NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



V To3u nexapcTBeH MPOAYKT MOJICKH Ha AOMBJIIHUTEITHO HAOM0IeHre. ToBa 11e o3BoIu OBp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3WCKBA J]a ChOOIIABaT BCSIKA MOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXXEJTaHW PEaKIMK BIDKTE TOUka 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Rybrevant 350 mg xoHIieHTpaT 3a HH(PY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Emunr ml ot koHIeHTpaTa 3a HHPY3HOHEH pa3TBop chabpxa 50 Mg amuBanTamad (amivantamab).
Emun ¢nakon 7 ml ceabpika 350 mg amuBanTamab.

AmuBaHTaMa0 € M3IISII0 YOBEIIKO OuctermduaHo aHTUTSUI0 Ha O6a3ata Ha umyHoroo0yimuH G1 (1gG1),
HACOYEHO CPEIIy PEeLENnTOPUTE 3a enuaepMantus pacrexxer pakrop (EGF) u perienrropute 3a
Me3eHXUMHO-enuTeneH npexoxa (mesenchymal- epidermal transition, MET), npousBesieHo B KJIeThbuHa
JuHusE 0T 603aiiHKK (YUK Ha kuTaiicku xamctep [CHO]) npu m3non3sane Ha pekomObunanTaa JJHK
TEXHOJIOTHSL.

3a IBIHUA CIIMCHK HAa TOMOIIHUTE BEIECTBA BUKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Konrnenrtpar 3a nuH(Y3MOHEH pa3TBOP
Pa3TtBopbT € 6e3uBereH 10 01ea0kbaT ¢ pH 5,7 u ocMoanutet npudausuresHo 310 mOsm/kg.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3AHUS

Rybrevant kato MmoHOTepanus € moka3aH 3a JieueHUe Ha Bb3PACTHHU MAIIMSHTH C aBaHCHUPAI
HepeOHOKIeThYeH pak Ha Oenure qpobose (HJIPB/I) ¢ akTHBHpaIM HHCEPIIMOHHHE MyTAIlUH B
ex30H 20 Ha perentopa 3a enuaepManaus pacrexed daxtop (EGFR) cien Heycriex Ha Teparust Ha
0a3ara Ha IUIATHHA.

4.2 Jlo3upoOBKa M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Rybrevant Tpsi6Ba ma ce 3amoune u HabIIFOaBa OT JIEKap ¢ OIKUT B yrmorpebara Ha
MIPOTUBOPAKOBH JIEKAPCTBEHU POAYKTH.

Rybrevant tps6Ba ia ce npusiara OT MEAUIMHCKH CHEIHATUCT MPH MOIXO/SIIH METHUIIMHCKA YCIOBUS
3a OBJIaJIsIBaHE Ha Peakinu, CBbp3anu ¢ uHdysusra (infusion-related reactions, IRRS), B ciy4aii ye
HACTBIIST TAKWBA.

IIpenu 3amouBane Ha Tepanus ¢ Rybrevant TpsiOBa fa ce ycTaHOBU MOJIOKUTENIEH MyTallHOHEH CTaTyC
oTHOCHO uHcepiuH B ek30H 20 Ha EGFR, karto ce n3non3sa Banuaupan METO]] Ha U3CieIBaHe (BX.
Touka 5.1).

EOBI/I[ZOBKa

Tps0Ba 1a ce mpuiaraT mpeMeaInKaIiy 3a HaMmansBane Ha pucka oT IRRS mpu nmeuenne ¢ Rybrevant
(Bx. mo-moay ,,IIpomsiHa Ha qo3arta‘ u ,,IIpenopbhUNTENHN ChITBTCTBAIIH JIEKAPCTBEHHU IPOIYKTH ).



Ipemoprunreanara qo3a Rybrevant e nanena B Tabmuma 1, a cxemara Ha MPUIIOKEHHE € TaJ€H B
Tab6mumna 2 (BuxTe 10-10:1y ,,CKOpOCT Ha HHPY3HUsTa™).

Tadomuua 1:  Ilpenopwsumrtenna go3a Rybrevant

TeJsiecHO TerJio HA MALMEHTA

(Ha M3X0HO HUBO ) IpenopbunTeTHA 1032 Bpoii ¢paakonn
ITox 80 kg 1 050 mg 3

Han nim paBso Ha 80 kg 1400 mg 4

* Heca HeO6XOHI/IMI/I KOPCEKIIMU Ha 103aTa 3a IocjeABaly NpoMEHHU Ha TEJICCHOTO TETJIO

Ta6auma 2: Cxema Ha nmpuiIokeHne Ha Rybrevant

Ceamuun CxemMa Ha MpUJIOKeHHE
Cenmuru 1 0 4 Benubx ceaMuuno (06110 4 103m)
Ot cenMuria 5 HaTaTHK Ha Bceku 2 cenmuiy, karo ce 3anoune B Cenmuna 5

Lpoovrocumennocm na revenueno
I[IpenopbuBa ce manuMeHTHTe Aa ce JeKkyBaT ¢ Rybrevant no nporpecus Ha 3a00JIBaHETO WM
HenprueMJINBa TOKCUYHOCT.

Ilponycuama 0osa
AKoO ce TIporycHe IJIaHupaHa /1034, TS TpIOBa Ja ce MPHUIIOXKH BB3MOXHO Haii-CKOpO M cXeMmara Ha
NPUIIOKEHHE TPSAOBA Jla Ce KOPUTHpa ChOTBETHO, 3a J1a CE MOTbpKa HHTEPBAIBT Ha JICUCHHE.

Ilpomsna na oozama

[TpunoxenueTo TpsOBa 1a ce MPEeKbCHE IPH HEXKETIAHW PEAKIINH CTeTIeH 3 Wik 4 10 0T3ByJaBaHe Ha
He)XellaHaTa peakius 10 < CTereH | Win 10 U3XOJHOTO HUBO. AKO MPEKHCBAHETO € / THU WU TI0-
MAaJIKO, TIOJTHOBETE JICYCHUETO C HACTOSAIIATA J103a. AKO MPEKHCBAHETO € MO-TIPOABKUTEIIHO OT / JIHH,
ce TpenopbuBa MOJHOBSIBAHE HA JICYCHUETO C HaMaJieHa J103a, KaKTo € npejcraBeHo B Tabmuia 3.
Bkre chII0 M KOHKpETHUTE TPOMEHH Ha JI03aTa 3a OIpe/eieHH HeXKelnann peaknuu noj Tabmuma 3.

Tabnuua 3:  IlpenopbuHTeJHO HAMAJISIBAHE HA 103aTa P HeXKeJIAHU pPeaKkuu

Jo3a caex 1-Bo | Jlo3a caen 2-po
NMpeKbCBaHe NMpeKbCBaHe

nopaau nopaau 3-TO mpeKbcBaHe
TenecHo Ter;io HeXKeJaHa HeXKeJIaHa NOpajau HelKelaHa
(na m3xoaHo HuBO) | Havajna 103a peaxkuusi peaxkuusi peaxuust
ITox 80 kg 1 050 mg 700 mg 350 mg n
Han wiu paBHO Ha 1400 mg 1050 mg 700 mg p ;y%TaHOBeTe
80 kg ybrevant

Peaxyuu, cevpzanu c ungysusma

Wudy3usara TpsoBa na ce mpekpatu npu nbpBu npusHaiy Ha IRRS. lonsnauTenHo TpsOBa aa ce

HPUIIOXKAT TTOJUIbPIKAIIN JIEKAPCTBEHHU MPOILYKTHU (HAIp. TOMBIHUTEIHO INTIOKOKOPTHKOM/IH,

AQHTUXUCTAMUH, QHTUIIUPETHIN U aHTUEMETHIIN) CIIOpe] KIIMHUYHUTE TToKa3aHus (BK. Touka 4.4).

o Crenen 1-3 (neku-texxkn): Ciel 0T3ByYaBaHe HAa CUMIITOMHTE NoHOBeTe nHpy3usara ¢ 50% ot
NpEIMIITHATA CKOPOCT. AKO HSMA JIPYTH CUMIITOMH, CKOPOCTTa MOXKE JIa C€ YBEIIUYH Ha
npenopburTesiHaTta cKopocT Ha uHpy3us (Bxk. Tadbmuna 5). [Ipu cnenpamiara q03a TpssOBa jaa ce
NPUIIOKAT CHITBTCTBALIM JIEKApCTBEHH NpoAyKTH (BK. Tabmuua 4).

o [ToBTOpHA MOsIBa HA peaklUK CTENeH 3 WK cTeneH 4 (kuBoro3acTpanraBainy): OKOHYATEIHO
npeycTaHoBeTe JiedeHneTo ¢ Rybrevant.

Peaxyuu na xoorcama u Hoxkmume

AKO NaIMeHThT MOJTyYU PEeaKIHs Ha KOXKaTa MM HOKTUTE CTeNeH 2, TpsiOBa Ja ce 3aroyHaT
noaabpKaity rpwku. [Ipu nunca Ha mogoOpeHue ciiell 2 CeIMUIY TPsAOBa Ja IOMHUCIIH 33 HaMaJICHHE
Ha go3ara (Bxk. Tabnmuia 3). AKO MAlMEHTHT MOIYYH PEaKInsI Ha KOKaTa UIIH HOKTHTE CTEIEH 3,
TpstOBa J1a ce 3aMOYHAT MOIABPIKAIIM IPUXKH U J1a ce 0OMHCIM pekbeBane Ha Rybrevant mo
mojgo0penHre Ha Hexelnanata peakis. Cieq Bb3CTaHOBSIBAHE Ha PEaKIUATA Ha KOJKAaTa MIM HOKTHUTE




10 < cTeneH 2 npuinokeHnero Ha Rybrevant tpsOBa 1a ce mogHOBH ¢ HaMajleHa 103a. AKO MAI[MEHTHT
MOJTy4YH PEaKIMU Ha KOXKaTa CTeeH 4, OKOHYATEIHO NpeycTaHoBeTe Jeuennero ¢ Rybrevant (sik.
Touka 4.4).

Hnmepcmuyuanua 6enoopobra borecm

Jleaenueto ¢ Rybrevant TpsOBa BpeMeHHO J1a ce cripe IIpu ChbMHEHHE 32 MHTEPCTHIIMAIHA OeTToIpoOHa
6onect (Ubb) unu Ubb-nogo6uu Hexenanu peakuuu (THEBMOHUT). AKO C€ IOTBBbPAH, Y€ MAUCHTHT
uma VBB nin MBb-nono6Hu Hexemanu peakiyu, (Hamp. MHEBMOHUT), OKOHYATEIIHO MPEYyCTaHOBETE
neuerneto ¢ Rybrevant (Bx. Touka 4.4).

IIpenopvuumennu cvnvmcmeauu 1eKApCmMeeHu nNPOOVKmu

Ipenn undysusara (Ceamuna 1, Tuu 1 u 2) TpsOBa 1a ce MPUIOKAT AaHTUXUCTAMUHH, aHTHITHPETUIINA
1 TITFOKOKOPTHKOUIM 33 HaMasBaHe Ha pucka ot IRRs (Bxk. Tabmuma 4). [Ipu nocneaBanure 1034
TpsAOBa Ja ce MpuUjIaraT aHTUXUCTAMUHY U aHTUITHUPETHIIM. AHTUEMETHIIN TPIOBa J1a ce Mpuiiarar mpu
HYX/1a.

Tabauna 4:  Cxema Ha NPUJIOKEHHE HA MPeMeTNKAINS
IIpenopbunTeseH
HHTepBaJ OT BpeMe
IbT HA Npean NpPUJoKeHue
Ipemennkanus Ho3a MPUJIOKEHUE Ha Rybrevant
AHTHXHCTAMUH Nudbenxuapamun (25 1o 50 mg) | HuHTpaBeHO3HO 15 o 30 MunyTH
WJIU €KBUBAJICHT ITepopaimo 30 o 60 MuHYTH
AnTHmEpeTHI I[Tapaneramos/aneraMmuHOheH HHTpaBeHO3HO 15 o 30 MunyTH
(650 mo 1 000 mg) [epopanno 30 o 60 munyTH
Hexcameraszon (10 mg) wiu
TmokokopTukoua* | Metuanpeaansonod (40 mg) wnmu | MHTpaBeHO3HO 45 no 60 munyTH
€KBHBAJICHT

*  HeoOxoauM NpH BCHYKH J03H.

1 Heobxomum npu HavanHara go3a (Ceamuna 1, Tau 1 u 2); He3aXbDKUTEIHO MPH MOCISIBALINTE T03H.

CrernuansHu MoIyJIalHl

[eduampuunu nonynayus
Hsma cboTBeTHA ynoTpeba Ha aMUBaHTaMal MPH MeuaTpUvHaTa MOMyJIalys 3a JeUeHUe Ha
HeAPEeOHOKIICTHYCH paK Ha OesnuTe IpodoBe.

Cmapuecka sv3pacm
He ca HeoOxoanmu KOpeKIiK Ha jo3ara (Bxk. Touka 4.8, Touka 5.1 u Touka 5.2).

Bvbpeuno yspexcoane

He ca npoBexxaanu opuIMaIHy IPOyYBaHUs Ha aMUBaHTaMa0 MPH MAIMEHTH ¢ ObOPEYHO YBPEKIaHE.
B®3 ocHoBa Ha momynaronan Gpapmakokunetndnu (PK) anannsu He ¢ He0OX0IUMAa KOPEKITUS Ha
Jto3aTa MpHy MaIUeHTH C JIeKa WK yMepeHa cTeneH Ha Ob0pevyHo yBpexaaHe. Heodxoammo e
MTOBUITIICHO BHUMAHWE MPHU MAITUEHTH C TeKKA CTEIICH Ha ObOpPEdHO yBpeXkKaaHe, Thil KaTo
amuBaHTamMab He € MPOyYBaH IPH Ta3H MOIMYJIalns MalueHTH (BX. Touka 5.2). AKo ce 3amouHe
JICYCHUE, MAMEHTUTE TPAOBa J1a ce HAOJI01aBaT 3a HEXKEJIaH! PEaKIUU C IPOMSIHA Ha JI03UTE CIIOpe]
MIPENOPBKUTE TTO-TOPE.

