMETO 3a
nH(Qy3us) Ha craiina Temmnepatypa (15°C no 25°C) u Ha craiiHa cBEeTIMHA.

. Ilopaan wectotara Ha IRRS pu mppBaTa 103a amuBanTaMabd TpsiOBa Ja ce BiHBa Mpe3

nepudepHa Bena B cenmunia 1 u ceqmuiia 2. MHy3us dpes3 HeHTpalieH T0CThIT MOXeE J1a Ce
npujara npe3 cieBallliTe CeIMUIM, KoraTto puckbT oT IRRs e no-Huchk. Bukre ckopocture
Ha nHQY3uA B Touka 4.2.

UsxBBpIIsiHE
To3u exkapcTBEH MPOAYKT € CaMo 3a ¢THOKpaTHa YIoTpeOa W HEM3ITOI3BAHUSAT JICKAPCTBEH MPOAYKT,

KOHTO HE € MpuiIoXKeH B pamkute Ha 10 vaca, TpsOBa Jja ce U3XBBPIN B ChOTBETCTBUE C MECTHHUTE

W3UCKBaHUA.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1594/001

9. JATA HA TbPBO PA3PEIIABAHE/ITIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBo pazpewmaBane: 09 nexkemspu 2021 r.

[Hata Ha nocienno nonHoBsiBane: 11 cenremBpu 2023 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2025

[MonpoOua uHpopManus 3a TO3M JCKApPCTBEH MPOAYKT € MPeIocTaBeHa Ha yeOcaliTa Ha EBponeiickara
areHIus 1o JekapcTBaTa https://www.ema.europa.eu.
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vTosn JISKapCTBEH MPOAYKT TOJUICKU HA JOMIBIHUTEIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TOo
YCTaHOBSIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUKa 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Rybrevant 1 600 mg nHXEeKLNOHEH Pa3TBOP
Rybrevant 2 240 mg uHXEeKIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Rybrevant 1 600 mg HHKEKIIMOHEH PA3TBOP
Ennn ml nrxexkuoHeH pa3tBop chabpxka 160 mg amuBantamad (amivantamab).
Enun ¢aakon 10 ml nHkeKIMOHEH pa3TBOp chabprka 1600 mg amuBaHTaMao.

Rybrevant 2 240 mg HHKEKIIMOHEH pA3TBOP
Enna ml urkekimoneH pa3tBop chabpxka 160 mg amuBanTamad (amivantamab).
Enun daakon 14 ml nHKEKIIMOHEH pa3TBOP Chabprka 2 240 mg amuBaHTaMal.

AmmBanTamMab € M3ISUT0 YOBEITKO OMCTICIMGUIHO aHTUTUIO Ha 6a3aTa Ha nmyHorinoOymmH G1 (IgGl),
HAaCOYCHO CPEIIy pelenTopuTe 3a enuaepMaiaus pactesxxer paxrop (EGF) u peneniropute 3a
ME3eHXUMHO-enuTeNeH npexon (mesenchymal- epidermal transition, MET), npon3BeaeHo B KieTbuHa
JUHUSA OT 003aiHUK (AiuHMK Ha kuTtaiicku xamctep [CHO]) npu nsnon3sane Ha pekomObunanTHa JJHK
TEXHOJIOTHS.

[ToMOIIHO BEIIECTBO C U3BECTHO JACHCTBHUE
Enun ml paztBop ceabspka 0,6 mg mommcopdar 80.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

MHXeKIMOHEH pa3TBOP

Pa3tBOpBT € Oe3uBeTeH 10 OJIeT0KBIT.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHHU MOKA3AHUS

Rybrevant 3a moikokHO TIPUIIOKEHNE € TIOKA3aH:

o B KOMOMHAIIUS € JIa3epTUHHO 32 ITbpBa JIMHKA Ha JICUCHHE Ha Bh3PACTHU NMAlMEHTH C aBAaHCHPAJ
HepeOHOKIeThYeH pak Ha Oenute npodose (HAPB/]) ¢ neneryu B ex3on 19 Ha EGFR wim
cyoctutyimonnu myrtaiuu L858R B ex3oH 21.

o KaTO MOHOTEpAIHs 3a JICUeHHe Ha Bh3pacTHU nanueHTH ¢ aBancupan HIIPB/I ¢ aktuBupamniu
uHcepunoHHU MyTanuu B ek30H 20 Ha EGFR cien Heycniex Ha Tepanus Ha 6a3ara Ha IUIaTHHA.

4.2 I[OI}I/IPOBK%I U HAYUH HA NMPUTOKEHUEC

Jleaenueto ¢ Rybrevant 3a momkoxHO prITOKeHHE TPSAOBa J1a Ce 3aIl0YHE U HAOJF0/1aBa OT JIeKap C
OIUT B ynoTpebara Ha MPOTHBOPAKOBH JIEKAPCTBEHH MPOTYKTH.
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[penu 3amouBaHe Ha Teparsi ¢ Rybrevant 3a o jK0KHO PUIIOKEHHUE TPSOBA Jia ce yCTaHOBU
myTaroHHus cratyc Ha EGFR B mpoOu oT TyMOpHa ThKaH WIH 1J1a3Ma, KaTo ce M3MOJI3Ba BalHIpaH
METOJ] Ha u3clie/iBane. AKO He ObJic OTKpHUTa MyTallus B IJ1a3MeHa mpoda, TpsAOBa Ja ce u3cienBa
TyMOpPHA ThKaH, aKO € HaJMYHa B IOCTATHYHO KOJMYECTBO U KAYECTBO, Thil KATO MPH M3MOI3BAHETO
Ha IJ1a3MEH TECT € Bb3MOXKHO JIa ce MoTydyaT (halirBo OTPUIIATEHU pe3yaTaTu. He e HeoOxoaumo na
ce TIOBTapsI M3CJICIBAHETO CJIC]] YCTAaHOBsBaHE Ha MyTaroHHns ctatyc Ha EGFR (Bk. Touka 5.1).

Rybrevant 3a moxokHO MPUIIOKEHUE TPAOBA J1a Ce Mpujiara 0T MEAMIIMHCKY CISIUATKCT C JOCTBII 10
MOJIXOJISIIII0 MEIUIIMHCKO 000pYyIBaHe 3a OBJIAIsIBAHE HA PEAKIIMU, CBbP3aHH C IIPUI0KECHHETO, B
CITy4aii 4Ye HACTBIIAT TaKUBA.

Jlo3upoBka
[Ipu neuenne c Rybrevant 3a moK0KHO MPUIIOKEHUE TPSOBA J1a CE MPIUIATaT IpEeMEUKAIIHH 32
HaMaJsIBaHE Ha PHICKA OT PEAKIIMH, CBbP3aHU C MPUIIOKEHUETO (BXK. TO-107y ,,IIpomsHa Ha mo3ara® u

L] |pEIOPBUINTEITHN CHITBTCTBAIIH JICKAPCTBEHHU TIPOIYKTH' ).

[penopbuntennute 103UpoBKU Ha Rybrevant 3a monkoxHO MpUIoKeHUEe B KOMOHHAITUS C
JIa3ePTUHUO WM KaTO MOHOTEpAIus Bb3 OCHOBA Ha M3XOIHOTO TEJCCHO TErJIo ca JAajaeHu B Tabnuna 1.

Tabimna 1:  IlpenopbuuTenna qo3upoBka Rybrevant 3a moakoskHo npuiioKeHne

TesecHo IIpenopbunTeHa Cxema Ha puJjiaraHe

TErJio Ha Jn03a

H3XO0IHO

HUBO"

ITox 80 kg 1 600 mg o Benmubx cenmuyno (0010 4 1o3u) ot Cenmuru 1 1o 4
e Ha Bcexu 2 cenmuIy, Kato ce 3anouyne B Cenmuna 5

Han vnun 2 240 mg o Benmubx cenmuyno (0010 4 1o3u) ot Cenmuru 1 1o 4

paBl?O Ha e Ha Bcexu 2 cenmuIy, Kato ce 3anogne B Cenmurna 5

80 kg

* He ca HeoOX0oauMH KOPEKIIMU Ha J103aTa 3a MOCJISABALIN IPOMEHHU HA TEJIIECHOTO TErJIO.

Koraro ce mpuiara B KoMOMHAIIUS € JTa3epTHHUO B €JIMH U CHIIIN JICH, TpernopbuBa ce Rybrevant 3a
TTOIKO’KHO TIPHIIOKEHHE JIa Ce IpurJjlara 1Mo KOeTo 1 J1a € BpeMe ciien tazepTuaud. Brokte Touka 4.2 oT
KpaTKaTa XapaKTepUCTHUKA Ha MPOJIyKTa Ha JIa3epTUHHUO 32 MHPOPMAIIHS OTHOCHO NPEMOPBHUYUTEITHOTO
IpuUjIaraHe Ha Ja3epTUHUO.

HDO()'bJZJfCMMEJZHOCI’I’l Ha Jeyenuemo
HpenoquBa CC MaUCHTUTC Na CC JICKYBAT C Rybrevant 3a MOJAKOKHO MPUJIIOKCHUC 0 MMPOrpeCud Ha
3a00JISIBAHETO WJIU HEMIpHUEMIINBA TOKCUYHOCT.

Iponycuama 0o3a

Ako ce nporycHe f103a Rybrevant 3a moaxoxxHo npunokenue mexay Ceamunu 1 u 4, T TpsiOBa 1a ce
MIPIJIOKH B paMKuTe Ha 24 gaca. AKo ce mpomycHe g03a Rybrevant 3a moakoXHO IpHUITIOKEHHE OT
Cenmuua 5 HaTaThK, TS TPSAOBaA Aa ce MPUIOKH B paMKHUTE Ha 7 THU. B mpoTHBeH ciyyait
NpoIyCHATaTa 103a He TpsiOBa Aa ce mpuJjara, a cieBalaTa 103a TpsiOBa 1a ce MPUIIOXKHU 110
oOnJaifHaTa cxema Ha IPUIIOKEHHE.

Ipomsana na oozama

IpunoxeHneTo TpsOBA 1a ce TMPEKBCHE IPH HEKETaHU PEaKIMK CTENeH 3 WK 4 10 0T3By4YaBaHe Ha
HEKeJIaHaTa PEeakius 10 cTereH < 1 WIx 10 M3XOMHOTO HUBO. AKO TIPEKBCBAHETO € 7 JHH WITH T10-
MAJIKO, MOTHOBETE JICUCHUETO ¢ HACTOSIIATA 103a. AKO MPEKBCBAHETO € MO-MPOABIKUTEIHO OT 7 JTHH,
ce MpenophyBa IMOJIHOBIBAHE Ha JIEYEHHETO ¢ HAMAJIEHA 1034, KaKTO € IpeacTaBeHo B Tabimma 2.
BmkTe chI0 M KOHKPETHHUTE IPOMEHHN Ha J03aTa IIPH ONpeeeH HeXXellaHu peakiuu B Tabnuia 2
Mo-J101Ty.
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AKO ce M310J13Ba B KOMOWHAIINSA € Ja3epTHHUO, BIDKTE TOUKa 4.2 OT KpaTKaTa XapakTepUCTHKA Ha
NPOJIyKTa Ha Ja3epTHHUO 3a MH(OpMAIHs OTHOCHO U3MEHEHHETO Ha J103aTa.

Tabimna 2:  IlpenopbuyHTeTHH M3MEHEHHUs] HA 103aTA NIPH He)KeJIAHU pPeaKIuu

Jlo3a ciex 1-Bo Ho3a caen 2-po
npeKbCBaHe MOPaAu | NpeKbCBaHe MOPaau Jo3a cien 3-To npekbcBaHe
Jo3za* HEeKeJIaHA pPeaKims HEKeJIAHA PeaKkIus MOPAaIH HeKEJIAHA PeaKIus
1600 mg 1 050 mg 700 mg [IpeycranoBere Rybrevant 3a
2240 mg 1 600 mg 1 050 mg MTOJIKOKHO IPHUJIOKEHHE

* I[osa, IIpU KOSATO € Bb3HUKHAJIa HEXKEJIaHaTa pCaKlus

Peaxyuu, cevpzanu ¢ npunodicenuemo

Tps0Ba Oa ce mpuiaraT NpeMeIuKaIiHy, 3a Ja € HaMaJld PUCKBT OT PEakluy, CBbP3aHu C

IPUIIOKEHUETO Ha Rybrevant 3a moaxoxHo npuiioxenue (Bx. ,,]IpenoppunuTeHl ChbIbTCTBAILN

JIeKapCTBEHU NPOoAyKTU ‘). IHKeKTHpaHeTo TpsiOBa J1a ce NpeKbCHE IPU IbPBUTE IPU3HALM Ha

peaxyy, CBbP3aHu C MPUIOKEHUETO. JJOMbIHUTETHH HOAXbPKALIH JIEKAPCTBEHH MPOIAYKTH

(HammpuMep AOMBIHUTENHO TIAIOKOKOPTUKOUIN, AaHTUXUCTAMUH, aHTHITUPETHIN 1 aHTHEMETHIIH )

TpsiOBa Ja ce mpuyaraT Npy KIMHAYHY MTOKa3aHus (BX. Touka 4.4).

o Crenen 1-3 (yreku-texxkn): Cien oT3ByyaBaHe Ha CUMIITOMHTE TTOJTHOBETE MH)KEKTHPAHETO HA
Rybrevant 3a noakoxno npuinoxenue. [Ipu cnenBamarta n1o3a TpsOBa Aa ce MpuiIoxKat
CBITBTCTBAIIY JIEKAPCTBECHH NPOIYKTH, BKIFOUUTEIHO AeKcaMeTa3oH (20 mg) Uik eKBUBAICHT
(Bx. Tabmuma 3).

. [loBTOpHA MOsIBa HA peakUny CTENeH 3 Wi cTeneH 4 ()kuBoTo3acTparaBain): OKOHYATETHO
IpeycTaHOBeTe JieueHneTo ¢ Rybrevant.

Benosnu mpomboemboruunu (BTE) cvbumus npu convmemeawa ynompeoa c 1a3epmunud

3a npenoTBpatsiBane Ha BTE cb0uTHS Tpu nanuenTH, nory4dasamy Rybrevant 3a moKoxHo
NPUIOKEHUE B KOMOMHALIUS € JIa3epTUHHO, TpsIOBa J1a ce M3M0I3BAT NPOPHIAKTUIHO aHTHUKOATYJIAHTH
B HAYaJIOTO HA JICYUEHHETO. B ChOTBETCTBHE C KIMHUYHUTE PHKOBOJCTBA IALIMCHTUTE TPsOBa Ja
MoJIy4aBaT NMpo(rIaKTHYHA 7032 MEPOPATICH aHTUKoAryJiaHT ¢ aupektHo AeiictBue (DOAC) nnu
HuckomodekyneH xenapud (LMWH). He ce nmpenmopruBa ynorpebata Ha aHTaroHncTé Ha ButaMuH K.

ITpu cvoutus ¢ BTE, cBbp3aHu ¢ KIMHUYHA HECTAOMIIHOCT (HAIp. TUXaTeIHA HEIOCTAThYHOCT UK
ChpJieuHa TUCHYHKITHS ), IPUIOKEHUETO U Ha JIBETE JICKAPCTBA TPSAOBA J1a C€ OTIIOXKH, JOKATO
MAIEeHTHT ce cTabmnm3npa KinangHO. Clie; TOBa IpUEeMbT Ha JIBaTa JICKAPCTBEHH MPOAYKTa MOXKE J1a
ce Bb300HOBH B ChIllaTa J103a. B ciyuait Ha peuuuB, BIIPEKH MOAXOAIIOTO aHTHKOAT'YJIaHTHO
JIeYeHUe, IpeycTaHoBeTe nmpuemMa Ha Rybrevant. JleueHreTo MOXeE J1a MPOIBIIXKH C JTa3epPTUHHO B
chIara 1o3a (BK. Touka 4.4).

Peaxyuu na xooxcama u noxmume

[penopbuBa ce NPOGUITAKTUYHO JICUYCHUE C IEPOPATHH U JIOKATHH aHTUOMOTHIIH, 32 JIa CE HaMaJH
PHUCKBT M TSIKECTTA HA PEaKIMUTE HA KOXKATa M HOKTUTE MIPU MAlMeHTH, olTy4yaBaniu Rybrevant.
[IpenopbuBa ce ChIIO Taka U3MOJI3BAHETO HA HEKOMEJIOHOTEHEH OBIIAXKHABAIL KPeM 3a Koxkara (3a
MpeINoYnTaHe Ha 0a3aTa Ha CepaMUIN WU JIPYTH ChCTaBU, KOUTO OCUTYPSIBAT MPOABIDKUTEITHA
XUJ[paTalys Ha KOXKaTa U He ChIIbPIKAT M3CYIIABAINo CPEJCTBO) Ha JHIETO U ISUIOTO TSUIO (C
W3KITFOYCHHUE Ha CKaJa) M pa3TBOP Ha XJOPXCKCHJIMH 32 M3MHUBAHE Ha PBIIETE M Kpakara.
[TanuenTrTe TpsAOBa 1a C€ MHCTPYKTUPAT Jia OTPaHMYAT U3JIaraHeTO Ha CI'BHIIE 10 BpEME Ha U B
MPOABIDKEHNE Ha 2 Mecelia ciiesl TepanusaTta ¢ Rybrevant. 3a nompnauTeTHa HHGOPMAITUS OTHOCHO
mpodTakTHKAaTa Ha pEeaKIMKUTE OT CTpaHa Ha KO)KaTa U HOKTUTE BIXKTE ToUKa 4.4.

AKO NaIMeHTHT MOJTyYr PeaKilys Ha KO)KaTa Wi HOKTUTE CTereH 1-2, TpsOBa fa ce 3armoyHaT
TTOTHPIKAIITN TPHKH CTIOPEN KIIMHUYHUTE TIOKa3aHUs. AKO JIMTICBA TIOJOOpEHHUE Clie]] 2 CeIMUIIH,
Tpsi0Ba Jja ce 0OMUCIIM HaMaJlsIBaHe Ha J103aTa MpH NIepcUucTrpani oopus crereH 2 (k. Tabnuna 2).
AKO NaIMeHTHT MOJTyYr peaKiys Ha KOXKaTa WM HOKTUTE CTETeH 3, TpsiOBa Ja ce 3aro4yHar
MOIBPIKALIY TPHIKU CIIOPE]] KIIMHUYHKUTE ITOKa3aHUs U Ja ce 0OOMHUCIIN IpeKkbcBaHe Ha Rybrevant 3a
MTOIKO’KHO TIPHIIOKEHHE JI0 ITOA00PEHHE Ha HeXxemanara peaknus. Ciiel1 Bb3CTaHOBSIBAaHE Ha
peakuusaTa Ha Ko)KaTa MM HOKTUTE JI0 CTereH < 2 MPUIIOKEeHUEeTo Ha Rybrevant 3a mokoxxHO
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NPUIIOKEHUE TPOBA J]a ce MOTHOBY C HaMalleHa J103a. AKO MaIMEeHTHT IOJIyYd PEaKIiy Ha KOXKaTa
crerieH 4, OKOHYATEITHO MPEyCTaHOBeTe IeueHneTo ¢ Rybrevant (Bk. Touka 4.4).

HUnmepcmuyuanna 6eroopobua 6orecm

Jleuennero ¢ Rybrevant 3a moxoHO IpHIIOKEHHE TPsIOBa BPEMEHHO Ja Ce CIIpe IPH CbMHEHHE 32
uHTepcTHIHaHA Oemoapoona 6onect (Mbb) nmn Hexxenanu peakiuy, Harmoo0sBany UBb
(mHEeBMOHUT). AKO ce MOTBbpAH, ue nmanueHTsT uMa bbb nnu Mbb-nono0Hu Hexxenanu peakuu,
(Hamp. MHEBMOHNT), OKOHYATEIHO MPEyCTaHOBETE JIeueHneTo ¢ Rybrevant (Bxk. Touka 4.4).

HDGHOD’L‘H/ITCJ’IHI/I CbIIbTCTBAINH JICKAPCTBCHHU IPOAYKTH

IIpenu nagamuaTa no3a (Cemmuria 1, [len 1) TpsOBa ma ce mpuiioKaT aHTUXUCTAMUHA, aHTUITUPETHITHA
Y TIIIOKOKOPTUKOU/IM 332 HAMaJIIBaHE Ha PUCKA OT PEaKIUK, CBhP3aHH C MPUIOKCHHUETO (BXK.

Tabmuma 3). [Tpu nocnenBamuTe 1034 TPsOBa fa ce MpuiIaraT aHTUXUCTAMUHH U aHTUITUPETUIH.
[IpueMbT Ha TITIOKOKOPTHKOMIN CHIIO TPsIOBA Jla ce Bb30OHOBH CJIe]] MPOABIDKUTEIHO TPEKhCBaHE HA
no3ata. AHTHEMETHITN TPSOBa Ja ce MpUIarat Ipyu HyX/1a.

Tab6auma 3: CxeMa Ha NPUJIOKEHNE HA TIPeMeTuKAIUsI

IIpenopbunTtenen
HHTEPBAJI OT
BpeMe npeau
npujiarase Ha
Rybrevant 3a
IbT Ha MOJAKOMXKHO
IIpemenukanus Ho3a NpWIOKEHHEe | MPHJIOKEHHE
AnTHXHCTAMHH" Judenxuapamus (25 10 50 mg) WntpaserosHo | 15 no 30 munytu
WU €KBUBAJICHT [TepopamHo 30 mo 60 MuHYTH
AHTHIHpETHE [Tapaneramon/aneramunoden (650 | MatpaBeno3no | 15 no 30 munyTH
70 1 000 mg) nnu eKBUBAJICHT [IepopanHo 30 no 60 MuHYTH
ImiokoxopTaKona’ HexcameTtason (20 mg) win WnTpaseHo3Ho | 45 no 60 munyTH
€KBUBAJICHT [TepopamHo [Tore 60 MuHyTH
T J0KOKOPTHKOM Hexcamertason (10 mg) min WuTpaBenosno | 45 no 60 MuHyTH
€KBUBAJICHT [TepopanHo 60 10 90 MuHYTH

*  Heo0XxoauM HpH BCUYKH JIO3H.
T Heobxoum npu HavaHata jo3a (Cexvuna 1, Jlen 1) wmm npu ciegBarmaTa 1mo pex 103a B CIydaid Ha peakis,
CBbp3aHa C IPUIOKECHUETO.

Hezagpmxurenno IIpU ITOCICABAIATE NO3U.

CHCLII/IEIJ'IHI/I nonyjaanuu

Ileduampuunu nonyrayus
Hsima croTBeTHA ynoTpeba Ha aMUBaHTaMal TIpH ITeIuaTpHYHATA TTOyJIarus 3a jgedenue Ha HJIPB/I.

Cmapuecka 6vb3pacm
He ca neobxoaumu KOpeKIny Ha fo3aTa (BXK. Touka 4.8, Touka 5.1 1 Touka 5.2).

bvbpeuno yspeocoane

He ca mpoBexxmany opuITMaTHA IPOYIBAHUS HA aMHBaHTaMal MpH MAIMeHTH ¢ ObOPEYHO YBpeKAaHE.
BB3 ocHOBa Ha nomynaruonHu GapmakokuHeTnynu (OK) aHanm3u He € HeoOXoMuMa KOPEKIUs Ha
Jto3aTa Mpy MAIUeHTH C JIEKa WIK yMepeHa CTeneH Ha Oh0pevyHo yBpexaaHe. Heooxoaumo e
MIOBHUIIIEHO BHUMAaHUE MPH MAIMEHTH C TEXKA CTeTlleH Ha ObOpPEeYHO yBpexkIaHe, Thid KaTo
aMuBaHTaMal He € IPOYyYBaH MPH Ta3| MOIMYJIALUs NalMeHTH (BXK. ToUKa 5.2). AKO ce 3al04He
JICUYCHUE, MAIMECHTUTE TPOBa J1a ce HAOJI01aBaT 3a HEXKEIaH! PEaKIlUy C IPOMSIHA Ha JIO3UTE CIIOpPe]T
MPETNOPBHKUTE TO-TOPE.
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Yeprodpobuo yepesicoane

He ca npoBexpanu opuIMaIHU MIPOYYBAHHS HA aMHUBAHTaMal MPH MAUEHTH C YSPHOAPOOHO
yBpexaane. Bb3 ocHoBa Ha nomynannonan OK aHanu3u He € He00X0AMMa KOPEKIYs Ha J1o3aTa Ipu
MAIMCHTH C JIEKa CTEIICH Ha YepHOAPOOHO yBpexaane. HeoOxommmo e OBUIIICHO BHUMAHUE TIPU
MAIMEHTH C YMEPEeHa WK TEXKa CTEeIIeH Ha YePHOIPOOHO yBpEXKIaHe, Thil KATO aMHUBaHTaMald He €
MIPOYYBaH IPH Ta3H IMOIMYJIAIKS MAIEeHTH (BXK. TOUKa 5.2). AKO ce 3aloJHe JIeUeHHE, MallueHTUTE
Tps0Ba Ja ce HaOIIOAaBAT 32 HeXKEIIaHU PEaKI[uy ¢ IPOMsSIHA Ha J03aTa CIIOpe]] IPENOPBKUTE MO-TOpe.

HauuH Ha npunoxxeHue

Rybrevant WHXXCKIIMOHCH Pa3TBOP € CaMO 3a NOAKOKHO IMPUIIOKCHUC.

Rybrevant 3a mokokHO MPUIIOKEHUE HE € TIPeHa3HAUCH 33 HHTPABCHO3HO MPUIIOKEHUE U TPsIOBa 1a
ce mpuJiara camo 4pe3 MOJK0KHO MHKEKTUPaHE, KaTO C€ U3IMOI3BAT MOCOYCHUTE 103U. BukTe
TouKa 6.6 3a yKazaHUs 32 paboTa ¢ JIEKapCTBESHHS IPOYKT NMPEAH NPUIIOKEHHE.

Umxektupaiite HeoOxoaumus ooem Rybrevant 3a moikoxHO NpuiIokeHHE B ITOAKOKHATA ThKaH Ha
KOpeMa B IPOABJDKEHUE Ha OKOJI0 5 MUHYTH. He npuitaraiite Ha Jpyru MecTa I10 TsUIOTO, Thil KaTo
HsMa HAJIMYHU JaHHU.

IIpexbcHeTe WK 3abaBeTe CKOPOCTTA HA BHBEKAAHE, aKO MAIMeHTHT M3MKUTBa Oonka. B ciyudaii ue
OoJsikaTa He ce 00JICKYH Ype3 CIHUpaHe Win 3a0aBsiHe Ha CKOPOCTTa Ha BhBEKIAaHE, MOXKE Ja ce u3depe
BTOPO MSICTO 33 HHXKEKTHpaHe Ha MPOTHBOTIONIOKHATA CTPaHA Ha KOpeMa, 3a Jia Ce BbBE/Ie OCTaHANIATA
4acT OT Jo3ara.

Axo ce mpuiara ¢ KOMIUIEKT 3a OJKOKHA HH(Y3UsI, yBepeTe ce, ue IiuIaTa J103a € BbBeJeHa IIpe3
cucremara 3a MH(y3Hs. 3a IPOMUBAHE Ha OCTAThKa OT JIEKAPCTBEHHS MPOLYKT B CHCTEMATa MOXKE J1a
ce M3I0J13Ba pa3TBOp Ha Harpues xinopua 9 mg/ml (0,9%).

He unxektupaiite B TaTyUpOBKH WK Oelle3n, KAKTO U B 00JIaCTH, KBJIETO KOXKAaTa € 3a4epBeHa,
HATBbpPTEHA, YyBCTBUTENIHA, BIBBP/ICHA, C HAPYIIICHA ISUTOCT WIIH HAa Pa3CTOSHHUE MTO-MaJIKO OT 5 cm
OKOJIO ITBIIA.

MecraTta 3a MHXEKTHpaHe TpsiOBa Ja ce peayBaT IPH MOCICIOBATSIIHU HHKEKIINH.

4.3 IIpoTuBONOKA3aAHUA

CBpBXUYYBCTBUTEITHOCT KbM aKTHBHOTO(HTE) BEIIECTBO(2) HIIM KbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CrhnenuajaHu nmpeaynpeskaeHus U NpeAna3Hil MePKH NPU ynorpeda

IIpocaenumoct
3a na ce momoOpy MPOCICAUMOCTTA Ha OMOJIOTHIHHATE JICKAPCTBEHU MPOAYKTH, UMETO M MAPTHIHUAT

HOMCP Ha MPUIJIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlicCBar.

PeaKgI/II/I, CBBbP3aHU C IPHUIOKCHHUETO
P CaKIuu, CBbpP3aHU C NPUTIOKCHUCTO, YCCTO Bb3HUKBAT IIPHU NMALIUCHTH, JICKYBAHU C Rybrevant 3a

MOJIKOKHO TPUIIOKEHHE (BXK. TOUKa 4.8).

[Ipenn nauannata uadysus (Cenmuua 1, [len 1) TpsOBa ga ce mpuiioxaT aHTHXUCTAMHHH,
AHTUNHUPETULIN U TITFOKOKOPTUKOMIN 33 HAMAJISIBAHE HAa PUCKA OT PEAKIMH, CBBP3aHU C
npunoxenuero. [Ipu mocnensammre 1034 TPAOBA 1a ce MPUIAraT AaHTUXUCTAMUHHU U aHTHITUPETUIIH.

HaLII/ICHTI/ITe Tpﬂ6Ba Ja CC JICKYBAT IIPpU MOAXOAAIIN MCIUIIMHCKHN YCJIOBHA 3a JICUCHNUC HAa PCAKIIUUTC,

CBBpP3aHU C IPUITOKCHUCTO. I/IH)KCKI_II/II/ITC TpH6Ba Ja CC MPCKbCHAT IPU IbPBUS IIPU3HAK HA pCAKIINUHU,

CBBpP3aHU C NPUITOKECHUETO, HE3AaBUCUMO OT TEKECTTA, 4 aKO IIPOABJDKAT, CIICA HMHXCKIIUATA Tp$[6Ba Ja
CC MPUJIOKAT JICKAPCTBCHU NPOAYKTH, KAKTO € KIMHUYHO IMOKA3aHO. CJ'IC,Z[ OT3BYYaBaHC Ha
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CHUMITTOMHUTE WHXKEKIUATA TPsIOBa Ja ce Mo fHOBH. [IpH peakiuu, CBbp3aHH C MPHIOKCHUETO,
CTETeH 4 WK MOBTOPHH PEaKIMK CTEIeH 3 JiedeHneTo ¢ Rybrevant TpsiOBa OKOHUYATEIHO Ja ce
npeycTaHoBH (BXK. ToUKa 4.2).

WnTepcrunmanna 6exoapodua 6omect

Hutepctunmanaa 6enoapodna 6omnect (MbbB) wmn NUBb-oqo0Hn Hexenann peakinuy (Hamp.
MTHEBMOHUT) C€ ChOOIIABAT MPU MAIUCHTH, JICKYBaHH C aMHBAHTaMa0, BKIFOUUTEITHO JICTATHH
crouTHS (BXK. Touka 4.8). IlaruenTure TpsOBa Aa ce HAOMIOAaBaT 32 CAMIITOMH, ITOKA3aTEeITHHU 32
WBB/iHeBMOHUT (HAIp. JUCIIHES, KAILIKIIA, TOBUILICHA TeMIieparypa). [Ipu pa3BuTre Ha CUMIITOMH
neuenuneto ¢ Rybrevant TpsiOBa aa ce nmpekbcHe qokaTo ObAaT u3cnensanu. Ilpu cemuenue 3a Ubb
wi Ubb-ono6Hu Hexxenanu peakiuu TpsiOBa 1a ce U3BBPIIHN OIICHKA U ITPH HYKJa TpsAOBa 1a ce
3aroyHe MOJIXO/IAIIO JieueHne. Rybrevant TpsOBa 1a ce npeycTaHOBH OKOHYATEITHO TPH MAIMEHTH C
notebpaeHn Mbb ninu Nbb-nogobun Hexenanu peakuuu (Bx. Touka 4.2).

Benosuu tpomboembosnynu (BTE) cb0uTHA pU chIbTCTBAA YHOTPEDA C na3epTUHUO

BTE cb0utHs, BKIIFOUBaNY J6J100Ka BeHo3Ha TpoMOo3a ([IBT) u 6enoapodua embonus (BE), ce
CcHOOIIaBaT MPH MAMECHTH, TIOJTyJaBalld aMrIBaHTaMa0 B KOMOWHAITHS C JIa3epTHHUO (BXK. Touka 4.8).
JletanHu crOUTHUS ca HAOIIOJABAHH MIPH aMHBaHTaMa0 3a HHTPABEHO3HO MPUIIOKEHHE.

B cboTBeTCTBHE C KINIMHUYHUTE PHKOBOACTBA MALIUEHTHTE TPsIOBaA A2 MOIy4aBaT NpopUIaKTHIHA 1032
nepopajieH aHTHKoarynant ¢ qupektHo aeicteue (DOAC) wim Huckomonekyied xenapud (LMWH).
He ce npenopbsuBa ynorpedara Ha aHTaroHNUCTH Ha BUTaMuH K.

[Ipuznanure n cumnromute Ha BTE cpOutus tpsidsa na ce HaOmonasar. [lanuenture cbec cbOUTHS Ha
BTE Tps6Ba na ce nexyBaT ¢ aHTHKOAryJIaHTHO JISYEHHE, KAKTO € KIIMHUYHO TIoKa3aHo. [Ipu ceoutns
Ha BTE, cBbp3aHu ¢ KIMHUYHA HECTAOMITHOCT, JICUCHUETO TPSIOBA J1a C€ MPEYCTAaHOBH, TOKATO
NalUEHTHT HE ce CTa0MIu3npa KIMHIYHO. Clie1 TOBa JISYEHUETO C IBaTa JICKAPCTBEHH MPOAYKTa
MoOXe J1a ObJie Bb30OHOBEHO ChC ChLIATA 1034.

B cnyuaii Ha penuauB, BBIIPEKH MOAXO/IAIIOTO aHTHKOATyJIAaHTHO JieueHne, Rybrevant TpsOBa na ce
MpeyCTaHOBU. JIeueHneTo MoXKe J1a MPOIBIDKH C Ta3epTUHUO B ChIlaTa 103a (BXK. Touka 4.2).

Peakiuy Ha KO)KaTa ¥ HOKTUTE

OO0puB (BKIIOUUTETHO aKHEN(OPMEH AEPMATHT), ChbpOEXK, Cyxa KoXka M KOXKHA sI3Ba ce HaOJogaBat
MIPH MAMECHTH, JIEKyBaHU ¢ aMmuBaHTaMal (BxX. Touka 4.8). [laruenTuTe TpsOBa Aa c€ MHCTPYKTHPAT
Jla OTpaHMYaT W3JIaraHeTo Ha CI'BHIIE M0 BpEME Ha U B IPOABIDKEHHE Ha 2 Mecela CIIe Teparus ¢
Rybrevant. [IpenopbuBa ce HOCEHETO Ha 3aLIUTHO OOJIEKIIO M YyIOTpeda Ha MIHUPOKOCIEKTHPHO
UVA/UVB crpHuIe3amuTHO cpeactso. IlpenopruBa ce mpodunakTHUeH MOAXO0 3a IPEeJ0TBpaTABaHE
Ha oOpuBa. ToBa BKJIIOYBA MPOGIIAKTHYHA Tepanus MIPU 3alI0YBaHE HA JICYCHUETO C NepOpajIeH
AHTUOMOTHK (HarmpuMep AOKCHUIMKINH Wi MUHOUMKIMH 100 mg qBa MbTH AHEBHO) CTApTHPANKH B
Hen 1 3a mppBuTe 12 cCeMUIIM OT JICYEHHUETO, a cJie]l MPUKIIOYBAHE Ha NepopaiHaTa aHTUONOTHYHA
Tepanwsl, JIOKATHO MPUIOKEHNE Ha aHTHOMOTHYEH JIOCHOH BhPXY CKalMa (HanpuMep KITMHIAMHIIUH
1%) mpe3 cnenBamuTe 9 Mecena ot Jiedenneto. [IpernoppuBa ce 1a ce U3MoI3Ba HEKOMEOHOTEHEH
OBJIQXKHSBAIL KpeM (3a MpeArnodnTane Ha 6a3ara Ha cepaMUIH WIN APYTH CbCTaBH, KOUTO OCUTYPSIBAT
NPOJIBIDKUTEHA XUIPATAIMS Ha KOXKaTa M He ChIIbPIKAT M3CYIIABAIO CPEJICTBO) 32 JIUIETO U ISIIOTO
TSUTO (C M3KIIIOYCHHE Ha CKaJla) ¥ pa3TBOpP Ha XJIOPXEKCHIMH 32 U3MUBAHE Ha PBILIETE U KpaKaTa, KaTo
ce 3arnouHe B JleH 1 ¥ ce MPOABIIKY Mpe3 LSIIOTO JICUCHHE.

[IpenopbuBa ce MALMEHTHT Ja € OCUTYPEH C PELENTH 3a JIOKATHHU W/WIIY TIePOPaTHA aHTUOUOTHIIN U
JIOKaJIHH KOPTHUKOCTEPOUIY, TaKa Y€ 1a TM UMa Ha Pa3Ioj0OKEHNE B MOMEHTA Ha MIPUJIOKEHUE Ha
IbPBOHAYAIHATA 1033, 32 J]a C€ CBeJe JJO MUHUMYM BCSKO 3a0aBsiHE Ha PEaKTUBHOTO JICUEHHE, aKO Ce
MOSIBU OOPUB BBIIPEKH MPOPHIAKTUIHOTO JieueHHe. AKO Ce MOSIBAT KOXHH PEaKIUu, TPsOBa aa ce
npuiIarat NoAIbPKAIIH TPKH, JTOKATHH KOPTUKOCTEPOUIN H JIOKAIHU H/WIIH TIEPOPATTHH
anTuOnoTHLy. [Ipu cpOUTHS cTeneH 3 Win cTeneH 2, KOUTO ce MMOHACST TEXKO, TpAOBa a ce mpuiarat
CBHILO ¥ CUCTEMHHU aHTHOMOTHLIM U NIepopasIHU cTepouan. IlannenTuTe ¢ TeXbK 00pPUB C aTUIIMYEH
BUJI WK pa3lpOCTpaHEHHUE WM TIPH JIMIICA Ha TIOAOOPEHNE B PAMKHTE Ha 2 CEeIMHIIU TPsiOBa 1a ce
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Hacodat He3abaBHO KbM aepmMarosor. Jlozata Ha Rybrevant TpsOBa ma ce HaMamy, MPIIIOKEHUETO Ja
ce TIPEKBCHE WK Ja CE MPEYCTAHOBA OKOHYATEITHO B 3aBUCHMOCT OT TeKecTTa (BXK. ToUKa 4.2).

CrobmaBa ce 3a TokcnyHa enuaepManaa Hekponusa (TEN). JledeHneTo ¢ T03u 1eKapCTBEH MPOTYKT
TpsIOBa Ja ce MPEYCTaHOBH, aKO Ce MOTBHPAM TOKCHYHA enmaepManda Hekpoiausa (TEN).

Hapyienus Ha ounte

Hapyiienus Ha ounTe, BKIIOUYUTEITHO KEPATHT, Ca HAOIOaBaHU IIPH NAIMEHTH, IEKYBaHU C
amuBanTamab (Bx. Touka 4.8). [lanmenTruTe ¢ BiomaBaHe Ha OYHUTE CUMIITOMH TPsIOBa HE3a0aBHO J1a
ce Haco4aT KbM O(TaJIMOJIOT, KaTo T¢ TPSAOBA JIa IIPEYCTAHOBAT yIOTpeOdaTa Ha KOHTAKTHH JICIHIH JI0
OIICHKA Ha CUMIITOMHTE. 3a IPOMSIHA Ha JI03aTa MPU HAPYIICHUs Ha OYUTE CTENCeH 3 Wik 4 BUKTE
Touka 4.2.

CopabpkaHue Ha HATPUH
To3u nekapcTBEH NPOAYKT Chabpka 1Mo Majako oT 1 mmol HaTpuii (23 mg) Ha 1033, T.e. MOXKE J1a ce
Kake, 4e MPaKTHIECKH He ChAbpKa HATPUi (BK. TOUKa 6.6).

CoapprkaHue Ha nonucopoar

Toga nekapcTBO chabpka 0,6 mg momucopoar 80 BEB BCekr ml, KOUTO ca eKBUBAJICHTHU Ha 6 mg 3a
10 ml ¢naxon mm 8,4 mg 3a 14 ml pnakon. [TonucopOaTure MoraT Ja MPUUYUHAT aJeprUIHA
peaxuu.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe

He ca mpoBexxmanu mpoydBaHmsi 3a JiekapcTBeHUTE B3aumoaeictsrs. Kato IgG1 MoHOKIIOHATHO
AHTHUTSIIO € MAJIKO BEPOSITHO ObOpEYHATA EKCKPEIIUS K META00IM3MbT, MEIMUPAH OT YEPHOAPOOHUTE
€H3UMHHU J1a Ob/1aT OCHOBHM IIBTHUILA HA SIMMUHUPAHE HA MHTAaKTHUS aMmuBaHTaMao. [lopaau ToBa He
Ce OYaKBa BapUalMUTE B JIEKAPCTBO-META00IM3UPALIUTE CH3UMH 1A TIOBJIUSAT SIMMUHUPAHETO Ha
amuBaHTamaO. [lopanu Bucokust agpuauTeT KbM yHHKaANEH enuton Ha EGFR n MET He ce ouakBa
aMHBaHTaMal J1a BIUsC Ha JIEKapCTBO-METaO0IU3UPAILUTE CH3UMH.

Bakcunu

JlunicBat KIMHWYIHYU TaHHA 332 ePUKACHOCTTA U 0€30IIaCHOCTTA HAa BAKCHHAIIMHTE TP MAITUCHTH,
nmpueManiy aMuBantama0. M30sreaiTe MpUIIOKEHUETO HA )KUBU WX )KUBH-aTCHIOUPAHU BAaKCUHU IIPH
MAIeHTH, TIPUEMaId aMUBaHTaMao.

4.6 dDeprUauTeT, )PEMEHHOCT U KbPMeHe
Kenw c JieTeposieH NoTeHIIA/KOHTPALISIIIHS

Kenwute ¢ ACTCPOACH MOTCHIUAIT TpH6Ba Ja U3I10J13BaT C(l)eKTI/IBHa KOHTpALCIIIH1A 10 BpECMC Ha U B
MPpOABJIZKCHUC Ha 3 Meccla cJIcq CIMpaHe Ha JICUCHHUCTO C aMuBaHTaMao.

BpemenHoct
JlurceBat qaHHM TIpH XOpa 32 OIICHKA Ha PHUCKA OT ynoTpebdaTa Ha aMHBaHTaMab IO BpeMe Ha

OpemenHocT. He ca npoBexanu penpoayKTUBHU IPOYUBaHUs IIPU )KMBOTHU 3a [10Jy4YaBaHEe Ha
nH(OpMALIST OTHOCHO PHUCKA, CBBP3aH C JIEKapcTBOTO. IIpHiiokeHneTo Ha BelecTBa, HHXUOMpAIIN
EGFR u MET, npu 6pemMeHHH ’KMBOTHU BOJH [0 TIOBUILIEHA YECTOTA HA HapyIICHHE Ha
eMOprodeTaiHo pa3BUTHE, eMOpHOHATHA CMBPTHOCT U abopT. [lopaan ToBa, Bb3 OCHOBA Ha
MEXaHU3Ma My Ha JeMCTBUE U HaXOAKHUTE IIPU MOJICJIU NIPH XKUBOTHH, aMUBaHTaMab OM MOI'bJ1 Ja
NpUYMHY (peTanHo yBpeKaaHe, KOoraTo ce mpujiara Ha OpeMeHHa jkeHa. AMuBaHTaMad He TpsiOBa z1a ce
npuiIara o BpeMe Ha OpeMEeHHOCT, OCBEH aKO HE CE CUMTa, Y€ T0JI3aTa OT JICUEHUETO Ha KeHaTa
HAJIXBBPJIS IOTCHIIMATHUTE PUCKOBE 32 IUI0/a. AKO NalMeHTKa 3a0peMeHee, JOKaTo ToTy4aBa TO3U
JIEKapCTBEH MPOJIYKT, T TPsOBa Ja ObJiec MHPOPMHUpPAHA 3a MOTESHIIHATHUS PUCK 32 TUI0/1a (BXK.

Touka 5.3).
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Kspmene
He e uzBecTHO manm ammuBanTaMab ce ekcKkpeTnpa B kKbpMmata. M3BecTHo e, ue yoBemnku IgG ce

EKCKpPETHPAT B KbpMaTa Mpe3 MbPBUTE HAKOJIKO JHH CIIE]l PAXKIaHETO, KATO CKOPO CIIE/ TOBa
KOHIICHTpAIMHUTE HamMalsaBaT. He Moxe J1a ce M3KIIF0UM PUCK 32 KbPMAUueTO M0 BPEME Ha TO3H KPaThbK
MIePUO/] HETIOCPEICTBEHO CIIE/I PaXKIaHETO, BHIIPEKH Ye BeposiTHO [gG ce pasrpaxiaTt B CTOMAIITHO-
YpEeBHUS TPAKT U HE ce abcopOupar. TpsoOBa ma ce B3eMe pelIeHne JaIH J1a Ce TPeyCTaHOBH
KBbPMEHETO WJIH J]a CE MPEYCTAHOBU/HE CE MIPHUIIOKH TePaIuiTa C aMHBaHTaMal, KaTo ce B3eMaT
NPEIBH/I TT0JI3aTa OT KbPMEHETO 3a JICTETO U MoJI3aTa OT TeparnusiTa 3a )KeHaTa.

DepTUInuTeT
Jlurcear qaHHM OTHOCHO epeKTa Ha aMHUBaHTaMald BbpXY QepTuiuTeTa mpu xopa. Edextute Bopxy

MBIKKHUS ¥ KEHCKUST QEPTHIIUTET HE ca OLICHSIBAHU TIPH MTPOYUYBAHHUS TIPU KUBOTHH.

4.7 EdexTn BbpXy crioco0HOCTTA 32 Wo¢upaHe u padora ¢ MAIINHA

Rybrevant Moske 1a oBiMsAe B yMEpEHa CTEIEH CIIOCOOHOCTTA 3a mo(HupaHe 1 paboTa ¢ MallluHH.
Mons, BuxTe Touka 4.8 (Hamp. 3aMassHOCT, YMOPa, 3pUTEITHO HapyIIeHHe). AKO MallUeHTUTE TOTy4aT
CUMIITOMH, CBbP3aHU C JICHCHUCTO, BKIIFOYUTCIIHO HEXKEIIaHNU p€aKU, CBbP3aHU CbC 3pEHUCTO, KOUTO
MIOBJIMSIBAT CIIOCOOHOCTTA UM JIa c€ KOHIIEHTPHPAT U JIa pearupar, IpernopbiBa ce Te Ja He modupar u
J1a He paboTAT C MAIIMHY JI0 OT3ByYaBaHe Ha e(eKTa.

4.8 Hexenanu JexkapcTBEHH peaKINU

Pesrome Ha mpodmiia Ha Oe30macHOCT

Rybrevant kamo monomepanus

B nabopa ot nannu 3a Rybrevant 3a uHTpaBeHO3HO NpuiIokeHue kato MoHoTepanus (N=380) Haii-
YEeCTUTE HEXKEJIAaHU PEaKLUU OT BCHUKHU CTerieHH ca o0puB (76%), peakuuu, CBbp3aHu ¢ HHPy3usITa
(67%), Toxcumunoct Ha HOKTUTE (47%), xunoandymuaemus (31%), orok (26%), ymopa (26%),
cromatut (24%), ragene (23%) u 3anek (23%). CepuosHute HexelnaHu peakuuu Brirousat bb
(1,3%), IRR (1,1%) u o6pus (1,1%). Tpu npoueHTa OT HaLUEHTUTE MIPEYCTAHOBSBAT MPHUIOKECHUETO
Ha Rybrevant mopaau Hexenanu peaknun. Hali-uecTure HeXeIaHu peakiuy, BOJCITH 10
MpeycTaHoBsBaHe Ha JedeHuero, ca IRR (1,1%), Ubb (0,5%) u Tokcnunoct Ha HOKTHTE (0,5%).

CHHCBK Ha HEKEITAHUTE PCAKIIMHU B Ta6n1/1qu BHU
B Tabmura 4 ca 00001eHN HEXXEITAHUTE JICKAPCTBEHN PEaKITH, KOUTO BH3HUKBAT PH MAIUEHTHUTE,
nosrydaBarm Rybrevant kato MoHOTEepamnusl.

JlanHauTe oTpassBaT ekcro3uiuaTa Ha Rybrevant 3a mHTpaBeH03HO npuitokenne mpu 380 manueHTy ¢
JIOKaJTHO aBaHCHpaJl WM MeTacTaTUYCH HeApeOHOKIEThYEeH paK Ha OennuTe ApoOOBe clie/ HeyCleX Ha
XUMHUOTepamus Ha 06a3zaTta Ha matuHa. [lannenTrute momyvasat amuBantamad 1 050 mg (mpu
nanueHTH < 80 kg) mim 1 400 mg (npu manuentu > 80 kg). MennaHara Ha eKCTIO3UIHS Ha
amuBanTamab ¢ 4,1 mecena (auanasos: 0,0 1o 39,7 mecena).

Hexenanute peakmun, HaOIIOAaBaHU TI0 BpeMe Ha KJIMHUYHUATE TPOYIBAHUS, ca H30POSHH MO-A0Ty

o KaTteropus 1o yectora. Kareropunre mo dectoTa ca onpeneieHn KakTo cleiBa: MHOTO YECTH

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

mHoro penku (<1/10 000), c Hem3BecTHA YecTOTa (OT HATMYHUTE TAHHU HE MOXKeE Jia ObJle HalpaBeHa
OIICHKA).