YepnoopobHo vepesrcoane

He ca nposexaanu opuuyainy npoyyBaHusa Ha aMUBaHTamMal MPH MalMEHTH ¢ YepHOAPOOHO
yBpexxaane. Bp3 ocHoBa Ha momynannoran @K ananu3u He € HE00X0AMMa KOPEKIXS Ha J103aTa MpU
TIAI[MEeHTH C JIeKa CTEeTIeH Ha YepHOAPOOHO yBpexaane. Heo6xonnmMo e moBHIlIeHO BHUMAaHHUE TIPH
MalMeHTH C YMEpPEeHa WK TeXXKa CTeleH Ha YepHOIPOOHO yBpeXXJaHe, Thil KATO aMHUBaHTamMald HE €
HPOYYBaH IPH Ta3H MOMyJIANKUs HaleHTH (BXK. Touka 5.2). AKO ce 3alo4He JeUYeHUE, MallUeHTHTE
TpsiOBa J1a ce HaOJII0aBaT 3a HEXEJIaH! Peakl|y C IPOMsIHA Ha J103aTa CIopell IPENopbKUTE O-Tope.




Hauws Ha npunoxenue

Rybrevant e 3a uaTpaBeHo3HO NpHiIoKeHUe. ToH ce mpuiara KaTo MHTPaBEeHO3HA HHPY3USI Clie]
paspexiaHe che cTepriieH 5% pa3TBop Ha ritoko3a wim Hatpues xiopua 9 mg/ml (0,9%)
WHXXCKIMOHEH pa3TBop. Rybrevant tpsioBa na ce mpuara ¢ BrpajaeH QGuitThbp.

3a ykazaHus 3a pa3pexJiaHe Ha JeKapCTBEHUS MPOAYKT MPEU MPUIOKECHUE BIXKTE ToUKa 6.6.

Ckropocm Ha undysuama

Crnen pa3pexxaane nHy3usITa TpsiOBa Ja ce Impuiiara HHTPaBeHO3HO ChC CKOPOCT, MPEACTaBeHa B
Tabmuua 5 nmo-goxy. [lopanu yectorara Ha IRRS npu nmbpBaTa n03a, aMuBanTamab TpsiOBa 1a ce BIvBa
npe3 nepudepHa Bena B Ceamuua 1 u Ceamuna 2. Uady3us upes3 neHTpalieH JOCTHI MOXE /1a ce
IpyIara mpe3 CIeABAIINTe CEAMMIIN, KoraTto pucksT oT IRRS e mo-uuchk (BXK. Touka 6.6).
[IpenopbuBa ce mbpBaTa 403a Aa C€ MPUTOTBH BE3MOKHO Hall-CKOPO MpeIy MPUIIOKEHUETO, 3a Ja Ce
YBEJIUYN MaKCHUMAJIHO BEPOSITHOCTTA OT 3aBbplIBaHe Ha MH(]y3usaTa B cinyyaii Ha IRRS.

Tabauma 5: Ckopoct Ha HHPY3usTA NPHU NpuJiokeHne Ha Rybrevant

Jo3a 1 050 mg
Ceamuna Jo3a Havanna IMocnexBama
(na cak ot 250 ml) CKOPOCT Ha CKOPOCT Ha
HHPy3HuATA uuys3usTat

Ceamuua 1 (magy3us ¢
pasiesiena j103a)

Cenmurna 1 [len 1 350 mg 50 ml/hr 75 ml/hr

Cenmura 1 Jfen 2 700 mg 50 ml/hr 75 ml/hr
Ceamuna 2 1050 mg 85 ml/hr
CaeaBaiuy ceAMUIN 1050 mg 125 ml/hr

1400 mg go3a
Ceamuua Ho3za Hauanna MMocaeaBama
(ma cax ot 250 ml) CKOpOCT Ha CKOPOCT Ha
uHy3usiTa nHdysusnra*

Cenvuna 1 (undysus ¢
pasiesiena 103a)

Cenmvuna 1 /len 1 350 mg 50 ml/hr 75 ml/hr

Cenmvuna 1 /len 2 1050 mg 35 ml/hr 50 ml/hr
Ceamuna 2 1400 mg 65 ml/hr
Cenmunia 3 1400 mg 85 ml/hr
CueaBauu ceiMUIM 1400 mg 125 ml/hr

*  Cnen Cenmuna 5 1o3ara Ha TAUEHTHUTE CE TIPUJIara Ha BCEKH 2 CEIMUIIH.

i Ilpu mumnca Ha IRRS cren 2 gaca yBenmueTe HagaaHaTa CKOPOCT JI0 MOCIIEABAIIaTa CKOPOCT Ha HHDYy3usTa
4.3 IIpoTuBOomOKAa3aHUS

CBpPBXUYBCTBHTEITHOCT KbM aKTUBHOTO(UTE) BEIIECTBO(2) MM KbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CneuuaJHu npeaynpe:kaeHus ¥ NpeAna3Hu MepKH NpH ynorpeda

IIpocnenumoct
3a fa ce moIo0pH MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M APTHTHUAT

HOMCP Ha MMPUIJIOKCHUA TPOAYKT Tpﬂ6Ba SICHO Ja CC€ 3aI1icBar.

PeaKIH/H/I, CBBP3aHU C I/IHd)V3I/I$ITa
Peakiuu, CBbp3aHu ¢ MHY3UATA, YECTO BH3HUKBAT TPH MAIMEHTH, JICKYBaHU ¢ aMuBaHTamal (BK.
Touka 4.8).

[penn Havyannara uHy3us (Cenmuna 1) TpsOBa 1a ce MPUIIOKAT AHTUXUCTAMUHU, aHTUITHPETHUIIN 1
TIIIOKOKOPTHKOUIY 32 HamalsiBaHe Ha pucka oT IRRS. IIpu nocnensamure no3u TpsidBa na ce



MpuUarat aHTUXMCTAMUHU M aHTUIHpeTHin. Jlo3aTa 3a HayaiHaTa MHQY3Us TpsOBa 1a ce mpuiiara
pasaeneHa Ha ABe yact B Ceamuiia 1, len 1 u 2.

[Tarmentute TpsOBa J1a Ce JCKYBAT MPH MOIXOSIIN MEIUIIMHCKU YCIOBUs 3a jieueHne Ha IRRS.
Wudyzunte TpsOBa 1a ce MpeKbCHAT NpH MBPBUS npu3Hak Ha IRRS HezaBrcHMoO OT TexecTTa, a ciex
UH(Yy3uATa TPIOBA Jla ce MPHIIOKAT JIEKAPCTBEHHU MPOIYKTH, KAKTO € KIMHUYHO 1mokasaHo. Cien
OT3ByuYaBaHE Ha CUMNTOMUTE HH(pYy3uATa TPsiOBa na ce nogHoBu ¢ 50% ot npeauniHaTa ckopoct. [pu
nosropar IRRS cremen 3 wim cremnen 4 neuennero ¢ Rybrevant tpsoBa okoH9aTeHO Aa ce
npeycTaHoBH (BK. Touka 4.2).

Hntepcrunmanna 6enoapobHa dosect

Wurepcruimania 6enonapobra 6onect (MBB) i MBb-nogo6Hu Hexenanu peakiuu (Harp.
ITHEBMOHMT) C€ ChOOIIaBaT IpH MAIUCHTH, JICKYBaHH ¢ amuBaHTamMad (Bxk. Touka 4.8). [lanmenture
TpsiOBa J1a ce HabIoJaBaT 3a CUMITOMH, ToKa3aTenHu 3a UBB/mHeBMOHUT (HAmp. TUCIIHES, KAIUTUIIA,
HOBHIIICHA TeMIiepaTypa). [Ipu pa3BuTre Ha CUMIITOMH JieueHHeTo ¢ Rybrevant tpsiosa aa ce
MpeKbCcHE AoKaTo ObaaT m3cnensanu. [Ipu cemuenne 3a bbb nnn Mbb-mogo0Hu HexxenaHu peakiiun
TpsiOBa J1a ce M3BBPIIM OIICHKA U TPH HY’X/a TPsOBa [1a ce 3alovHe MOXO0/SII0 JieueHue. Rybrevant
Tps0Ba J]a ce MPEeyCTaHOBU OKOHYATEIIHO MPH ManueHTH ¢ noTBspaeHu Mbb nnmn Ubb-mono6un
HeXenanu peakiun (Bx. Touka 4.2).

Peaknuy Ha K0)KaTa U HOKTUTE

OO6puB (BKJIFOUUTEIIHO aKHEH(DOPMEH JIepMATHUT), ChbPOSIK U CyXa KOXa ce HabJIro1aBat MpH MallueHTH,
JeKyBaHu ¢ aMmuBaHTaMa0 (Bxk. Touka 4.8). [TanenTuTe TpsiOBa 1a C€ MHCTPYKTUPAT Ja OrpaHuyYaT
M3JIaraHeTOo Ha CIBHIIC M0 BpeMe Ha M B MPOIBbIDKEHHE Ha 2 Mecena cief Tepanus ¢ Rybrevant.
I[IpenopbuBa ce HOCEHETO Ha 3aIIUTHO 00JICKIIO U yroTpeba Ha mmpokocnekTbpao UVA/UVB
CITBHIIE3ALIUTHO CPEACTBO. 32 CyXHUTE yYacThIM Ha KOXKATa C€ NPENopbhUBa OMEKOTSBAII KpeM 0e3
AJKOXO0JI. AKO c€ TIOSIBAT KOXKHH PEaKIUH, TPSAOBa Ja ce MpuiIarar JIOKAJIHH KOPTUKOCTEPOHUIU U
JIOKAJTHH W/WJIH TTEPOpaTHU aHTHOHOTHIN. [Ipy ChOUTHS CTENeH 3 UM CTETEH 2, KOMTO CE MTOHACAT
TEXKO, TpsIOBa J1a ce MpuiIaraT ChIO U CHCTEMHU aHTUOMOTHUIIM U niepopanHu crepouu. [lanmenture
C TeXbK OOPHB C aTUIHYCH BUJI WK Pa3lpOCTPaHEHHEe WITK MPH JIMIICa HA TOI00peHre B paMKHTE Ha
2 cemMUIM TPsOBA Ja ce HAacoJaT He3abaBHO KbM jaepMatosior. Jloszara Ha Rybrevant tpsioBa na ce
HaMaJy, IPUWIOKEHUETO Aa Ce MPEKbCHE WIIM /1 CE IPEYCTAHOBH OKOHYATEIIHO B 3aBUCHUMOCT OT
TeskecTTa (BXK. Touka 4.2).

CpobiaBa ce 3a TokcuuHa enuaepmanna Hekponusza (TEN). JleueHneto ¢ TO3H JIeKapcTBEH MPOIYKT
Tps0Ba Ja ce MpeyCcTaHoBH, ako ce moTBbpau TEN.

Hapyuienus Ha ounte

Hapymienus Ha o4ynTe, BKIIOYATEIHO KEPATHT, ca HAOII0JaBaHH P MAIMEHTH, JISKYBAaHH C
amuBaHTamab (Bxk. Touka 4.8). [lanmeHTHTe ¢ BIIOIIIABAaHE HA OYHUTE CUMITTOMH TPsIOBa He3a0aBHO Jia
ce Hacoyar KbM O(TaIMOJIOT, KaTo Te TPsAOBa J1a MPEyCTaHOBAT yrnoTpedara Ha KOHTAKTHH JICHIH JI0
OLICHKA Ha CHMIITOMUTE. 3a IPOMSHA Ha J103aTa IIPHU HapyIICHUS HA OUUTE CTEIICH3 WK 4 BIKTE
Touka 4.2.

CopabpkaHue Ha HATPUH

To3su ekapcTBEH MPOAYKT ChABPXKA Mo Manko oT 1 mmol Hatpwmii (23 mg) Ha 103a, T.€. MOXKe Ja ce
Kake, 4e MPaKTUIEeCKH He ChIbpika HaTpui. To3u IeKapcTBeH MPOIYKT MOXKE a C€ pa3perk/ia C
HaTpues xjopua 9 mg/ml (0,9%) undys3roneH pa3rop. Tosa TpsOBa 1a ce B3eMe IIPEABU/I IPU
NalMEeHTH Ha JMeTa C KOHTPOJIMPAH IPHUEM Ha HaTpuil (BK. Touka 6.6).

45 BzamMmopeiicTBHE ¢ IPYTrd JeKaPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

He ca npoBexxaanu mpoyuBaHus 3a JiekapcTBeHuTe B3aumoeiicTeus. Karo 1gG1 MmoHOKIOHAITHO
AHTUTSIIO € MAJIKO BEPOSATHO OBOpeUHATa EKCKPEIUs U METa0OIU3MbT, MEAUUPAH OT YEPHOIAPOOHUTE
€H3UMHHU J1a Ob/IaT OCHOBHH ITBTHUINA HA SIIMMUHUAPAHE HA WHTAKTHHUS aMmuBaHTaMal. [lopaau ToBa He
Ce OYaKBa BapHAIUUTE B JICKAPCTBO-META0OIH3UPAIINTE CH3UMH J1a TIOBIHUAAT SIMMHHAPAHETO HA



amuBanTama0. [Topaau Bucokus adpuHuTeT KbM YHUKAICH enuton Ha EGFR u MET He ce ouakBa
aMHBaHTaMal Jia BIUsE Ha JICKapCTBO-METa0O0IU3UPAIIUTE CH3UMH.