B PAaMKHUTC Ha BCAKO I'PYIMUPAHEC 10 YECTOTA HCIKCIIAHUTC PCAKIIUU Ca NPCACTABCHU 110 pCia HAa
HaMaJisaBalia CEPUO3HOCT.
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Ta6imua 4:  HekeslaHM peakyy NPH NalUeHTH, moay4yaBamu Rybrevant karo
monoTepanusi (N=380)

CucremMo-opraneH Kiac Benukn Crenen 3-4

Hexenana peakuust Kareropust no cTeneHn (%)

YecToTa
(%)

Hapymienusi Ha MeTa00J1M3MAa U XPaHEHETO

XunoanOyMmuHemus* (Bxk. Touka 5.1) MHoro yectn 31 21

Hamanen anetut 16 0,57

XUTOKATIHUEMHUS 10 0,37

XUnokaaueMust Yectu 9 2

XunomMarHe3ueMust 8 0
Hapymienusi Ha HepBHAaTa cUCTEMA

3aMasiHOCT* | MHoro yectu | 13 | 0,3"
Hapymienusi Ha o4yuTe

3puUTETHO HAPYIICHUE* Yectu 3 0

Pactex Ha muruTe* 1 0

Jpyru HapyIeHus Ha ounTe* 6 0

Kepatur Heuectn 0,5 0

VBeur 0,3 0
PecninpaTopHu, IPb/IHM M MeTHACTHHAJIHN HAPYIIEHHSI

Wntepcrunmanna 6e1oapodHa 6osect* Yectu | 3 | 0,5
CToMalHO-YpeBHH HAPYIIEHHS

Hmapus MHoro yectn 11 21

Cromatur* 24 0,57

TaneHe 23 0,5

3anex 23 0

[ToBpblnane 12 0,5

Kopemna Gonka* YecTH 9 0,87

XeMOopouIr 3,7 0
XenaToouauapHu HapyleHus

[loBuieHa anaHvH aMHHOTpaHCcdepasza MHoro yectn 15

[loBuieHa acraprat aMMHOTpaHchepasa 13 1

[NoBuineHa ankanHa Gocdarasza B KpbBTa 12 0,5
Hapymiennsi Ha KOKATa ¥ MOJAKOKHATA ThKaH

OG6puB* MHoro uecTu 76 37

TOKCHYHOCT 32 HOKTUTE* 47 27

Cyxa koxa* 19 0

Copbex 18 0

KosxHa s13Ba Heuectn 0,8 0

TokcuuHa enuaepMaiHa HEKpOoIu3a 0,3 0,3
Hapymiennsi Ha MYCKYJIHO-CKeJIETHATA CHCTEMA U CheIMHUTEIHATA ThKaH

Muanrust | MHoro yectu | 11 | 0,3"
OO0 HapyieHus ¥ eeKTH HA MACTOTO HA MPUJIOKEHHE

Otox* MHoOro yecTu 26 0,87

VMopa* 26 0,8"

[upexcus 11 0
HapansiBanusi, oTpaBsiHMsI ¥ YCJI0KHEHNS, Bb3HHKHAJIM B Pe3YJITAT HA MHTEPBEHIUH

Peakrus, cBbp3aHa ¢ HHQy3usITA | MHoro 9ecTn | 67 | 2

*  T'pynupaHud TepMHHK
Camo cbbuTHs creneH 3

Rybrevant 6 kombunayus ¢ razepmunud

Karo 1sut0 mpo¢unsT Ha 6Ge30macHoCT Ha Rybrevant 3a moakoxHO MPHUIOKEHHE CHOTBETCTBA Ha
yCcTaHOBEHUs Mpodu Ha 6e30macHoCT Ha Rybrevant 3a HHTpaBEHO3HO MPUIIOKEHHE, KATO MPH
MOJIKOYKHOTO TPUIIOKEHHE Ce HAOMI0IaBa Mo-MaJika 4eCTOTa Ha PEaKIlui, CBhP3aHH C TPUIIOKEHHUETO,
v Ha BTE B cpaBHeHUE C HHTPABEHO3HOTO MPUIIOKEHHE.
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B nabopa ot manam 3a Rybrevant (3a HHTpaBEHO3HO WU TIOIKOXHO MPHIIOKEHUE) B KOMOMHAIIHS C
nazeptrHuO (N=752) Hail-uecTHTE HEXeNaHU PEAaKLUK OT BCSKaKBa cTeneH (>20% mnauueHTn) ca
00puB (87%), TokcuyHOCT 32 HOKTHUTE (67%), xunoanOymunemus (48%), xemarorokcuaHoct (43%),
ctoMatut (43%), otok (42%), ymopa (35%), mapecresus (29%), 3anek (26%), nuapus (26%), cyxorta
Ha Koxkara (25%), Hamanen anetut (24%), ranene (24%) u cepoex (23%).

KnvuHu4HO 3HAUMMU pazuKy MEXIy JeKapCcTBEHUTE (JOpPMHU 32 MHTPABEHO3HO M MTOJKOXKHO
NPUIIOXKEHHUE, KOTaTo ce IpularaT B KOMOMHALUS C Ja3epTUHUO, ce HaOII01aBaT IpU peaKkiuH,
CBBP3aHH ¢ IpUIIokeHneTo (63% Ipu MHTPAaBEHO3HO NMpUIIoKeHue cupsmo 14% mpu noaKoxKHO
npunoxenue) 1 BTE (37% npu uaTpaBeHo3Ho npuioxenue cupsamo 11% npu moakoxHo
TIPUIIOKEHHE).

Cepro3HH HEXXENaHU peakuuy ce cboOmmanat npu 14% OT manueHTuTe, KOuTo nosiyyasar Rybrevant
3a TIOJIKOYKHO TIPUIIOKEHHE B KOMOMHAIHSA ¢ Jla3epTHHUO, BKtounTenHo BB (4,2%), BTE (2,7%),
xemaroTokcuyHocT (2,1%) u ymopa (1,5%). Cenem npolieHTa OT MallMEeHTUTE MPEYyCTaHOBSABAT
nedeHneTo ¢ Rybrevant 3a moikokHO IpUIIOKEHNE TIOPaIy HeXKenaHu peaknud. [Ipu manuenTure,
nekyBaHU ¢ Rybrevant 3a moJjKoHO PUIIOKEHHE B KOMOWHAIIMS C TA3epTHHUO, Hali-4eCTHTE
HEXEJIaHHU PEaKIU OT BCSKAaKBa cTemneH (= 1% manmenTy), TOBEIH 0 MPEyCTaHOBSIBaHE Ha
nedeHueTo ¢ Rybrevant 3a monkoxxuo npunoxenne, ca Ubb (3,6%) u 06pus (1,5%).

CHuchbK Ha HSXKEIIAHUTE PCAKIIMU B TabanueH BUJ

Hexenanute peakunu Ha Rybrevant (3a HHTPaBEHO3HO WM ITOIKOKHO IIPUIIOKEHHE ), KOTaTO Ce
[pWIaraT B KOMOMHANMS C Jia3epTUHUO, ca 000011eHH B Tabauma 5.

JlanHuTe 3a 6E30MACHOCT T0-JI0JIy OTPa3sBaT eKCIO3UIMATa Ha Rybrevant (3a MHTpaBEHO3HO WK
ITOJIKOXHO TIPHUIIOKEHIE) B KOMOWHAIIMS € JIa3epTUHUO Npu 752 MAIMeHTH C JIOKATHO aBaHCHUPAJT WITH
meracratudeH HJIPB/I, Bxmountento 421 mammentu B MARIPOSA, 125 nanmenTty B koxoptu 1 1 6
Ha PALOMA-2 1 206 manueHTy B paMoTO 3a NOAKO0KHO NpuiioskeHue Ha PALOMA-3. [Tanuenture
rosrydaBat Rybrevant (3a ”HTpaBEHO3HO WM TIOJIKOKHO MPUIIOKEHHUE) JI0 TPOrPECcHs Ha
3a00JIIBaHETO MJIM HENIPUEMIIMBA TOKCHYHOCT. MenaHaTa Ha MPOIbIDKUTEIHOCTTA Ha JICUSHUETO C
aMuBaHTaMal KaTo 110 M [IPH MHTPAaBEHO3HATa, U IPpH MOAK0KHATa popma e 9,9 Mecena (quamnaszoH:
0,1 mo 31,4 mecena). MenuanaTa Ha IPOABIDKUTEIIHOCTTA HA JICUEHUETO C MTOJKOXKHATA (hopMa €

5,7 mecena (quamnason: 0,1 mo 13,2 mecema), 7okaTo MeAMaHaTa Ha MPOIBIDKATEITHOCTTA HA
JICYCHUETO C MHTPaBeHO3HaTa Gopma e 18,5 mecena (nuanaszon: 0,2 1o 31,4 mecera).

Hexenanute peakiuu, HabII0JaBaHY IO BpeMe Ha KIIMHHYHUTE MTPOYYBaHUs, ca U30POSHH TTO-/[0TTy
0 KaTErOpHUH 10 YecToTa. KaTeropuure mo 4ecTora ca onpeaesieHd KakTo CIeaBa: MHOTO YECTH
(>1/10), wectu (>1/100 mo <1/10), meuectn (>1/1000 go <1/100), penxu (=>1/10 000 o <1/1 000),
mHoro penku (<1/10 000), c Hem3BecTHA YecTOTa (OT HATMYHUTE TAHHU HE MOXKE J1a ObJle HalpaBeHa
OIICHKA).

Tabimna 5:  Heskesanu peaknnn Ha Rybrevant (3a HHTpaBeHO3HO WJIM MOAKOKHO
NMPUWJIOKEHHE), KOTaTo ce MpuJjiara B KoMOuHanus ¢ jJazeprunud (N=752)

CucreMo-opraHeH Kjiac Kareropus Besika Crenen 3-4
Hexenana peakuust no yectora | creneH (%) (%)
Hapymennsi Ha MeTa00JIM3Ma U XPaHEHETO
XunoanOyMmuHemus™* MHoro yectn 48 4,5
Hamainen amerur 24 0,8
XHUMOKAIIIUEMHAS 19 1,2
XHUIMOKaJIHuEMHUS 13 2,7
Xunomarae3uemMus UecTtn 6 0
Hapyuienusi Ha HepBHaTa cUcTEMa
[Tapectesnn™,a MHoro 4yecTu 29 1,3
3amasHOCT* 12 0
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Hapymennsi Ha ounTe

Jpyru ounu HapymeHus* MHoro gecTn 19 0,5
3putenHo yBpexxaane™ Yectu 3,6 0
Kepatut 1,7 0,3
Pacrex Ha murmure* 1,7 0

CbaoBu HapymieHust

Benozna TpomOoemMOoIus

AMuBaHTamMa0d UHTPABEHO3HO*,0 MHoro0 9ecTn 37 11
AmMuBanTaMa0 HOOKOKHO*,B MHoro gyectn 11 0,9
PecnupaTopuu, rpbIHN U MEIUACTHHAJIHA HAPYIIEHHUS
WnTepcrunmanna 6exoapodna 6omect™ | Uectn | 3,6 | 1,7
CToMalHoO-YpeBHH HAPYIIEHUSI
Cromatut* MHoro yectu 43 2,0
3anek 26 0
Juapus 26 1,7
I'anene 24 0,8
[ToBpbIIane 15 0,5
Kopemna Gonka* 10 0,1
Xemopounau Yectu 8 0,1
XenaToOnJIHAPHA HAPYLICHHUS
XenaToTokcuaHocT™ | MHoro yectn | 43 | 7
Hapymiennsi Ha KOKATa ¥ MOJAKOKHATA ThKaH
O6pus* MHoro yectu 87 23
TokcuuHOCT 32 HOKTHTE™ 67 8
Cyxa xoxa* 25 0,7
Copbex 23 0,3
KoxxHa s13Ba Yectu 3,9 0,5
CuHApoM Ha naJMapHO-IUIaHTapHa 3,9 0,1
CPUTPOIU3ECTEIUS
YpTukapus 1,6 0
Hapymiennsi Ha MYCKYJTHO-CK€JIETHATA CHCTEMA U CheIMHUTEIHATA ThKaH
Muanrus MHoro gyectn 15 0,5
MycKyaHM clla3Mu 13 0,4
OO0 HapyieHus ¥ edeKTH HA MACTOTO HA MPUJIOKEHHE
Orox* MHoro yectu 42 2,7
YMmopa* 35 3,5
[upexcus 11 0
Peakimu Ha MSICTOTO Ha MHXKCKTHpaHe™ ,B,T Uectn 8 0
HapansiBanusi, oTpaBsiHusl H YCJI0KHEHN s, Bb3HUKHAJIU B Pe3YJITAT HA HHTePBEHIINH
Peakiuuu, cBbp3aHu ¢ HHQY3UATA/C IPUIIOKEHUETO
AmuBanTamMa0d HHTPaBEHO3HOO,1 MHoro yectH 63 6
AmuBanTamMa0 MOAKOKHOB,E MHoro gyectn 14 0,3

I'pynupanu TepMunu
[punoxxumo camo 3a J1a3epTHHUO.

[ B

YecToTa, OCHOBaHA CaMO Ha MPOYYBAHE ¢ MHTPABEHO3HO MpuiokeHne Ha amuBantamad (MARIPOSA [N=421)).
YecToTa, OCHOBaHA CaMO Ha MPOYYBAHE C TOAKOXKHO MpuiiokeHne Ha amuBaHTamMad (PALOMA-2 koxoptu 1 u 6
[N=125] u pamo ¢ noakoxHo npunoxenne B PALOMA-3 [N=206]).

PeaknunTe Ha MACTOTO Ha HHXKEKTHPAHE Ca JIOKATHU MIPU3HAIM ¥ CHMITOMH, CBP3aHH C OAKOXKHHS HAuMH Ha
HPHIIOKEHHE.

Peaxnunte, cBbp3aHU ¢ HH(Y3UATA, Ca CHCTEMHH IIPU3HAIM ¥ CHMIITOMH, CBEP3aHH C HHTpaBeHO3HaTa HH(DY3Hs Ha
aMIBaHTaMao.

PeaknunTe, CBbpP3aHU € IPHIIOKEHUETO, CA CUCTEMHH IIPH3HAIN M CUMIITOMH, CBBP3aHU C TI0JIKOXHOTO TIPHIIOKEHUE
Ha aMUBaHTamao.
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Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH

Peaxyuu, cevpsanu ¢ npunoscenuemo

Karo msuto peakunu, cBbp3aHu ¢ IPUIOKEHHETO, BB3HUKBAT MpH 14% OT ManueHTuTe, JIeKyBaHH C
Rybrevant 3a moakokHO NpUIIoKeHUE B KOMOUHaIus ¢ tazepturn0d. B PALOMA-3 peakiuu,
CBBP3aHH C TIPUIIOKEHHUETO, ce chobmiasat npu 13% oT marnueHTuTe, 1eKyBaHu ¢ Rybrevant 3a
MOJIKOKHO TPUJIOKEHHE B KOMOMHAIHSA C JIa3epTUHUO, B CpaBHEHHUE ¢ 66% MpH JICYCHUETO C
Rybrevant 3a HuHTpaBeHO3HO IPUIOKECHHE B KOMOMHALUS ¢ Ja3epTuHu0. Hali-uecTrure npu3HaIy u
CUMITOMH Ha PEaKIINH, CBbP3aHU C PUIOKEHUETO, BKIIOYBAT JUCIHES, 3a4epBABaHE, IIOBUIIICHA
TeMIeparypa, BTprUcaHe, raieHe 1 ANCKOM(OpT B rbpauTe. MeanaHaTa Ha BPEMETO /0 MOosiBaTa Ha
I'BPBUTE PEAKLUH, CBbP3aHU C MIPUIIOKEHUETO, € 2,1 vaca (auanazon: 0,0 1o 176,5 yaca). [ToBeuyero
peaknuu, CBhp3aHu ¢ puiiokeHneTo (98%), ca ¢ Texect cremneH 1 wim 2.

Peakyuu na macmomo na unsicexkmupane

Karo msmo peakiuy Ha MSICTOTO Ha MHXKEKTHPaHE BB3HUKBAT IpU 8% OT MallueHTUTE, JIEKyBaHU C
Rybrevant 3a moaK0»XHO MPHIIOKEHUE B KOMOWHALIUS € JIa3epTUHUO. BCcHUkM peaknyu Ha MsICTOTO Ha
HMHXEKTUPAHE ca ¢ TeXeCT creneH 1 wiu 2. Hail-4ecTusIT cuMITOM Ha peakuUTe Ha MSICTOTO Ha
WH)XEKTHpaHE € EpUTEM.

HUnmepcmuyuanna 6er00pobua 6orecm

Wntepcrunmanna 6enoapodua 6onect (Mbb) nin Nbb-nogobHn Hexenanu peakuy ce choomanar
IIpH yrmoTpedara Ha aMuBaHTamMal, KakTo u Ha npyru naxuouTopu Ha EGFR. UBb ce crobmaBa npu
3,6% ot manmeHTuTe, JeKyBanu Rybrevant (3a MHTpaBeHO3HO WIIHM MIOJIKOKHO MPUIIOKCHHUE) B
KOMOWHAIUS C Jla3epTHHUO, BKitounTenHo 2 (0,3%) coyyas ¢ neraneH uzxol. [lanmenTu ¢ anamHe3a
3a Ubb, BKiItounTENHO JieKapcTBO-uHaAyuupana Ubb uinu paguaiioHeH MHEBMOHUT, Ca U3KJIIOUBaHU
ot PALOMA-2 u PALOMA-3.

Benosnu mpomboemboruunu (BTE) cvbumus npu convmemeawa ynompeoa ¢ 1a3epmunud

Croutns na BTE, BrimrounTenHo apim0oka BeHo3Ha Tpombo3a ([IBT) u 6emonpodua emoomnus (bE), ce
cpobmasar npu 11% ot manuenTure, morydaBamy Rybrevant 3a HOAKOXHO MPHIIOKEHUE B
koMOuHanus c nazepTuaud B PALOMA-2 u PALOMA-3. [loBeueTo ciydau ca crenex 1 wim 2, KaTo
cpOuTHA crenieH 3 HacTenBar npu 3 (0,9%) nammentn. OcBeH ToBa 269 (81%) ot Te3n 331 manuenTy,
noyyasamy Rybrevant 3a moAKOKHO IPHIOKEHNE, IpHEeMaT IPOGUIAKTUIHO aHTHKOATyJIaHTH KaTo
nepopalieH aHTHKOAaryJaHT C JUPEKTHO JEeHCTBUE MM HUCKOMOJIEKYJICH XENapuH Npe3 MbPBUTE
YETHPHU MEcela OT JICYEHUETO B paMKuTe Ha poyuBaHeTo. B PALOMA-3 gecToTaTa Ha peakiuuTe C
BTE e 9% npu nanuentuTe, iekyBanu ¢ Rybrevant 3a moikoxHO MpuiiokeHUe B KOMOUHAIIUS C
na3epTHHUO, B cpaBHeHue ¢ 13% mpu nedenuero ¢ Rybrevant 3a nHTpaBeHO3HO NPUIIOKEHHE B
KOMOMHAaUs C 1a3epTHHUO, KaTO YecToTaTa Ha NPOQMIAKTUYIHO W3IOI3BAaHE HA aHTHKOATyJIaHTH €
CXOJHa B JiBeTe pameHa Ha JieueHue (80% B paMOTO ¢ MOAKOKHO MpHIIokeHue crpsiMo 81% B pamoTo
C MHTPaBEHO3HO MpuiiokeHue). [Ipu nanuenTuTe, KOUTO HE Ca MOTYYWIH TPOPUIAKTUIHO
aHTHKoaryjanTty, oomara yecrora Ha BTE e 17% npu nanuenture, nexkyBanu ¢ Rybrevant 3a
MOJIKOKHO TPUJIOKCHHUE B KOMOMHAIUA ¢ Ja3epTuHU0, kato Bcuuku BTE peakiuu ce cho01aBaT Kato
crernieH 1-2, a ceprozan BTE peakuuu ce crobmmasat npu 4,8% 0T Te3u MAIllMEHTH B CPAaBHEHHUE C
o0ma yectoTa ot 23% npu NauueHTuTe, JeKyBaHu ¢ Rybrevant 3a HHTpaBeHO3HO MPHUIIOKECHHUE B
koMOuHanus ¢ nazepTuHud, kato BTE peakuu crenen 3 ce crobmanar npu 10%, a ceprosau BTE
peakuuu ce choOIaBar npu 8% OT Te3H MAIUCHTH.

Peaxyuu na xosicama u nokmume

OO0puB (BKIOYUTEIHO aKHSH(POPMEH JCPMATHUT), CbPOEXK M CyXa KOKa Bh3HUKBAT IPHU HAllMEHTHUTE,
nekyBaHH ¢ Rybrevant (3a HHTpaBEHO3HO WJIM NOIKOXKHO NMPHUJIOKEHNE) B KOMOUHALUS C J1a3epTUHHO.
OO6puB BB3HUKBA IpH §7% OT MaMEeHTUTE, a 00pUB, BOACLI 10 peycTaHoBsiBaHe Ha Rybrevant,
BB3HUKBA 11pH 0,7% ot marmentute. [loBedero ciaydan ca crereH 1 wim 2, KaTo peakiuu ¢ 00puB
cTerneH 3 WM creneH 4 Bb3HUKBAT ChOTBETHO npH 23% u 0,1% ot manmenTtute.

[IpoBeneHo e npoyuBane ¢asza 2 npu NaMeHTH, JIeKyBaHu ¢ Rybrevant B koMOMHaIMs ¢ Ta3epTUHHO,
3a J1a ce OleHH yrnoTpedaTa Ha NpodIIaKTHIHA TEpanus ¢ IepopasicH aHTUONOTHK, JIOKAJIEH
AHTHOMOTHK 3a CKaJITa, OBJIAXKHABALL KPEM 32 JIUIIETO U LSJIOTO TsUI0 (C M3KIIIOUEHHE Ha CKaMa) U
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AHTHUCETITHK 3a PBIETE U KpakaTa (BK. Touku 4.2 u 4.4). YCTaHOBEHO € HaMaJICHHE Ha YecToTaTa Ha
JIepMaTOJIOTUYHY HEKEJIaHU ChOUTHS CTeleH > 2 Ipe3 IbpBUTE 12 ceAMUI OT JIEUYEHUETO B
CpPaBHEHHUE ChC CTAHJIAPTHOTO JICPMATOJIOTHYHO JICUCHHE, U3MOJ3BaHO B KIIMHUYHATA MPAKTUKA
(38,6% copsmo 76,5%, p < 0,0001). OcBeH ToBa € HaOIIOITaBAaHO HAMAJICHUE HA HEXKETAHUTE ChOUTHS
OT CTENeH > 2, 3acATally CKaJa, npe3 mppBuTe 12 ceamunu ot nedenunero (8,6% capsamo 29,4%),
KaKTO ¥ MO-HHCKA YeCTOTa Ha HaMmalsBaHe Ha go3ata (7,1% copsamo 19,1%), npexsesanns (15,7%
capsimo 33,8%) u npeycraHoBsiBane Ha jedenuero (1,4% cnpsamo 4,4%) nopaau 1epMaToIorHuHI
HEXEJIaHU CHOUTHS.

Hapvwenus na ouume

OuHu HapyLIeHUs, BKIIOUTENTHO KepaThT (1,7%), Bb3HUKBAT NpH MallMeHTHUTE, JIeKyBaHU ¢ Rybrevant
(332 MHTPaBEHO3HO WY MOAKOKHO NpUIoKeHue). Jpyru cho0laBaHy HesKeJIaHH PeakLuy BKJIFOYBAT
pacTex Ha MUIJIUTE, 3pUTEITHO YBPEKIaHE U APYTH OYHH HaPYIICHHUS.

CrelnyaiHy MOmyIalin

Cmapuecka 8v3pacm

WMa orpannyeHn KITMHIYHYU TaHHU 32 aMHBaHTaMal MpY NMAIeHTH Ha Bb3PacT 75 WK MoBede
roauau (BX. Touka 5.1). KaTo 115710 He ce HaOMroMaBaT pasauku B 0€30MIaCHOCTTa MEXKY MTallHCHTUTE
Ha BB3PACT > 65 TOAUHU U MallUEHTUTE < 65 TOJIUHMU.

C’LO6gaBaHe Ha IOA03UpaHr HEXCIAaHU PECaKITUU
C’L06H_IaBaH€TO Ha IOAO03UpPAaHN HCIKCIIAHU PCAaKIINU CIICA pa3pCllaBaHC 3a yHOTp€6a Ha JICKAapCTBCHUMA

NPOAYKT € BaykHO. ToBa Mo3BOIIsABA A2 NPOIBIDKH HAOMIOICHUETO Ha CHhOTHOILIEHUETO TOI3a/PUCK 3a
JeKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIICIIHAINCTH C€ M3HCKBA J1a ChOOIIABAT BCAKA
HOI03MpaHa He)XEJIaHa PeaKIys ype3 HaI[OHAIHA CUCTEMa 3a ChOoOIIaBaHe B

WzmbiHuTeHA areHnuys 1o JeKapcTBaTa

yi. ,,JlamsH I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

Jluricea uHbopManus 3a npeno3upane Ha Rybrevant 3a mokoxHO MPUIIOKEHUE U HAMA H3BECTEH
cnerduueH aHTUAO0T. B ciyyait Ha mpeno3upane eueHueTo ¢ Rybrevant TpsOBa aa ce crpe,
MAIMeHTHT TPSAOBA J1a ce HaOJI0JaBa 3a MPU3HAIM WM CUMIITOMU Ha HEXEJIaH!W ChOUTHS U He3a0aBHO
Jla Ce 3aIOYHAT IMOIXOAIIH OOIIY MOIBPKAIIA MEPKH 10 HAMAJISIBAHE WIH OT3ByYaBaHE Ha
KIIMHUYHAaTa TOKCUYHOCT.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOMCTBA

®dapmakoTeparneBTHIHA Tpyna: MOHOKIOHAIHA aHTUTENA U aHTUTSII0-TIeKapcTBeHH KoHIoraTH, ATC
kox: LOIFX18

Rybrevant 3a moaK0XHO MPHIIOKEHUE ChABPKA PEKOMOWHAHTHA YOBEIIKA XHATYPOHUa3a
(rHuPH20). rtHuPH20 neiicTBa nokaaHO U MpexoaHO, KaTo pa3rpaxna xuarypoHnana (HA) (ectectBen
[JINKOAMUHOTJIMKAH, KOWTO Ce HaMHpa B ISUIOTO TSUI0) B U3BBHKIJIETHYHMS MATPUKC Ha MOJKOKHATA
THKaH, KaTo pa3lenBa Bpb3KaTa MeX /1y JBara Buaa 3axapu (N-aleTHITII0K03aMUH U TIIOKYPOHOBA
KHCEJIMHA), KOUTO ChCTaBisiBaT HA.

MexaHus3sM Ha IEUCTBUE
AmuBanTama0 e usipuio yoreinko IgG1-6asupano EGFR-MET 6ucnennuyHo aHTUTSIIO ¢ HUCKO
ChABPKaHUE Ha (hyKO03a, C aKTUBHOCT 32 HACOYBAHE HA UMYHHHTE KJICTKH J[a TAPTeTUPAT TYMOPH C
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aktuBupamy mytanuu Ha EGFR, kaTo nenennu B ex30H 19, ex3on 21 L858R cybcTtutynmm u
WHCEPIIMOHHU MyTaluu B ek30H 20. AMuBaHTaMal ce CBbp3Ba C eKCTpaleNlyIapHUTEe JOMEWHH Ha
EGFR u MET.

AmuBanTama0 npekbeBa curnanusupanure ¢pyakipu Ha EGFR u MET ype3s 6iiokupane Ha
CBBP3BAHETO HA JINMTAHAA U Upe3 yBelnyaBaHe Ha pasrpaxaanero Ha EGFR u MET, kato mmo To3u
Ha4MH IPEeJOTBpaTsIBa HapacTBaHETO Ha TyMopa M nporpecusta. Hamnunero Ha EGFR u MET Ha
MOBBPXHOCTTA HA TYMOPHHTE KJIETKH CHIIIO 1aBa Bh3MOKHOCT 33 TAPTreTHPAHETO Ha TE3W KIETKH 3a
paspyliaBaHe OT IMyHHUTE e()EKTOPHU KJIETKH, KATO HAIp. ECTECTBEHUTE KIETKU-yOUIIIN 1
MakpodaruTe, CbOTBETHO Upe3 MEXaHU3MHUTE Ha aHTUTSIIO-3aBUCHMA KIIEThbYHA HUTOTOKCHYHOCT
(ADCC) u tporouurosa.

q)aDMaKOH HMHAaMHWYHHU ed)eKTI/I

Cren mppBarta 1s71a 032 Rybrevant 3a oJIK0HO TIPHIIOKEHNAE CPETHIUTE CEPYMHH KOHIICHTPAIHY Ha
EGFR u MET namansBaT 3HaYUTEIIHO M OCTABAT TakKa IIpe3 ISNHs IIEPUO/ Ha JICUCHUE 32 BCHUKH
U3CIICIBAHU JO3U.

Anbymun
Rybrevant 3a moik0kHO MPUIIOKEHUE HAMAJISIBA CEpPyMHATa KOHIICHTpAIUs Ha ajJ0yMuHa,

(hapmakomuHamuueH edekT Ha maxuOupaneTo Ha MET, 0OMKHOBEHO TIpe3 MbpBUTE 8 ceAMUIIH (BXK.
Touka 4.8); cieq ToBa, KOHIIEHTpAMHATa Ha aTOyMHUHA ce CTAaOMIN3Hpa IIPe3 OCTaHajaaTa 9acT OT
JICYCHUETO C aMHBaHTaMa0.

Kinunuden onut ¢ Rybrevant 3a mo/iko)xHO MPUIIOKEHUE

Eduxacnoctra Ha Rybrevant 3a moxoHO NPUIOKEHNE IPH MALMEHTH C JIOKAJTHO aBaHCHPAT MU
MmetactatndeH NSCLC ¢ EGFR myTanuu ce ocHOBaBa Ha OCTUTaHETO Ha He mo-Mainka OK
EKCITO3UIUS B CPAaBHCHHE C HHTPABCHO3HUS aMHUBaHTaMa0 B nmpoyuBaneto PALOMA-3 (Bxk.

Touka 5.2). [Ipoy4uBaneTo mokaspa He Mo-MaJika e(pUKacHOCT Ha MOAKOKHUS CIIPSIMO WHTPABEHOZHUS
aMHBaHTaMaO, pWiIaraH B KOMOMHALMS € JIA3ePTUHHO, IPH NAlUEHTH C JIOKAJTHO aBaHCHPAJl HIIH
meracratudeH HJIKB]l ¢ EGFR myrtanuu, ureto 3a0oisBaHe € Mporpecupano 1mo BpemMe Ha WiTd CIIeT
JIeYeHNE C O3UMEPTUHUO U XUMHUOTEpaNHs Ha OCHOBATa Ha IJIATHHA.

Kinnnnuen onut ¢ Rybrevant 3a HHTpaBEHO3HO HPUI0KEHUE

Henexyean npeou mosa HIIPBEJ ¢ oeneyuu 6 exzon 19 na EGFR uiu cyocmumyyuorHHu Mymayuu
L858R 6 exzon 21 (MARIPOSA)

NSC3003 (MARIPOSA) e panzoMH3HpaHO, OTKPUTO, AKTUBHO-KOHTPOJIUPAHO, MHOTOLICHTPOBO
npoyuBane ¢asa 3, oueHsBao epuKacHocTTa U Oe3omacHocTTa Ha Rybrevant 3a nHTpaBeHO3HO
NPUIOKEHUE B KOMOUHAITHSI € JIA3epPTUHUO B CpaBHEHHE C MOHOTEpAIs C 03UMEPTUHHUO TP ITbpBa
JIMHUS Ha JICUEHHUE Ha MAllMEeHTH C JIOKAJIHO aBaHcupan uwiu metactatuueH HIIPB/I ¢ myTanuu B
EGFR, Henopnasaii ce Ha KypaTHBHO JieueHne. Heo6xonumo e mpobute Ha MalMeHTUTe Aa UMaT eIHa
ot nBete yectd EGFR myTanmm (nenenwst B ex30H 19 wim cyocturyimonHa myrarust LES8R B
ek30H 21), ycTaHOBeHH 4pe3 JIOKaIHO usciensane. [Ipooure oT TymopHa ThkaH (94%) w/viu mia3ma
(6%) Ha BCHYKM MALMEHTH ca U3CJeIBaHH JIOKAIHO, 32 JIa Ce OMPEesN CTaTyChT HAa MyTalus Ha
EGFR - neneuus B ek30H 19 uw/unu cyOcturynnonna mytanust L858R B ex3on 21, kato npu 65% ot
MaIMeHTUTE € U3I0JI3BaHa ojauMepasHa BepmwkHa peaknust (PCR), a mpu 35% - cexBeHupane ot
caenpaiio mokoieane (NGS).

Oo6mmo 1074 naruentu ca pangomusupanu (2:2:1) 3a nmoyydaBane Ha Rybrevant 3a HHTpaBeHO3HO
NPUIOKEHUE B KOMOUHAIUSI C JIA3ePTUHUO, MOHOTEpAIIUs C 03MMEPTUHUO MITK MOHOTEPAIIHUS C
Ja3epTHHUO O IporpecHst Ha 3a00JsIBAaHETO WM HENIPUEMITMBA TOKCHYHOCT. Rybrevant 3a
WHTPABEHO3HO MPUJIOKEHHE € TpUiiaraH HHTPaBeHo3HO B o3a 1050 mg (mpu manmenTH ¢ Terno < 80
kg) nmu 1400 mg (npu naumeHTH ¢ Terao > 80 kg) BeAHBK CEIMUYHO B MPOABIKEHHE Ha 4 CEMUIIH,
a cJjiell TOBa Ha BCEKH 2 CEIMUIIM, KaTo ce 3all04He OT ceamuua S. JlazepTuHuO e nmpuiarad nepopaiHo
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B 103a 240 mg BeaHBK AHEBHO. O3UMEpTHHHO € Tpuiiarad B 103a 80 mg mepopaiHo BEIHBXK THEBHO.
Parnomusupanero e crpatuduiupano mo tuma myTarus Ha EGFR (meneris B ex3on 19 wiun
cyocruryuuonsa mytanus L8S8R B ek3oH 21), o paca (0T a3uaTCKH WIN HE OT a3HaTCKU MPOU3XOM)
Y 110 aHaMHe3a 32 MO3bYHHU MeTacTasu (Ia Wix He).

Uzxoaaute nemorpadcku JaHHU U XapaKTEPUCTHKHUTE Ha 3a00JI1BaHETO ca OalaHCHpaHu B paMeHaTa
Ha JiedeHne. MequaHara Ha Bb3pacTTa € 63 ronuHu (quama3oH: 25-88 rogunmn), kato 45% ot
MAIMEeHTUTE ca Ha Bb3pacT > 65 roaunu, 62% ca sxern, 59% ca oT a3uaTcku nmpomsxo, a 38% ca ot
Osutata paca. M3xonuusat GpynkuuoHaneH cratyc mo Eastern Cooperative Oncology Group (ECOG) e 0
(34%) nnu 1 (66%); 69% Hukora He ca mymuay; 41% uMaT npeaxonaHd MO3bUHHN MeTacTasu u 90%
uMart pak B IV craguii mpu mbpBoHavanHara auarHosa. [1{o ce oTHacs 1o craTyca Ha MyTallMUTE B
EGFR, 60% ca ¢ neneruu B ek30H 19, a 40 % - ¢be cyOcTuTynoHHN MyTaiuu L858R B ex30H 21.

Rybrevant 3a nHTpaBeHO3HO NPUIIOKEHHE B KOMOWHAIMS C JTa3epTUHUO MOKa3Ba CTATUCTHICCKH
3HAYMMO TT0100peHne Ha nmpexkupsiemoctta 6e3 mporpecus (PFS) ciopen onenkara na BICR.

OxonyarenHusT aHanu3 Ha OS moka3Ba craTHCTHUECKH 3HaUNMO nogoopenue Ha OS 3a Rybrevant B
KOMOWHAIIUSA C JIa3ePTUHUO B cpaBHEHME ¢ 03uMepTHHUO (Bxk. Tabmuia 10 u durypa 2).

Tabimna 6:  Pesyararu 3a epukacHoct B MARIPOSA

Rybrevant 3a nHTpaBeHo3HO
NpHIOKeHHe + JIa3ePTHHHO O3umepTHHUO
(N=429) (N=429)
Ipexussemoct 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 na pucka (95% CI);

p-CTOHHOCT 0,70 (0,58; 0,85); p=0,0002

Oo6ma npexussiemoct (0S)

Bpoii crbutns 173 (40%) 217 (51%)

Menanana, mecenu (95% CI) NE (42,9; NE) 36,7 (33,4; NE)

Koedumuent na pucka (95% CI); 0,75 (0,61; 0,92); p=0,0048
p-CTOHHOCT ' 0L L P

Yecrora Ha o6exTuBEH 0TroBop (ORR)™0

ORR % (95% CI) | 80% (76%, 84%) | 77% (72%, 81%)
IpoabiskuTeanoct Ha otroopa (DOR)™0
Menuana, mecer (95% CI) | 25,8 (20,3; 33.,9) | 18.1(14,8;20,1)

BICR = 3acnenen He3zaBucuM neHtpanet nperiaen; Cl = nosepurenex natepsai; NE = He Moe [1a ce OLeHH.
Pesynrarute 3a PFS ca ¢ nata Ha 3axkmouBane Ha nannute 11 aBryct 2023 r. ¢ Meanana Ha npociensBane 22,0 mecena.
Pesynrarute 3a ORR 1 DOR ca ¢ nata Ha 3akimrouBane Ha ganHuTe 13 Mait 2024 r. ¢ MeauaHa Ha poCIeIsIBaHe

31,3 mecena. Pesynrature 3a OS ca ¢ gara Ha 3akitouBaHe Ha gaHHUTE 4 nekeMBpu 2024 r. ¢ MeanaHa Ha IPOCIIEsiBaHe
37,8 mecerna.

4 BICR cnopex RECIST v1.1.

®  Bb3 0CHOBA Ha IOTBBPACHH PECTIOHIEPH.
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®@urypa 1: Kpusa na PFS no Kaplan-Meier npu HejiekyBanu npeau ToBa nauuentu ¢ HIPB/I
cnopen onenka Ha BICR
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®@urypa 2: Kpusa na OS no Kaplan-Meier npu HejiekyBanu npeau ToBa nauuentu ¢ HJAPB/I
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Brrpeuepenmranre ORR 1 DOR, onierenn upe3 BICR ca npenBapuTeTHO yTOYHEHN KPAitHU TOYKH B
MARIPOSA. B moarpymnara mandeHTy ¢ BbTPEUSPEITHH JIC3UH Ha U3XOJHO HUBO KOMOWHAIIHMATA HA
Rybrevant 3a HHTpaBEeHO3HO MPUIIOKEHHUE U JIA3EPTUHUO MMOKa3Ba CXOJHA C KOHTPOJIATa BbTpedepenta
ORR. CsriacHo mportokoia Ha Bcuuky nanueHTd B MARIPOSA ca HanpaBeHu cepuitHU H3CIeABaHUA
¢ SIMP Ha Mo3bKa 3a OlleHKa Ha BbTPEUEPENHUS OTTOBOP M MPOIbIDKUTENHOCTTa. PesynTaTuTe ca
0006m1enu B Tabnuma 7.

Taboauma 7: BwTpeuepenna ORR u DOR cnopen onernka Ha BICR npu yyacTHHIHU ¢
BbTpeuYepenHu Je3un Ha n3xoaHo HuBo - MARIPOSA

Rybrevant 3a uHTpaBeHO3HO
NPUJIOKeHue + Jia3epTuHUO O3umepTHHHO
(N=180) (N=186)
OueHka Ha 0TTOBOpPA IPH BbTpeyepeneH TYMOP
Brrpeuepennna ORR 78% 7%
(CR+PR), % (95% CI) (71%, 84%) (71%, 83%)
[IpneH otroBop 64% 59%
Bbrpeuepenia DOR
Bpoii pecionnepn 140 144
Menunana, meceru (95% 35,0 (20,4; NE) 25,1 (22,1; 31,2)
CDh

CI = noBepuTeneH UHTEPBAL;

NE = He MoXke J1a ce OLleHH

Pesynrarute 3a Bprpedepennure ORR 1 DOR ca ¢ naTa Ha 3akmrouBaHe Ha JaHHuTe 4 nekemspu 2024 r. ¢ MenuaHa Ha
npociensaBane 37,8 mecena.

Jlexysan npeou moesa neopebrnokiemvyer pak na oeaume opodose (HIAPE/]) ¢ uncepyuonnu mymayuu
6 exzon 20 (CHRYSALILS)

CHRYSALIS e MHOTOIIEHTPOBO, OTKPUTO MPOYYIBaHE C MHOXKECTBO KOXOPTH, TPOBEJEHO 3a OLIEHKA
Ha Oe3omacHocTTa U eUKacHOCTTa Ha Rybrevant 3a HHTpaBeHO3HO NMPUIIOKEHUE TIPH TTAITUEHTH C
nokaiHo aBaHcupan wiu meractatinaeH H/IPB/l. EdukacHoctTa € onenena npu 114 namuenTa ¢
nokanaHo apaHcupan uinu metactatuueH H/IPBJI ¢ uacepunonnu mytanuu B ek30H 20 Ha EGFR,
YHeTo 3a00JsIBaHe € IPOTPECHPAIIO 110 BpEeMe Ha WM ciiell XUMHOTepanus Ha 6a3ara Ha IUIaTHHA, U
KOUTO UMaT MeiMaHa Ha npocienssane 12,5 mecena. [Ipodu ot TymopHa ThkaH (93%) u/viu mia3ma
(10%) 3a BCHYKM NMAIMEHTH ca TECTBAHU JIOKAJTHO 3a ONpPEACIsIHE Ha CTaTyca 10 OTHOILICHHE Ha
myTtanus ¢ uaceprus B Ex3on 20 na EGFR, kaTo ce n3mon3Ba ceKBeHUpaHe OT CIEABAIIO MTOKOJIEHUE
(next generation sequencing, NGS) mpu 46% 0T MalMeHTUTE WK OJIMMEpa3Ha BEpHKHA PEaKIIHsI
(polymerase chain reaction, PCR) ipu 41% ot narentute, a npu 4% OT MalueHTUTE METOANTE 32
TECTBaHE HE ca MOCOoUYeHHU. []aleHT ¢ HelleKyBaH! MO3bYHH METacTa3u Win aHaMmHesa 3a ILD,
HY>KJaellly Ce OT JICUEHUE ChC CTEPOUIH C yIBIDKEHO AEHCTBHE WIN APYTH HMYHOCYTIPECUBHU
CpeIcTBa Npe3 MOCIeAHUTE 2 TOANHY, HE ca BKIIOYCHH B MpoyuBaHeTo. Rybrevant 3a naTpaBeno3Ho
NPUIOKEHHUE € pUIarad MHTpaBeHo3Ho B f1o3a 1 050 mg npu nanuenty < 80 kg mnu 1 400 mg npu
narueHTy > 80 kg BeIHBK CEIMUYHO B MPOIBIDKEHUE Ha 4 CEIMUIIH, CJIS TOBA HA BCEKU 2 CEIMHUIIH,
Karto ce 3amouBa B Ceamuna 5, 10 3aryba Ha KJIMHUYHA 110132 UIH HETIPHEMIINBA TOKCUYHOCT.
[IspBuuHaTa KpaiiHa TOYKa 32 €(UKACHOCT € OIIEHeHaTa OT U3CJeIoBaTelNsl 00Ila Y4eCTOTa Ha OTTOBOP
(overall response rate, ORR), onpeznesnena karo norsspaeH mbjeH oTroBop (CR) mim yactuyex
otroBop (PR) B3 ocHoBa Ha RECIST v1.1. OcBeH ToBa mbpBUYHATA KpaiiHa TOUKa € OLIEHEHa Ype3
3acjerneH He3aBucuM LeHTpaieH nperieq (blinded independent central review, BICR). Bropuunute
KpaiiH! TOYKH 32 e(h)MKACHOCT BKITIOYBAT MPOIBIDKUTEIHOCT Ha oTroBopa (duration of response,
DOR).

Menunanara Ha Be3pacTTa € 62 rogunu (auamazoH: 36—84), kato 41% oT manueHTHTE ca > 65 TOIUHH;
61% ca xxenn, 52% ca azuariy u 37% ca OT eBponenHaTa paca. MeauaHnaTta Ha Opos Ha MPEaXOTHH
Tepanuu e 2 (quana3on: 1 go 7 repanun). Ha uzxonno H1BO 29% nmat (yHKIHMOHAIEH CTATYC T10
ECOG 0, a 70% umar ¢pynkuunonanes craryc no ECOG 1; 57% nukora He ca mymminy; 100% umar
pak craauii IV, a 25% nmar npeaxoqHo JieueHre 3a MeTacTa3u B Mo3bKa. MHcepunu B ex30H 20 ca
HAOJII0/JaBaHU B § pa3jMuHU OCTaThIIM; Hail-uecTuTe ocTaThliy ca A767 (22%), S768 (16%), D770
(12%) n N771 (11%).
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Pesynrarute 3a edrkacHocT ca 00001ieHr B Ta0uia 8.

Tabimna 8:  Pesyararu 3a epukacHoct B CHRYSALIS

OueHnka Ha
H3CJIe0BATEIA
(N=114)

O6ma yecrora Ha orroBop™ ° (95% CI) 37% (28%, 46%)

[Ipnen otroBop 0%

YacTuueH OTroBOp 37%
I[IpoabKNTETHOCT HA 0TTOBOPA

Menamana® (95% CI), mecenun 12,5 (6,5; 16,1)

ITammenTu ¢ DOR > 6 mecena 64%

CI = JloBepuTeineH UHTEpBal
2 TloTBBbpIEH OTTOBOP

Pesynrarute 3a ORR 1 DOR cnopen oueHkara Ha U3cie1oBaTelsi CbOTBETCTBAT Ha TE3H, ChOOIIEHH ITPH OLIEHKATa Ha
BICR. ORR cnopen onienkata Ha BICR e 43% (34%, 53%), kato uectorata Ha CR e 3%, a Ha PR - 40%, menuanata
Ha DOR cnopen onenkara Ha BICR e 10,8 mecena (95% CI: 6,9; 15,0), a naunentute ¢ DOR > 6 mMecena copen
onenkara Ha BICR ca 55%.

B3 ocHoBa Ha n3uncnenus no Kaplan-Meier

HpI/I MMPOY4YBAHUTC IMOATUIIOBEC MYyTallluUu CC Ha6n}oz[aBa AHTUTYMOPHO ,I[eflCTBPIe.

HmyHorenHoct
Crnen nedenue ¢ Rybrevant 3a moakoKHO MPIIIOKEHUE HEYECTO C€ OTKPUBAT aHTUIICKAPCTBEHU

anTurena (anti-drug antibodies, ADA). He ca ycranoBenu naHHM 3a BiausiHue Ha ADA Bbpxy
(hapMakoKHHeTHKaTa, epukacHOCTTa Mk 6e3omacHoctTa. Cpes 389-Te yuacTHHIIM, TOTYIHIN
Rybrevant 3a moiko>kHO MPUIIOKEHNE KATO MOHOTEPAITUS MU KaTO YacT OT KOMOWHUpaHa Teparus,
37 yuactaunu (10%) ca MoNoXHUTETHA 32 Bh3HUKHAIM B X0JIa Ha JIeueHHeTo antutena kbM rHuPH20.
HNmynorennoctta kbM rHUPH20, HabGmronaBana mpu T3 YIaCTHHIIH, HE TTOBIIHSIBA
(hapMaKOKMHETHKATa Ha aMUBaHTamao.

Crapuecka Bbp3pacT

Karo 151510 He ca HaOII0ITaBaHU Pa3IUKU B €PEKTUBHOCTTA MEX/Ty IMAIIUCHTUTE HA BB3PacT
> 65 roguHU ¥ nmamueHTuTe < 65 TOINHM.

HCI[I/IaTDI/I‘IHI/I nonyJjianusa

EBporneiickaTa areHiys o jekapcTBaTa 0CBOOOKAaBa OT 3aIbJDKEHHETO 3a MPEIOCTaBIHE Ha
pe3yaTaTtuTe OoT npoyuBaHusTa ¢ Rybrevant BB BCHUKH NOATPYIH HA MEAUATPUIHATA MOMYIALH IPU
HAPB/I (Bx. Touka 4.2 3a nHpOpMAaLUsI OTHOCHO YHOTpeOa B MeAHaTPUAITA).

5.2 ®apmakoKMHETHYHH CBOWCTBA

AOcopouus

Crner mOIKOXXHO MPUIIOKEHHE CpeqHoreoMeTpuyHaTa cToiHoCT (%CV) Ha OMOHATMYHOCTTA Ha
amuBaHTamab e 66,6% (14,9%) ¢ Mmenuana Ha BpeMeTO 3a JOCTUraHe Ha MAaKCUMalHa KOHLIEHTPaLUs
3 nHM Bb3 OCHOBA Ha MHAMBUyanHuTe oueHku Ha OK napamerpu Ha amuBaHTamMad Nnpu
YYaCTHUIIUTE, N10JIyYaBally [IOJKOKHO IPHIOKEHNeE, B nomyaanuoHHus K anamus.

IIpu cxemara ¢ TOAKOKHO MPUIIOKEHHUE HA BCEKH JIBE CEIMUITN, CPETHOTEOMETPHIHATA CTOMHOCT
(%CV) Ha MakcUMaJTHaTa CTOMHOCT Ha Haill-HUCKaTa KOHIICHTPAIIMS Ha aMUBaHTaMal Ciie[l
yeTBbpTaTa ceaMmuyHa 1103a € 335 pug/ml (32,7%). Cpennata croitHOCT Ha AUC  cenmma C€ YBETHYABA
3,5 ombTH OT mbpBata go03a a0 Jen 1 B [ukbn 2. MakcuManHaTa CTOMHOCT Ha Hal-HUCKATa
KOHIICHTpAIVsI Ha aMHUBaHTaMal CIe1 MOIKOKHO MPUIIOKEHNE KaTO MOHOTEpAIus ¥ B KOMOMHALINS C
na3epTHHUO 0OMKHOBEHO ce HabmronaBa B Kpas Ha ceqmuyHata no3a (Luxen 2, en 1).
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KoHIeHTpaIusaTa Ha aMiBaHTaMad B CTAI[MOHAPHO ChCTOSIHUE CE JOCTUTa MPUOIU3UTETHO KbM
Cenmura 13. Cpennoreomerpuunata ctoitHOCT (%CV) Ha Hali-HHUCKaTa KOHIIEHTPALUs Ha
amMuBaHTaMal B cranmoHapHo cbherosHue B Lukwn 4, len 1 € 206 pg/ml (39,1%).

B Tabxuna 9 ca uzdbpoenu HabnronaBanuTe cpegHoreomerpruadu ctoiHocTr (%CV) Ha
MaKCHMAaJIHUTE CTOHHOCTH Ha Hail-HuCckH KoHIeHTparmy B (Luxsn 2, leH 1, Ciougn) ¥ MIIOIITA TTOX
KpuBaTa mrasMeHa KoHUeHTpauus-BpeMe (AUCeq 1-15) 0T Llukbna 2 cien npenopbuuTeIHUTE A03H
aMuBaHTaMal, MpUIaraHy MOJK0KHO M HHTpaBeHo3Ho npu narueHtu ¢ HAPB/I. Tesu ®K kpaiinu
TOYKH ca B OCHOBaTa Ha JIEMOHCTPUPAHETO HA HE MMO-Mallka e)UKACHOCT, KOETO € B IMOJKpena Ha
MMPEMUHABAHETO OT UHTPABEHO3HO KBM TOJIKO’KHO MPUIIOKCHUE.