Bakcunu

JlunicBat KIMHUYHYU TaHHM 332 e(PUKACHOCTTA U O€30IIaCHOCTTA HAa BAKCHHAIIMHTE TIPH TAITUCHTH,
pueMaIiy aMmuBaHTamMab. M30arBaliTe MPHIIOKCHUETO Ha )KWBH TN )KUBH-aTCHIONPAHU BAKCHHHU TTPH
MAIUCHTH, IPUEMAIlld aMHUBaHTaMa0.

4.6 @epTHIHTET, OPEMEHHOCT U KbpMeHe
JKeHu ¢ eTepoieH NOTeHIMAN/ KOHTPAIICTIIHS

JKennre ¢ geTepoaeH MOTEHITHANT TPSOBA Ta M3MOJ3BaT e(PeKTUBHA KOHTPAILICTIIHS 110 BpeMe Ha U B
MPOJBIDKCHUE Ha 3 Mecella clie] CITMpaHe Ha JICYSHUETO C aMUBaHTaMao.

BpemenHoct
JlumcBar naHHM TIpH XOpa 3a OIIeHKa Ha PHCKa OT yrnoTpebdaTa Ha aMHBaHTaMab 1Mo BpeMe Ha

OpemenHocT. He ca mpoBexaHu penpoayKTHBHU MPOYYBaHUsI ITPU )KUBOTHH 3a MOJTy4YaBaHe Ha
uH(OpMALUsI OTHOCHO PHCKA, CBBP3aH C JIEKapCTBOTO. [IprokeHneTo Ha BemecTBa, HHXUOUpAIIn
EGFR u MET, npu 6peMeHHN KHUBOTHHU BOJH JI0 MIOBUIIIEHA Y€CTOTA Ha HAPYIICHUE Ha
eMOprodeTatHo pa3BUTHE, EMOPHOHATHA CMBPTHOCT U abopT. [lopaau ToBa, Bb3 OCHOBA Ha
MEXaHU3Ma My Ha JICHCTBUE M HAXOJIKUTE MPH MOJICIIH MPH KUBOTHU, aMHBaHTaMa0 Ou MOT'BJ Jia
npuyuuHA (peTarHo yBpekaaHe, KOraTto ce mpuiara Ha OpeMeHHa keHa. AMUBaHTamMal He TpsOBa Ja ce
Ipuiara 1o BpeMe Ha OpeMEHHOCT, OCBEH aKO He Ce CUMTa, Ye 110J13aTa OT JIEYECHUETO Ha JKeHaTa
HaJXBBPJIs OTEHIMAIHUTE PUCKOBE 3a IUI0Ja. AKO MalMeHTKa 3a0peMeHee, 10KaTo MoJIy4aBa TO3H
JIGKapCTBEH MPOIYKT, T TPsiOBa 1a Ob/ie HHGOPMHUpaHa 3a MOTSHIMATHUS PHUCK 32 muioaa (BxK.

Touka 5.3).

KospMmene
He e u3BecTHO manu aMmuBanTamal ce eKCKpeTupa B KbpMara. M3BecTHO e, ye yoBeniku IgG ce

€KCKpeTHpaT B KbpMaTa Mpe3 MbPBUTE HAKOJIKO JHH CIIEJl PaXXAaHETOo, KaTO CKOPO CIIE] TOBa
KOHIIEHTpaIMuTe HamassaBaT. He Moyke /1a ce M3KITI0UM PUCK 32 KbPMaUyeTo M0 BpEME Ha TO3M KpaTbK
NepUOJ] HEMOCPEICTBEHO CIIE/ PaXKIaHETO, BBIPEKH ue BeposATHO IgG ce pasrpaxaaTt B CTOMAILIHO-
YpeBHUS TPAKT U He ce abcopOupart. TpsadBa na ce B3eMe pelIeHUe Jalu a ce PEyCTaHOBH
KbPMEHETO WJIH JIa CE MIPEyCTaHOBU/HE Ce MPHUIIOKH TepaIrusiTa ¢ aMABaHTaMal, KaTo ce B3eMaT
IpeaBH]I 10J13aTa OT KbPMEHETO 3a JETETO U [0J13aTa OT TepamnusiTa 3a )KeHaTa.

DepTrIIATET
JluricBaT JaHHW OTHOCHO ebeKkTa Ha aMHBaHTaMad BbpXY QepTuiuTeTa nmpu xopa. EQekture Bopxy

MBKKHUS M KESHCKUS PEPTHIINTET HE Ca OLEHIBAHU IPH [IPOYYBAHUS IPH KUBOTHH.
4.7 EdexTu BbpXy ciocod0HOCTTA 32 moupaHe U padoTa ¢ MAIIUHA

Rybrevant moxe 1a moBnusie B ymepeHa CTeleH CriocoOHOCTTa 3a mogpupane u padoTa ¢ MalIWHH.
Moutst, BikTe Touka 4.8 (Harp. 3aMasiHOCT, YMOPa, 3pUTEITHO HApyIIeHHE). AKO MAI[HEHTHUTE MOTydaTr
CUMIITOMH, CBBP3aHU C JIEUEHUETO, BKIFOUNTEIIHO HEXKENIAHN PEaKLIii, CBBP3aHU ChC 3PEHUETO, KOUTO
MOBJIMSIBAT CIIOCOOHOCTTA MM J1a c€ KOHLIEHTPHUPAT U Jla pearupar, Ipernopbusa ce Te 1a He modupar u
Jia He paboTAT C MaIlIMHY JI0 OT3By4YaBaHe Ha e(eKTa.

4.8 Hexenanu JieKapCTBeHH peaKuH

Pestome Ha npoduia Ha 6€30MacHOCT

Haii-yecTuTe HEXENaHU Peakluy OT BCHYKH CTerieHH ca 00puB (76%), peakiiu, CBbp3aHH ¢
uHpysusra (67%), TokcuyHocT 3a HOKTHTE (47%), xunoanoymunemus (31%), orok (26%), ymopa
(26%), cromatur (24%), ranene (23%) u 3amnek (23%). Ceprno3HnTe HEXETAHN PEAKIMN BKIIOUBAT
WBB (1,3%), IRRs (1,1%) u 06puBs (1,1%). Tpu mporeHTa OT MaI[MeHTHTE IIPEYCTAHOBIBAT
nprIokeHneTo Ha Rybrevant nopamu Hexenanu peakimu. Haii-uecTite HexXenaHu peakiiu, BOACIIH
10 TIpeyCTaHOBsIBaHe Ha JeueHneTo, ca IRRs (1,1%), BB (0,5%) u toxcuunoct 3a Hoktute (0,5%).




CHHCBK Ha HEXXEIIAHNUTE PEAKIIMN B TAOJIHUEH BU
B Ta6nura 6 ca 00001eHN HeXENaHUTE JICKAPCTBEHU PEaKIMU, KOUTO Bh3HUKBAT MPH MAIUCHTHUTE,
MoJTy4JaBaliy aMuBaHTamao.

JlaHHUTE OTpa3sABAT EKCIO3MIMATA HAa aMmuBaHTaMab rpu 380 MalMeHTH C JIOKAIHO aBaHCHPAJ WIIH
MeTacTaTH4YeH HePEOHOKIEThYCH paK Ha OeuTe Ipo0oBe Clie] HeyCleX Ha XUMUOTEpanus Ha 6a3ara
Ha riatuHa. [lanuentuTe nony4yasat amuBanTamab 1 050 mg (mpu manuenTtu < 80 kg) wm 1 400 mg
(mpu marmenTn > 80 Kg). MeananaTa Ha ekcrro3unus Ha amuBanTaMab e 4,1 mecena (muamason: 0,0 1o
39,7 mecerra).

Hesxenanute peakuny, HaOMI0IaBaHK N0 BpeMe Ha KIIMHUYHUTE TIPOYYBAHMsI, ca U30POCHU MO-10Ty

1o KaTeropus mo yectora. Kateropuure mo yectora ca onpeesieHH KakTo CleZiBa: MHOTO YECTH

(> 1/10); wectu (> 1/100 no < 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 HATMYHATE TaHHU HE MOXKE /1a ObJie HallpaBeHa
OLIEHKA).

B paMkuTe Ha BCSKO IpyNHUpaHe MO YECTOTa HEXKETaHUTE PEAKLUH ca IPEICTaBEHH 110 pela Ha
HaMaJsiBala Cepro3HOCT.

Taﬁ.lmua 6: Hexenann PECAKIMH ITPH MALUECHTH, IMOJYyYaBaAlIn aMHBaHTaMa0

CucremMo-opraneH Kjiac Benukn Crenen 3-4
Hesxenana peakuust Kareropus no CTemeHH (%)
4ecToTa
(%)
Hapymienunsi Ha MeTa00J1M3Ma U XPaHEHETO
Xwumoanoymunemus® (Bx. Touka 5.1) MHoro Jectn 31 2"
Hamanen anetut 16 0,5"
XUTIOKAIITUEMUS 10 0,3
XUnoKaJIneMust Yectn 9 2
XuInoMarHe3uemMust 8 0
Hapyuienusi Ha HepBHATa cUCTeMa
3aMasgHoCT® | Muoro wectn | 13 | 0,3
Hapymienusi Ha ouure
3puTenHo HapylieHue" Yectn 3 0
Pacrexx Ha murnmre” 1 0
Jpyru HapymieHust Ha ounte” 6 0
Kepatut Heuectn 0,5 0
VBeur 0,3 0
PecninpaTopHu, IpbIHM M MeTHACTHHAJIHH HAPYIIEHHSI
WnTepcrunmanua 6enoapodHa 6onect® Yectu | 3 | 0,5
CroMalHO-YpeBHH HAPYLIEHHS
Jnapus MHoro yectu 11 2"
CroMaTuT™ 24 0,5
lanene 23 0,5
3anex 23 0
[ToBpbiane 12 0,5
Kopemna 6onka® Yectn 9 0,8
XenaToOMIMAPHU HAPYIIEHHUS
[loBuiieHa aaHWH aMUHOTpaHc(epasza MHoro yectn 15 2
[loBumieHa acraprat aMMHOTpaHchepasa 13 1
[loBumiena ankanHa gocdarasa B KpbBTa 12 0,5
Hapymienunsi Ha KoKaTa ¥ MOJAKOKHATA ThKaH
OGpus" MHoro uecTn 76 3
TOKCHUYHOCT 32 HOKTHTE" 47 2"
Cyxa koxa“ 19 0
Coplex 18 0




TokcuyHa enuaepMaIHa HEKPOIu3a | Heuectn | 0,3 | 0,3

Hapyuleﬂml Ha MYCKYJIHO-CKEJIETHATA CUCTEMA U CHbCAMHUTETHATA ThbKAH

Muanrus | Muoro wectn | 11 | 0,3
OO0 HapymieHus: M e)eKTH HA MSICTOTO HA MPWIOKEHUE

Orox” Muoro yectn 26 0,8

Vmopa" 26 0,8
HapaunsiBanusi, oTpaBsiHMsI ¥ YCJI0KHEHNS, Bb3HUKHAJIM B P€3YJITAT HA HHTEPBEHIHH

Peaxkiusi, cBbp3ana ¢ nHGY3MsITA | Muoro wectn | 67 | 2

Camo crbuTHs cTeneH 3
XunoandyMUHEeMHs: HaMaleH al0yMUH B KPbBTa, XUIIOATOYMUHEMUS

o o %

3aMasHOCT: 3aMasHOCT, 3aMasHOCT [IPH YCHIIHE, BEPTUTO

3pHUTENHO HapyIICHHE: 3aMbIJICHO 3peHIe, HaMalleHa 3pUTENHA OCTPOTA, 3PUTEITHO HapyIICHHE

PacTex Ha MUTIIUTE. pacTeX HA MUTJIUTE, TPHXOMET s

Jpyru HapylieHus Ha o4uTe: OiedhapuT, KOHIOHKTHBAJIHA XUIICPEMHs, Ipa3HEeHe Ha POrOBHIIATa, CYyX0Ta B OUHUTE,
SIHCKIICPHUT, HApYIICHUE Ha OYKTE, ChPOEK B OUUTE, HeHH(EKIMO3eH KOHIOHKTUBHT, OYHA XUIIEPEMHUSI
Hutepcrunmanta 6enoapodHa 60IecT: HHTepCTUIHATHA 6eslo[poOHa 60JIeCT, THEBMOHUT

Cromarut: adTo3Ha 513Ba, XSHIUT, TIIOCUT, pa3si3BIBaHE HA YCTHHUTE, pa3s3BsiBaHe HA yCTaTa, Bh3IMAICHHAE HA
JIMTaBHIATa, CTOMATHT

Kopemna 6onka: xopemeH auckomMdopT, KopeMHa 00Jika, 00JIKa B JOJHHUTE OTIEIN Ha KOpeMa, 00JIKa B TOPHUTE
OT/IeNU Ha KOpeMa, EMUracTpaieH IUCKOM(OPT, CTOMAIIHO-YpeBHA O0TKa

OOpHUB: aKkHe, IEPMATHUT, aKHEU(POPMEH IEPMATHT, EPUTEM, epuTeMa My ITH(hOpME, HOIHKYIHUT, HMIICTHIO, CHHAPOM
Ha MajJMapHO-IUIAHTapHA ePUTPOIM3ECTE3Hsl, IIEPUHEANICH 0OPHB, IEPHOPAJICH IePMATHT, ITyCTYJIH, 00puUB,

€pUTEMAaTO3eH 00pHB, MaKyJI03¢H 00pHB, MaKyJIO-TIAIlyI03eH OOpHB, NaIyI03eH 00pHUB, CHPOAII 0OPHUB, ITyCTYI03E¢H
00pHB, Be3UKYI03¢H 00pUB, eKc(HOIMALNS HA KOXKAaTa, KOJKHA Je3Hs

ToKCHYIHOCT 32 HOKTUTE: BpacTHAIl HOKBT, HH(EKIU Ha HOKBTHOTO JIOXKe, (PUCYpa HA KyTHKYJIaTa Ha HOKTHUTE,
HapyIIeHHe Ha HOKTHUTE, HaOpas/sBaHe Ha HOKTUTE, OHUXOKJIA3Usl, OHMXOJN3a, TTAPOHUXHS

Cyxa Koa: cyxa KoKa, eK3eMa, acTeaTo3Ha eK3eMa, KOXKHU (QHCYpH, KcepoziepMa

OTOK: OTOK Ha OYHTE, OTOK Ha KJIENa4nuTe, OTOK Ha JIMIETO, TeHEPAIM3UPaH OTOK, JIOKAJIM3UPAH OTOK, OTOK,
nepudepeH 0ToK, IepHOpOUTANICH OTOK, IepHOPOUTAIHO MOTyBaHe, NeprdepHo MoJyBaHe, OAyBaHE HA JIUIETO
YMopa: actenusi, ymopa

Onucanue Ha U30paHu HEXKEJIaHU PEaKIIMU

Peaxyuu, cevpzanu c ungyzusma

Peaxnum, cBbp3anu ¢ nHQY3UATA, BH3HUKBAT NIpU 67% OT NanueHTuTe, JIeKyBaHH C aMUBaHTama0.
Hesetnecet u ocem mnporieHta ot IRRS ca crenen 1-2. [leBetneceT u Aeset mpoiieHTa ot IRRS
BBH3HUKBAT MPU IbpBaTa HH(PY3HsI ¢ METHaHA Ha BPEMETO J10 MosiBa 60 MUHYTH, KATO TIOBEYETO
HACTBIIBAT B pAMKHUTE Ha 2 Yaca OT HAYaJoTo Ha WHQy3usaTa. Hali-uecTuTe NpU3HAIY M CUMIITTOMHA
BKITIIOYBAT CTYJICHH TPBIIKH, JUCIHES, TaJIeHe, 3a4epBsBaHe Ha KOXKaTa, JUCKOM(OPT B I'bpAUTE U
noBpbinane (Bx. Touka 4.4).

HUnmepcmuyuannua 6erodpobna borecm

Hurtepcturmanaa 6enoapodHa 6omnect win bb-mogo0Hn HeXeTaHu peakiuy ce ChoOIIaBaT Ipu
ynoTtpebara Ha aMuBaHTaMa0, KakTo Ha Apyru naxuoutopu Ha EGFR. UnTepcTunmanna 6enoapobHa
0oJiecT WM MTHEBMOHUT ce choOIasar npu 2,6% ot nauuenture. [lamuentu ¢ anamuesa 3a BB,
nekapcTBo-uHAynupana bb, paauanuoHeH MHEBMOHUT, KOWTO Hajara JIeHeHUE ChC CTEPOUIU, WU
JIAaHHU 3a KIMHUYHO akThBHA BB ca u3kimouBaHM OT KIMHHUYHOTO Npoy4BaHe (BXk. Touka 4.4).

Peaxyuu na xoxcama u noxmume

OOpuB (BKIFOUUTEITHO aKHEHM(DOPMEH IepMaTHUT), CbPOSK M CyXa KOXka Bb3HUKBAT 1pH /6% ot
MAIUCHTHUTE, JISKyBaHH ¢ amuBaHTaMal. [loBedeTo ciyvau ca crerneH 1 wim 2, kaTto chOUTHS C 00pUB
crenieH 3 Bb3HUKBAT NpH 3% oT naruentuTe. OOpUB, BOJEII 0 IPEYCTAHOBsBAHE HA aMHUBaHTaMao,
Bb3HUKBa 1pu 0,3% ot narpientuTe. OOpUB OOMKHOBEHO CE Pa3BHBA B PAMKHUTE Ha ITbPBUTE

4 cemMUI OT TepanuaTa ¢ MeuaHa Ha BpeMeTo 70 nosiBa 14 quu. [Ipu narnuieHTy, IeKyBaHH ¢
aMuBaHTaMal, Bb3HUKBA TOKCUYHOCT Ha HOKTHTE. [loBeuTO CchOMTHS ca crerieH 1 win 2, kato
TOKCHYHOCT Ha HOKTHTE CTereH 3 HacThiBa npu 1,8% ot marmentute (Bx. Touka 4.4).




Hapvwenus na ouume

Hapyienus Ha ounte, BKimounteano kepatut (0,5%), Bb3uukBaT pu 9% OT MalMEHTUTE, JICKYBAHHU C
amuBaHTamal. [[pyru choOIlaBaHy HEKEIaHU PEAKIMY BKIIOYBAT PACTEK HA MUTIIUTE, 3PUTEITHO
HapylIeHHUE W JAPYTH HApyIIeHUs Ha ounTe. Beuuku choutus ca crenen 1-2 (Bx. Touka 4.4).

JIpyTH clienMaIHy ONYJIAIiU

Cmapuecka 6v3pacm

Vma orpaHnveHy KIMHUYHU JaHHY 32 aMUBaHTaMa0 NPH MalMeHTH Ha BB3PacT 75 WM MOBeUe
roaunu (Bx. Touka 5.1). Karo 1110 He ce HaOIo1aBat pa3inky B 0€30MaCHOCTTa MEXKY TTallHCHTUTE
Ha BB3pacT > 65 roguHu u narueHTuTe < 65 roguHu.

HNmyHOreHHoct
KaxTo npu BcHyku TepaneBTUYHU MIPOTEUHHU, CHIIECTBYBA MOTEHIIMAN 32 UMYHOT€HHOCT. B KITUHUYHO

MpOyYBaHE IPH MAaLKUEHTHU C JIOKAJIHO aBaHcupall win Metactatuued HJPB/I, nexkyBanu ¢
amuBanTama0, 3 (0,9%) ot 347 moaxomsIIM 3a OIleHKA MALMEHTH ca ITOJ0XKHUTEIHH 3a
aHTH-aMuBaHTaMal aHTHTeNna. JIMIICBAT TaHHU 3a MPOMEHU BbB (papMaKOKWHETHKATa, ChUKACHOCTTA
i podria Ha 6e30MacHOCT MOPaIy AaHTH-aMUBaHTaMad aHTUTENa.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAHH PEaKIIUH

CpoO11aBaHeTo Ha MOI03UPAaHH HEXKEJIaHU PEeaklUy cJie]] pa3pelllaBaHe 3a ynoTpeOa Ha JIeKapCTBEHUs
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIBIDKH HAOIIOACHUETO Ha ChOTHOILIEHUETO MOI3a/PUCK 3a
JeKapcTBEHUS MPOAYKT. OT MEIMIIMHCKUTE CIICIIUAIICTH CE U3MCKBA Jia ChOOIIaBaT BCSIKA
[I0JJ03MpaHa HeXellaHa PeaKlysl Ype3 HALlMOHAJIHATA CHCTEMa 33 ChOOIIIaBaHe B:

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia I'pyeB” Ne §

1303 Cocpus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

4.9 TIlpemo3upane

MakcumaHaTta IOHOCHMA J103a HE € OllpeeieHa B KIMHIUYHO IPOyYBaHe, B KOETO MAllMEHTHTE ca
nony4aBaiu 10 1 750 mg, npunoskeHn HHTpaBeHO3HO. Hsima n3BecTeH criennuyeH aHTHIOT TIPU
npeno3upane Ha aMmuBaHTamad. B ciydaii Ha npeno3upane nedeHueTo ¢ Rybrevant tpsosa aa ce crpe,
NalMeHTHT TPsIOBa 1a ce Halo1aBa 3a NPpU3HALM WIM CHMITOMH Ha HEXXeJlaHW ChOUTHS U He3a0aBHO
Jla ce 3arovHaT MMOIXO/ISIIH 00N MO IbPKAIIA MEPKH 10 HaMaJlsiBaHe WM OT3By4YaBaHEe Ha
KIIMHIYHATa TOKCUYHOCT.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 dapmakoaMHAMMYHU CBOiiCTBa

®dapmMakoTepaneBTHYHA TpyIa: MOHOKIOHAIHY aHTHUTENA U aHTUTSIIO0-JIeKapcTBeH! KoHtoratu, ATC
xox. LO1FX18

MexaHu3bM Ha AeiicTBUE

AwmuBanTama0 e u3isio yosemko 1gGl-6azupano EGFR-MET OucnennguyHo aHTUTSIIO C HUCKO
ChIIbp)KaHue Ha QyKo3a, C aKTUBHOCT 332 HACOYBaHE HA IMYHHHUTE KIIETKH Jla TApreTUPAT TYMOPH C
aKTUBHpAIIY HHCepIHMOHHH MyTanuu B ek30H 20 Ha EGFR. AmuBanTama0 ce cBbp3Ba ¢
excTpanenyiapaure nomeiinn Ha EGFR u MET.

AwmmBanTamab npekbeBa curHanmsupamure Gyaknnn Ha EGFR u MET upe3s Gnokupane Ha
CBBHP3BAHETO Ha JIMraHaa v upe3 yBeaudaBaHe Ha pasrpaxkaaneTo Ha EGFR u MET, kato mo to3u
HauYWH [IPEeJOTBPATABA HAPACTBAHETO Ha TyMopa u nporpecusta. Hammunero na EGFR u MET na
MOBBPXHOCTTA HA TYMOPHHTE KIIETKH CHIIO JaBa B3MOXKHOCT 32 TAPTETHPAHETO Ha TE3U KIIETKH 32
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paspyliaBaHe OT UMyHHUTE €(DEKTOPHHU KJICTKH, KaTO HAIP. ECTECTBEHUTE KJICTKU-yOUMHITH 1
Makpo(aruTe, CbOTBETHO YPe3 MEXaHU3MHUTE Ha aHTHTSIIO-3aBHCUMA KJIEThYHA [IATOTOKCUYIHOCT
(ADCC) u Tporomuro3a.

dapmakoguHAMUYHA €DEKTH

Anbymun
AwmpuBaHTamMa0 HaMalIsABa cepyMHaTa KOHIICHTpaus Ha anOyMuHa, (papmakomnHamMideH eQexT Ha

naxuoupaneTo Ha MET, o6ukHOBeHO TIpe3 mepBuTe 8 ceamunu (Bxk. Touka 4.8); cires ToBa,
KOHIICHTpAIMATA Ha aTOyMHUHA ce CTa0MIN3Npa Mpe3 ocTaHalaTa 4acT OT JCUYSHUETO C aMUBaHTama0.

Knnanyna edukacHocT 1 6e300acHOCT

CHRYSALIS e MHOTOLIEHTPOBO, OTKPUTO MPOYyYBaHE C MHOKECTBO KOXOPTH, MPOBEACHO 3a OLICHKA
Ha Oe3omacHOCTTa U eprkacHocTTa Ha Rybrevant npu nanueHTH ¢ T0KaIHO aBaHCHPAJ WK
metacratnaeH HIIPB/I. EpukacHocTTa € onleHena nmpu 114 narnueHTy ¢ JOKaTHO aBaHCUPaJ HITH
metacratnaeH HIIPB/I ¢ uaceprmonnu myrarmn B ek30H 20 Ha EGFR, unero 3abonsBane e
MpOTpecupao 1Mo BpeMe Ha WK Clie/l XUMUOTepanus Ha 0a3aTa Ha TUIaTHHA, © KOUTO UMaT MeInaHa
Ha nipocsieasiBane 12,5 mecena. [Ipobu ot TymopHa ThKaH (93%) u/mnu mia3ma (10%) 3a Bcnuku
MAlMEHTH ca TECTBAaHH JIOKAJIHO 3a ONpeeNsIHe Ha CTaTyca I10 OTHOLICHUE Ha MyTallls C HHCEPLHS B
Ex3on 20 na EGFR, kaTo ce u3mnosis3Ba cekBeHUpaHe OT ClieABaIIo mokojenue (next generation
sequencing, NGS) mpu 46% OT nanueHTUTe WK MOJIMMEpa3Ha BeprkHa peakius (polymerase chain
reaction, PCR) nipu 41% ot naumenrure, a npu 4% OT NALUSHTUTE METOUTE 3a TECTBAHE HE ca
nocoveHu. IlannenTu ¢ HeleKyBaHU MO3bYHM METACcTa3u WM aHaMHe3a 3a [LD, Hy»aaemu ce oT
JIeUCHHUE ChC CTEPOUIH C YIBIDKEHO ASHCTBHE WU Py HIMYyHOCYIIPECHBHHU CPENICTBA MPe3
HOCJIeIHUTE 2 TOMHY, HE ca BKIIOYEHH B poy4YBaHeTo. Rybrevant e nmpunaran HHTpaBEeHO3HO B 1032
1 050 mg mpu marmentu < 80 kg wm 1 400 mg npu marentn > 80 Kg BeHBK CEAMUYHO B
NPOABIDKCHUE Ha 4 CeMUIIH, CJIe]l TOBa HA BCEKH 2 CEIMUIIM, KaTo ce 3amouBa B Cenmuia 5, 10
3ary0a Ha KIIMHHYHA T10J13a WK HelIPUEeMIIMBA TOKCHYHOCT. [IbpBUUHaTa KpaliHa TOYKa 32
e(pMKaCHOCT € OlleHeHaTa OT U3cieoBaTesst ooma yectora Ha orroBop (overall response rate, ORR),
orpeziesieHa KaTo nmoTBbpieH mbjieH oTroBop (CR) mim yactuyen otroop (PR) Bb3 ocHOBa Ha
RECIST v1.1. OcBeH ToBa mbpBUYHATA KpaifHa TOUKA € OI[CHEHA Ype3 3acJICTICH He3aBHCUM
nentpanen nperen (blinded independent central review, BICR). Bropuunure kpaiHu TOYKH 32
e(pMKaCHOCT BKJIFOYBAT MMPOIB/LKUTEIHOCT Ha otroBopa (duration of response, DOR).