Tabauua 9:  Pesrome Ha papMaKkOKHHETHYHUTE NOKA3aTeJH HA AaMHUBaHTamMal, KaTo e
H31013BaH cepyM, npu nanuentu ¢ HAPBJI (mpoyusane PALOMA-3)

Ioxa3aTes Rybrevant 3a moakoxno Rybrevant 3a nHTpaBeHo3HO
NPUWJIOKEHUEe npuiaoxkenue 1050 mg
1600 mg (1400 mg npu TEJIECHO TerJI0
(2240 mg npwu TeIeCHO Teryio > 80 kg)
> 80 kg)
Cpennoreomerpuyna croitnoct (% CV)
Muxsa 2 [en 1 o o
Cuouen (2/m1) 335 (32,7%) 293 (31,7%)
Huicert 2 AUC@ay1- 135861 (30,7%) 131704 (24,0%)
15) (ug/ml)

Pasnpenenenue

B13 ocHoBa Ha m3unciennara Ha naauBuayannute OK mokasarenn Ha aMmrBaHTamal B
nomynannoraus OK aHamu3 npy yYaCTHHIIH, TOTYYaBAIH TOAKOKHO MPUIOKEHHE,
cpeanoreomerpuuHaTa ctoiHOCT (%CV) Ha 00mms o0eM Ha pasnpenereHrue Ha aMUBaHTamao,
MPUIIOKEH TIOJKOXKHO, € 5,69 1(23,8%).

Enumunupane

BB3 ocHOBa Ha m3unciennara Ha naauBuayannute OK mokasarenn Ha aMmrBaHTamal B
nonynanuonHus OK ananuz npu yyacTHUIM, TOTy4YaBallly MOJKOKHO MPUIOKEHUE, U3UUCIICHATA
cpennoreomerpuyHa croHOCT (%CV) Ha nuHeiiHns CL u cCBhp3aHUAT TEPMUHAICH NOJTYKUBOT, Ca
cpoTBeTHO 0,264 1/1eH (26,0%) u 18,8 nuu (34,3%).

CHCHI/IaJ'IHI/I nonyjganvu

Cmapuecka 6v3pacm
He ca HaOnroaBaHu KIIMHUYHO 3HAYMMU PA3JIMKH BHB ()apMaKOKHHETUKATA HA aMUBaHTaMal Bb3
OCHOBa Ha BB3pactTa (21-88 rogmmm).

bvopeuno yepesicoane

He e nabiroiaBad KITHHUYHO 3HAYMM e(EeKT BbpXY papMaKOKHMHETHKATA HA aMUBaHTaMal mpu
narueHTu ¢ jieka (60 < kpearnauHoB KiupbHC [CrCl] < 90 ml/min), ymepena (29 < CrCl < 60 ml/min)
i Texka (15 < CrCl < 29 ml/min) crenen Ha 6b0peuHo yBpexaane. JlaHHUTE NPy MALUEHTH C
TE)KKa CTEeNeH Ha ObOPEYHO yBpEkKAaHe ca orpaHndeHH (n=1), HO HsAMa JJaHHU, KOUTO J1a II0Ka3BaT, 4e
IIPH TE3HU HAIMEHTH € Heo0X0JuMa KOpeKIys Ha g03ata. EQekTsT Ha TepMuHanHa ObOpeyHa
HepoctatbyHOCT (CrCl < 15 ml/min) Bepxy papMakoKMHETHKATa HAa aMUBaHTaMal € HEU3BECTEH.

Yeprodpobuo yepescoane

Majko BEpOSITHO € TIPOMEHH B YepHOAPOOHATA (DYHKIHS /1a OKaXaT HIKAKBB €PEKT BHPXY
SIMMHUHUPAHETO Ha aMUBaHTaMal, Thil KaTo MOJIeKyauTe Ha 0azara Ha IgG1 kaTo amuBaHTaMab HE ce
MeTa0oIM3upaT Ype3 YSPHOAPOOHH ITHTHIIA.
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He e nabnroaBaH KIMHHYHO 3HAYMM €(PEKT BHPXY (papMaKOKHHETHKATA HA aMUBaHTaMald Bbh3 OCHOBA
Ha jieka [(o6m ommpyonn < ULN u AST > ULN) mwu (ULN < o6m Oumupyous < 1,5 x ULN)] nam
ymepena (1,5<ULN < o6y 6unmupyoun < 3XULN u Besika ctoiiHocT Ha AST) cTeneH Ha 4epHOIPOOHO
yBpexIaHe. JJaHHUTe py NauueHTy C yMEepeHa CTENeH Ha YepHOAPOOHO YBpEkKAaHe ca OrpaHUYCHU
(n=1), HO HAMA JTaHHU, KOUTO JIa TIOKA3BaT, Ye MPU Te3U NalMEHTH € Heo0X0IuMa KOPEKITHs Ha
no3ata. EQexThT Ha Texka crerneH (001 ounupyous > 3 nbtr ULN) Ha yepHOAPOOHO yBpEXkKaaHe
BBPXY (apMaKOKHHETHKaTa Ha aMUBaHTaMal € HEU3BECTEH.

Heduampulmu nonyiaauusd
®K na amuBanTamad IIpu NCAUATPUIHU MALUCHTU HC € U3CJICIBAHA.

5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

HeknmuHan4HUTE NaHHU HE TIOKa3BaT OCOOCH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHI[MOHATHUATE
MPOYYBaHUS 32 TOKCUYHOCT MPU MHOTOKPATHO TpUIIaraHe.

KaHHeDOFeHHOCT 1 MYTaréHHOCT

He ca nmpoBexxganu mpoydBaHUs PH )KUBOTHH 32 yCTAHOBSIBAHE HA KAHIEPOTCHHUS MOTSHIINAT Ha
amMuBaHTaMal. PyTuHHHTE IpOyYBaHUS 32 TEHOTOKCUYHOCT U KAHIIEPOTEHHOCT OOMKHOBEHO HE ca
MIPHUIIOKUMU TPU OMOJIOTUIHUTE JIEKAPCTBEHH MPOAYKTH, Thil KATO TOJIEMHTE MOJICKYJIU Ha
MIPOTEUHMUTE HE MOTaT Ja AM(yHAUpAT B KIIETKUTE M HE Morat Aa B3aumoeicrear ¢ JJHK wnu ¢
XPOMO30MEH MaTepual.

PCHDOHVKTI/IBHa TOKCHYHOCT

He ca npoBexaanu npoyyBaHus P KUBOTHH 32 OLIEHKA HA €(peKTUTE BbPXY PENpOIYKIHATA U
¢etamHOTO pazBuTHe. B3 OCHOBa HAa MEXaHHW3Ma My Ha JIeHCTBHE 00aye aMHUBaHTaMad MOXeE J1a
NPUYNHN (PeTaTHO yBpeKAaHe WM aHOMAINU Ha pa3BuTHeTo. Criopes chOOIIeHNs B IUTEpaTypaTa
HaMaJICHUEeTO, IMMUHUPAHETO WM MPEKbCBAHETO HAa eMOpuodeTanHara uin Maitunnata EGFR
CHUTHAJIM3AIHSI MOXeE Ja MOMPEeYH Ha UMIUIAHTALUATA, 1a IpeIu3BruKa eMOprodeTanHa 3aryda no
BpeMe Ha Pa3InYHM T€CTAIMOHHU cTaaul (Upe3 edeKTH BbpXY Pa3BUTHETO HA TUIAIIEHTATa), 1a
MIPUYUHA aHOMAJIUU Ha Pa3BUTHETO B MHOKECTBO OPraHM WJIM PaHHA CMBPT Ha MPEKUBEIHUTE (HETyCH.
AmnanoruuHo, HokayTsT Ha MET unu HeroBus nurany xenarouuteH pactexed ¢aktop (HGF) e
eMOpHoJIeTalIeH opaiy TeXKH Ae(QeKTH B pa3BUTHUETO Ha TUIAIICHTAaTa, KaTo (eTycute umar aedexTH
Ha MYCKYJIHOTO pa3BUTHE B MHOXECTBO opraHu. M3BecTHO e, ye yosemkute IgG1 npemMuHaBaTt npe3
ianenrata. [lopagu ToBa, aMuBanTamMad UMa NOTEHLIMAN /1a CE MPeAaBa OT MaliKaTa Ha pa3BUBAILUS
ce IIof,.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

PexombunanTHa yoBenka xuanyponuaasa (rHuPH20)
EDTA punatpueBa con quxuapar

Jlenena oneTHa K¥iceTMHA

L-meTnoHuH

IMomucopbar 80 (E433)

Hatpues anierar Tpuxumpar

3axapo3a

Bopa 3a unxexnuu

6.2 HecbBMECTHMOCTH

To3u nexkapcTBeH NPOAYKT He TPsOBA Jla c€ CMECBa € APYTH JEKapCTBEHU MPOIYKTH, C U3KIIOUCHUE Ha
IIOCOYEHUTE B TOUYKA 6.6.
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6.3 Cpox Ha roaHOCT

HeortBopeHn ¢uakoH
18 mecena

[IpuroTBeHa cupuHIIOBKA

XumudHa ¥ (U3WYHA CTAOMITHOCT B TIEPpHUOA Ha M3TIOI3BaHE € JJOKa3aHa B MPOIbIDKCHNE HaA 24 qaca
mpu 2°C no 8°C, mocnenBano ot 24 gaca npu 15°C go 30°C. OT MUKpOOHOIOTHYHA TJICTHA TOYKA
MPOAYKTHT TPSIOBA J]a C€ U3I0JI3Ba He3a0aBHO, OCBEH aKO METOIBT Ha MIPUTOTBSHE Ha J103aTa HE
W3KIII0YBA PUCKA OT MUKPOOHO 3aMbpcsBaHe. AKO HE Ce M3I0I3Ba He3a0aBHO, IEPHOABT Ha
W3M0JI3BaHE U YCIIOBHATA HA ChXpaHEHHUE MPeIu yIoTpeda ca OTTOBOPHOCT Ha MOTPEOUTEIISL.

6.4 Crnenuananm yca10BHs HA CbXpaHeHHe

a ce cexpanssa B xmagmiauk (2°C go 8°C).

[a He ce 3ampasspa.

CrpxpaHsBaiiTe B OpUrHHATTHATA OITAKOBKa, 32 J]a C€ Mpera3u OT CBETINHA.

3a ycioBusATa Ha ChbXpaHEHHE CIIE/ IPUTOTBSIHE Ha CIPUHIIOBKATa BHXKTE TOUKa 6.3.

6.5 Buau chabp:KaHUe HA ONMAKOBKATA

10 ml pa3tBOp BBB (pJIAKOH OT CTHKJIO THII | ¢ eacToOMepHa 3ammylaiKa i alyMUHHEBa 00KaTKa C
OTYyIBAIO ce Kanaue, chabpkai 1600 mg amuBantamab. Onakoska ¢ 1 ¢uakoH.

14 ml pa3TBOp BBB ()IIaKOH OT CTHKJIO THII | C €1acTOMEpHa 3alyllalka 1 alyMHHUEBa 0OKaTKa C
OTYYIBAILO Ce Kanayue, chabpkam 2240 mg amuBantamal. OnakoBka ¢ 1 ¢uiakoH.

6.6 CroenuaJHU NpeaNa3sHu MePKH NIPHU U3XBBbPJIsiHE U padoTa
Rybrevant 3a moJx0XHO IPUIIOKEHHUE € CaMO 3a €JHOKpaTHA ynoTpeba U € TOTOB 3a ynorpeoa.

MmKxeKnmoHHUAT pa3TBoOp Tpi[6Ba Aa C€ MPUroTBU, KaToO CE€ U3I0JI3BAa aCCITHIHA TEXHUKA, KaKTO
ciacaBa:

IIpurorssiae

. Ompenenere HeoOXomuMara f03a u moaxoAsmus ¢uakon Rybrevant 3a moKoKHO MPHIOKEHNE
Bb3 OCHOBA Ha U3XOJHOTO TETJIO HA MalMeHTa (BXK. TouKa 4.2).

. [NamuenTure ¢ terno < 80 kg momyyasar 1 600 mg, a manuenture ¢ terio > 80 kg — 2240 mg
BeIHBK cenmuuHo oT Ceamuna 1 10 4, ciien KOeTo Ha BCEKU 2 CEIMUILIM, KaTO C€ 3all0YHE B
Cenmuna 5.

o W3Banere moaxomsamus ¢guakoH Rybrevant 3a mogkoxHo npunokenre ot ximaaniaanka (2°C 1o
8°C).

o [IpoBepete nanu pa3tBopbT Rybrevant 3a moaxkoxHO mpuiioxkeHue ¢ 0e3UBeTeH A0 010K bIT.
He n3non3Baiite npu Hanuuue Ha HENPO3PAYHU YACTUIM, IPOMSHA Ha LIBETA WIX APYTH YyK U
YaCTHILH.

. Temnepupaiite Rybrevant 3a moakoxHo IpuioxeHne Ha ctaiiHa Temmeparypa (15°C mgo 30°C)

B IIPOJBbJDKEHUE Ha Hail-Manko 15 munyTH. He 3atomsiite Rybrevant 3a moakoxHo
IIPWIOKEHUE 110 HUKAKBB ApYyTr HauuH. He paskiiamalite.

o Uzrernere HeoOxoanmus 3a HHKEKTUpaHe 00eM Rybrevant 3a moAKOXHO MPUIOKEHUE OT
(y1akoHa B CIIPUHIIOBKA € MTOJXOISAI pa3Mep, KaTo U3MoJ3BaTe TpaHcdepHa uria. [lo-mankure
CHPUHIIOBKY M3HCKBAT MO-MAJIKO CHJIa [0 BpeMe Ha NOATOTOBKATa U IIPUII0KEHHUETO.

o Rybrevant 3a moaKoXKHO MPUIIOKEHUE € ChBMECTUM C MHXKEKIIMOHHH UTJIH OT HEphiKaaeMa
CTOMaHa, IOJINIPONUICHOBH U MTOJUKAPOOHATHHU CIIPUHIIOBKU M KOMIUIEKTH 32 HOAKOXHA
WHQY3Us OT MOJIMETUIICH, MOTUYPETaH U ONIMBUHUIXJIOpUI. AKO € HeoOX0auMo, 3a
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NpoMHBaHe Ha MH()Y3MOHHHS KOMILICKT MOXeE J]a C€ M3I0JI3Ba M Pa3TBOP Ha HATPHEB XIIOPHT
9 mg/ml (0,9%).

o 3ameHeTte TpaHchepHATA UTIIA C TIOAXOSIIUTE TIOMOIIHN CPEJICTBA 33 TPAHCIIOPTHPAHE UITH
npunoxenue. [IpernopruBa ce M3MOI3BaHETO HA UIJIa WM KOMIUIEKT 32 HH(Y3US ¢ pa3Mep OT
21G no 23@G, 3a Aa ce OCUTypH JIECHO MPUIIOKECHUE.

C’bXDaHeHHe Ha IPUTrOTBECHATA CIIPUHITOBKA

[IpuroTBenara cpuHIIOBKA TPSAOBA J1a c€ MPHUIIOKU He3a0aBHO. AKO He3a0aBHOTO MPUIIOKCHHE HE €
BB3MOKHO, ChXPaHsSBalTe MPUTOTBEHATA CIIPUHITOBKA B XJIAMWIHUK TIpH TemiiepaTtypa ot 2°C mo 8°C
3a mepuo o 24 daca, ciien KoeTo MpH cTaitHa temmepatypa ot 15°C mo 30°C 3a mepuon mo 24 daca.
[IpuroTBenara cupyuHIIOBKa TPSAOBA Jla ce U3XBBPIIH, aKO CE€ ChXPaHsBa MOBeUe OT 24 yaca B
XJIaJIUTHUK WK TTOBeYe OT 24 yaca Ha CTaifHa TemrepaTypa. AKO ce ChXpaHsBa B XJIATUITHUK,
Pa3TBOPHT TPsiOBa Jla IOCTUTHE CTaifHa TeMIiepaTypa Ipean IPUIOKEHHE.

UsxBbpasiHe
To3u exkapcTBeH MPOAYKT € caMo 3a eTHOKpaTHa yrmoTpeda. Hensmon3BaHUAT JICKapCTBEH MPOIYKT

WK OTIIAABbYHUTE MaTCpHUalil OT HETO TpH6Ba Ja C€ U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE
HN3HUCKBaHU.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EU/1/21/1594/002

EU/1/21/1594/003

9. JATA HA I'bPBO PA3PEIIABAHE/TTIOJHOBSIBAHE HA PASPELLIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBo pazpewmaBane: 09 nexkemBpu 2021 r.

Hata Ha nocnenno nonHoBsiBane: 11 cenremBpu 2023 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2025

IMonpoOHa uHoOpManus 3a TO3M JICKAPCTBEH MPOAYKT € MPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 1o JekapcTBaTa https://www.ema.europa.eu.
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IMPUJIOKEHHUE IT
MHNPOU3BOJUTEJ HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO
N IMPOU3BOJAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA
IHAPTU N
YCJIOBUSA NJIM OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA NTPOAYKT
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A. NPOU3BOIUTEJ HA BUOJIOTNYHO AKTUBHOTO BEIIECTBO U
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC HAa MPOU3BOAMTCIIA HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy, Co. Cork
Hpnannus

Hme n aJapeC HAa MPOU3BOAMTECIIA, OTTOBOPEH 34 OCB060)K,Z[aBaH€ Ha NapTUAUTC

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

b. YCJIOBUA NWJIN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT CE€ OTITyCKa [0 OTPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTeprcTika Ha MpoAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npaHu aokjaanau 3a 6ezonacuoct (IIAJIB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH NPOAYKT ca MOCOUYEHHU B WieH 9 Ha P
ernameHT (EC) No 507/2006. B choTBeTCTBHE C TAX, IPUTEKATEIAT HA Pa3pellicHUETO 3a yrnorpeda
(ITPY) Tpsi6Ba na momasa I1AJIb Ha Bceku 6 mecena.

NzuckBanusra 3a mogaBane Ha [1AJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIIHCHKA C
pedepentnute natu Ha Eppornetickus ¢bto3 (EURD cruchk), npeasuzicH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUUKH CJeBAIN aKTyalln3alliH, ITyOIUKyBaHH HA €BPOTEHCKIS
yeOmopTa 3a JeKapcTBa.

[Ipurexarensat Ha pa3pemenunero 3a ynorpeda (IIPY) tpsosa na nmogane mepsust [1A/Ib 3a To3u
HPOJYKT B CPOK OT 6 Mecela CiIel pa3pelraBaHeTo 3a yrnorpeoa.

r. YCJI0OBUsA NN OI'PAHUYEHMUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IpurexxatensaT Ha paspemenueto 3a ynorpeda (IIPY) TpsdBa aa n3BbpIIBa U3UCKBAHUTE JIEHHOCTU U
JeCTBUS, CBbP3aHU C TIpOCiIesiBaHe Ha JeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000penus [1YP,
npenctaBed B Monyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo W BbB BCHUKH CIIEIBAIIHA OI00pEHH
akTyanu3auuu Ha ITYP.

Axryamusupan [TYP Tps6Ba na ce momana:

. o ucKaHe Ha EBponelickara areHIus mo JeKapcTBaTa;

. BUHATH, KOTAaTO CE U3MEHS CHCTEMAaTa 3a yIpaBJICHHE Ha PUCKA, OCOOEHO B PE3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(OPMAITHs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMHU IIPOMEHH B
CHOTHOIIICHUETO ITOJI3a/PUCK, WU CIIE/] IOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C MPOCIC/ISIBAHE
Ha JIeKapCTBeHaTa 0E30MMaCHOCT WU CBEXKIaHE HA PUCKA O MUHHUMYM).
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ITPUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Rybrevant 350 mg koHIeHTpaT 32 HH(Y3UOHEH Pa3TBOP
aMUBaHTaMad

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

Enun daakon 7 ml ceabpxka 350 mg amuBantamad (50 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomomnu BemectBa: EDTA nunaTpuesa con auxuapart, L-xuctuant, L-XUCTUIMHOB XUIPOXIIOPHU
MOHOXH/[IpAT, L-MeTHOHWH, monucopOar 80, 3axapo3a 1 BoJa 3a MHIKEKIINH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

KonuenTpar 3a nH}py31OHEH pa3TBOP
1 dhnakon

‘ 5. HAYUH HA ITPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

3a UHTPABEHO3HO MPHUIIOKEHUE CIIE/ Pa3peiKIaHE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsaBa Ha MACTO, HEAOCTBITHO 3a JCIa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANMO

Ja He ce pa3kJiaiia.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
CobxpaHsBaiiTe B OpUrHHAIHATa OMAKOBKA, 3a J1a CE MPE/Na3u OT CBETIMHA.
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10.

CIIEIIMAJIHU ITPEAITAZHU MEPKH I1PU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

UME U AJIPEC HA ITPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1594/001

13.

ITAPTUJIEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

[Ipueto e ocHOBaHME J1a He ce BKItouM HH(opMarus Ha bpaiinosa azoyka.

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JBynsmMepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(DUKATOD

| 18.

YHUKAJIEH TAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIJEKAPCTBEHUA IMTPOAYKT U ITbT(MLIA) HA BBBEXK/JIAHE

Rybrevant 350 mg cTepuieH KOHIIEHTpAT
aMHBaHTaMa0
Lv.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

7 ml

| 6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Rybrevant 1 600 mg HHXEKIIHOHEH Pa3TBOP
aMUBaHTaMald

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

Enun daakon 10 ml ceapprka 1 600 mg amuBanTamab (160 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomrHm BemecTBa: peKOMOMHAHTHA YoBemKka xuamypornuaasa (rHuPH20), EDTA nunatpuesa comn
JUXUJPAT, JISJCHA OlleTHA KucenuHa, L-meTnonuH, nonucopOat 80, HATpUEB aneraT TPUXUAPAT,
3axapo3a 1 BOJa 3a MHIKEKIIUY.

3a JoBIHATENHA HHPOPMAIIUS BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHXeKIIMOHEH pa3TBOp
1 600 mg/10 ml
1 dbnakon

‘ 5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJAHE

Camo 3a TIOAKOXKHO MPHUII0KEHHUE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

Jla He ce pa3kJiaiia.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampassiBa.
CobxpaHsBaiiTe B OpUrMHAIHATa OMAKOBKA, 3a J1a CE MPE/Na3u OT CBETIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1594/002

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

[Ipueto e ocHOBaHKE J1a He ce BKIToUM HHpopMainus Ha bpaiinoBa azoyka.

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJ1 ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Rybrevant 1 600 mg HHXEKIIHOHEH Pa3TBOP
aMHBaHTaMal

[MoakoXHO TPHUITOKEHUE

s.C.

2. HAYYH HA ITPNJIOKEHUE

Camo 3a MOAKOKHO TPIIIOKCHHE.

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

1 600 mg/10 ml

6. JIPYTO

62



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Rybrevant 2 240 mg HHXEKIIHOHEH Pa3TBOP
aMUBaHTaMald

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

Enun daakon 14 ml ceabpika 2 240 mg amuBanTamab (160 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomrHm BemecTBa: peKOMOMHAHTHA YoBemKka xuamypornuaasa (rHuPH20), EDTA nunatpuesa comn
JUXUJPAT, JISJCHA OlleTHA KucenuHa, L-meTnonuH, nonucopOat 80, HATpUEB aneraT TPUXUAPAT,
3axapo3a 1 BOJa 3a MHIKEKIIUY.

3a JoBIHATENHA HHPOPMAIIUS BHXKTE JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

MHXeKIIMOHEH pa3TBOp
2 240 mg/14 ml
1 dbnakon

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBE/K/IAHE

Camo 3a TIOAKOXKHO MPHUII0KEHHUE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

Jla He ce pa3kJiaiia.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampassiBa.
CobxpaHsBaiiTe B OpUrMHAIHATa OMAKOBKA, 3a J1a CE MPE/Na3u OT CBETIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1594/003

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

[Ipueto e ocHOBaHKE J1a He ce BKIToUM HHpopMainus Ha bpaiinoBa azoyka.

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJ1 ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Rybrevant 2 240 mg MHXEKIIHOHEH Pa3TBOP
aMHBaHTaMal

[MoakoXHO TPHUITOKEHUE

s.C.

2. HAYYH HA ITPNJIOKEHUE

Camo 3a MOAKOKHO TIPHIIOKCHHE.

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

2 240 mg/14 ml

6. JIPYTO
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Rybrevant 350 mg koHueHTpaT 3a HH(PY3UOHEH Pa3TBOP
amuBaHTamab (amivantamab)

vTosn JICKApCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEIHO HabmoeHre. ToBa 1ie mo3Bou 6bP30TO
yCTaHOBSIBaHE HA HOBA HH(POPMAIIUS OTHOCHO Oe30macHoCcTTa. MoeTe Jia iajieTe CBOs PHHOC KaTo
CHOOIINTE BCSIKA HEXETaHa PEakIlys, KOATO CTe MOTYYMIH. 3a HaYMHA Ha ChoOIIaBaHe Ha HEeXKEJaH!
peaxIuu BUXKTE Kpasi Ha Touka 4.

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, NIpeay Aa Bu ce Npuiioxku ToBa JIEKAPCTBO, Thi
KaTO TH CbAbpika BaxkHa 3a Bac nadopmanus.

o 3amnasere Ta3u JUCTOBKA. MOXKe Ja ce HAJIOXKH 1A 5 POYETETe OTHOBO.