Menuanara Ha Bb3pacTTa € 62 rogunu (auanazon: 36-84), kato 41% ot nanuenTture ca > 65 roauHu;
61% ca xxenu, 52% ca azmaruum u 37% ca ot eBpornenHaTa paca. MeanaHaTta Ha Opost Ha TIPEIXOIHU
tepanuu e 2 (auamnaszon: 1 1o 7 Tepanun). Ha nzxonHo HuBo 29% umat QyHKIIMOHATIEH CTaTyC 110
Eastern Cooperative Oncology Group (ECOG) 0, a 70% wumat dyukironanen craryc mo ECOG 1;
57% nukora He ca mymnn; 100% nmat pak cranuii [V, a 25% uMaT npeaxoHo JedeHue 3a
MeTacTa3u B Mo3bka. MHcepuuu B ex30H 20 ca HaOI0AaBaHu B 8 pa3jiMuHU OCTAThIU; HAM-YECTUTE
ocraTpiu ca A767 (22%), S768 (16%), D770 (12%) n N771 (11%).

Pesynrarure 351 edukacHocT ca 0000mIeHu B Tabmuia 7.

Taoauua 7:  Pesyararu 3a epukacnoct B CHRYSALIS

Onenka Ha
U3cJie0BaTelIst
(N=114)

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

[IbneH otroBop 0%

YactruyeH oTroBop 37%
IIpoabJZKMTETHOCT HA 0TTOBOPA

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

ITarmentu ¢ DOR > 6 mecena 64%
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Cl = JToBepurenen uHTEpBaI
a

6

[ToTBBpPACH OTrOBOP

Pesynratute 3a ORR 1 DOR cnopen onenkara Ha u3cieoBaTelNs ChOTBETCTBAT Ha Te3H, ChOOIIEHH IIPU OIICHKATa Ha
BICR. ORR cnopen onieakata Ha BICR e 43% (34%, 53%), xato gectorata Ha CR ¢ 3%, a Ha PR - 40%, Mmennanata
Ha DOR cnopen onerkara Ha BICR e 10,8 mecena (95% CI: 6,9; 15,0), a manimentute ¢ DOR > 6 Mecena criopen
onenkara Ha BICR ca 55%.

Bb3 ocHoBa Ha u3uncienus no Kaplan-Meier
HpI/I MMPOY4YBAHUTEC IMOATUIIOBEC MYyTallkuUu CC Ha6moz[aBa AHTUTYMOPHO HeﬁCTBHC.
Crapuecka Bb3pacT

Karo nso He ca HaOm0aBaHY Pa3ivKy B €DEKTHBHOCTTA MEXKTy MAIUCHTUTE HAa Bh3pPacT
> 65 roauau 1 namuenTure < 65 roguHMy.

[enmaTpy4Hy MOMyTAIHS

EBponeiickaTa areHIus 1o jJekapcTBaTra 0cBOOO0Xk/1aBa OT 3aIbJDKEHUETO 32 IIPEIOCTaBSIHE Ha
pe3ynTaTtute OT mpoyuBaHusTa ¢ Rybrevant BbB BCHYKH HOATPYITH Ha MeIUAaTPUYHATA MTOMYIalus IPU
HepeOHOKIIEThYCH pak Ha Oenure qpoOoBe (BK. Touka 4.2 3a mHPOPMAIHs OTHOCHO yrnoTpeba B
NeNATPUITA).

PaspemaBane noj yciaosue

To3u nexapcTBEH MPOAYKT € pa3peleH 3a ynorpeda 1o T. Hap. CXeMa ,,pa3peliaBaHe 1Moj YCIOBUe .
ToBa 03Ha4aBa, 4e 3a TO3M JEKAPCTBEH MPOAYKT CE OUAKBAT AOMBJIHUTETHU TaHHHU.

EBponeiickaTa areHIus 1o JieKapcTBaTa Iie U3BbPILBA perie] Ha HoBaTa HHPOpMAIHs 3a TO3U
JIEKapCTBEH NPOIYKT NOHE BeAHbx roguuHo u tasu KXII croTBeTHO 1€ ce akTyanusupa.

5.2 @apmakoKMHeTHYHH CBOWCTBA

[Tnomra mox kpuBata koHueHTpalmsi-Bpeme (AUCH cenma) Ha aMUBaHTaMal ce yBenuaBa
MIPOTOPITMOHAIIHO Ha Jj03aTa B Auana3oH ot 350 g0 1 750 mg.

Crnien mpunoxeHue Ha Rybrevant B mpenopbuuTenHuTe 1032  CXeMa CpeiHaTa CTOHHOCT Ha
AUC! cenuma B c€pyMa € IpHOIM3HTETHO 2,9 MBTH O-BUCOKA CJIE/ NeTaTta J03a CJel] NPUIOKeHUEe
BE/IHBXK CEIMHUYHO B CPaBHEHHE C ITbPBaTa J03a.

CTannoHapHO ChCTOSHHE CE IOCTHIa MPUOIN3UTEIHO Cliell 2 Mecelia B IepHo/ia Ha MIPUIIOKEHUE Ha
Bceku 2 ceamuii (kbM aeBerata nuoysus) mpu 1 050 mg, a cpennara croitnoct Ha AUCH cepumma B
cepyma e npuOIM3UTEITHO 2,4 IBTH MMO-BHCOKA MPH CTAIIMOHAPHO ChCTOSHHUE B CPABHEHHE C ITbpBaTa
J03a.

PasnpenencHue
Cpennust o6y reomerpuueH ooem (CV%) Ha pasnpeneneHne Ha aMiuBaHTaMal, Bb3 OCHOBA Ha

otieHku Ha nomynarnonnute OK mokaszarenu, e 5,37 | (21%) cinen npunokeHne Ha
npenopburTeNnHara 103a Rybrevant.

Enumunupane
KiupbHChT Ha aMuBaHTaMalb € Mmo-BUCOK Npu HUCKUTe 7031 (< 350 mg), HO € JTMHEeeH B KIMHUYHUS

no30B auanazo. Cpennusar reomerpuucH (CV%) nuHeeH KIMpbHC e u3uucieH Ha 225 (25%) ml/aen,
Bb3 OCHOBa Ha nomynannonHo @K monenupane. Cpexnust reomerpudeH (CV%) TepMunaneH
HOJTY’KUBOT, CBBP3aH C JINHEHHHUS KIIMPBHC, TIOJIyYSH Bb3 OCHOBA HA M3YHCIICHHS Ha TTOIYJIAIIMOHHHS
@K nokazatemn, e 15,7 qau (26%, cinen npuiiokeHne Ha npenopbunTenHara qo3a Rybrevant karo
MOHOTEpaIusi.

CrernyansHu MOIyJIAIHA

Cmapuecka sv3pacm
He ca HaGirogaBaHu KJIMHUYHO 3HAYMMU PA3JIMKU BbB (hapMaKOKMHETHKATa HA aMUBaHTaMal Bb3
ocHOBa Ha Bw3pactta (32-87 ronunn).
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Bvbpeuno yepeorcoane

He e HabmroaBaH KJIMHUYHO 3HAYUM e(DEKT BbPXY (papMakOKMHETHKATa HA aMUBaHTaMal mpu
nauuenTH ¢ jeka (60 < kpearnnnnoB kimpwHE [CrCl] < 90 ml/min) u ymepena (29 < CrCl

< 60 ml/min) crenen Ha 6K0peuHO yBpexkaaHe. EGQEKThT Ha TeXkKKa CTENCH Ha OBOPEYHO yBpEKIaHEe
(15 < CrCl < 29 ml/min) Bbpxy apmMakoKMHETHKATa Ha aMHBAaHTaMa0 ¢ HEM3BECTEH.

YepHoopobHo yepesrcoane

Masko BepoATHO € IPOMEHH B YepHOIPOOHATa (GYHKIIHS ]a OKaKAT HAKAKHB €(PEeKT BEPXY
eIMMUHHUPAHETO Ha aMHBaHTaMal, Thi KaTo MosieKynuTe Ha Oa3ara Ha |gGl kaTo amuBanTamab He ce
MeTabOoIM3UPaT Upe3 YSPHOAPOOHH MBTHUILA.

He e HabnroaBaH KIMHUYHO 3HAYMM €(peKT BbpXY (papMakoKWHETHKAaTa Ha aMHUBaHTaMal Bb3 OCHOBA
Ha JIeKa CTereH Ha 4epHoapoOHo yBpexaane [(o6m ommupyoun < ULN u AST > ULN) mmu (ULN <
o6u1 6mmupy6us < 1,5 X ULN)]. EdexrsT Ha ymepena (o6 6mmupy6us 1,5 no 3 mbtu ULN) 1 Texka
creneH (06 ommupy6un > 3 bt ULN) Ha 4epHOIpOOHO yBpEeKaaHe BbPXY (hapMaKOKHHETHKATA Ha
aMHBaHTamMal € HEM3BECTEH.

Lleouampuunu nonynayus
dapmakokuHeTHKaTa Ha Rybrevant mpuu nenuatpuyHu NaMeHTH HE € U3CIIe/IBaHa.

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

HexnuHuuHuTe JaHHU HE MMOKa3BaT 0coOEH PHCK 3a Xopa Ha 06a3aTa Ha KOHBECHIIMOHAHUTE
NPOYYBaHUS 38 TOKCUYHOCT [P MHOTOKPATHO MIpHUJIaraHe.

KaHI1eporeHHOCT U MyTareHHOCT

He ca npoBexxnaHu npoy4YBaHus IIPY )KMBOTHHU 3 YCTAHOBSIBAHE HA KAHLIEPOTE€HHUS NIOTEHIMAJI Ha
amuBaHTama0. PyTrHHHUTE Mpoy4YBaHHS 32 TEHOTOKCHUYHOCT M KAHLIEPOT€HHOCT OOMKHOBEHO HE ca
NPUIOKUMU TIPH OMOJIOTUYHUTE JIEKAPCTBEHH MPOLYKTH, THH KaTo roJeMUTe MOJIEKYIIH Ha
NPOTEWHHUTE HEe Morat Ja IMQYHIUpaT B KIETKUTE U He Morart ja B3aumoaeicrear ¢ JJHK wnm ¢
XPOMO30MEH MaTepHall.

Penpo/iykTHBHa TOKCUYHOCT

He ca mpoBexxnanu mpoydYBaHUs MPH )KUBOTHH 32 OIICHKA Ha e()eKTUTE BbPXY PENPOAYKINATA U
¢eTanHOTO pazBuThe. B3 ocHOBa Ha MexaHW3Ma My Ha JIeHCTBHE 00aue aMrBaHTaMab MOXe /1a
NPUYUHU (PeTalHO YBpEKIaHE MM aHOMAINH Ha pa3BuTreTo. Cropes cho0IeH s B JIMTepaTypaTa
HaMaJICHUEeTO, eTMMUHUPAHETO WM MPEKbCBaHETO Ha eMOpuodeTanHara win Maiiunnara EGFR
CUTHAJIM3AIN MOXKE Ja MONPeYr Ha UMILIAHTAIUATA, J1a per3BruKa emOpuoderanna 3aryba mo
BpEME Ha Pa3IMYHU reCTallMOHHM cTaanu (dpe3 eekTH BbpXy Pa3BUTHETO Ha IJIAIICHTATa), J1a
NPUYMHU aHOMAJIMY Ha Pa3BUTHETO B MHOXKECTBO OPTaHU MM PaHHA CMBPT Ha MPEKUBETUTE (QETYCH.
Amnanoruuno, HokayThT Ha MET wiin HeroBwust jiuras| xenarouuteH pactexer daktop (HGF) e
eMOPHOJISTAITHO MTOPAJH TEXKKHU Ne(HEeKTH B pa3BUTHETO HA TUIANEHTATa, KaTO TUIOJ0BETE NMAT
JneeKTH Ha MyCKYJIHOTO Pa3BHTHE B MHOXKECTBO opranu. M3secTHo e, ue yoBemkure 1gG1l
MpeMHUHABAT Mpe3 mianeHTara. [lopaau ToBa, aMmuBaHTaMad WMa MOTEHIMA JIa CE MPEIaBa OT
MalikaTa Ha pa3BUBAIIUSA CE IO/,

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BELIeCTBA

Etunennnamunarerpaonerna kucenuna (EDTA) nunaTpueBa con quxuapar
L-xuctuanu

L-XMCTHAMHOB XUAPOXIOPUT MOHOXUIPAT

L-mMeTHOHUH

Iomucop6ar 80 (E433)
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3axapo3a
Bopa 3a nmxexinun

6.2 HecbBMecTHMOCTH

To3u JiekapcTBEH MPOAYKT He TPsiOBa Jia ce cMecBa C JPYTH JICKAPCTBEHU MPOYKTH, C H3KJIIOUCHUE Ha
[I0OCOYEHUTE B TOUKa 6.6.

6.3 Cpok Ha rogHocT

HeotBopen duakoH
3 roaguHu

Caen paspexniaHe

XvumMuyHa 1 GU3NIHA CTAOWITHOCT B IEPHO/a Ha U3IMONI3BaHE € I0Ka3aHa B mpoabnkerne Ha 10 gaca
npu 15°C no 25°C na craiina cBetnuHa. OT MUKpOOHOIIOTHYHA TTIeHA TOYKa MPOAYKTHT TPsiOBa 1a ce
U3I10J13Ba He3a0aBHO, OCBEH aKO METOJBT Ha pa3perkaHe He U3K/II0YBA PUCKA OT MUKPOOHO
3aMbpcsaBaHe. AKO HE Ce W3I0JI3Ba He3a0aBHO, MEPHOABT Ha U3MOJI3BAaHE U YCIOBHATA HA ChXpaHEHHE
mpeu yrmorpeda ca OTTOBOPHOCT Ha MOTPEOUTE.

6.4 ChnenuaJHu ycJI0BUS HA ChbXpPaHeHHe

Ha ce cpxpansia B xiaquwinHuk (2°C no 8°C).

[a He ce 3ampasssa.

ChxpaHsBaiiTe B OpUTHHAIIHATA OTMIAKOBKA, 32 Jla Ce MPE/a3y OT CBETIHHA.

3a yclioBUsTa Ha CbXPAaHEHUE CIISH Pa3pexkaaHe Ha JICKapCTBEHUS MPOAYKT BIKTE TOYKa 6.3.

6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

7 ml koHIEHTpaT BHB (JIAKOH OT CTHKIIO THUI 1 ¢ elacToMepHa 3amyIiaika ¥ alyMUHHeBa 00KaTKa ¢
OTUYTIBAIIO ce Kamade, chappxant 350 mg amuBanTamad. OnakoBka ot 1 (akoH.

6.6 ChenmnaJnu mpeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

[IpuroTBere pa3TBOpa 3a MHTPaBEHO3HA MH(DY3HUS, KATO U3IMON3BATE aCENITHYHA TEXHUKA, KAKTO
clie/iBa.

[puroresue

° Omnpenenere Heooxoaumara no3a (1 050 mg npu narnmenTr < 80 kg wiu 1 400 mg npu
nanuentr > 80 k@) u Opost HeoOxoaumu dutakonu Rybrevant ciopen u3XoaHOTO TErIo Ha
nanuenTa (Bk. Touka 4.2). Becexku ¢uakon chappika 350 mg amuBaHTamal.

o IpoBepete nanu Rybrevant pasreop e 6e3iBereH 10 6sie0xkbIT. He u3nos3Baite pu HATHYHE
Ha MPOMSIHA Ha L[BETa WIN BUIUMH YaCTHIIH.
o W3rernere u ciex ToBa U3XBHpIieTe 00eM oT 5% pa3TBOp HA TIIOKO3a WIN HATPHEB XJIOPH

9 mg/ml (0,9%) umxexkunonen pa3zrBop ot 250 M|l uHpy3nOHEH cak, KOETO € paBHO Ha
HeoOxoaumust o06em Ha Rybrevant pasreop, koiiTo TpsiOBa jaa ce no6aBu (u3xpwpiere mo 7 ml
pa3TBOpHTEN OT MH(Y3HOHHUS CaK 3a BCeKH (uiakoH). Hpy3noHHHTE cakoBe TpsOBa j1a ca
HarpaBenu ot nojuBuHmwIXIopH (PVC), nomunponunen (PP), nommernien (PE) nim
nosmonedun (PP+PE).

° Hzrernere 7 ml Rybrevant ot Bcexu HeoOXoauM (JIakoH, Clie]l TOBa T'M J00aBeTe B
uHdy3nonnus cak. Beeku ¢uakon chabprka 0,5 ml usnuurbk, 3a 1a ce rapanTHpa J0CTaThueH
obem 3a nareriisiHe. KpaitHust o6eM B nH(y3noHHUS cak TpsOBa aa Ob1e 250 ml. M3xebpiere
HEH3I0JI3BaHaTa YacT, OCTaHaNa BbB (IIaKoHa.

o Buumarenno o0bpHeTe caka, 3a 1a ce cMecu pa3TBopbT. He paskinamaiire.

o [pean npuioxeHHe MPOBEpPETe BU3yaTHO 32 HAIMYME Ha YaCTUIM U MPOMsHA Ha 1Beta. He
U3IO0JI3BaiiTe, ako ce HaOJII0AaBaT MPOMSHA Ha I[BETAa WM BUIMMH YaCTHIIH.
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IIpunoxxenue

o [Ipunoxere paszpercHUs pa3TBOP Ype3 UHTPABEHO3HA HH(Y3Us, KaTO U3MoN3BaTe HH(PY3HOHHA
cucTema, CHab/ieHa ¢ PeryiaTop Ha MOTOKa U C BrPaJieH, CTEPUIICH, aTUpOTeHeH (QUATHP OT
nomuerepcyidon (PES) ¢ Hucko cBbp3Bane ¢ nporennu (pazmep Ha nopute 0,22 nim
0,2 mukpometpa). CrucTeMuTe 3a MPUIIOKEHUE TPAOBA 1a ObJaT HAIIPABEHHU OT OJUYPETaH
(PV), monmubyranuen (PBD), PVC, PP wmu PE.

o He BiuBaiite Rybrevant upes enHa u cbllja HHTPaBEHO3HA CUCTEMA €IHOBPEMEHHO C IPYTH
CpelcTBa.

o Pa3penenusr pa3rBop TpsiOBa aa ce MpriIoku B pamkute Ha 10 yaca (BKIIOUMTEIHO BPEMETO 32
uH(dy3us) Ha craiiHa Temneparypa (15°C no 25°C) u Ha craifHa CBETIHMHA.

o [Topanu yectorata Ha IRRS mpu mepBara 1032 aMuBanTamal TpsiOBa Ja ce BIMBA Ipe3

nepudepHa BeHa B cenmuria 1 u ceqmumna 2. MHby3us ape3 eHTpalieH TOCTHIT MOXE J1a ce
npuiIara mpe3 cieABalliTe CeMHIIN, Korato pucksT oT IRRS e mo-Hucwk. Biskte ckopoctute
Ha nHQY3us B Touka 4.2.

UsxBBpIISIHE
To3u nexkapcTBEH NPOAYKT € caMo 3a eHOKpaTHa yroTpeda ¥ HeU3MOI3BaAHUAT JICKAPCTBEH MPOIYKT,

KOHTO He e mpmiiokeH B pamkute Ha 10 gaca, TpsiOBa 1a ce U3XBBPIN B ChOTBETCTBUE C MECTHHUTE

W3UCKBAHMSL.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/21/1594/001

9. JATA HA ITBbPBO PA3ZPEIIABAHE/IIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jara Ha epBO pazpemasane: 09 nexemspu 2021 1.

Jata Ha nocienHo nonHoBsiBaHe: 26 centemBpu 2022 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

09/2023

IToapoOHa uHoOpMalKs 3a TO3M JCKapCTBEH MPOIYKT € MPeI0cTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIus Mo JiekapcTeaTa http://www.ema.europa.eu.
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MNPUJIOXKEHHUE |1
MMPON3BOJUTEJI HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO
N IMPOU3BOAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA
MHHAPTUHA
YCJOBUSA NJIN OT'PAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT

KOHKPETHO 3AABJI’KEHUE 3A U3BITBJIHEHUE HA MEPKH
CJIEJ PA3SPEIIIABAHE 3A YIIOTPEBA IO YCJIOBHUE
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A. NPOU3BOIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEILIECTBO U
INPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTHU/IN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy, Co. Cork
Hpnannus

HwMe u afipec Ha TPOU3BOJUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

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

JlekapCTBEHUSAT MPOAYKT CE OTITyCKa M0 OTpaHUUEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTHKa Ha POyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA N U3UCKBAHUA HA PASPEIIIEHUETO 3A YIIOTPEBA

. IepuoanyHu aKTyaIM3upanu JoKjaaau 3a oezonacHoct (ITAB)

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

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

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

. YyciaoBus WJIK1 O'PAHUYEHNS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

o Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tps6Ba na u3BbpIIBa U3UCKBAHNUTE JEHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIeAsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogo0penus [1YP,
npezcraBed B Moayin 1.8.2 Ha pa3penieHueTo 3a ynorpeba, KakTo U BbB BCUUKH CIIE/IBAIH 0JJ00peHH
akTyanu3anuu Ha ITYP.

Axryammsupas [IYP TpsiOBa na ce mogaBa:

o 1o uckane Ha EBpomnelickaTa areHIys 1o JIeKapcTBaTa;

o BUHArd, KOTaTo Ce U3MEHsI CHCTEMaTa 3a yIpaBJIeHUE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
HOJTyYaBaHEe HAa HOBA MH(pOPMAIHNs, KOSITO MOXKE J1a TOBE/IE 10 3HAYMMU ITPOMEHH B
CHOTHOILIEHHETO MOI3a/PUCK, WK CIIEN IOCTUTaHEe Ha BaskeH eTarl (BbB Bpb3Ka C
npociesBaHe Ha JIeKapCTBeHATa 0e30MaCHOCT MIIM CBEXIaHE Ha PUCKa 0 MUHUMYM).
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A. KOHKPETHO 3AABJKEHUE 3A U3II'BJIHEHUE HA MEPKU CJIE]]
PA3PEIIABAHE 3A YIIOTPEBA 11O/l YCJIOBHUE

Tosa e pa3zpemienue 3a yrorpeda moj yciaoBue u csriaacHo wi. 14-a ot Permament (EO) Ne 726/2004 B
omnpenenenust cpok [IPY TpsOBa na U3MBIHM CIIEAHUTE MEPKH:

Onucanue Cpok

3a 1a ce MOTBBPAU JOIIBIHUTEIHO e(DUKACHOCTTA U 0€30IIaCHOCTTA Ha 31/03/2024
aMuBaHTaMal MpH JiedeHne Ha Bb3pacTHu nanuentu ¢ HJIPB/] ¢ akTuBupaiu
nHceprmonan myTanuu B ek30H 20 Ha EGFR pernenitopa, [TPY TpsioBa na
npeacTaBu pe3ynratute ot npoyusane 61186372NSC3001, pannoMu3upaHo,
OTBOPEHO mpoyyBaHe (aza 3, cpaBHsIBAIO aMUBaHTaMa0 B KOMOWHAIHS C
KapOomIaTuH-ieMeTpeKce]] Tepamnusi CpaMo KapOormiaTuH-eMeTpeKcel, Mpu
MaluyeHTy ¢ aBancupai uin meracrarnded HIIPB/] ¢ akTuBupaiiy HHCEpUUOHHU
myTanyu B ek30H 20 Ha EGFR penienitopa B ycnoBusTS Ha JiedeHUE OT IbPBa
JIUHMYSL.
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NPUJIOXKEHHUE Il

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA

19



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

BBHIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Rybrevant 350 mg kontieHTpar 3a HHGY3UOHEH PAa3TBOP
aMuBaHTaMad

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

Emun ¢mnakon 7 ml ceappika 350 mg amusantamad (50 mg/ml).

|3.  CHOUCBHK HA HOMOIIHUTE BEIIECTBA

ITomorHu BerecTBa: eTrwieHanaMuHTeTpaonersa kucenuua (EDTA), L-xuctuaus, L-XxucTuauHoB
XUJIPOXJIOPU MOHOXHUIpaT, L-MeTnoHuH, nmonucopbar 80, 3axapo3a v BoJIa 32 MHKCKIIHH.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

Konrnenrtpar 3a nH(Y31OHEH pa3TBOP
1 pnakon

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

3a UHTPABEHO3HO IPUIIOKEHUE CIIEN Pa3peKaaHe.
IIpeau ynorpeba npoveTreTe JIMCTOBKATA.

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

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

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

Ha ne ce pasknaia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[Ja ce cbxpaHsiBa B XJIaJUITHUK.
Ja He ce 3ampa3sBa.
CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPEe/a3u OT CBETINHA.
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10.

CIIEIIMAJIHU ITPEAITAZHU MEPKHU I1PU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11.

HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/21/1594/001

13.

ITAPTUJAEH HOMEP

ITapTuna:

| 14,

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHME 12 HEe ce BKIouM HH(opMmanus Ha bpaiinoBa a30yka.

| 17.

YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

DJIIAKOH

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U ITBbT(MLIA) HA BBBEXKJIAHE

Rybrevant 350 mg crepuieH KOHIIEHTPAT
aMuBaHTaMao
iv.

‘ 2. HAYMH HA ITPUJIOKEHHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

7 ml

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

Rybrevant 350 mg konuenTpar 3a nH(py3H0OHEeH pa3TBOP
ammBaHTamab6 (amivantamab)

V To3u ekapcTBEH MPOAYKT MO UICKH Ha TOMBJIHUTETHO HabmroaeHue. Tosa 1ie mo3Boiu 06p30TO
yCTaHOBSIBaHE HA HOBA HH(OPMAIIUs OTHOCHO Oe30macHoCcTTa. MoeTe Jia iajieTe CBOs PUHOC KaTo

CHOOIIUTE BCSKA HEXXETaHa Peakilys, KOATO CTe MOTYYMIN. 3a HaUrHA Ha ChOOIIIaBaHe Ha HEeXEJTaHH

peaKInu BIKTE Kpas Ha TouKa 4.

IIpoyeTeTe BHUMAaTEIHO LAJIATA JHCTOBKA, Mpeau Aa By ce mpuiiokM ToBa JeKapcTBO, Thil
KaTo TH ChAbp:Ka Ba:xkHA 32 Bac nnpopmanus.

. 3amasere Ta3u JIUCTOBKA. MoXKe Jja ce HAJIOXKHU Jia 5 IPOYETEeTe OTHOBO.

o AX0 UMaTe HAKaKBH JOIBIHUTEITHA BBIIPOCH, MOMUTalTe Barms nekap uin MeAUIMHCKA
cectpa.

o Axo IMMOJIYYUTC HAKAKBU HCXKCIJIaHU PCAKIIUU, YBEAOMETC Bamms JICKap Wi MECIAULIMHCKA

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

KakBo cbabpika Ta3H JUCTOBKA

Kaxkso npencrasissa Rybrevant u 3a kakBo ce usnosnssa
Kaxkso Tpsi0Ba na 3Haere, npenu na Bu ce nmpunoxxu Rybrevant
Kak ce mpuiiara Rybrevant

BB3MOKHN HEXENTaHN PEaKIuH

Kak ce cpxpansiBa Rybrevant

ChIpprkaHne Ha OTIAKOBKATA U TONBIHUATETHA HHPOPMALUs

SOk~ wnE

1. KakBo npeacraBasiBa Rybrevant u 3a kakBo ce u3noJsissa

KakBo npeacraBasiBa Rybrevant

Rybrevant e npotuBopakoBo siekapcTBo.To ChabpKa aKTUBHOTO BEIIECTBO aMUBaHTaMa0d, KOETO
NPEACTaBIIsIBAa aHTUTSUIO (BUI OENTHK), IPEAHA3HAUEHO /1a Pa3[I03HaBa M aTaKyBa CIIEHUPUYHH
MUILEHH B OPraHU3Ma.