L] AKO UMaTe HIKaKBA JOI'BJIHUTECIIHU BBIIPOCH, nonurante Bamms JICKap Wi MECAUIIMHCKA
cecrtpa.

o AKO MONTyYnTe HIKAKBU HESKETAHU PEakIvy, yBeaoMeTe Bamus jgekap v MeIUIMHCKA

cectpa. ToBa BKJIFOUBA U BCUUKHM Bb3MOKHH HEKEJIaHHU PEAKI[UK, HEOITMCAHHU B Ta3U JINCTOBKA.
Bmxre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

KakBo npencraensBa Rybrevant u 3a kakBo ce U3M0I3Ba
Kakso Tpsi0Ba na 3Haere, npeau aa Bu ce npuinoxxu Rybrevant
Kak ce mpunara Rybrevant

BBb3M0XHM HEXEIaHU pEeaKLUU

Kak ce cpxpansiBa Rybrevant

ChbabppkaHye Ha ONIAaKOBKATa M JONBIIHUTEIHA HH(POPMALIUS

SNk v~

1. Kakso npencrasiasipa Rybrevant u 3a kakBo ce u310J13Ba

Kaxkso npeacraBassa Rybrevant

Rybrevant e mpotuBopakoBo JiekapcTBo.To Chabpska aKTUBHOTO BEIIECTBO aMHUBaHTaMab, KOETO
MIPEJICTaBIISIBA AHTUTSIIO (BUA OENTHK), MPeTHA3HAYECHO J1a Pa3II03HaBa M aTaKyBa CIeNU()UIHH
MUIICHU B OpraHu3ma.

3a kakBo ce u3noa3sa Rybrevant

Rybrevant ce n3mnon3Ba npu B3pacTHH ¢ BUI pak Ha OenuTe ApoOOBe, HapedeH ,,HeAPEOHOKIEThYCH
pax Ha 6enure npobose’. Toil ce M3MOII3BA, KOTaTo PaKbT CE € pa3NpOCTPaHWII B IPYTH YaCTH HA
opranu3Ma Bu u € IpeThpIisiT H3BECTHH ITPOMEHHM B IeH, HapedeH ,,EGFR®.

Rybrevant moxxe na Bu 6b1e npennucan:

o KaTo IIBPBOTO JIEKAPCTBO, KOETO MoTyvaBare 3a Bareto 3a0osBane, B KOMOHHAIHS C
Ja3epTHHUO.

o B KOMOMHALUS ¢ XUMHUOTEPAIHs Clie/l HeyCIeX Ha MPeIXoaHa Teparusl, BKI0YBaIla
tupo3unkuHazeH naxuoutop (TKHW) sa EGFR.

o KaTo IIbPBOTO JIEKAPCTBO, KOETO MoJy4aBate 3a Bamiero 3a0onsaBaHe, B KOMOMHALMS C
XUMUOTEPAITUS HITH

o KOTaTO XMMHOTEpaIHusATa Beue He JieiicTBa cpenly BameTo 3abomnsBane.

Kak neiictBa Rybrevant

AKTHUBHOTO BemecTBo B Rybrevant amuBanTamab ce mpuIiesiBa B 1Ba OeITHKa, HAMUAPAIIH CE€ BEPXY
PaKoOBUTE KIETKH:

. petieniTop Ha enuaepmanaus pacrexer gakrop (EGFR) n

. ¢bakTop Ha Me3eHxuMHO-enuTeneH npexona (MET).

ToBa JilekapcTBO AEHCTBa Ype3 NPUKpPEIsTHE KbM Te3u Oentbiu. ToBa MoXxe Ja 3a0aBH WM J1a CIIpe
pacrexa Ha paka Ha Oenmute apoOoBe. To MOXKe Jla MOMOTHE ChIO 32 HAMAJSIBaHE pa3Mepa Ha TyMopa.
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Rybrevant moxe ja ce npusara B KOMOWHAIWS C JPYTH TPOTHBOPAKOBH JieKapcTBa. BaykHO € chIlo
TakKa Jja MpoveTeTe M JUCTOBKUTE 3a T€3H JIEKapcTBa. AKO NMaTe HAKAKBU BHIIPOCH OTHOCHO Te€3U
JeKapcTBara, ce o0bpHeTe KbM Bamus iekap.

2. KakBo TpsidBa 1a 3HaeTe, npeau 1a Bu ce npuio:ku Rybrevant

He u3noassaiite Rybrevant

o aKo CTe aJlepru4Hu KbM aMHUBaHTaMal WM KbM HSKOSI OT OCTaHAJIMTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOeHH B TOUKa 6).

He u3non3Baiite TOBa JIeKapcTBO, aKO HELIO OT TOPHUTE ce OTHAcA A0 Bac. AKo He cTe CUTypHH,

roBopeTte ¢ Bamus nekap win MeAMIIMHCKA cecTpa, Mpeny 1a Bu ce nmpuioxu ToBa JIeKapcTBo.

Ipexynpe:xaeHns u npeanasHu MepKu

T'oBopete ¢ Bamivs nekap win MeIUIIMHCKA CecTpa, npeau na Bu ce mpuioxu Rybrevant, ako:

o CTe CTpajajiy OT Bh3MaJeHHe Ha OenuTe ApodoBe (3a00IABaHe, HAPEUCHO ,,AHTEPCTUIIMATHA
OenoapoOHa 00JIeCT UM ,,THEBMOHHUT ).

Ka:xere Beqnara na Bamms jgexap niu MeTUIIMHCKA CECTPA, AKO MOJYYUTe HAKOS OT CJIeTHUTE
HEeKeJIaHM PeaKIUHu, T0KATO MpHeMaTe TOBa JeKapCcTBO (BUAKTe TOUKA 4 3a MoBeve
HHpopManus):

. HsikakBa HexenaHa peakius, JOKaTO JIEKAPCTBOTO ce Mpujiara BbB BeHaTa Bu.

. BHezanHo 3aTpyJHEHO AMIIaHe, KallUTMIla WK TIOBUILIEHA TEMIIEpPaTypa, KOETO MOXKe Ja
MOKa3Ba Bh3MaJeHne Ha OenuTe npoboBe. ChCTOSHUETO MOXKE J1a ObJe dKUBOTO3ACTPAIIaBaIlo,
MOpaJy KOETO MEIUIIMHCKUTE CTICIUANNCTH e Bu HaOmromaBaT 3a eBEHTYAIHA CUMITTOMEL.

. Koraro ce u3monssa ¢ Apyro JeKkapcTBO, HAPEUEHO JTa3ePTUHIO, MOXKE J1a CE TOSIBAT
JKUBOTO3aCTpalllaBallld HeXellaHW peakiuu (mopaau oOpasyBaHe Ha KPbBHU ChCUPEIH BbB
BeHuTe). Bammsr nexap me Bu npeanuiine 10mbITHATETHO JIEKapCTBO, KOETO /1a TOMOTHE 32
MIpeIoTBpaTsIBaHe Ha 00pa3yBaHETO HA KPHBHH CHCHPEIIH IO BpEMe Ha JICUEHUETO, KaKTO U IIIe
Bu HaOmionaBa 3a €eBEHTyaTHH CUMIITOMH.

. Koxan nmpobnemu. 3a HaMasiBaHe HA PUCKA U TEKECTTa HA KOXKHUTE MTPOOIIEMH, HOCETe
3aIlUTHO O0JIeKII0, MpuiiaraiTe mupokocnekTbpHo UVA/UVB cinbHIIE3aUTHO CPEACTBO U
M3IIOJI3BAlTEe PEIOBHO OBIIAXKHSBAIIK KPEMOBE (3a IMpenrodnTane Ha 6a3ara Ha cepamMuIv HITH
JIPYTU ChCTaBU, KOUTO OCUTYPSIBAT MPOABIDKUTEIHA XUAPATALMS HA KOXKaTa M He ChIbpPIKaT
M3CYIIaBAaIIO CPEACTBO) Ha JIMIETO U ISUIOTO TSUIO (C M3KITIOYEHUE Ha CKaJa), JOKaTo
nmpreMare ToBa JiekapcTBo. llle TpsOBa fa He ce u3narare Ha CIBHIIE U 1a IPOABIDKUTE J1a
MpaBHUTE TOBA B MPOABIDKEHUE HA 2 Mecela ciie/l CIUpaHe Ha JedeHHeTo. BamusT nekap Moxe
na Bu npenopbya Aa 3amoyHere J1a nmprueMaTe aHTUOMOTHK(IIN) U aHTHCENTHK 32 U3MHUBAaHE Ha
pBIIETE U KpaKaTa CH 32 HaMaJIsIBAaHE HA PUCKa U TeKECTTa Ha KOXKHUTE TIPOOIEMH, U MOXE J1a
Bu nmekyBa ¢ gexapcTBo(a) i Ja By usnpaTty npu CrienuainucT 1Mo KOXHU 0orecTr
(mepmaToIor), ako MOJYYHUTE KOXKHH PEAKIUH M0 BpeMe Ha JICYCHUETO.

. OuHu poOeMHU. AKO UMaTe IPOOJEMH ChC 3PEHUETO WK 00JIKa B OYHMTE, CBBPIKETE CE
BeZHara ¢ Bamus nexap uian MeIMIIMHCKA cecTpa. AKO M3I0JI3BaTe KOHTAKTHU JICIU U
MOJTyYnTEe HOBM OYHH CHMIITOMH, CIIPETE M3IMOJI3BAHETO UM M Ka)keTe BeHara Ha Barmms nekap.

Jeua u ronomu
He nasaiite ToBa IekapcTBO Ha J1e1ia WK FoHOIM 1o 18-roaumiHa Bb3pact. ToBa € Taka, 3a110To HE €
M3BECTHO JIaJIH JICKApCTBOTO € 0e30MmacHo U e()eKTUBHO B Ta3W Bh3pacToBa rpyia.

JApyru aexapcrBa u Rybrevant
Tps0OBa n1a kaxeTe Ha Bamms jgekap win MEAUIIMHCKA CECTpa, aKo IIpueMaTe, HaCKOpo CTe MpUeMaliid
WM € BH3MOKHO J]a IpHUeMaTe APYTH JIEKapCTBa.

KonTpanenuust

. AKo MOXeTe J1a 3a0pemMeHeeTe, TpsAOBa Jia U3M0/13BaTe ePeKTUBHA KOHTPALICIIIMS 10 BpeMe Ha
nedeHueTo ¢ Rybrevant u B mponbibkeHe Ha 3 Mecella ciie]] CIIUPaHeTo My.
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bpemenHoct

o [Ipenu na Bu ce npunoxku ToBa JeKapcTBO, TPSAOBA da KakeTe Ha Bammus nexap win
MEJIMIIMHCKA CeCTpa, ako cTe OpeMeHHa, cMaATaTe, Y€ MOXKe Jia cTe OpeMeHHa WY TUIaHUpaTe
OpeMeHHOCT.

. BB3M0XHO € TOBa JIEKapCTBO J1a HAaBpeaN Ha HEPOIECHOTO Oede. AKo 3abpeMeHeeTe, T0KaTo ce

JIEKyBaTe C TOBA JICKApCTBO, KaXXeTe BeJHara Ha Bamus nexap wim MeuIMHCKa cecTpa. Bue u
Bammwsr siekap 1ie penmre Jaiy 1mojizata oT JIEYSHHETO ¢ JIGKaPCTBOTO € TIO-ToJIsiIMa OT PUCKa 32
Bamrero HepoaeHo 6ebe.

KbpMmene

He e u3BectHo nanmu Rybrevant npemunaBsa B kbpmara. [TochBeTBaiiTe ce ¢ Bamms nekap, npenu na
Bu ce npunoxu ToBa ekapcTBo. Bue u Bammat nekap e pemmTe 1any moa3ara OT KbPMEHETO € M0-
rojsiMa oT pucka 3a Bamero 6e0e.

Ilodupane u padora ¢ MAIIMHHU
AXoO ce 9yBCTBaTe€ YMOPEHH, 3aMasiHU HJIM aKo 04nTe BU ca pa3npa3HeHn win cieq mpuiaraie Ha
Rybrevant 3penuero Bu e 3acernaro, He modupaiite u He paboTeTe ¢ MallHHU.

Rybrevant cbabpska HaTpui

ToBa JilekapcTBO ChIIbpKa O-Mainko oT 1 mmol Hatpuii (23 mg) Ha 1033, T.e. MOXKe Ja ce Kaxe, 4e
MpaKkTUYeCKH He chabprka HaTtpuil. [Ipenu obaue na Bu ce mpunoxu Rybrevant, Toit Moke na ce
CMECH C pa3TBOp, KOWTO chabpka HaTpuil. ['oBopeTe ¢ Bamms nekap, ako cTe Ha queTa ¢
KOHTPOJIMPaH IpUEM Ha COJl.

Rybrevant cbabpska nosaucopoar

Tosa nexapctBo chappka 0,6 mg monmucopdar 80 BHB Bcekr ml, KOETO € eKBHBAJIIEHTHO Ha 4,2 mg BbB
¢makon ot 7 ml. [lonucopbaTure Morat 1a mpeTu3BUKAT alepruiHyu peakiuu. TpaoBa na KakeTe Ha
Bamus nekap, ako umate U3BECTHH aJepruH.

3. Kak ce npuiara Rybrevant

KakBo ko/M4ecTBO ce mpuJjiara

BamusT nexap me u3unciu npaBuiHata 3a Bac no3a Rybrevant. Jlo3ara Ha ToBa JiekapcTBO 111e
3aBHCH OT TEJIECHOTO Bu Ternio B Hayanoto Ha tepanusata Bu. llle 0baeTe nexyBanu ¢ Rybrevant
BEIIHBX HAa BCEKU 2 WIIM 3 CEMUITH B 3aBHCHMOCT OT JICYCHHETO, KOSTO BamusT jekap € onpemesiI
3a Bac.

[Ipemoprunrennara go3a Rybrevant Ha Bcekn 2 ceamuIiu e:
. 1 050 mg, ako Texxute mox 80 kg.
. 1 400 mg, ako Texxute noseye win paBHo Ha 80 kg.

[Ipenoppunrtennata nqo3a Rybrevant Ha Bceku 3 ceMuIu €:
. 1 400 mg 3a mppBuTe 4 103U 1 1 750 mg 3a cieaBamuTe A03M, ako Texute mos 80 kg
. 1 750 mg 3a mepBute 4 no3u 1 2 100 mg 3a cnenBammre 1034, ako Texure 80 kg nim moseye.

Kak ce npujaara JeKapcrBoTo
Toga JICKApCTBO LIC CC IMpWiiara OT JICKap UWjin MEAUIMHCKA CCCTpa. To ce Inpujiara KaTto KarkoBO

BJIMBAHC BbB BCHA (I/IHTpaBeHO3Ha HHq)y3HH) B MIPOABJDKCHUC HA HAKOJIKO Haca.

Rybrevant ce mpuiara, KakTo ciiezpa:

. BEJIHBK CEIMUYHO 32 MbPBUTE 4 CEIMULIU

° cJIe]] TOBa BEIHBK Ha BCEKH 2 CEIMHIIN, KaTo ce 3anogyHe B CenMuIia 5, WM BeJHEXK HAa BCEKH
3 cenmui, Kato ce 3amogne B CenMuiia 7, TOKaTo MPOAbIDKaBaTe JIa MOJIydaBaTe moj3a OT
JICYCHHUETO.

IIpe3 mepBaTa ceamuiia Bammst nexap 1ie nmprioxu no3zata Rybrevant, pasmeneHa B 1Ba THU.
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JlexapcTBa, npujaraHu no Bpeme Ha jedenne ¢ Rybrevant
[Ipenu Besika undysus Rybrevant me Bu ce npunarat nexkapcTsa, KOUTO TOHMKABAT BPOSTHOCTTA OT
peaxiuu, cBbp3aHu ¢ nHy3usaTa. Te Moxe Ja BKIIOYBAT:

L4 JICKApCTBA 3a aJICPrudHa pCakuusa (aHTI/IXI/ICTaMI/IHI/I)
L4 JICKApCTBA 3a Bb3MAJICHUC (KOpTI/IKOCTepOI/I}_'[I/I)
L JICKApCTBA 3a MOBUILIICHA TEMIICpATypa (KaTO Harip. napaueTaMon).

Moxe Ja Cc€ npujarat CbIl0 AOII'BJIHUTEIIHU JICKAPCTBA CIIOPEA IMOsABaTa Ha HAKOU CUMIITOMU, KOUTO
MOIXKC [1a TOJIYIHUTE.

Axo Bu ce npuio:xku noseye oT Heo0xoaumarta g03a Rybrevant

ToBa nexapcTBO LIE ce Mpuiara ot Bamms nekap win MEAUIMHCKA cecTpa. Ako Bu ce npunoxun
TBBPE TOIAMO KOJIMYECTBO (TPeI03Upane), KOETO € MaJIKO BEPOSTHO, BammsT nekap 1me nposepu 3a
HaJIMYKUC HAa HEKECJIaHU pCaKIHU.

AKO cTe NPOILYCHAJIM Yaca cU 3a npuwioskeHue Ha Rybrevant
MHoro e Ba)HO /1a crla3BaTe BCHYKHA YyrOBOPEHH YacoBe. AKO MPOIYCHETE Yac, HaCpO4eTe CH APYT
BB3MOXHO Hal-CKOpO.

AKO uMate HAKaKBH JIOTBJIHUTEIHN BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamms snekap uim MeIMLIMHCKA cecTpa.

4. Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MMPECAN3BUKA HEXKEIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' ITIOJTy4aBa.

CepuO3HU HeKeJTaHU peaKkun
Kaxere BenHara Ha Bamust nexap Wiy MeIULIMHCKA CECTPa, aKO 3a0eIexKHUTE CIEAHUTE CEPUO3HU
HEXKEeJNaHU PeaKLnu:

MHoro yectu (Moxke na 3acerrat Hax | Ha 10 mymm):

J [Tpu3nany Ha peaknust KbM HH(Y3HUATA — HAIIP. CTYCHU TPBIIKH, HEAOCTUT HA BB3/YX, FaJICHE,
3ayepBsBaHE Ha JIMIETO, TMCKOM(OPT B I'bPIUTE U MOBPbBILIAHE, TOKATO CE MpHUIara
nexapcTBoTO. ToBa MOXe J1a ce Ciry4n, 0COOEHO MPH ThpBaTta J03a. Bammsr gexap Moxe na Bu
Jlaje APYTH JISKapcTBa WIIM MOJKE J]a Ce HAJIOXKH MH(Y3MATA /1a ce 3a0aBH WIIH Ja Ce CIIpeE.

o Koraro ce naBa 3aeHO ¢ IpyTo JIEKapCTBO, HAPEUEHO ,,JJA3EPTHHHO , MOKe J1a ce 00pa3yBa
TpoMO BBB BEeHUTE, 0COOEHO B OenuTe ApoOoBe uiK Kpakara. [Ipu3HannTe Moxe Ja BKIIOYBAT
octpa 00JIKa B TbpANTE, 3ayX, yUECTEHO AWIIaHe, O0JIKa B KpaKa U MMOIyBaHE HA PbIETE HIIH
Kpakara.

o Koxxnu npobnemu — Hanp. 0OpHB (BKJIIOUUTETHO aKHE), MHPEKTHPaHa KOXa OKOJIO HOKTHTE,
cyxa Koxa, cbpOex, 0oika u 3aueppaBane. Kaxere na Bamms nexap, ako npodiemure ¢
KO>KaTa WM HOKTUTE CE BIIOMIAT.

Yectu (Moxe aa 3acerHar jo 1 Ha 10 xymm):

L HpO6HeMI/I C OYUTC - KATO HAIp. CyXO0Ta B OUUTC, IOAYTH KJICIIAYHU, C’Bp6e)i( B OYHUTC, HpO6J’IeMI/I
CBbC 3pC€HUCTO, paCTCK HA MUTIIUTE.
L HpI/I3HaLII/I Ha BB3IaJICHHE Ha OelnTe apo60Be - HAIlp. BHE3aIIHO 3aTPYAHCHO JUIIIAHC, KalllIUIla

WY TIOBUINIEHA TeMnepaTtypa. ToBa OM MOTJIO /1a IOBE/e 10 TPaHO yBpeXKIaHe
(nHTepcTHIMANHA OenopodHa Oonect). Bammsar nekap Moxe Aa peuu Aa cupe Rybrevant, ako
HOJIyYUTe Ta3U HEXKEJIaHA PeaKIusl.

Heuectu (Moxe na 3acersart 1o 1 va 100 gymm):
. BB3MAJICHUE HA POrOBHIlaTa (IIpeIHATA JaCT Ha OKOTO)
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o BB3MAJICHUE BHTPE B OKOTO, KOSTO MOXKE JIa 3aCETHE 3PSHUETO
o JKUBOTO3acTpaliaBail OOpuB ¢ MEXypH U OeJIeHe Ha KOXaTa BbPXY rojisiMa YacT OT TSJIOTO
(TOKCHYHA eTHIepMaTHa HEKPOJIN3a).

CrenHuTe HeXellaHU PeaKLUK ce ChoOIaBaT B KJIMHUYHUTE NpoyuBaHus Ha Rybrevant B komOnHauus
C JIa3epTUHHO:

Jlpyru HexkelaHU peaKkuu
Kaxere Ha Bamms nekap, ako 3a0e1eKUTe HIKOS OT CISIHUTE HEXKeJIaHH PeaKLIUH:

MHoro yecTu (Moxe na 3acerHat Haja 1 Ha 10 mymm):
MPOOJIEMHU C HOKTHUTE

HUCKO HMBO Ha NMPOTEHHA all0yMHUH B KPbBTA

MoiyBaHe, MPUYMHEHO OT HATPYIIBaHE Ha TEYHOCT B TSJIOTO
paHH B ycTara

MOBHIIIEHA CTOMHOCT Ha YEPHOAPOOHHUTE CH3UMH B KPbBTA
YBPEKJIaHE Ha HEPBHU, KOETO MOXKE Jla IPUUMHU MpaByuYKaHe, U3TPhIIBaHe, 00JIKa WK 3ary0a Ha
yceT 3a Oorka

ycelaHe 3a CHiTHa yMopa

3areK

TUAPHS

HaMaJIeH aleTuT

HUCKO HMBO Ha KaJIIIMi B KPHBTA

rajieHe

MYCKYITHU CTIa3MH

HHCKO HHMBO Ha KaJluii B KPHBTA

3aMastHOCT

MYCKYITHU OOJIKH

MTOBpPBIIIAHE

BHCOKa TeMIIepaTypa

0oiKa B cTomaxa

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

. XEMOPOUIH

o 3ayepBsBaHe, MOAyBaHe, OeleHe Ha KoXKaTa WK 00JIE3HEHOCT, TNIABHO Ha JJTAHUTE HIIH
cThIanara (CHHAPOM Ha MaMapHO-TIaHTapHA EPUTPOAN3ECTEIHS)

° HHCKO HUBO Ha Mar"es3uii B KpbBTa

o ChpOsII 00pHB

o a3Ba (paHa) Ha KOXKaTa.

CJ'IG,Z[HI/ITG HCXKCJIaHU PCaKIUU CC C’BO6H_[aBaT B KNIMHUYHUTC IMPOYYBAHUA Ha Rybrevant, npuiaran
CaMOCTOSATCIIHO:

Jpyru HexelaHu peaKnun
Kaxere Ha Bamms nekap, ako 3a0eeKUTe HAKOS OT CISIHUTE HEKEJIAaHU PEaKLIuH:

MHoro yectu (Moxke 1a 3acerrat Hax | Ha 10 mymm):

HUCKa CTOHHOCT Ha OeNThKa, HAPEUEH ,,aJ0yMUH", B KPHBTA

OTOK, MPUYNHEH OT HATPyIBaHE HA TEYHOCT B OPraHM3Ma

ycellaHe 3a CHIIHA yMopa

paHu B ycTata

3areK WIH TUapus

HaMaJICH alleTUT

MOBHIIIEHA CTOMHOCT HAa YePHOPOOHHS SH3UM aJlaHuH aMUHOTpaHCc(epasa B KPbBTa, Bh3MOXKEH
MIpU3HAK Ha MIPOOJIEMH C YepHUS APo0
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MOBHIIIEHA CTOMHOCT Ha €H3UMa acrapTaT aMHHOTpaHCc(epas3a B KpbBTa, Bh3MOXKCH IPHU3HAK HA
poOJIeMu ¢ YepHUS APo0

3aMasHOCT

MOBHIIIEHA CTOMHOCT Ha eH3uMa ankaiaHa ocdaTasa B KpbBTa

MYCKYJIHU OOJIKH

BHCOKA TeMIIeparypa

HHCKa CTOMHOCT Ha KaJIIU{ B KPBBTA.

Yectu (Moxe ma 3acerHat jo 1 Ha 10 gymm):

cToMaiIna 0oJyka

HHUCKO HUBO Ha KaJ'II/Iﬁ B KpT)BTa
HHUCKO HUBO Ha MaFHe3I/II\/'I B KpT)BTa
XEMOPOU/IH.

Heuectu (Moxe na 3acersar g0 1 Ha 100 gymm):

s3Ba (paHa) Ha KoXKaTa.