3a kakBo ce n3noy3Ba Rybrevant
Rybrevant ce u3nonssa npu Bb3pacTHH C BUJI paK Ha GeuTe ApoOOBE, HAPEUEH ,,HeIPEOHOKIIETHYEH
pak Ha Gerute 1poboBe’. Toii ce U3MoI3Ba, KOraTo PakbT Ce € Pa3MPOCTPAHUIT B APYTH YaCTH HA

OpraHu3Ma U € IpeThPISLT U3BECTHH MPOMEHH (MHCEPIIMOHHU MyTaluu B ek30H 20) B 'eH, HApeUeH
EGFR*
EE .

Kaxk neiictBa Rybrevant

AKTHBHOTO BelecTBO B Rybrevant amuBanTama0 ce npuienBa B ABa O€IThKa, HAMHPAILH CE BBPXY
PaKoBUTE KIIETKH:

o peuenTtop Ha enuaepManHus pacrexeH ¢akrop (EGFR) u

o (axTop Ha Me3eHXHUMHO-enuTeneH npexon (MET).

ToBa JlekapcTBO JeHCTBa Upe3 MPUKpPEIsTHE KbM Te3u OenThin. ToBa MoXe Jja 3a0aBH WIIH JIa CIIpe
pacTexa Ha paka Ha Genute ApoOoBe. To MOXe Jja MOMOTHE ChIO 32 HAMAJIsBaHE pa3Mepa Ha TyMopa.

2. Kakso Tps6Ba 1a 3Haete, npeau 1a Bu ce mpuiosku Rybrevant
He n3nou3Baiite Rybrevant

o aKo CTe aJIeprHYHHA KbM aMHBaHTaMal WK KbM HSKOS OT OCTAHAIUTE ChCTABKH HA TOBA
nekapcTBo (M36poeHH B TOUKa 6).
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He n3nomn3BaiiTe ToBa JEKapCcTBO, aKO HEIIO OT TOPHUTE C€ OTHACS 70 Bac. Ako HE cTe CUTYpHH,
roBopere ¢ Bamms nekap wim MeIUIIMHCKA CecTpa, Ipeau 1a By ce mpritoku ToBa JIEKapCTBO.

Ilpenynpesxkaenus u npeanasHu MepKu

T'oBopere ¢ Bamius jiekap wim MeIUIIMHCKA CeCTpa, peau aa Bu ce mpmioxku Rybrevant, ako:

. CTe CTpajajy OT Bh3MaJcHHe Ha Oenute apobdoBe (3aboaBaHe, HAPEUEHO ,,MHTEPCTHITHATHA
6emoapobHa 60IeCT WM ,,ITHEBMOHHUT™).

Kasxere Begnara Ha Bamus Jiekap Win MeJMIIMHCKA CECTPA, aKO NMOJYYHTe HIKOS OT CJIeTHUTE
HeXKeJIaHU PeaKkUu, J0KAaTo NpHeMaTe TOBa JIeKapCcTBO (BHKTe TOUYKA 4 3a moBeue
uHpopmanms):

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

o BHe3zamnHo 3aTpyIHEHO QuIIaHe, KalluIMIa WIK IOBUILIEHA TEMIIEpPAaTypa, KOETO MOXKe Ja
MOKa3Ba Bh3MalleHHe Ha OenuTe ApoOoBe.

. Kosxnu npobnemu. 3a HamansiBaHe Ha pUCKa OT KOXKHU MTPOOIeMH, He Ce U3Jlaraite Ha CII'bHIIE,

HOCETE 3aIlIUTHO OOJIEKJIO, MPUIIaraiiTe CITFHIE3AIIUTHO CPEJICTBO U U3ITOJI3BANTE PEIOBHO
OBJIAKHUTEJIU 32 KOXKaTa U HOKTUTE, IOKATO IIpuemMaTe ToBa jekapcto. llle TpsOBa na
MPOJBIDKHUTE JIa IPABUTE TOBA B IIPOABDKEHUE HA 2 Mecella Clie/l CITUPaHe Ha JICUCHUETO.

. Ounu Ipo0sIeMu. AKO UMaTe MPOOJIEMHU ChC 3PSHUETO MM 0OJIKA B OYUTE, CBBPKETE Ce
BeJHara ¢ Bamms iekap wim MeIuImHCKa cecTpa. AKO U3MOI3BaTe KOHTAKTHH JISIIH U
MOJTyYNTEe HOBU OYHH CHMITTOMH, CIIPETE U3IIOJI3BAHETO UM U KaXKeTe BeAHara Ha Bammus nekap.

Jleua u roHOIIH
He naBaiite TOBa TIekapcTBO Ha Jiena win roHomH Mo 18-roaumrHa Bb3pacT. ToBa e Taka, 3a10TO HE €
M3BECTHO JJAJIN JICKAPCTBOTO € 0€30MacHo U e)eKTHBHO B Ta3H Bh3PacTOBa rpyIa.

Opyru gexapcera u Rybrevant
TpsiOBa a Kaxete Ha Bammst ekap WM MeIUIMHCKA CECTPa, aKo IPHEMaTe, HACKOPO CTe MPUEMAITH
HJIKM € Bb3MOXXHO Ja IIpueMare Apyru JICKapCcTBa.

Koutpauenuus
o AKko MoxeTe Ja 3a0pemMeHeeTe, TpsOBa Aa U3NoI3BaTe eeKTHBHA KOHTPALEIILH [0 BpeMe Ha
nedyenuero ¢ Rybrevant u B npogsmkenue Ha 3 Mecela ciie] CIUPaHeTo My.

Bpemennoct

o IIpeau na Bu ce npunoxxu ToBa JekapcTBo, TpsiOBa J1a KaxkeTe Ha Bamms nexap nnn
MEIMIIMHCKA CECTPA, aKo CTe OpeMeHHa, cMATaTe, Y€ MOKe J1a CTe OpeMeHHa WIIN ITaHUpaTe
OpeMeHHOCT.

o BB3M0OKHO € TOBa JIekapcTBO Jia HaBpeAH Ha HEPOJIeHOTO Oebe. Ako 3abpemeHeeTe, IOKAaTo ce

JIEKyBaTe ¢ TOBA JICKApCTBO, KAYKETe BeIHAra Ha Barms nexap uim MeauiuHcKa cectpa. Bue u
Bammwsr siekap 1ie penmre Jaiy 1moJizata oT JEUSHHETO ¢ JIGKAPCTBOTO € TO-ToJIsiMa OT PUCKA 32
Bamero nepoaeno 6ebe.

Kbpmene

He e uzBectHo nanmu Rybrevant mpemunasa B kbpMara. [TocsBerBatite ce ¢ Bamms nekap, npenu na
Bu ce npumnoxu ToBa nekapcTBo. Bue n Bammat nekap 1ie pemuTe Jany mojasara oT KbPMEHETO € M10-
rojsiMa oT pucka 3a Bamrero 6eGe.

Ilodupane u padoTa ¢ MAIIMHHA
AKoO ce yyBCTBaTE YMOPEHH, 3aMasiHU WK ako ounTe Bu ca pa3zapasHeHu Wi ciel mpuiaraie Ha
Rybrevant 3penrero Bu e 3acernaro, He modupaiTe u He paboTeTe ¢ MAIIHHH.

Rybrevant ceabp:xa HaTpHii

ToBa ekapcTBO ChIbpIKa MO-Maiko oT 1 mmol Hatpuii (23 mg) Ha 7032, T.€. MOXKE Aa ce Kaxe, e
MPaKTHYECKU He chabpika Hatpuil. [Ipenu obaue na Bu ce npunoxu Rybrevant, Toit Moxe na ce
CMECH C pa3TBOpP, KOWTO ChAbpKa HaTpuid. ['oBopete ¢ Bamius jgekap, ako cTe Ha IdeTa ¢
KOHTPOJIMpaH MPUEM Ha COJL.
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3. Kak ce mpuiaara Rybrevant

KakBo konu4ecTBO ce mpuJjara
Bamsr jrexap Iie u34nciIy IpaBriHara 3a Bac mosa Rybrevant. Jlozara Ha ToBa JIEKapCTBO II1e
3aBUCH OT TEJIECHOTO Bu Terno B Ha4anoTo Ha Tepanusita Bu.

IIpemoprunreanara qo3a Rybrevant e:
o 1 050 mg, axo Texute nox 80 Kg.
o 1 400 mg, ako TexxuTe noBeue wim paBuo Ha 80 Kg.

Kak ce npuniara jekapcTBoTo
ToBa nexapcTBO 1e ce Mpuiara ot JIEKap WM MeIUIMHCKa cecTpa. To ce mpuiara Kato KankoBo
BIIMBaHE BbB BeHa (MHTpaBeHO3HA HH(Y3HUS) B IPOABIDKCHUE HA HAKOJIKO Yaca.

Rybrevant ce nmpunara, KakTo cieaBa:

° BEJHBK CCIMUYHO 3a ITBPBUTE 4 CEIMUITU

. CIIe]] TOBA BEIHBK Ha BCCKH 2 CEIMHIIH, KATO CE 3all0YHEe B CEAMUIIA 5, TOKATO MPOIbKaBaTe
JIa TI0JIyYaBare IoJi3a OT JEYEHHETO.

Hpe3 nbpBaTa ceAMHIA Bammsar JIeKap I1e NpUII0KHU J03aTa Rybrevant, pa3zaeiacHa B IBa JHU.
.JIeKapCTBa, NpHJIATaHH 10 BpeMe Ha JIeYeHHe ¢ Rybrevant

[penu Besika uady3ust Rybrevant me Bu ce npunarar iekapcTsa, KOMTO TIOHWKABAT BPOSITHOCTTA OT
peakuuu, cBbp3aHu ¢ uHQy3usaTa. Te Moxke 1a BKIIOUBAT:

o JIeKapcTBa 3a aJepruyHa peakius (aHTUXUCTAMUHH)
o JIeKapCTBa 3a Bh3NalieHue (KOPTUKOCTEPOH/IH)
. JIeKapcTBa 3a MOBHUILICHA TeMIlepaTypa (KaTo Harp. napaneTamod).

Moxe na ce mpuiiarar Chllo JOMBIHUTENIHH JIEKAPCTBA CIIOPE MOSIBATa HA HIKOU CUMIITOMH, KOUTO
MOX€E J1a TTOJTYUHnTE.

Axo Bu ce mpuioxu nmopede ot Heooxoaqumara go3a Rybrevant

Toga JiekapcTBO 1€ ce mpuiiara ot Bamms nexap wim MeIuImHCKa cectpa. Ako Bu ce mpunoxu
TBBP/IE TOJISIMO KOJIMYIECTBO (IIPeI03UpaHe), KOETO € MAJIKO BEPOSTHO, Baimust jiekap 1ie mpoBepu 3a
HaJIM4Ye Ha HeXXEIaH!U PEeaKIInu.

AKO cTe MPOMYCHAJIN Yaca CH 3a npuJio:kenne Ha Rybrevant
MHoro e Ba)xHO J1a Crla3BaTe BCUYKH YTOBOPEHH 4acoBe. AKO MPOIMYCHETE Yac, HACPOUETE CU APYT
Bb3MOXHO Hal-CKOpO.

Axo0 nmarte HIKaKBU JOI'bJIHUTCIIHUA BbIIPOCH, CBBP3aHU C yHOTpe6aTa Ha TOBa JICKApPCTBO, IIOIUTANTE
Bamms JICKAap Wi MCAUIMHCKA CeCTpa.

4. Bb3MOKHU He:KeJIaHU peakunu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIIAHU pEaKIIUH, BBIIPEKU Y€ HE
BCCKH I' TIOJTy4aBa.

CepuO3HU HexKeJTaHU peakuu
Kaxere Bennara Ha Bamms nexap wiim MeAMIIMHCKA CECTPa, aKo 3a0eJIeKUTE CIIEAHUTE CEPUO3HU
HE)KEJNaH! PeaKLnu:

Mmuoro yectu (Moke 1a 3acernar Hazg 1 Ha 10 gymm):
. IMpu3HayM Ha peakus KbM HHQY3HUsTA - HAIP. CTYICHH TPBIIKH, HEJOCTHT Ha BB3/IyX, TaJICHE,
3adepBsiBaHe Ha JIUIETO, TUCKOM(OPT B TbPAUTE U MOBPBILAHE, JOKATO CE MpHiara
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JekapcTBOTO. TOoBa MOXKE Aa ce CIIy4YH, 0COOCHO TIPH IMbpBaTa J03a. Bammsr jgexap Moxe xa Bu
Jlajie pyTH JIEKapcTBa WM MOXKE Jla ce HAJIOXKK MHQY3HsITa da ce 3a0aBH WIIH J1a CE CIIpe.

. Kosxuu mpobiemu - Hamp. 0OpHB (BKIIOUHTEIHO aKHe), HPEKTHPaHa KOXKa OKOJIO HOKTHUTE,
cyxa Koxa, chpOex, Oomnka u 3auepBsaBaHe. Kaxxere Ha Bamms jekap, ako mpodiieMuTe ¢
KOXAaTa WK HOKTHTE CE BIIOIIAT.

Yecru (Moxe ma 3acerHar 1m0 1 Ha 10 gymm):

. IIpoGnemu ¢ ounTe - KaTo HATP. CYyXOTa B OUUTE, MOAYTH KIIENadd, CbpOex B o4nTe, mpodiIeMu
ChC 3PESHUETO, PACTESIK HA MUTJIUTE.
o [Tpu3Hanu Ha BB3MAJICHUE HA OENTUTE IPOOOBE - HAIP. BHE3AITHO 3aTPYIHEHO JUIIAHE, KallluIa

WM TIOBHIIIEHA Temiieparypa. ToBa G1 MOTIIO Jia JOBEJIE 10 TPAHHO YBPEKIaHEe
(unTepcTHIIanHa OemoapobHa Gosect). BammaT nekap Moxke aa pern aa cupe Rybrevant, ako
MOJTyYHUTE TA3H HEKENIaHa PEaKIus.