CJ'IG,Z[HI/ITG HCXKCJIaHU pEaKIuu CC C’LOGHI&B&T B KIIMHUYHUTC MMPOYYBAHUS HA Rybrevant, npujaraH B
KOM6I/IHaHI/IH C XUMHOTCpanus:

JApyru HexeJJaHU peaKIUU
Tps0OBa na kaxxere Ha Bamus exap, ako 3a0e1eKUTe HIKOS OT CJIIHUTE HEKEJIaHU PEaKIIUH:

Mmuoro 4yectu (Moxe na 3acerHat Haj 1 Ha 10 gymm):

HUCHK Opoii Ha BU O€NM KPBBHU KJIETKH (HEYTPOTICHUS)

HUCBHK OpOii TPOMOOIUTH (KJIETKH, KOMTO ITOMaraT Ha KpbBTa Ja Ce ChCHPBA)

TpoMO BB BEHUTE

ycellaHe 3a CUIIHA yMOpa

rajieHe

paHHu B ycTarta

3arex

OTOK, IPUYMHEH OT HATPYIIBaHE HA TEYHOCT B OpPraHu3Ma

HaMaJieH aneTuT

HHUCKO HMBO Ha POTEUHA AIOYMHUH B KPbBTa

MOBHIICHA CTOMHOCT Ha YEPHOAPOOHHS €H3UM aJlaHMH aMUHOTpaHcdepasa B KPbBTa, BB3MOXKEH
MIPU3HAK Ha MPOOJIEMH ¢ YepHUS APOO

MOBHUIIICHAa CTOWHOCT Ha €H3MMa acrapraT aMUHOTpaHC(epas3a B KPbBTa, Bb3MOKCH IPH3HAK HA
po0JIeMu ¢ YepHUs Apod

MOBpBIIAHE

HHCKO HUBO Ha KaJIMii B KPbBTA

THapust

BHCOKa TeMIlepaTypa

HHUCKO HUBO Ha MarHe3uil B KPbBTa

HHUCKO HUBO Ha KaJIIWi B KPbBTA

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

MOBHIIIEHA CTOMHOCT Ha eH3uMa ajikajaHa (ocdaTaza B KpbBTa
cTomariHa 6osika

3aMastHOCT

XEMOPOHIH

MYCKYJIHU OOJIKH

s3Ba (paHa) Ha KoXKaTa.
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Cpo0maBaHe Ha HesKeJIAaHU peaKIun

AKO IOJTyYHTE HAKAKBU HEYKEJIaHHU JICKAPCTBCHH PEAKIMHK, yBeIoMeTe Barvs aekap uiv MEeAUIIMHCKA
cectpa. ToBa BKJIFOUBAa BCUYKU BH3MOXKHU HEOTIMCAHHU B Ta3W JTUCTOBKA HEXEIaHU peakiuu. MoxeTe
CBIIO JIa CHOOITUTE HEXKETIAaHU PEaKI[UH TUPEKTHO Upe3 HAIlMOHATHA CUCTEMA 33 ChOOIaBaHe B
W3nbaHuTeIHa areHIus 110 JeKapcTBaTa

yi. ,,Jamsa [pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

Karo cpobmiaBaTe HexenaHU peakiui, MOKETE J1a IaJISTe CBOs IIPUHOC 3a MoJyyaBaHe Ha MIOBEUE
nH(pOpPMAIUI OTHOCHO 0€30MMacHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak ce coxpansiBa Rybrevant

Rybrevant 111e ce cbxpaHsBa B OOJHUIIATA UM KIMHUAKATA.

CobxpaHsBaiiTe TOBa JIEKapCTBO HA MSICTO, HEAOCTBITHO 3a Jiela.

He usmnosn3Baiite TOBa JIEKAPCTBO CJIE]] CPOKaA Ha FOJHOCT, OTOE/IsI3aH BbPXY KapTOHEHATA OMAaKOBKA U
eTnkeTa Ha (akoHa cien ,,l'ogen no:“/“EXP*“. CpokbT Ha TOAHOCT OTTOBApS HA IMOCIEAHUS IEH OT
IIOCOYCHHS MECEII.

XvuMuvHa 1 PU3NIHA CTAOWITHOCT B IEPHOJa Ha U3IOJ3BaHE € I0Ka3aHa B MpobnkeHne Ha 10 gaca
npu 15°C no 25°C Ha craiina cBeTianHa. OT MUKPOOHOJIOTHYHA TJIEHA TOUYKA MPOLYKTHT TPsIOBa J1a ce
W3I0JI3Ba He3a0aBHO, OCBEH aKO METOIBT Ha pa3pekIaHe HE U3KIII0YBA PUCKA OT MUKPOOHO
3aMbpcsBaHe. AKO HE Ce M3M0JI3Ba He3a0aBHO, MEPUOIBT Ha M3MOJI3BAHE M YCIOBHUITA HA ChbXPaHCHHUE
npeu yrnorpeda ca OTTOBOPHOCT Ha MOTPEOUTENSL.

Ha ce cexpanssa B ximaguwiank (2°C go 8°C). [a He ce 3ampa3zsiBa.

CobxpaHsiBaiiTe B OpUrMHAIHATA OIIAKOBKA, 3a J1a CE MPEIa3H OT CBETJIMHA.

He usxBbpisiiTe nekapcTBara B KaHAIM3alMATa WIM B KOHTEMHEpPA 3a JOMAIIHU OTHaAblu. Bamuar
MEIULIUHCKH CIIELUATIUCT LI€ U3XBBPJIH JEKapCTBATa, KOUTO BEUE HE CE€ U3MOJ3BAT. Te3u MEPKH LI
CIIOMOTHAT 32 OTa3BaHE Ha OKOJIHATA CPEa.

6. Chabp:kaHue HA ONAKOBKATA M TONbJIHUTETHA HHpopManus

Kakso cbabpxa Rybrevant

. AKTHBHOTO BEIIECTBO ¢ aMuBaHTamal. EquH ml koHIIEHTpAT 32 MH(PY3UOHEH Pa3TBOP ChIbpxkKa
50 mg amuBanTamab. Enuna ¢urakon 7 ml konmeHTpaT cpappika 350 mg amuBanTaMal.
. Hpyrure cbecraBku ca eTnieHauaMuaTeTpaoneTa kucennaa (EDTA) nunarpuesa con

quxuapar, L-xuctTuaus, L-XucTuanHOB XUIPOXIOpHUI MOHOXUApAT, L-MeTHOHNUH,
nonucop6at 80, 3axapo3a 1 BoJa 32 HHXEKINH (BUKTE TOUKa 2).

Kak m3rae:xkga Rybrevant u kakBo cbIbpika OaKOBKaTa
Rybrevant e koHIIEHTpaT 32 HHPY3MOHEH pa3TBOP U € Oe31BETHA 10 OJe10KbTa TeuHOCT. ToBa
JIEKapCTBO CE AOCTaBs B KAPTOHEHA ONIAKOBKA, ChAbpiKaIla 1 cTekiIeH GuiakoH 7 ml KOHIIEHTpAT.

Ipurexkares Ha pa3pelIeHHETO 32 yNOTPeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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IIpousBoauTen
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsl, CBBPKETC CC C JIOKAJTHUSA

NPEICTaBUTEN Ha IPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnoTpeda:

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

bbarapus

LJkoHCHH & J[xorchH bearapus” EOO/]
Tem.: +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

EArada

Janssen-Cilag ®oppokevtiky Movorpocmmnn
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: 0800 25 50 75/+33 155004003
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 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

Polska
Janssen-Cilag Polska Sp. z o0.0.
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(@yvistor.is

Italia

Janssen-Cilag SpA

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

Kvbmpog

Bapvépoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Romania
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 mocJeaHo npepasriekaaHe Ha qucTtoBkara 09/2025

JApyru u3rouHuum Ha uHopmMaums
ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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ITocouenara mo-10Jay an)opMaum[ € MpeaAHasHaYeHa CaM0 3a MCIMIIHHCKHU CICIIUAJTUCTH:

JlexapcTBEHUSAT MPOIYKT HE TPSIOBA Ja C€ CMECBA C APYTH JIEKAPCTBEHU IIPOAYKTH OCBEH CIIOMEHATHUTE
MO-A0TYy.

[IpuroTteete pa3TBOpa 3a MHTPABCHO3HA WH(Y3HUs, KATO U3ION3BATE ACENITUYHA TEXHUKA, KAKTO
cienBa:

IIpuroTssiHe

) Omnpenenere HeoOXxoaUMaTa J103a u Opos HeoOxomuMu (uiakoHu Rybrevant criopen u3XoHOTO
TErJI0 Ha namuenra. Beeku duakon Rybrevant cbabpika 350 mg amuBanTaMa0.
. IIpu npumoskeHre Ha Bceku 2 ceamuIy naruerTute ¢ terino < 80 kg momydasar 1 050 mg, a

nanueHTute ¢ Terno > 80 kg — 1 400 mg BegHBXK ceAMUYHO 3a 0010 4 103, cell KOeTo Ha
BCEKH 2 CceIMMIIN, KaTo ce 3amouHe B Ceamuria 5.

. [Tpu npunoxxenue Ha Bceku 3 ceamunm naruerTute ¢ terio < 80 kg momyyasar 1 400 mg
BEIIHBXK CEIMHUYHO 3a 001110 4 1103H, ciien kKoeTo 1mo 1 750 mg Ha Bceku 3 CeIMMIIH, KaTo ce
3amoune B Ceqmuria 7, a manueHtute ¢ Terno > 80 kg — 1 750 mg BeAHBX ceAMHYHO 3a 001110
4 no3su, cnex koeto no 2 100 mg Ha Bceku 3 ceamuIy, kato ce 3anouyde B Ceamuna 7.

o [Iposepete nanu Rybrevant pasrBop e 6e3mBereH 10 61en10KbaT. He nsnon3aiite npu Hanuyue
Ha [IPOMsIHA Ha L[BETa WIN BUJUMHU YaCTHLIH.
o W3rernere u cinex ToBa U3XBBpIeTe 00eM 0T 5% pa3TBOpP Ha IJIFOKO3a WIN HATPUEB XJIOPUA

9 mg/ml (0,9%) nmxekunoneH pa3rsop ot 250 ml nHdy3UOHEH cak, KOUTO € paBeH Ha
HeoOxonumusa o0eM Ha Rybrevant pa3TBop, KoiTo TpsiOBa 1a ce 106aBu (n3xBbpIeTe no 7 ml
pa3TBOpUTEII OT HH(Y3UOHHUS CaK 3a BCeKH (iakoH). H(pY3HOHHUTE cakoBe TpsOBa 11a ca
HarpaBeHu ot noymBHHIWIXIOPHA (PVC), momumponwien (PP), nomuetunen (PE) wu
nonuonepun (PP+PE).

o Uzrernere 7 ml Rybrevant oT Bcexu HeoOXoauM (IiakoH, ciiell ToBa I Jo0aBeTe B
uHGy3uoHHUA cak. Beeku duakon cpappika 0,5 ml u3iuinbK, 3a 1a ce rapaHTHpa J0CTaThbUYCH
o0eM 3a usrerisHe. Kpaiinusat o0eM B MHPY3HOHHUS cak TpsOBa Aa 0bae 250 ml. M3xBbpiere
HEH3I0JI3BaHaTa 4acT, OCTaHala BbB (IakoHa.

. Buaumarenno oObpHETE caka, 3a 1a c€ CMECH pa3TBOpBT. He paskiamaiite.

o [pean npuoxeHne MpoBepeTe BU3yaTHO 3a HAIMYME Ha YaCTHUIH U IIPOMsHA Ha IBeta. He
M3M0J3BaiiTe, ako ce HalmoJaBaT MPOMSIHA Ha [[BETa WM BUJUMHU YACTHILIH.

Hpunoxenne

o [Mpunoxere paszpesicHUs pa3TBOP Ype3 UHTPaBeHO3HA MH(DY3Us, KaTo U3noia3BaTe MH(y3nOoHHA
cucTema, cHabJIeHa ¢ perysaTop Ha IOTOKA U C BrPaJICH, CTEPIICH, ATUPOTCHEH (QIITHD OT
nonuetepcyiadon (PES) ¢ Hucko cBbp3Bane ¢ nporenHu (pasmep Ha nopure 0,22 uin
0,2 mukpomeTpa). CucTeMuTe 3a MPIIOKEHHUE TPSOBA 12 ObAAT HAIIPABEHU OT MOy PETaH
(PU), monmubyranuen (PBD), PVC, PP nnu PE.

. Wudy3nonnara cucrema ¢ puntep TpAdBa na ce 3apeau ¢ 5% pa3TBop Ha rimoko3a win 0,9%
pa3TBOp HA HATPHUEB XJIOPHJ MPEAHN HAYAJIOTO Ha BCska nHQpy3us Ha Rybrevant.

o He BnuBaiite Rybrevant upe3 exHa u chlila MHTpaBEeHO3HA CUCTEMa EAHOBPEMEHHO C APYTH
CpeJICTBa.

. PazpenenusT pa3TBOp TpsIOBa Aa ce MPIIOKHU B paMKuTe Ha 10 gaca (BKITIOUUTEITHO BPEMETO 3a
uH(y3us) Ha craiiHa Temmepatypa (15°C mo 25°C) u Ha craiiHa CBET/IHMHA.

. ITopaam wectorara Ha IRRs pu mepBaTa m03a amuBanTamab TpsOBa /1a ce BIUBA Ipe3

nepudepHa Bena B cenmunia 1 u ceqmuna 2. Mugy3us upe3 eHTpalieH TOCTHI MOXKE J1a Ce
npujara npe3 ciaeJBallliuTe CeIMUIIU, KoraTto pucksbT oT IRRS € mo-HUCHK.

UsxBbpasiHe
To3u exkapcTBEH MPOAYKT € CaMO 3a THOKpaTHA YIoTpeOa W HEM3ITOI3BAHUSAT JICKaPCTBEH MPOAYKT,

KOWTO HE ce MPIIOKH B paMkuTe Ha 10 Jaca, TpssOBa ga ce M3XBHPIIM B CHOTBETCTBUE C MECTHUTE
W3UCKBaHHS.

76




JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Rybrevant 1600 mg nH»keKnoHeH pa3TBOP
Rybrevant 2240 mg nH»keKIOHeH Pa3TBOP

amuBaHTama0 (amivantamab)

vTOSI/I JIEKapCTBEH MPOAYKT IHOJUICKH Ha JOMBJIHUTEIIHO Ha0moaeHre. ToBa 111e 1mo3Bou Obp30TOo
YCTaHOBSIBaHE Ha HOBa MH(OpMaIUsi OTHOCHO Oe3omacHOCTTa. MoXkeTe Ja JajieTe CBOsI MPUHOC KaTo
CHOOIINTE BCSKA HEXKETAHA PeaKIHs, KOSTO CTE MOJYyYMIN. 3a HAaYMHA Ha ChOOIIaBaHe Ha HEXEJIaHU
peaKIy BIKTE Kpast Ha Touka 4.

IIpoyeTeTe BHMMATEIHO HSJIATA JIMCTOBKA, NpeAu 1a Bu ce NpuiIoKu TOBa JIEKapCcTBO, Thil
KaTo TH ChAbP:Ka BaxkHa 32 Bac nundopmanus.

o 3amaseTe Ta3u JUCTOBKA. MOKe 1a ce HAJIOKH Ja s TPOUYETETE OTHORBO.

o AKO MMaTe HIKAKBHU JOMBJIHUTEIHNA BHIIPOCH, MOMUTANTE Barus ekap uin MeTuinHcKa
cecrtpa.

L] Axo IMOJIYYUTEC HAKAKBU HCXKCJIaHU PECAKIIUN, YBEAOMETC Bamms JICKap Wi MCIUIIMHCKA

cectpa. ToBa BKJIIOYBA W BCHYKH Bh3MOXKHHU HEKETAHU PEaKIMY, HEOTTMCAHU B Ta3U JINCTOBKA.
Bmxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakgo npeacrasnsBa Rybrevant u 3a kKakBo ce U3ona3Ba
Kakgo Tpsi0Ba na 3Haete, npeau aa Bu ce npunoxxu Rybrevant
Kax ce mpunara Rybrevant

BB3MOXHU HEXETaHU peakuu

Kak ce cpxpansiBa Rybrevant

CpbabpkaHye Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

SNk BN

1. Kaxkso npeacrasiassa Rybrevant u 3a kakBo ce n3noj3sa

Kakso npeacrasiasiBa Rybrevant

Rybrevant e npoTrBopakoBo ekapcTBo.To ChIbpika aKTUBHOTO BELIECTBO aMHBaHTaMald, KOETO
NpeACTaBIsIBa aHTUTSUIO (BUI OENTHK), MpeAHA3HAUYEHO /1a Pa3l03HaBa U aTaKyBa CIIeHUPHUIHH
MUILEHU B OpraHu3Ma.

3a kakBo ce u3noa3Ba Rybrevant

Rybrevant ce m3mno3Ba npu BB3pacTHHU C BHJ pak Ha Oenure ApoOoBe, HapeUeH ,,HeApeOHOKIEThUeH
pak Ha Oenute qpodose’’. Toil ce M3MoJ3Ba, KOTaTO PaKbT CE € Pa3IMPOCTPAHUI B APYTH YaCTH HA
opranu3ma Bu 1 e npeTbprsis1 U3BECTHU IPOMEHU B I'eH, HapeueH ,,EGFR®.

Rybrevant moxke nma Bu 0b1e ipennmcan:

. KaTo IIbPBOTO JIEKaPCTBO, KOETO MOJy4aBate 3a Baiero 3a0osBane, B KOMOUHAIHMS €
Ja3epTHHUO.
. KOIr'aTo XMMHOTepanusTa Beye He JeiicTBa cpenry Bamero 3abosBane.

Kak neiictBa Rybrevant

AKTHUBHOTO BeIleCTBO B Rybrevant amuBanTama0 ce npuienBa B ABa O€IThKa, HAMHPAILH CE BBPXY
PaKOBUTE KIIETKH:

o peuenTop Ha enuaepMannus pacrexer gaxrop (EGFR) n

o ¢axTop Ha Me3eHXuMHO-enuTeneH npexoxn (MET).

ToBa JlekapcTBO JAeWCTBA Ype3 MPUKPEIsTHE KbM Te3u OenThin. ToBa MoXe Ja 3a0aBH WIIU JIa CTIpe
pacTexa Ha paka Ha Oenure qpoOoBe. To MoXe Ja ITOMOTHE ChILO 32 HaMaJIsIBaHEe pa3Mepa Ha TyMopa.
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Rybrevant moxe ja ce npusara B KOMOWHAIWS C JPYTH TPOTHBOPAKOBH JieKapcTBa. BaykHO € chIlo
TakKa Jja MpoveTeTe M JUCTOBKUTE 3a T€3H JIeKapcTBa. AKO NMaTe HAKAKBU BHIIPOCH OTHOCHO Te€3U
JeKapcTBara, ce o0bpHeTe KbM Bamus iekap.

2. KakBo TpsidBa 1a 3HaeTe, npeau 1a Bu ce npuio:ku Rybrevant

He u3noassaiite Rybrevant

o aKo CTe aJlepru4Hu KbM aMHBaHTaMald WM KbM HSKOSI OT OCTaHAJIMTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOEHU B TOUKA ).

He u3non3Baiite TOBa JIEKapcTBO, aKO HELIO OT TOPHUTE ce OTHAcCA A0 Bac. AKo He cTe CUTypHH,

roBopeTte ¢ Bamms nexap wim MmenuuHCKa cecTpa, npeau aa Bu ce mpuiioxku ToBa JeKapcTBoO.

Ipexynpe:xaeHns u npeanasHu MepKu

T'oBopete ¢ Bamivs nekap win MeIUIIMHCKA CecTpa, npeau na Bu ce mpuioxu Rybrevant, ako:

o CTe CTpajajy OT Bh3MajeHue Ha OenuTe ApoboBe (3ab0ssiBaHe, HAPEUEHO ,,AHTEPCTHUIIHATHA
OenoapoOHa 00JIECT UM ,,THEBMOHHUT ).

Ka:xere Beqnara na Bammus jgexap niu MeTUIIMHCKA CECTPa, AKO MOJYYUTe HAKOS OT CJIeTHUTE
HEeKeJIaHM PeaKIiu, J0KATO MPHeMaTe TOBa JeKapcTBO (BUAKTe TOUKA 4 3a moBeye
HH(popManus):

o HskakBa HexenaHa peakuus, JOKaTO JIEKAPCTBOTO CE HHKEKTHPA.

o BHe3zanHo 3aTpyHEeHO AMIIaHe, KallUTMIla WK TIOBUILIEHA TEMIIEpPaTypa, KOETO MOXKe Ja
MOKa3Ba Bh3MaleHne Ha Oenute npoboBe. ChCTOSHUETO MOXKeE J1a ObJe dKUBOTO3ACTPAIIaBaIlo,
MOpaJy KOETO MEIUIIMHCKUTE CTICUANNCTH e Bu HaOmroaBaT 3a €eBEHTYATHA CHMITTOMHL.

o Koraro ce u3monssa ¢ Apyro JexapcTBO, HAPEUEHO JTa3ePTUHHO, MOXKE /1A CE MOSIBAT
JKUBOTO3aCTpalllaBallld HeXellaHu peakiuu (opaau oOpazyBaHe Ha KPbBHU ChCUPEIH BbB
BeHuTe). Bamust nexap e Bu npeanuiie 1ombIHATETHO JIEKapCTBO, KOETO J1a TOMOTHE 32
MpeIOTBpaTsIBaHe Ha 00pa3yBaHETO HA KPBBHU CHCHPEIH IO BpeMe Ha JICUEHUETO, KaKTO U IIIe
Bu HaOmonaBa 3a €BEHTyaTHH CUMIITOMH.

. Koxan mpobiemu. 3a HaMansiBaHe HA PUCKa U TEKECTTA HA KOXKHUTE MPOOIIEMH, HOCETe
3alUTHO O0JICKIIO, IpuiaraiTe mupokocnekTbpHo UVA/UVB cinbHIIE3aIUTHO CPEACTBO U
M3IIOJI3BATE PEIOBHO OBIAXKHSABAIIM KPEMOBE (3a MpernodnTane Ha 0a3ara Ha cepaMuIu WiTu
JIpPYTH ChCTaBU, KOUTO OCUTYPSIBAT MPOIBIKUTEIIHA XUIpAaTAlMI Ha KOXKaTa U He ChIbpIKaT
M3CYIIaBaIlo CPEACTBO) Ha JIUIETO U ISLIOTO TSUIO (C M3KITIOUEHUE Ha CKaJla), JOKATO
nmpuemMare ToBa JiekapcTBo. llle TpsOBa na He ce m3nmarare Ha CIBHIIE U J1a IPOJABIDKUTE J1a
MIpaBHUTE TOBA B MPOABIDKEHUE HA 2 Mecela clie/] CTUpaHe Ha JIeYeHNeTo. Bamusr ekap Moxe
na Bu npenopbya Aa 3amoyHeTe Ja nmprueMaTe aHTUOMOTHK(IIM) M aHTHCENTHK 32 U3MHUBAaHE Ha
pBIIETE U KpaKaTa CH 32 HaMaJIsIBAHE HA PHCKA U TeXECTTa Ha KOXKHHUTE TIPOOIEMH, U MOXeE Ja
Bu ntexyBa ¢ nexapcTBo(a) wim 1a Bu n3nparty mpu CrienuaivucT M0 KOXKHU 00JIeCTH
(mepmaToIor), ako MOJYYHTE KOXKHU PEaKIH MO BpeMe Ha JICYEHUETO.

. Ounn npobiiemMu. AKO UMaTe MPOOJIEMH ChC 3PEHUETO WIH O0JIKa B OUUTE, CBBPIKETE CE
BeAHara ¢ Bamms gexkap uiau MeIMIMHCKA cecTpa. AKO M3I0JI3BaTe KOHTAKTHU JICIIU U
MOJTyYNTe HOBU OYHH CHMIITOMH, CIIPETE M3IOJI3BAHETO UM U KakeTe BeAHara Ha Bamms nekap.

Jena u roHomu
He nasaiiTe ToBa MIekapcTBO Ha Jela WK FoHOIHN 1o 18-roaunmHa Bb3pact. ToBa € Taka, 3ammoTo He €
M3BECTHO JIAJIH JIEKAPCTBOTO € Oe30macHo 1 e()eKTHBHO B Ta3W BH3PacTOBA I'PyIIa.

JApyrn nexapcTBa u Rybrevant
TpsbBa na kaxkeTe Ha Bamms jgexap win MEAUIMHCKA CECTpa, aKo IpuemMaTe, HacKopo CTe pUeMalii
WJIH € B3MOYKHO J1a IpUeMaTe APYTH JIEKapCTBa.

Koutpauenuus

. Axo MoxeTe 1a 3a0peMeHeeTe, TpsOBa J1a N3N0I3BaTe e(PeKTUBHA KOHTPALICIIIIUS 110 BpeMe Ha
aedeHueTo ¢ Rybrevant u B mpoabipkeHHe Ha 3 Mecena Cliel CHUPaHeTo My.
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bpemenHoct

o [Ipenu na Bu ce npunoxku ToBa JeKapcTBO, TPSAOBA fa KakeTe Ha Bammus nexap win
MEIMIMHCKA CeCTpa, ako cTe OpeMeHHa, cMsATaTe, Y€ MOXKe Jia cTe OpeMeHHa WIIN TIaHUpaTe
OpeMeHHOCT.

. BB3M0XHO € TOBa JIEKapCTBO J1a HAaBpeaH Ha HEPOIEHOTO OeOe. AKo 3abpeMeHeeTe, T0KaTo ce

JIEKyBaTe C TOBA JICKApCTBO, KaXXeTe BeJHara Ha Bamus nekap wim MeTuimHcKa cectpa. Bue u
Bammwsr siekap 1ie penmre Jaiy 1mojizata oT JIEYSHHUETO ¢ JIGKAPCTBOTO € TO-ToJIsIMa OT PUCKa 32
Bamero nepoaeHo 6ebe.