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

o BB3MAJICHHE Ha POTOBHIIATA (TIPEIHATA YACT Ha OKOTO)
o BB3IIJICHHE BHTPE B OKOTO, KOETO MOJKE J[a 3aCETHE 3PCHUETO
o YKMBOTO3aCTpaIIaBail OOpUB ¢ MEXypH U OelleHe Ha KO)KaTa BbPXY TOJIsIMa 9acT OT TSIIOTO

(ToKCHYHA enuIepMaHa HEKPOJIH3a).

JApyru He:xeJ1aHM peakuuu
Kaxere Ha Bamus nekap, ako 3a0enexure HIKOs OT CICIHUTE HeXKEaHH PEaKIIUH.

MHoro yectn (Moxe 1a 3acersar Haza 1 Ha 10 qymm):

HUCKa CTOWHOCT Ha OeNThKa, HapeueH ,,aI0yMUH", B KPbBTA

OTOK, IPUYMHCH OT HATPYIIBAHC HA TCUHOCT B OpraHnu3Ma

yCellaHe 3a CUIIHA yMopa

paHu B ycTaTta

3allCK WJIN auapusd

HaMaJieH aneTuT

MIOBHUIIIEHA CTOMHOCT Ha YEPHOJIPOOHHS CH3UM aJlaHMH aMUHOTpaHc(epasa B KPbBTa, Bb3MOKEH
MpPU3HAK Ha MPOOJIEeMH C YepHHUS APOO

MOBHUIIICHA CTOMHOCT HA €H3MMa acrapTaT aMHHOTpaHc(hepas3a B KpbBTa, Bh3MOXKCH MPU3HAK HA
po0JIeMH ¢ YepHuUs Apod

3aMasHOCT

MOBHIIIEHA CTOMHOCT Ha eH3uMa ajikajaHa ocdarasa B KpbBTa

MYCKYJITHHU OOJIKH

HUCKA CTOMHOCT Ha KU B KPBBTA.

Yecrn (Moxe na 3acernar 1o 1 Ha 10 gyrm)

o Oonka B Kopema
o HHCKO HMBO Ha KaJHH B KPHBTA
o HHMCKO HUBO Ha MarHe3uii B KPbBTA.

Cho01aBaHe Ha HesKeJIAHH PeakIuu

AKXO NOJTyuHTe HAKAKBU HEXKEJIAHU JICKAPCTBEHH PEaKlny, yBeJoMeTe Bamus exkap uin MeJuIuHCKa
cectpa. ToBa BKIIFOYBa BCUYKU BH3MOXKHU HEOTMCAHH B Ta3H JINCTOBKA HEXKENIaHHU peakinu. Moxere
CBIIO J1a CHOOIINTE HEXKETaH! PEaKIiy JUPEKTHO Ype3 HAI[MOHATHATA CHCTEMA 32 ChOOIIABaHE B:
W3nbaHUTEIHA areHIMs 110 JIeKapcTBarTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT: www.bda.bg

Kato crobmiaBaTe HeXxenaHu peakiiy, MOXKETe Jla JafeTe CBOS MPHHOC 3a MOTyYaBaHe Ha ITOBEYE
uH(OpMAIIsT OTHOCHO O€30I1acHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak ce cexpansiBa Rybrevant

Rybrevant 1ie ce chxpansBa B 6OJHHIIATA WK KIMHUKATA.

CrhxpaHsBaiiTe TOBa JIEKAPCTBO Ha MACTO, HEAOCTHITHO 3a Jella.

He uzmomn3BaiiTe TOBa JIEKapCTBO CIIE] CPOKA Ha TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATA OMAaKOBKA U
eTrkera Ha (himakoHa cien ,,l 'ogen mo:*“/“EXP*“. CpokbT Ha TOIHOCT OTIOBaps Ha MOCIEAHUS JICH OT
MOCOYCHHS MECELI.

XumuyHa 1 Gu3nyHa CTaOUITHOCT B MEPUOJa Ha M3MOJI3BAHE € JJ0Ka3aHa B mpoabinkenue Ha 10 yaca
npu 15°C no 25°C Ha craiina cBeTiauHa. OT MUKpOOHOJIOTHYHA TJICHA TOYKA IPOAYKTHT TPsiOBa Ja ce
W3II0JI3Ba He3a0aBHO, OCBEH aKO METOABT Ha Pa3pexkIaHe HE M3KIIF0YBA PHCKA OT MUKPOOHO
3aMbpcsBaHe. AKO HE Ce€ M3MO0I3Ba He3a0aBHO, MEPHOIBT Ha M3MIOI3BAHE U YCIOBHUTA HA ChXpaHEHHUE
mpeu yrmorpeda ca OTTOBOPHOCT Ha MOTPEOUTENSI.

Ha ce cpxpansiBa B xiaauwiHuk (2°C no 8°C). Jla He ce 3aMpassBa.

ChxpaHsBaiiTe B OpUrHHAIHATA OMIAKOBKA, 32 Jia Ce MPEe/a3u OT CBETIHHA.

He u3xBbprsiiTe lekapcTBaTa B KAHAIM3ALMATA UM B KOHTEHHEPA 3a TOMAIIHU OTHaabLu. Bamusar
MEAMIIMHCKH CICIUAITUCT IIe U3XBBHPJIU JIEKAPCTBAaTa, KOUTO BeUe HE Ce M3M0J3BaT. Te3:u MEpKH IIe
CIIOMOTHAT 3a OTa3BaHe Ha OKOJIHATA cpefa.

6. Cbm)pmalme Ha OnMaKoOBKaTa M JO0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso cbabpaxa Rybrevant

. AXTHBHOTO BelecTBO € amuBanTtamad. Equn ml koHmeHTpaT 32 HH(Y3HOHEH Pa3TBOP ChIbpiKa
50 mg amuBanTama6. Exun ¢uiakon 7 ml koHueHTpat chabpika 350 mg amuBaHTamal.
° JIpyrute CbCTaBKU Ca eTHIICHIMaMHHTeTpaoleTHa kucennna (EDTA), L-xuctuaus,

L-XUCTUAMHOB XHAPOXJIOpUA MOHOXUpaT, L-metnonun, noiucopbat 80, 3axapo3a u Boja 3a
UIDKEKIUN (BIDKTE TOUKA 2).

Kak m3raexaa Rybrevant u kakBo cbabp:ka onakoBKaTa
Rybrevant e koHuenTpar 3a HHbY3HOHEH pa3TBOp U € Oe31BeTHA 10 Oieq0KbiITa TeyHoCcT. ToBa
JIEKApCTBO CE€ IOCTaBsI B KAPTOHEHA OIMAKOBKa, ChAbpkaiia 1 cTbkieH dakoH 7 Ml KoHLeHTpar.

IIpuTexkaTes Ha pa3pelleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaure
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
MIPEJICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

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

bbarapus

»oKOHCBHH & JIxoHcwH 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: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EA)LGoa
Janssen-Cilag ®appaxevtikn A.E.B.E.
TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Ireland

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

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

Luxembourg/Luxemburg
Janssen-Cilag NV

Tel/Tel: +32 14 64 94 11
janssen@jachbe.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: +3176 711 1111
janssen@jacnl.jnj.com

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

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

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

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

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety_slo@its.jnj.com



Island Slovenské republika
Janssen-Cilag AB Johnson & Johnson, s.r.o.
c/o Vistor hf. Tel: +421 232 408 400
Simi: +354 535 7000

janssen@vistor.is

Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300

janssenita@its.jnj.com jacfi@its.jnj.com

Kvbztpog Sverige

Bopvapoc Xattnmovayng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)

UAB "JOHNSON & JOHNSON" filiale Latvija Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444

Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha NMOCJIeHO Mpepa3sriexaane Ha gucroBkaTa 09/2023.

ToBa nekapcTBO € pa3peleHo 3a ynorpeda 1o T. Hap. CXeMa ,,pa3peliaBaHe o yCIoBHe .
ToBa 03Ha4aBa, ue 3a JEKApCTBOTO CE OYAKBAT AOMBIHUTEIIHH IAaHHH.

EBporeiickara areHiys 1o JiekapcTBara Iiie W3BbpIIBa Iperie/l Ha HoBata nHdopManus 3a
JIEKapCTBOTO MOHE BEAHBK FOJIMIITHO U Ta3H JIMCTOBKA ChOTBETHO 1€ CE aKTyalnu3upa.

JApyru u3rounuuu Ha nHpopMmauus
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPEeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBata: http://www.ema.europa.eu.
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Ilocoyenara no-go,y uH(popManusa e MpeJHA3HAYEHA CAMO 32 MeIMIMHCKH CIENHATNCTH:

JlekapCTBEHUAT MPOAYKT He TPsIOBA /1a Ce CMeCBa C APYTH JEKapCTBEHH MPOAYKTH OCBEH CIIOMEHATHTE
10-7107Ty.

HpI/IFOTBCTe pa3TBOpa 3a UHTPABCHO3HA I/IH(I)YSI/IH, KaTo M3II0JI3BATC aCCIITUYHA TCXHHKA, KaKTO
cJIeaBa.

IIpurorssue

. Omnpenenere HeooxonumaTta mo3a (1050 mg mm 1400 mg) u Opos HeoOxoauMu (IIaKOHU
Rybrevant criope u3x0HOTO TeryTo Ha marpenTa. Beeku daakon Rybrevant ceabprxa 350 mg
aMuBaHTamao.

o [IpoBepere namu Rybrevant pa3TBop e Oe3nBeTeH 10 0yeq0xkbIT. He n3nonseaiite npu HaIM4ue
Ha TIPOMSIHA Ha IBETA WM BUIANMH YaCTHIIH.

o Uzrernere u cien ToBa M3XBHpIEeTe 00eM OT 5% pa3TBOp Ha TIOK03a MIIM HATPUEB XJIOPH/T

9 mg/ml (0,9%) umxekuroneH pasTeop Ha oT 250 ml uHbpy3HOHEH cak, KOWTO € paBeH Ha
HeoOxoaumusi 00eM Ha Rybrevant pa3tBop, koiTo TpsiOBa ia ce 1o6aBu (n3xBbpiere no 7 ml
pa3TBopuUTEN OT MH(Y3UOHHUS CaK 3a BcekH (prakoH). MHpy3noHHNTE cakoBe TpsiOBa 1a ca
HanpaBenu oT nonuBuHIIXI0pu (PVC), nomunponunen (PP), monmuerunen (PE) nin
nonuonedun (PP+PE).

o Uzrernere 7 ml Rybrevant o Bcexu HeoOxoauM (piakoH, cie ToBa ' Jo0aBeTe B
nH(y3uoHHUS cak. Becexu dmakon cpappka 0,5 ml u3numrek, 3a 1a ce rapaHTHpa JOCTaThYCH
obeM 3a m3rernsHe. KpaitHust o0eM B mHQY3nOHHUS cak TpsaOBa Aa 0bae 250 ml. UzxBbpuere
HEHM3IMOJI3BaHaTa YacT, OCTaHala BbB (IakoHa.

. Buumarenno o0bpHETE caka, 3a Jla ce CMecH pa3TBopbT. He paskiamaiite.

. IIpeau npunoxeHue IpoBEPETe BU3yaIIHO 32 HAJIMYKE HA YACTULIM U IIPOMsIHA Ha 1iBeTa. He
U3IM0JI3BaiiTe, aKko ce HaOJII01aBaT MPOMSHA Ha I[BETa WIIM BUAMMH YaCTHIIH.

IIpunoxenue

o [Ipunoxere paspeaeHus pa3TBOpP Ype3 MHTPABEHO3HA HH(Y3HSL, KaTO M3M0I3BaTe HHPY3MOHHA
cucTeMa, CHabJIeHa ¢ peryjaTop Ha IOTOKa U C BIPaJieH, CTePUIICH, alTUPOTeHEeH (QUITHP OT
nonuerepcyidon (PES) ¢ Hucko cBbp3Bane ¢ nporennu (pazmep Ha nopute 0,22 unu
0,2 mukpometpa). CucremMuTe 3a NpUIOKEHUE TPAOBa Ja ObJaT HANIPaBeHU OT MOy pETaH
(PU), monubyranuen (PBD), PVC, PP unu PE.

. He BnuBaiite Rybrevant upe3 eiHa 1 chllla MHTpaBEHO3HA CHCTEMa €IHOBPEMEHHO C IpYyTH
CpencTBa.

o Pa3penenusar pa3rBop Tpsi0Ba aa ce MpuiIoku B paMkute Ha 10 yaca (BKJIIOUHTETTHO BPEMETO 3a
uH(py3us) Ha craiiHa Temneparypa (15°C 1o 25°C) u Ha craifHa CBET/IMHA.

o [lopanu gectotara Ha IRRS npu mbpBaTa 103a amMmuBaHTaMab TpsAOBa Ja ce BIUBA MPe3

nepudepHa BeHa B cenmuna 1 u cenmuna 2. Mady3us apes meHTpaIeH JOCTHIT MOXKE J1a Ce
TpuIIara mpe3 ClIeBaNIuTe CeIMHUIH, Korato puckbT OT IRRS € mo-auchk. Bmkre ckopocTute
Ha nHQY3uA B Touka 4.2.

H3xBBpasiHe
To3u nexapcTBeH NPOAYKT € caMo 32 eTHOKpaTHa ynoTpeOa ¥ HeU3IOI3BaHUAT JICKAPCTBEH MPOIYKT,

KOITO HE ce IIPUJIOKH B pAMKHUTEC Ha 10 qaca, Tpr6Ba Ja €€ U3XBHPJIU B CbOTBECTCTBUC C MCCTHHUTC
HN3HCKBAaHUs.
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