KbpMmene

He e uzBectHO nmanmu Rybrevant npemunasa B kbpmara. [TochBeTBaiiTe ce ¢ Bamms nekap, npenu na
Bu ce npunoxu ToBa nekapcTBo. Bue n Bammat nekap mie pemmnTe Jany mojasara OT KbPMEHETO € T0-
rojsiMa oT pucka 3a Bamrero 6e0e.

Ilo¢pupane u padora ¢ MalIMHH
AKo ce 4yBcTBaTe YMOPEHH, 3aMasiHU HJIM aKO O4nTe BU ca pa3npa3HeHu wim ciel nmpuiiaraie Ha
Rybrevant 3penuero Bu e 3acernaro, He modupaiite 1 He paboTeTe ¢ MalllHHU.

Rybrevant cbabp:ka HaTpUid
ToBa JekapcTBO ChIbprKa MO-Manko ot 1 mmol Hatpuit (23 mg) Ha 1032, T.e. MOXKe Ja ce Kaxe, 4e
MPaKTUIECKU HE ChIbPKa HATPUH.

Rybrevant cbabpixa nosucopoar

Toga nekapcTBo chabpika 0,6 mg mosnmcopoat 80 BBB BCeKU ml, KOETO € EKBUBAJICHTHO Ha 6 Mg BbB
thmaxon ot 10 ml umm 8,4 mg BBB uakoH ot 14 ml. [lonucopbature Morar Ja npeau3BUKAT
aJleprudHy peakuuu. TpsoBa na kaxere Ha Bamus nexap, ako ©MaTe U3BECTHU aJIEPTHH.

3. Kak ce npuiara Rybrevant

KakBo konu4ecTBO ce mpujiara
BammsT nexap mie m3unciu mpasritHaTa 3a Bac n1o3a Rybrevant. Jlo3aTa Ha ToBa jiekapcTBoO 1I1e
3aBHCH OT TEJIECHOTO BH Terio B Hayanoro Ha TepanusaTa Bu.

[Ipenopbuurennata no3a Rybrevant e:
o 1 600 mg, ako Texxute mox 80 kg.
. 2240 mg, ako TeXUTE ToBeYe WK paBHO Ha 80 kg.

Kak ce npuniara jiekapcTBoTO

Rybrevant mmie ce npuiiara ot Jiekap WIM MEIUIIMHCKA CECTpa KaTo WHXKEKLUS MOJT KoxKaTta (TOIKOKHA
MH)KEKLUs) B IPOJBIDKEHHE Ha OKOJIO 5 MUHYTH. Ts ce ocTaBst B 00J1acTTa Ha KOpeMa, He Ha JPyTd
MecTa 110 TSJIOTO U HE Ha MecTa, KbJETO KO)KaTa € 3auepBeHa, HaTbpTeHa, 00JIe3HEHa, BTBbpIeHa WIN
MMa TaTyUPOBKH WIIH OeJe3H.

AKo ouyBcTBaTe O60JIKa 10 BpeMe Ha WHKEKTHPAHETO, JIEKAPST WM MEJUIIMHCKATa CecTpa MOXKe Ja
MPEeKbCHAT MHXKEKTUPAHETO U 1a Bu MocTaBAT ocTaHaIaTa 4acT OT MHXKEKIUATA B [pyra o01acT Ha
Kopema.

Rybrevant ce mpuinara, KakTo cieiBa:

. BEIIHBXK CEIMUYHO 32 ITBPBUTE 4 CEIMHUITH

° CJIe/] TOBA BETHBK HAa BCEKH 2 CEIMUITH, KaTO CE 3all0YHE B CEIMHUIIA 5, IOKATO TPOABIIKABATE
Jla TOJIy4aBaTe 1Moj3a OT JCUCHUETO.

.]IeKapCTBa, NPpUJIaraim 1mo BpemMe Ha JI€C4CHHE C Rybrevant 34 MOAKOKHO IMMPUJIOKEHUE

HpG,Z[I/I BCsiKa WHXXCKIIHA Rybrevant me Bu ce npuiarat JICKapCTBa, KOUTO ITOHUKABAT BPOATHOCTTA OT
pCaKknuumn, CBbp3aHu C IMMPUITOKCHUCTO. Te Moe 1a BKIIIOYBAT:

L4 JICKApCTBaA 3a aJICprudHa peaxkuusa (aHTI/IXI/ICTaMI/IHI/I)
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o JIeKapcTBa 3a Bb3MaJieHne (KOPTUKOCTEPOUIH)
o JIeKapcTBa 3a MOBHUILIEHA TeMIiepaTypa (KaTo Harp. mapamneTamon).

Moxe na ce mpuiiaraT CbII0 AOITBJIHUTCIIHU JICKAPCTBA CIIOPE] OABaTa Ha HAKOW CUMIITOMH, KOUTO
MOIXKC [1a TOJIYIUTE.

Axo Bu ce npuio:ku noseye oT Heo0xoaumarta g03a Rybrevant

Toga siekapcTBO I1Ie ce mpwiIara oT Bamms nexap wim MeIuImHCKa cecTpa. Ako Bu ce mpmnoxu
TBBPJE TOISIMO KOJIMYECTBO (TMPelo3upane), KOeTo € MajIko BEpOsITHO, BammsT nekap e nposepu 3a
HaJIMYMUC Ha HEKECJIaHU pCaKIHU.

AKO cTe MPOIYyCHAJIM Yaca CH 3a npuiokeHne Ha Rybrevant
MHoro € Ba)HO /1a cCrla3BaTe BCHYKH YTOBOPEHH 4acOoBE. AKO IIPOIYCHETE Yac, HaCpOUETe CH APYT
BB3MOXHO Hal-CKOpO.

AKO MMaTe HIKAaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bamms nexap wim MEIUIIMHCKA cecTpa.

4. Bb3MOKHH HeKeJIaHU pe€aKkuumn

Kakro Bcuukm JICKApCTBaA, TOBA JICKAPCTBO MOXKE [1a MTPCAN3BHUKA HCIKCIIaHU PCAKIIUN, BBIIPECKU Y€ HC
BCCKHU T'M ITOJTy4aBa.

CepHo3HH HeKeJIaHU peakluu
Kaxere BenHara Ha Bamust gexap uin MEAUIIMHCKA CECTPA, aKO 3a0eIeXuTe CIeIHUTE CEPUO3HU
HE)KeJIaHU peaKIuu:

MHoro 4yectu (Moxe na 3acerHat Haj 1 Ha 10 mymmm):

o [Mpu3HaIm Ha peakiys KbM WHXEKIUATA — HAIp. CTYJCHU TPBIIKH, HEJOCTUT Ha BB3JYX,
rajieHe, 3a4epBsiBaHe Ha JIUIETO, JUCKOMQOPT B I'bpANUTE U NOBUILIEHA Temreparypa. Tosa
MOYeE J]a ce CIIy4H, OCOOCHO IpH IIbpBaTta j03a. Bammsat nexap Moxe aa Bu nage npyru
JIEKapCTBa WM MOXKE JIa Ce HAJIOKH WHXKEKIUATA J1a Ce CIpe.

o Kosxnu npobnemu — Hanp. oOpuB (BKIIOYUTEIHO aKHE ), MHPEKTUpaHa KO)Ka OKOJIO HOKTHTE,
cyxa Koka, cppOex, Oonka u 3auepBsiBaHe. Tpa0Ba 1a kaxxere Ha Bamms inexap, ako
npoOJIeMHUTe € KOXKaTa MM HOKTHTE CE BIIOIIAT.

o Korato ce naBa 3aeiHO ¢ Ipyro JIeKapcTBO, HAPEUYEHO ,,Ta3ePTUHUO, MOXKe Jla ce 00pa3yBa
TpoMO BBEB BEHUTE, 0COOEHO B OenmuTe npoboBe min KpakaTa. [Ipu3HammTe Moxe 1a BKIIFOYBAT
ocTpa 00JIKa B ThPJMTE, 33][yX, yUECTEHO JIUIIaHe, 00JIKa B KPaKa U MMOJIyBaHE HA PBIETE WITH
Kpakara.

. IMpobneMu ¢ ouuTe — HAMp. CyXOTa B OUUTE, TIOJAYTH KAyl 1 ChbpOEK B OUUTE.

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

J [Tpu3Hay Ha BB3MaJIeHUE HAa OenuTe ApoOOBE - HAIP. BHE3AITHO 3aTPYAHEHO TUIIaHe, KallIua
WY TIOBHUILIEHA Temmeparypa. ToBa Ou MOrIIo a 1oBezie 10 TpaiHO yBpeXaaHe
(uaTepcTHLMANHA OenoapoOHa Oosect). BamusaT nexap Mmoxe aa pemn aa cipe Rybrevant, ako
MOJYYHTE Ta3W HEXeJlaHa PEeaKIusl.

. [Ipobnemu ¢ ouuTe - KaTo Hamp. MPoOIEMHU ChC 3PEHUETO U PACTEX HA MUTIIUTE.

. Br3nanenue Ha porosuiara (IpegHara yacT Ha OKOTO).

CJ'IG,Z[HI/ITG HCXKCJIaHU pCaKIuu CC C’LO6H_IaBaT B KIIMHUYHUTC MMPOYYBAHUA HA Rybrevant, Korarto €
npujiaralH CaMOCTOATCIIHO KAaTO I/IH(by3I/I$I BBB BCHA:

Jpyru HexelaH! peaKknuu
Kaxere na Bammus nekap, ako 3a0e1exXuTe HIKOS OT CICIHUTE HeXKEJaHH PEaKLIuH:
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MHoro yecTH (MOXe 1a 3acerHat Hax 1 Ha 10 mymm):

HHICKO HMBO Ha TPOTEHHA aIOYMHH B KPBBTa

NoJyBaHe, IPUYMHEHO OT HATPYNBaHE HA TEYHOCT B OpPraHn3Ma
yCelllaHe 3a CUIHA yMopa

paHHu B ycTarta

rajieHe

MOBpBIIAHE

3areK WId JUapust

HaMaJleH aleTUT

MOBHIICHA CTOMHOCT Ha YEPHOAPOOHNUS €H3UM aJlaHMH aMUHOTpaHcdepasa 1 acrapraT
aMHHOTpaHc(epasa B KPbBTa

3aMasHOCT

MOBHIIICHO HUBO Ha eH3uMa ankaiHa ¢ocdaTaza B KpbBTa
MYCKYJIHU OOJIKU

BHCOKa TeMIIepaTypa

HHCKa CTOMHOCT Ha KAJILUK B KPBBTa

Yectu (Moxe aa 3acerrar g0 | Ha 10 mymm):

° cToMaIIHa OOoJIKa

° HUCKO HHBO Ha KaJIHi B KPHBTA

° HUCKO HHUBO Ha MarHe3uil B KPbBTa
° XEMOPOHU/IH.

Heuectu (Moxe na 3acersat mo 1 va 100 mymm):
o si3Ba (paHa) Ha KoXKaTa.

CJ'IC):[HI/ITC HCXKCJIaHU PCaKIUHU CC C’I)O6H13BaT B KNIMHUYHUTEC MPOYYBAaHUA HA Rybrevant (npnnaraH
MK KaTo I/IH(l)y'SI/ISI BBB BCHA, WKW KaTO MHXKCKIIMS IO KO)KaTa) B KOM6I/IH3HI/IH C J'Ia3epTI/IHI/I6I

JApyru HexeJIaHU peaKuu
Kaxere Ha Bamms nexap, ako 3a0e1eKUTe HIKOS OT CIEIHUTE HEXKEJIaHH PEaKLInu:

MHoro yecTu (MOXe na 3acerHat Haz 1 Ha 10 gymmm):

HHCKa CTOWHOCT Ha OeNThKa, HapedeH ,,allOyMHUH , B KpBBTa
paHu B ycTara

YepPHOAPOOHA TOKCUIHOCT

OTOK, IPUYMHEH OT HATPYTNBaHE Ha TEYHOCT B OpraHu3Ma
yCelllaHe 3a CHiIHa yMopa

HEOOMYalHO yCellaHe 1Mo KoXkaTa (KaTo HalpuMep U3TPBIIBAHE WIM MPaBYyUIKaHE)
3areK

JTapust

HaMaJleH aneTUuT

rajieHe

HHUCKO HUBO Ha KaJIUil B KpPbBTa

MOBpBIaHEe

MYCKYJITHHU OOJIKU

HUCKO HUBO Ha KaJuil B KPbBTa

MYCKYJIHU CIIa3MH

3aMasiHOCT

BHCOKa TeMIleparypa

0oika B cTOMaxa.

Yectu (Moxe Ja 3acerHat o 1 Ha 10 gymm):
o XEMOPOUIU
o JpasHeHe Win 00JIKa Ha MSICTOTO Ha MHKEKTHPaHE
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L HHCKO HUBO Ha MarHe3uu B KpbBTa

o 3ayepBsBaHe, OAyBaHe, OeeHe Ha KoyKaTa UK 00JIe3HEHOCT, TJIABHO Ha JUVIAHUTE HIIH
cThIanara (CHHAPOM Ha MaJIMapHO-TIaHTapHA EPUTPOAU3ECTE3HSI)

o cbpOsi 0OpHB (KOTIPHBHA TPECKa)

. s3Ba (paHa) Ha KOXKaTa.

Cho01aBaHe HA He:KeJIAHU peaKlnu

AKO MoJTyuuTe HAKaKBU HEXXEJIaH! JIEKapCTBEHH Peakliy, yBeaoMeTe Bamus nexap uim MeauLIuHCKa
cectpa. ToBa BKIIFOYBA BCUYKH BH3MOXKHU HEOTIMCAHH B Ta3H JINCTOBKA HEXKEJIaHU peakinuu. Moxere
CBILO A2 ChOOLINTE HEXXETAHU PEeaKK AUPEKTHO Ype3 HALMOHAIHA CUCTEMA 3a ChOOIaBaHe B
WsmbiHUTEIHA areHnys 1o JieKapcTBaTa

yi. ,,Jlamsu I'pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo cpobiaBare HexenaHu peakiuy, MOXKETe Ja JaJleTe CBOs IPUHOC 3a [10Jy4YaBaHe Ha II0BeYe
MHQOpMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak ce chxpansiBa Rybrevant
Rybrevant 1ie ce chxpaHsiBa B OOJHHIIATA WU KIMHUKATA.
CrpxpaHsBaiiTe TOBa JIEKAPCTBO HAa MACTO, HEJOCTHITHO 3a JEIla.

He u3non3Baiite TOBa JIEKapCTBO ClE] CPOKA HAa TOHOCT, OTOEA3aH BbPXY KapPTOHEHATA OMAaKOBKA U
eTukeTa Ha (iakoHa cief ,,l ogen 10:“/“EXP“. CpokbT Ha TOAHOCT OTTOBAps Ha IMOCICIHMS ICH OT
MTOCOYCHUS MECEIl.

Ha ce cexpanssa B xmaguwiauk (2°C go 8°C). [a He ce 3ampa3zsiBa.
CoxpaHsBaiiTe B OpUTHHAITHATA OTTAKOBKA, 32 J]a C€ Mpea3u OT CBETINHA.

XuMu4yHa 1 U3nYHa CTAOUITHOCT B MEpUO/Ia HA M3II0JI3BaHE HA TIPUTOTBEHATA CIIPHHIIOBKA €
JlIoKa3aHa B pobJDkeHne Ha 24 yaca ripu 2°C go 8°C, nocnensano ot 24 gaca npu 15°C no 30°C. Ot
MHUKPOOHOJIOrMYHA TJIeIHA TOYKa MPOAYKTHT TPsOBa Ja ce M3I0J13Ba He3a0aBHO, OCBEH aKO METOABT
Ha [IPUrOTBSHE Ha J103aTa HE U3K/II0UBA PUCKA OT MUKPOOHO 3aMbpcsiBaHe. AKO HE Ce U3I0/I3Ba
He3a0aBHO, IEPHOABT Ha M3II0JI3BAHE U YCIOBUATA HA ChXPAaHEHHE Ipear yrnoTpeda ca OTTOBOPHOCT
Ha TIOTPeOUTEIIS.

He u3xBbprsiiTe nekapcTBaTa B KaHaJIU3alMATa WM B KOHTEMHEpa 3a IOMalllHU OTHaabuu. BammsT
MEIULUHUHCKH CIIELHATUCT 11I€ U3XBbPIM JIEKAPCTBATa, KOUTO BEUE HE CE€ M3MOJ3BAT. Te3u MEPKH LI
CIIOMOTHAT 3a ONa3BaHE Ha OKOJIHATA CPEAa.

6. ChabpkaHue HA ONIAKOBKATA M TONMBJIHUTETHA HHpopMaus

Kakspo ceabpxa Rybrevant

. AKTUBHOTO BeIecTBO ¢ amuBaHTamad. Exua ml pa3ztBop chabpxa 160 mg amuBantamab. Equn
(hnaxon ¢ 10 ml nmxeknroHeH pa3TBop chabpxa 1600 mg amuBanTamad. Equn diakon ¢ 14 ml
MH)KEKLIUOHEH Pa3TBOp ChAbpka 2240 mg amuBanTamao.

. Hpyrure cbecraBku ca pekoMOWHAHTHA YoBemka xuaxyponuaasza (tHuPH20), EDTA
JUHATpUEBA COJl AUXUAPAT, JIZICHa OlleTHA KHcennHa, L-MeTnoHuH, monucopOar 80, HaTpUeB
areTaT TPUXHUAPAT, 3aXapo3a U BOJa 3a WHXKEKIHH (BIXTe ,,Rybrevant cpabpika HaTpuii u
»Rybrevant ceappka momucopbat s Touka 2).
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Kak n3rie:xxna Rybrevant u kakBo cbIbp:ka onakoBKaTa
Rybrevant nmxeKknoHeH pa3TBop € 6e31BeTHA 70 01e10KbITa TeUHOCT. ToBa JIEKapCTBO Ce JOCTaBs
B KapTOHEHA OITaKOBKa, chabpxama 1 crekiieH ¢prakon ¢ 10 ml paztBop win 1 cThkieH (1akoH ¢

14 ml pastBop.

IpuTexaTtes HA pa3pelIeHHETO 32 yIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauTe
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a nonbIHUTETHA HHPOPMAIIHsS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPECTaBUTEN Ha IPUTEKATENS HA Pa3pelIeHHETOo 3a yrnorpeda:

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

bbarapus

»oKOHCBHH & JIxoHchH brarapus” EOO/
Ten.: +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

EArGoa

Janssen-Cilag @appokevtikiy Movorpdownn
A.E.B.E.

TnA: +30 210 80 90 000

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@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: 0800 25 50 75/+33 155004003
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(@yvistor.is

Italia

Janssen-Cilag SpA

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

Kvbmpog

Bapvapoc Xoatlnmavayng 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 o0.0.
Tel.: +48 22 237 60 00

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

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 mocJeaHo npepasriexaaHe Ha qucTtoBkara 09/2025

JApyru u3rouHuum Ha uHopMmauus

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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IMocoyenaTa no-go.1y nHpopManus € NpPeJHA3HAYEHA CaMO 32 MeJUIMHCKH CIIelUATUCTH:
Rybrevant 3a moikokHO PUIIOKEHHE TPsOBa 1a Ce MpHiiara OT MEAUIIMHCKH CICIIHAJIUCT.

3a f1a ce MPeAOTBPATAT JCKAPCTBEHH IPEIIKH, € BXKHO J1a CE MPOBEPSIBAT CTUKETUTE HA (IIAKOHHTE, 32
Jla ce rapaHTHpa, e Ha MalyeHTa ce JaBa MoaxoIsiaTa JjekapcrseHa gpopma (hopma 3a
HHTPABEHO3HO WJIH MOIKOKHO MPUIIOKEHNE) U 71032 CIIOpe T peAnucanneTo. Rybrevant 3a moakoxHo
NPUIIOKEHUE TPAOBA Jla Ce MpHJIara caMo Ype3 MOJAKOKHA MHKEKIIHS, KaTO Ce M3IMO0JI3Ba onpe/e/icHaTa
no3a. Rybrevant 3a moJiko)HO MPHIIOKEHNE HE € IPEeHA3HAYCH 32 HHTPABEHO3HO MPUIIOKEHUE.

To3u JICKApPCTBCH MPOAYKT HC TpH6Ba Ja ¢c€ CMCCBa C APYTHU JICKAPCTBCHU IIPOAYKTHU OCBCH

CIIOMCHATHUTE I10-0J1Y.
HpI/IFOTBeTC pa3TBOpa 3a NOAKOXHAa MHXCKIUA, KaTO U3II0JI3BAaTC aCCITUYHA TEXHHUKA, KAKTO CJICABA:

IIpurotssine

o Omnpenenere HeoOXoaUMAaTA J103a U MOIXOAAIUs (i1akoH Rybrevant 3a moaK0XHO MPUIOKEHHE
Bb3 OCHOBA HA U3XOJIHOTO TETJIO Ha MAIUECHTA.

. IMamuentute ¢ Terno < 80 kg monyyasar 1 600 mg, a narpentuTe ¢ Terio > 80 kg — 2 240 mg
BeJHBK cenmMuaHOo oT Ceamuna 1 1o 4, ciieq; K0eTo Ha BCEKU 2 CEAMMIIN, KaTO CE 3aIlI0YHE B
Cenmurna 5.

o W3Banere noaxoasmms ¢uakoH Rybrevant 3a monkoxxHo npuioxkenue ot xiaauiaauka (2°C no
8°C).

o [IpoBepete manu pa3TBOPHT € Oe3nBeTeH 10 0JeM0KBIT. He n3non3Baiite mpu Hamu4yue Ha
HETPO3pavyHH YaCTHIIH, TIPOMSIHA HA IIBETA MJIHM JPYTH YyXKJIH YaCTHIIH.

. Temmepupaiite Rybrevant 3a monkoxHo npriiokeHue Ha ctaiiHa temmepatypa (15°C mo 30°C)

B IIPOIBJDKEHUE Ha Hal-Manko 15 munyTH. He 3aTomnsiite Rybrevant 3a moakoxHo
MIPUJIOKEHUE IO HUKAKBB ApyTr HauuH. He pasknamiaiite.

o Uzrernere HeoOxoanmus 3a HHKeKTUpaHe o0eM Rybrevant 3a moAK0XKHO MPUIOKEHUE OT
(1akoHa B CIIPHHIIOBKA € TIOIXOAI pa3Mep, KaTo n3nomnsBate TpanchepHa urna. [lo-mankure
CIIPUHIIOBKH M3UCKBAT MO-MaJIKO CHJIa 10 BpEME Ha MOATOTOBKATa U MPHIOKEHUETO.

o Rybrevant 3a mo1k0HO MPUIIOKEHNE € CHBMECTHM C HH)KEKIIMOHHU UIJIH OT HEpBhKAaeMa
CTOMaHa, MOJINIPONUICHOBU U MOJMKApOOHATHHU CIIPUHIIOBKY M KOMIUIEKTH 32 OAKOXKHA
UH(QY3HS OT MOJIUETHIICH, OINYPETaH U MOJTUBUHIIXIOPHA. AKO € He00X0I1MO, 3a
HPOMUBAHE Ha HH(Y3NOHHUS KOMIIIEKT MOJKE J]a CE M3II0JI3BA M PAa3TBOP HA HATPUEB XJIOPU
9 mg/ml (0,9%).

o 3ameHeTe TpaHc(hepHaTa UTJa ¢ MOAXOISIINTE TIOMOIIHN CPEAICTBA 3a TPAHCIIOPTHPAHE U
npuinoxenue. [IpernopruBa ce H3MOI3BAHETO HA MIJIa WM KOMIUIEKT 3a HH(Y3HS C pa3Mep OT
21G mo 23G, 3a 1a ce OCHUTYpH JICCHO TIPIIIOKCHHE.

ChbxpaHeHHE Ha IPUTOTBEHATA CIIPHHIIOBKA

IIpuroTBeHaTa CIIPUHIIOBKA TPsIOBA /1a c€ MPIIIOKH He3abaBHO. AKO HE3a0aBHOTO MPIIIOKEHHUE HE €
BB3MOKHO, ChbXPaHsSBalTe MPUTOTBEHATA CIIPUHIIOBKA B XJIAIWIHUK IIpH TemrepaTtypa ot 2°C no 8°C
3a nepuo 1o 24 Jaca, cies KoeTo IpH ctaifHa temnepatypa ot 15°C no 30°C 3a nepuoa 1o 24 4Jaca.
IIpuroTBeHaTa CIIpUHITOBKA TPsiOBaA /1a Ce M3XBBHPIIU, aKO CE ChXpaHsBa IoBeue oT 24 Jaca B
XJIaJUITHUK WK TTOBeYe OT 24 Jaca Ha CTaifHa TemrepaTrypa. AKO ce ChbXpaHsBa B XJIAJIIHUK,
Pa3TBOpPHT TPSAOBA JIa IOCTHTHE CTalfHA TEMIIEpaTypa Ipear MPIIOKEHUE.

IIpocnenumoct
3a fa ce moo0pu MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHTHUAT

HOMCP Ha MPUIIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlicCBar.

UsxBbpasiHe
To3u nexapcTBEeH NPOAYKT € caMo 3a eJHOKpaTHa ynorpeda. HensmnosBaHusT 1eKapCTBEH MPOIYKT

WX OTIIAABbYHUTE MaTCpHalik OT HETO TpH6Ba Ja C€ U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE
HN3HUCKBAaHU.
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